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al kyl, | ower-al koxy- and CN, R2Ps hydrogen or

| ower I, ndent each .ot her

are hyg-lljj%en @ @69_8%6 hé??\lee}%?a nlIy g? CB@}’SU lﬂl&gy“’lthhydmxy“
or R3lew-afly! oolpetehelkyhcaberylt o form a carbonyl group
together wth the carbon atomto which they are

Rt Aqhed | O fAGH 4

hydr o g}e nmdﬁgengggﬂﬁﬁoglv\r% rgIIP giﬁgﬁf% hﬁll{)ﬁé\ﬁér - al E%’?(%S’dl%xy lower-alkyl,
R5 an afkogeiowsr-adkd o0 to forma carbonyl group

together wth the carbon atomto which they are

attac 18L221 S adi az, olyl or triazolyl, which
oxadi EFOR/IISWIPE&WEI yl is substituted with R'1 and

orgtlonally substituted with RF2; 4a R8 and RO
Rnaeqbandadepeydémmmaehcmmararah@rhﬁr Dgeﬂalkfjlﬁbﬁﬁﬂﬂ;yl hydroxy-

hydr : I and

pound ot SR HEl s Mo QU DB Rk B G i, Fiicingt
ri ng lewgeslgorwyato-tavsrelybon atom to which they are
attached; R10is hydrogen, |ower-allcyl,

I O\A/erlgﬁjgkiél -car bonyl or_ | ower - al kyl - suI fonyk Rllis
aryl et ksteracyslylselpded Bemfthegonp eonjisgnp of morpholinyl,

consi ﬂoﬂ@m@f SMaLSi'aithcycﬂB{BQZl']B%dg;Z %F&demm%b&)ﬁnyl piperazin-2-

pyridiny, xadi a
G by P8, Bisro bt ta Ripnahglion 13 S Rdirol4 Hersuo 26k ione and
benz tspnra(,lzpﬂty]hm)—p[peﬁdmayyl dhielt |hcterocycl 11 1s optlonaﬂy subst1tuted with

tr| a r D | m dazo '
" SR et Sid R A N U P S RO GG carbamoyt,

f ura 61‘-aﬂlmxatfnad:zm1y§4 lcyanwy plaengl, pridin gox dovedrydlkoxy;

pyrim di ne-2, 4- di one, benzooxazi n-3-one,

aﬂdﬁhﬁh&x@lﬁ&a@fﬁzceﬁea%smts%ne%m'tﬂéaieéfy' t hi ophenyl ,

oxazolyl benzooxazi n-

QU|nazoI|n 2 one, . pyridazi nyl,
q Ui ng%hlly @‘Ic m‘E?é‘H?Bt”rﬁ"é%P?‘f“‘E SRIASEHH f%‘ihﬁiltﬂfvfacml’ e of the above
camapdiddgy p}dmmyld:cumalrmqbarmdns whidhr contain such compounds as well as the

% YOO D e S-S 00 B Btmacnutigy preseeationsy

e{it' onaIIy substituted with 1 to 3 substituents
Sel tebdevalopd frie fagiyoasidsddR8) deeidng anfindrease rof dilvéryitochondrial B-

oAIHHoRX %hlcﬁ(l%al ¢S E[Hﬁé#!:z@ﬂﬁlu@n&@éff ?(smcﬂg R 6ndrial oxidation

ower - al ko cyano, roxy-T ower -a
offpngrham gﬁérf@(ﬁ}lr@wthe %%@nttﬂnkqfwo nmub;g@mboxado:z;rﬁme dependent
paﬁﬁﬁbﬁﬁ*&msfé}l%s (@%)R@TU ﬂh@'oqﬁ% %ﬁﬁchmﬂiﬁa?ﬁﬁhiﬂrane e e, catalyzes

(ra ol yl al |, en | k 4
agl?gly lecng:n Y, %g y[s Llyqu ;z@f ? agﬁdnuscle (M-CPT1) CPT1
1sqf¢$tm<aml ty'llcpdsmmz hwbrﬂlﬁa?;ﬁ)ﬂ g&nels &nd) mih@iféﬂ by malonyl-CoA. The N-ter

t Wi ower kyl
o Ar Feaer sPised e Bt Vonafry Klistilors o2, the inner
mlmﬁap@@al Iﬁg}[n@gpm: enqyxm:r redokydrts loogrehaial dcglearndines into long-chain
P n
aC)EIlJGg)g %E%?‘é%i’nﬁaéﬂéﬁl ac ﬁwﬂh{ﬁcﬁﬁ @&Mtolaég gleégy fulc activates
they Byiuypig| faybeisse |3t‘19t @acwepmeaﬁeﬁccard% to Fiinechanism of action

desh_M'déclb &ﬁﬂeoﬁﬁhdrﬁi&@éutiﬂahy hetiveE3h §aﬂ BWFhich |u!ﬂ'Mi)1t L& Zelnce liver B-
uor o-

R14i s
xSRBS R iRy D5 B th e daegaract RyBeretycemia,
and R16 independently from each other are hydrogen,

| ovige- cﬁich‘éﬁlme S el ﬁ!)ve‘l': Y,J)lﬁﬁ&m%%lhlchl 1@%? Tk kA& palmitoyl

| ower - al Pyr oxy-car bonyl, NH2-carb
tranpfgase - 1a|(llqﬂ INHC‘éallt)boﬂiﬂ compaynds -of| thy 1gisiesorr bonyk wed as
phaﬁﬁh%@ytlicall !é‘ﬁfve%?&%g wh%'a?@us@ﬁ@ﬂyﬂhleg%% k¥l oF Seatment
opti onal ysu tituted wth hydroxy, rhalogen, _
| ower - al kyl, | oweral koxy or flu oro-I|ower-alkyl; or
4b NRI 5R16 is a heterocyclyl selected fromthe group
consi sting of inorpholinyl,



t hi onor phol i nyl, 1, 1-di oxo-t hi onor phol i nyl,
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8- oxa- 3-aza- bi cycl o[ 3. 2. 11loctyl, piperazinyl,
pyrrolidinyl, 1,1- dioxo-isothiazolidinyl, -
pyrrolidin 2-one, imdazolidiné-2,4-dione, 2, 4-
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séVen carbon atoms; the term "l ower- al koxy" refers to
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to 20, preferably up to 16 carbon atons. The term
“lower-alkinyl" refers to a straight-chain or 5
branched hydrocarbon residue conprising a tripple
bond and up to 7, preferably up to 4 carbon atons,
such as e.g. 2-propinyl. The term "al kyl ene”
refers to a straight chain or branched dival ent
saturated aliphatic hydrocarbon group of 1 to 20



The term "heteroaryl" refers to an aromatic 5 to 6
menbered nonocyclic ring or 9 to 10 nenbered bicyclic
ring which can conprise 1, or 3 atons sel ected from
‘nitrogen, oxygen and/or sul such as furyl,

pyrrdr Y pyridazinyl, p rrnrdrnyl pyrazinyl,
t hi éti?y? 3 isad»csm'gcmlyls@ 9, the gepupAppsisting of morpholinyl,

i m ﬁﬁgﬁbgﬂhohﬁﬁf 19 &on-@ﬂlﬁ%ﬂ)ﬂebnyl ph}?&ﬁ!’[ﬂﬂ 'piperidin-2-one,

tetrazol i azol yl |sgé
1, 2Pipexaging 0&?05‘3‘??‘3‘ A DIGERE-4f %ctylr Rip@Rginyl, pyrrolidinyl, 1,1-
i ndamb Eéoth1a§£@c@1@ﬁ7 ﬁﬁﬁﬂhﬂ%ﬂ&ﬁﬁﬁ@ﬁﬂﬁﬁ&mﬂmn@ 24

B ot s ARl A A e 2.5 AEROLSRIRZE M ant 15
di h«saﬂmobﬁnztmlmaam sidrichdreterodycdyl i dpyidn aliy subbetitufed avigh, hydroxy-
be tr|a inyl, triaw epyridinyl and
te?@g?% 118“@P%ﬁ9%§%§§ﬂ%055|ble heteroaryl are
72" 0X0- 2, 3- drhydrolH-rn dol-5-yl, pyrimdin-4-one,
R" ppd RAVindepen Aerttl kiR caclp 9 ey @rethydrcrmxlawer glkyl, hydroxy-lower-alkyl,
pyqbghﬂmgg ﬁm%f_ hape, benzooxazin- 3-one,

ydr o- benzooxa2|n 2-one, indolyl, thiophenyl,
oxazol yl, benzooxazi n-2-one,

S,QQHﬁkygﬁﬁnﬁﬂhﬂﬁg@Iin 2-one, pyridazinyl,

S A R arehy&%gén?&orgﬁarkyr%yer' dlkyl, hydroxy-
1, 1éwdﬂkﬂksi1r mw lcbm?aﬂarmlm alieyl);N-lower-alkyl, pyridinyl-
1,2-di ro- |nda ol -3:=0 A heteroaryl group nmay
od? N @gﬁi

Pﬁtlon pattern as descrlbed
earller in connectlon Wwith the term"aryl”

R R

TIIB’HlObde, Stamactyod- mcrldﬁé’r Hoetgl, EIPFUdEYhE piperazin-2-
e ! eggbgdlﬁﬂ‘&l%oéa %141,3}3[@{&% %ﬁfd[él §1deBankl2, 4—d10ne and

or tri rrng can

2 smw@ phtalag) -we@érr@d‘% BaRy Jéﬁye&rﬁgrﬁabsslrﬂted with
loﬁvbi RIS Yhrbody, barbamoyl,

, JoReE
di, 0xo- no I n ridi.n erl di n- 2-one,
i e e e
plperazrnyl and pyrrolidinyl. Qher possible
i azolidinyl,
andﬂi]r Sﬁ%‘?&}&% ]ygcc%%tﬁbl% S&ﬁ%r}go |{jslﬂr11§%2m4 di one, 2, 4-
drhydro[l 2,4] triazol-3- one, pyrrolidine-2,5-dione,
azeti din-2-one, 1, 3-dihydro-imdazol -2-one,
wher¢ifi azol i di nyl ,
1,3,8-triaza- sp|r0[4 5] decane- 2, 4- di one and
, spi ro(1-phtal an) - pi peridine-4-yl1l,. A heterocyclyl may
the tepit Tlowad-dlyylh aatmeamsmbsﬂmhmﬂﬁonmﬁaoﬂlerr £rOBES, slértp Bed

earlier_in connecti.on 20 term. '
Fmﬁmm&& i garprnitould RIREPE PhY g scvag,

gh%g as described in the description below
Cbnpoun of

formula (1) wherein an amino group is
present can form pharnaceutically acceptable acid

‘hEKEEc 'ggﬁﬁg aﬁﬁggéﬂgyggp?gfgﬁ conpounggﬁgggfﬁgﬁty

(1) with physiologically conpatible 25 m neral acids,
such as hydrochlorlc acid, sulphurlc aci d, sul phurous
the teami "tbvear-afieogpraene omigi qembaatigh dﬂf&r&i’@%cﬁ? 59 to@uc h

Z?@%E%E§§$§5}|%%@%%1§§$§kmﬁﬁq %&%?gacéﬂggpa0|
Citohil Gnd@G £ 7 E4P& dtemacind, nekic acid, tartari ¢ aci d,

succinic acid or salicylic acid. The term
"pharnaceutically acceptable salts" refers to such

Its., d
R B R T R
BExamphemongf such salts are al kal i ne, earth-al kaline

and anmonium salts such as e.g. Na-, K-, Ca- and
Tri met hyl anmoni unsal t. The term "pharmaceutically




- 7 - aralkyl esters are exanples of suitable esters.
The nmethyl, ethyl, propyl, butyl and benzyl esters
are preferred esters. The tggm "pharnmaceutically
accept abl e esters” furthernore enbraces conmpounds of

for M @sdcbad hspedrhinek iRPERRIEY arSuRSfoR BanRRBRre of compounds
gghverted to the corresponding esters with inorganic

ogRyanl casadstned sihene. gfhwh.&rrxfeés SRIPBrises (epie| & compound of
fe&iuth 16 phosphoric acid, citric acid, formc acid,
mal ei ¢ acid, acetic acrd succrnlc acrd tartaric
acid, nethanesulphonlc aard E toluenesulphonlc acid

and t he i ke, which are Xig to living

organi sns. WD 2007/ 2PCT] EP2006/ 068745 - 8 - In
detail, the present inve t|o relates to conpounds of
formula (1) RARS R37XY%6 Werein Xis C(R8R9) ,

NR1, 0, S, S(0), S(02); 5"121|s phéilyl optional |y
substituted with 1 to 3 substituents sel ected from
t he group consisting of hal ogen, hydroxy,
umbwepﬁabkydofﬁyﬂmﬁwﬁﬂpomer al kyl , fluoro-Ioweral kyl,
| ower - al koxy and CN;, R2is hydrogen or |ower-alkyl; R3
and R4 independently from each other are hydrogen,
hal ogen, |ower-al kyl orgkowera 10al koxy, or R3 and R4
together are =0 to form a sar bo@Qyl group together
with the carbon atomto whilch they are attached; Rs
and R6 in' dependently et each other are hydrogen
hal ogen, | ower-al kyl or Iomeralkd%ﬁ or R3 and R6
together are =0 to form-a carbonyl group together
wth the carbon a{ mto which they are iohed 15
whepaln &' 2%, BXBdiRazR1- > apd % 3¢ dsfregiabogandf s hageat ol v
or triazolyl is substituted wwth R11 and optionally
subgf, i 8p cd R@NGENddfdhell I SBve, when
eaoﬁho%ﬂéﬁgéﬁg&ﬁ ?kgelg lﬁgﬁgggnnﬁﬁsdroxy,
1nMBmBmHaikw¢pH$%W@wd TW@% hovegr 201 f and ‘RO are bound
together and -R8-R9- is -(Cl 12)2-2- to forma ring

together wth the carbon atomto which they are
at t dohsefpurth aspect, there is provided pharmaceutical compositions comprising a

compound as defined above and a pharmaceutically acceptable carrier and/or adjuvant.

In a fifth aspect, there is provided compounds as defined above for use as

therapeutic active substances.

In a sixth aspect, there is provided compounds as defined above for use as
therapeutic active substances for the treatment and/or prophylaxis of diseases which are

modulated by L-CPT1 inhibitors.

In a seventh aspect, there is provided the use of compounds as defined above for
the preparation of medicaments for the therapeutic and/or prophylactic treatment of

diseases which are modulated by L-CPT!1 inhibitors.

_In an eighth aspect, there is provided the use of compounds as defined above 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, faity liver discase,

atherosclerosis, congestive heart failure and renal failure.



R19i s hydrogen, |ower-al kyl, |ower-alkyl-carbonyl or
| ower - al kyl -sul fonyl; 1211is aryl or a heteroaryl
selected fromthe group coAdisting of pyridinyl,
pyrazi nyl , pyri mdinyl, pyridinyl-2- one
oxadi azol yl, indazolyl, 1, 3- dlhydro benzi m dazol -

A PR e

dedine tha meavh eyt scdpayf theotariare tasmy niadi tnyescribe the invention herein.
benzi m dazol yl, 2-oxo-2, 3-di hydro-1Hindol- 5-yl,

pyr ']H‘tﬂ1 é&lﬁ%ﬁﬁon fﬂgt@f}){l“loxtvé}’”@sdﬁség &) Mban :Pglroﬁﬁ‘él)ﬂfi}stma of one to

i soxazo pyrimdi ne-2,4- dione, benzooXazi n-3-o0n€,
seyen DERIFYEIY 6f DR PdoRasaThoD 4918(S)i ndol yI, t hi ophenyl ,
oxazol yl , benzooxazi n-2-one,
3, 4- 'ﬂiéﬁ!ﬁxﬁ thﬂblrkdﬁaléfhﬂsﬁolhﬂﬁrﬁw EsrikaBionyihe and iodine, with fluorine,

ui benzo zonI benzot hi adi azol yl ,
ol bR R TRy | 71! 4

di hydr o- qU|noxaI|ne 2, 3- dlone and
1, 2-Wiettgrain talkyldaaie-3-inwem binitish witly bther grhveps refens yo a branched

orisﬁﬁfgﬁ—élgﬁl?hl&ﬁﬁﬂgﬁt dafubth &0 M ﬁlgtlé'h)tcﬁ’o %Hicﬁ]l%ﬁ%ﬁné to twenty

romthe group con |st|ng of V\Er a

cariparasaEs, pRefeRaPly, onede ISNgEX) kN PRgaore preferably one to ten carbon
at&ﬁ§ Ry hikoMa b i"sQPéyGnHé)tﬂi&ow hne ﬁ@)gyhcfb@&Bﬂkﬂ deyhps.

fluoro-1ower-al kyl, |ower-alkoxy, alogen

SO S B SR i T8 Pl rop g o

brhrichad 4f steaigit chaol mﬂnowﬂen'oalhyilratlcﬂl yif Qndtblsamlcyﬂboamlbms

prtl: %ﬁgfzci%ﬁ%éé gjmlfa_ﬁ[;ﬁ 'ﬂ?)r%@z'ft%lteﬂnf‘ 1séﬁ?%c? @%tl,nllpéflﬁ_ﬁe}t/l byl such radicals as
m@hkloc@yls s«mppylaﬂmrbpylsurﬂmtwt byl totiy! gl Eedike. The term

' 1 94BY | L#Rp Yntfh is substituted with hydr
h?ﬁuoro er Kﬁﬁ#%alog%whlch py?azolj?s?gﬁg%tlgha F oRy
substltuteg 15mnth | oner, and which is zo
dheitgrnprey &%@%r-#lsyleae%ﬁ% 19 Ip ek AQyPS WRACh aze ono- or

Fogvggwsmﬂred natefhraainey Exa fibBis of flooverlewbkalkyl giripéRidBe.g. CFH,,
|2 3y

hugkachonst Akl e B, MRIGRER, | ouer allkoxy.

|ndependently from each other are hydrogen,
| omé'ﬁlcaetrkyTaJkdm’vmfexaltcme gROPdY tﬁ:ny»%erem R’is an alkyl. The term

“ K REIKERULreR NS AIRR

]dw% -cg gdﬁ%ﬂ, mé?ﬁg{ky - NHfgarbSnyl (%%aér aIkyI)
2N—carbony|or phenyI-Io I whi ¢ -
pherJF Iwer "QFMW?YSHJ%%’E i {? the grop Eﬁr%d whiergin R is fluoro-

oW CHIIBN YEixa Rl B @ lu ot MRVer A Likyty, erbepseiad. i (UBH,-O1 CE,H-0, CFy-0,

c géﬁ R A “ﬁ?ﬁéﬁz@ Tor phol | ny!
t hi onor phol i nyl, 1, 1-di oxo-thionorpholinyl,
pi p@he t&myfa,]kepyﬁeﬂbnié or 2y mrﬁbinpﬁqnewﬁh othe? gamgs, stands for a

- .. 8-0xa-3-az 3. erazi nyl.. .
Strﬁ?]?ﬁ’%}%?% |ancliéé 1yArRc 2%0111 g%s%cﬁ.le co%xlpﬁgn 8 §3/.}|’l ’oié:ﬁhlc bond and up to 20,
praftabighipdo 16 2adbioa atcbrhﬂl]ﬂ&lt&fmd'IM{-ﬁlkéﬁﬁlf wfees ta2g gtfal:,ht—cham or

bra%ifﬂ%/c?%f %%%%%Lrég{ﬁ%gzm 3 oneﬂ&,@X rgd n%l 2}&?00 A é)ré}e crablyup to 4

whi ch heterocyclyl is optionally substltuted wi th
hydr oxy- | ower-al kyl or | ower-al kyl -carbonyl; R17 and
R18 i ndependently from each other are hydrogen,

| ower - al kyl, hydroxy-| ower-al kyl,

| ower - al koxy-1 ower-al kyl; or WD

2007/ 063012PCT/ EP2006/ 068745 - 10 -
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R19 and R2 independently from each other are
hydr ogen, | ower-al kyl, cycl oal kyl,

wo bydiesoyd ower - al kyl , | ower- al koxy- 1 ower - al Kyb¢r/EP2006/068745

(1 ower-al kyl) 2N-| ower - al kyl ., spyri di nyl | ower -al kyl or

cyano-| ower-al kyl; or 5NR1I9R2 is a heterocyclyl
cabbresibad, ﬁmbnmé@ﬁbgﬂqmpﬂponsisting of nor pholinyl,

pyrrolldlnyl 8- oxa- 3-aza- blcyclo [3.2.1] octyl,

PPt oupl percl i B RS D50 Boups, sandsor
stﬂa;@t&hmlnl Cﬂmbd bfydrobdrden acvitku2 cémiprieing aarigple bond a.nd up to 20,

preﬁer%bgf u% qa Ei“aﬁ%fbg‘tog}suhgl {25 M{/ %@hre?e? fo o5t a(.f -cham or

bilaouted- }qﬂky:bfb‘éhﬁﬁéldud @mqm@i geyiripplediveid-amldkaf toCia plederybly up to 4
wer - al koxy- car bonyl, cyano,
Ca%ﬁ%@lo%s %?a# il Fﬁ% i “Bfop I“l?&er al koxy; and

pharmaceutically acceptable salts and esters thereof
Compounds of fornula (1) are individually preferred
and Bryeine'digylend"refersde e straighechain ersbramdred dlfivalang saturated

alipReiidh f4 @éa!rympél%fuﬁro&@% Q@E‘axﬁ@ﬁﬁ{éﬁ%eﬂféf&%lgl to 16 carbon atoms,
accee%ﬁg e esters t ereof are Individ preferre
mRFe e \fhersb sy atpgs phfveer Alylseignpnsas destibed ]P%lOW also are

prefegka I&Ik@fléne Eolipe. THR BaN s hlkilefienibrrytb)a baen or branched

ey gL BT SR, B 2T LT Eor 6 crbon

atgmerteight neais atkyleas oolstwec-alkdylenp grom ps engqorafecisd.
Preferred conpounds of formula (1) as described above

are fﬁ{&qglgl? : » Bkeds Rﬁﬁ% ewt?g:&bogrcla rad%?éf 3to ]é) carbon

S(02 en option substitute
at%@bﬁf?&@éh%twaée@@aomwh ﬁécygmg@pséwglpbﬂyh gycétppentyl or
cyd@hegen, hydroxy, |ower-alkyl, hydroxy-Iower-alkyl,

fI uor o- | ovver al kyI | ower - al koxy and CN, R2is hydr ogen

I ., and R4 endent |y, from
ot nh TP 4T oERe S GE P BTe fR e FeR Sf naphthyl group.
preforbty the ah&ok groupr wRRhaan oot allydk lsebstimuted 59 1tto 5f, praferably 1 to

RN GLAUE LSRR AR U S0 SRR, BATAS, s

anggerNge. Heweraaﬂléylh@wk@@ewwemlkdb dawertadkosy- crkany, errboxy-lower-alkyl,

ToWeNEk KX Yon 2 rloﬁg} ﬁE QYRINRE- ALR IGQeIt-QJk?l@Mbﬂyl lower-

iSSP S o&yﬂ“ﬁhgﬁtz%&géf‘&%féﬁ-&?ﬂ>»fc<o> ower-
a]]tyﬂ)sz:(ﬂ)y,ngN@(mtlo%ﬁdlkﬂz Cﬂlydw@lfaﬂt}ﬂ)m@))yloy&}eﬁalkyl (lower-
IRREL QS binse oo ol ot H W v,

(HiowendispeNdewet-glkik, dnweta@]ky]ﬂ)iN‘rhwea{aékyﬂL)ldwmgdhyl SO,, lower-alkyl-

| )k
SO, RER. alk?y%()%%%“t%g‘éf R S0 N RIS RSO0 (1 TEwer-
alkyh NSGhnhlewerr afigy %PXWQWP@%&@D@&%@W&@ &R ltfmzodloxyl group),
ythi ﬁbtcfd’é?})l SERaRdyL, ﬁﬁﬁ@ﬁiﬂk Qb e loﬁ%r-ajl@fi‘ﬁrlbﬁjci(){ﬁqnyl

R ekt O W R R

lowemgkgﬂ,tlbwgr aikonyandjﬁlwb lowitr Akoxyydre pifértad, Binliérmore and more
pr%gr%b% §r11 Gu sgcga;%l bm l a%_glé%/ ld%sr?{éiggf 1%10&% ldéscription below.

1, 3- dlhydro i ndol- 2- one benztriazol yl,
| m]&)@j@'@y rhedenegryl” refers to an aromatic 5 to 6 membered monocyclic ring or 9 to

10 ]ﬁ%tﬁlbéi‘é@i)l@ﬁﬂ& II’QIIMICH &l c’ﬁ'&ﬂrﬁew bais E%Imsas@ﬁcted from nitrogen,

benzi m dazol which aryl. or heterqaryl Is
OXEIGH B 1SYL P§Hbs“?$ﬂ% a%fewlwwwhtmmslae{aﬂswm@msé pyrazinyl, thienyl,

isox&dodyll edzd1viooxddieob, Qﬁhﬁﬂfﬁ@@f; §irbljig p?flélzb@![\@ﬁaz%h}lﬂtétrazolyl

hydr.oxy-1lo - l., ..f1 uqr.o
gL 1 Yooy mﬁa@?ﬂa gl ingagolyl,
NR15R16, i m dazolyl, pyrazolyl, tetrazolyl, pyrrolyl,
and phenyl -1 ower - al koxy, which i m dazol yl is '
~optionally substituted with | ower-al kyl



15and whi ch phenyl -1 ower-al koxy is optionally
substituted wi th hydroxy, hal ogen, |ower-alkyl,

 wo biwsssd koxy or fluoro-Iover-alkyl; RL2is hygepapmodissrss
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| ower -al kyl ; R13is | ower-al kyk, NRL7R18 or
fluoro-lower-al kyl; R14 is OH NR19R20, | ower-al koxy
banzoisothiazo B, bemyoixamiyl; bea@oiiazaly pRidiniyinZlepenaedintolyl, 1,3-

lel%(%lg] be%lz:EmﬁELzI?)‘? h & l,lglycgfl o(ﬁ% QP&'l)]]oi\gB%%enynazolyl imidazopyridinyl,

carbon

triag.v];gp}ralmgé apdl tqﬁy@;o]cgyrbhnxll Qt}NF@cJ@dﬂ@bﬂyltoaryl are 2-0x0-2,3-dihydro-

k

S A e OB i A0, e

6&@%‘3@29%%561%{ b@%ﬁdwﬁyww%vr@g golyl, thiophenyl,

ok IRli%H_@ékazuﬂ Q¥hﬁfe33 ﬁlhﬂb?b%l fbcamr p@lda¥inyl, @hindRalinyl,

a netero cLe r.o

bGP eE Db T AREHIY ?ﬁhﬂ‘? ‘ﬁ%‘ﬂrﬁi%‘ﬂlﬂ’ln} g aftyiequinonaline-
2,3 dioreti and d52-Hihgdmo- phiakoliBrbne. (A Ipgterodiyhylopp may optionally have a
su@ktﬂﬁ{lb[g'pgttég%g ﬁes[cp gcﬂ;zﬁﬁ lqn%oﬁﬁ]gct 1on with the term “aryl”. Furthermore,

sam perazinyl an
hatsreay] fmgpy¢an p/mf et @b@t@tytﬂdws dpsmbp@ inoihg|deseription below.
substituted with hydroxy-I|ower-al kyl or |ower-

3031‘1|Sé’der1ﬁa'f1@t@fb\é§ml Ricfer@Rsls E%Jé niéﬂ%?&ﬁ%ﬂééyléhé f]ﬂ?@bﬁ@&hm

d I I
rplstY Bk PRI bir 8] FICYERC T YRISH 5 SomhgtoPioh g iloms
sedBed %ﬁé ﬁﬁﬁig&ﬁ,}?ﬁ?ﬁdﬁ%@@&i sﬂﬁﬁﬁﬂﬁsuch ﬁgrérorﬂcgin@h 1¢hibfAogpholinyl, 1,1-
i ndepende rom.each ot her are hvdroge
diptGHpORPrRfolg, RIPSHIRS) pigoidins 3isins BIpodp a-opg, 8-oxa-3-aza-
bld:}@iﬂéﬁ 24l Mﬂyplpmyhdli(%@maiidi@m@lﬁﬁﬁpwmbk heterocyclyl are 1,1-dioxo-
1SJ?.ﬁfa§ lﬂ{iﬁ[ﬁ )}%/)lrr ln’PQtCﬁ)‘xi, ﬁﬁlﬁ?%c}hlaglegﬁ Ql{ﬂo&oﬂﬁ' (ﬁﬁ&d}g[loﬁ 4]triazol-3-

mor pho rrol 1 diny

ong, m@waﬁw@% paEftgin 21qnse Lt dihydipdmi¢azobiwag dhipzolidinyl,
1.3 &tﬁﬁaL@E}%Fi Yidebfeta, Jl—léﬁcﬁfé andtsPirbydp Etélén%1per1d1ne—4 yl A

hegﬁgpqyglyg ¥/é’2{1éﬁl é}ytlﬁg? % s%%u%%epuatttlegrg%. Lc%leég‘ﬁ)gg ear%%r in connection
wittntheaernd Sarglf’, Hupthetthare( hiterRydglsaonpdedn phadablhe substituted as

*ﬁgqﬁﬁﬁ%ﬁﬂﬁkgﬁ@h 8b§%&menyl optionally subsg:tgifd

roxy, hydroxy-I| ower-al kyl
nore 10 preferably those wherein R is phenyl. -
O helCampdunds efi faormloUh wherminean Hogw, gronp seireseRocandorm

phlaﬁﬁa&q%%%%épme REELALiiSH ssﬁ@, nﬁ%{ﬁi& Alsfct ﬁ}%ﬁmuucmy
drogen. St] | { er preferred

a%ﬂ@??&ifiﬁ?&é argrsalt %@P%ﬁé? gf ﬁeﬂnn 5@ ik phyiciogietllygpmpatible
miﬁéﬁ;ﬂ ehdE @uﬂcgﬂm@’dfﬁgﬁlo\?m{c&td& @tﬂ?huﬂwﬁﬁ@ |Sﬁ].pB51‘dlfS acid or phosphoric

ydr ogen. nds er
ol 8 BF Sres R SRn A P Beniiphpic et Rty disfuBims acd. acetic
acly hctioacid ubfuotoatais anidt bitrR1&:id, famarip aa@fl analeid acid, tartaric acid,

su%Fﬁ?g LR a]%&]flé ; T dpﬂ%ov o Wﬁ&éﬂ&@ﬂ)’ a[%cép%alﬂ@ mﬁaﬁt@" g such

salfy EogpaupotipEm s (Banieh  FOPRIEAUP FRFSHEIHD iﬁérthqrfform salts
withSbaRé€ BRirh Ss bidich RdtsiaPe alkaline, earth-alkaline and ammonium salts such as

e.g. Na-, K-, Ca- and Trimethylammoniumsalt. The term "pharmaceutically acceptable
salts” also refers to such salts. Salts obtained by the addition of an acid are preferred.

The term “pharmaceutically acceptable esters” embraces derivatives of the
compounds of formula (I), in which a carboxy group has been converted to an ester.
Lower-alkyl, hydroxy-lower-alkyl, lower-alkoxy-lower-alkyl, amino-lower-alkyl, mono- or
di-lower-alkyl-amino-lower-alkyl, morpholino-lower-alkyl, pyrrolidino-lower-alkyl,
piperidi.no—lower—alkyl, piperazino-lower-alkyl, lower-alkyl-piperazino-lower-alkyl and



WO 2007/ 063012PCT/ EP2006/ 068745 - 13 - wherein R11
is as defined above. Preferred conpounds of formnula

wo edorogsp1siescri bed above are those, wherein Xi $cr/Ep2006/068745
C(R8R9),0 or S, wherein R8, Rg_and Rl are as defi ned

above. Preferably, X is 5 C(R8R9) or N e, wherein RS,
afabcyhenierd kG xamplea st ﬂﬁlﬁbi&&ﬁt&ﬁb’ﬁﬂ@methyl ethyl, Iprélt}e, butyl and benzyl

ound abQV referr t hat . R
FEURGIPERRRS oy DY Wikagmiabod Gal e g pisfhermore
embmce?rcromgomldabf fémulas(lhmdﬂugehydroxy groupbhzheﬂ)een converted to the

{
C&E‘&&Sﬁ&lﬁg e%g@ ggﬂhgﬁ?f%qaﬂ% ot‘ar1 Iég MRS rsg&ﬁ]nysgﬁ_ﬁlflg il eS(lﬁﬁl‘l?lI’lC acid,
5 P%?SPBOH%F‘@GJ{?&WIaC@efOé@ﬂW(i rlmtw: nfédgaceferpa% r$§¢céltlt’3 ﬁ“gddﬁl‘tﬂﬂc acid,

mbthaRYSlHIE acid Y- RIAK ulphie SidMAd AreQikS; wiiBk #Glok toxic to living

1 3-di hydr o- benzi m dazol - 2-one, 1, 3-
& 0-i ndol- 2- one, benztriazolyl and

,_ben2|ntdazolyl whi ch phenyl or heteroaryl is
optionally substituted with 1 to 2 substituents
sel ected fromthe group consisting of |ower-alKkyl,;
hydr oxy-1 ower-al kyl, il uoro-I|ower-alkyl,
| ower - al koxy, hal ogen, S(02)1213, C(0) R14, NO2,
NR15R16, i m dazolyl, pyrazolyl, tetrazolyl, pyrrolyl,
and phenyl -1 ower - al koxy, which 15 i m dazolyl is
optionally substituted with | ower-al kyl, wherein R13,
R14, R15 and R16 are as defined above. :
Preferably, Rl11 is phenyl or a heteroaryl selected
fromthe group consisting of pyridinyl,
pyridi nyl-2-one, indazolyl,
1, 3-di hydr o- benzi m dazol - 2- one,
1, 3-di hydro-i ndol 2-one, benztriazolyl and
benzi m dazol yl, which phenyl or heteroaryl is
optionally 20 substituted with 1 to 2 substituents
sel ected fromthe group consisting of fluoro-Iower-
al kyl, hal ogen, C(0)R 14 and NR15R16, wherein Rl 4,
R15 and R16 are as defined above. Mor e
preferably, RHis 1HIndazol-5-yl, 1H Indazol-6-yl,
1, 3-di hydro-i ndol- 2- one6-yl,
1, 3-di hydr o- benzoi m dazol - 2-one-5-yl,
1, 3-di hydr o-i ndol- 2-one-5-yl, 1HBenzotri azol-5-yl,
1H Benzoi m dazol -5-yl, 1H pyridin-2-one-4-yl,
4- Fl uor o- phenyl, 3- 25 trifluoronethyl-phenyl,
1H Benzoi m dazol -5-yl, 3-benzam de, 5-nicotinam de,
3- (Nacet am de) - phenyl or
3- ( N- net hanesul f onam de) - phenyl . Mot her
preferred enbodi nent of the present invention refers
to conpounds as defined above, wherein R11 is phenyl
or a heteroaryl selected fromthe group consisting of
2- 0x0- 2, 3-di thydro- 1Hindol-5-yl, pyrimdin-4-one,
furanyl, thiadiazolyl, pyrazolyl, 30 isoxazolyl,
pyrim di ne-2, 4-di one, benzooxazi n-3-one,
1, 4-di hydr o- benzooxazi n- 2-one, indolyl, thiophenyl,
oxazol yl, benzooxazi n-2-one,
3, 4- di hydr o- qui nazol i n-2-one, pyridazinyl,
qui noxal i nyl , benzot hi azol yl, benzot hi adi azol ylI ,
napht hyri dinyl, cinnolinyl, WO
2007/ 063012PCT/ EP2006/ 068745 - 14 -
1, 4- di hydr o- qui noxal i ne- 2, 3-di one and
1, 2-di hydro-i ndazol - 3-one, whi ch phenyl or heteroaryl
is optionally substituted with 1 to 3 substituents
sel ected fromthe group consisting of hydroxy,
B(OH) 2, carboxy-| ower-al koxy, carbanoyl -1 ower-al koxy,
cyano, [1, 3, 4] oxadi azol -2-one, oxadiazolyl, triazolyl
and i soxazolyl, which pyrazolyl is optionally 5
substituted with | ower-al kyl, and which isoxazolyl is
optionally substituted with | ower-alkyl.
Preferably, R' is phenyl or a heteroaryl selected



10

15

20

25

Nbfe preferably, R11 is 2-nethyl-3H pyrim din-4-one,
5- net hyl -i soxazol - 3-yl, 1Hpyrazol - 3-yl,

WO 5009)6155692 pyridin-3-yl, 1,3-dihydro-indol-2- ONBET/EP2006/068745

2-am no-pyridin-4-yl, 4Hoenzogl, 4] oxazi n-3-one,

1H benzi r ni dazol - 5-yl,

3- ( NupgeiiR thed@rkseht fivepticr Rianb compdundSof formula (I)
hydr oxy-pyridin-4-yl. Preferably, 1212 is hydrogen.
Conmpounds as defi ned abgve, Mmerein R13 is |lower- .
al kyl are also preferreg. Xt her preferred conpounds
are those, wherein 1S 0 , wherein R19 and
R2 are as defined above] O hpr preferred conmpounds
are those, wherein R14 | R7al kyl. 20Mot her
preferred enbodi nent_of the present invention refers

to conpounds as defi e, wherein R15 and 1216
i ndependently from each oth&? are hydr ogen,
| ower - al kyl , | ower -al kyhy- carbonyl, | ower-al kyl - S02,

Iomer-alkenyl-oxy-c&f onyl or | ower-al kyl NH carbonyl ;
or NR15R16 is a heterocyclyl selected fiPom t he gr oup
consi sting of norpholinyl, thionorpholinyl,

wheréindi oxo-t hi or nor phol i nyl, pi peridinyl, -
pi peridin-2-one, 25 piperazin-2-one, piperazinyl and

pyr rold disvyl KC yclyl is optionally
Xsubs iq(ﬁt% %Imbhggmiﬁﬁé\?\er -al kyl or
| ower -al kyl -carbonyl . Mre preferably, R15 and R16
Ri ndep pherehppyoriallysmesiciicd wiidr] wrisubytimonfe sglected from the group
| ovedondlstiyd oo dPSxy, RARE-alyk W <lower-alkyl fid¥e6-lower-
pr ef eornr gd %:% o%r%g}s/ﬂyar eX)Jt’ ﬁ)ose, \kjﬁ’elygll%%gN%’lveSrRl i sln)g ower
het etlbdylepsT-2lkexeandddNt r om t he group consisting of
1, 1- di oxo-i sot hi azolidinyl, pyrrolidin-2-one,
R7 ni dianediogémer loder-alkgk di one,
2,4-di hydro[ 1, 2,4]triazol - 3-one,
Fy el di -l on tidins2-one an 3 '
RS bRl g e SRE A EhIartedl SuPfy fovi-anotor lower
opt i dkeryl 9r Rianst R ttagashenaire RO doox p chiweylaray together with the
| oveL kb mGB WY they are attacifdd?er preferred conpounds
are those, wherein RL2 and R18 i ndependently from
each ther are hydrogen or |ower-al kyl; or NRL2R18 is
R r?aflgﬁdwwwf?em L) herpphydieeen aloges fomer-aligd or lower-
Fur taiiesxypsret emidRf togapaunesOas feeh b katoall@yeu@Plogether with the
t hose ?p%rein RI. ependently from each
€

and R2 in
ot hERBETRIIP ST DEBASAEIET | cycl oal kyl |
7hyd(oxy-IO\(\/er-aIkyI, | ower - al koxy-1 ower -al kyl ; -or
R'NR19Ran pradiazhb er tizyelyl whinh| exetliadolfr artrictdyl gy whgrituted with RY

CoNsingldpRignAly SBERARWIAM RBF pyrrolidinyl, which
het erocyclyl “i's optionally Substituted wth hydroxy

[yl

g0l |.oyer - al kyl - S(02) . re preferably, Rl and R2 :
R &Péiﬁﬁ%@ﬁﬁnﬂy from ea%t Q/.?r a%¢ Bydpeah 8376 iR x g @wer-alkyl,

t hodewedlko8k 6r Rl and R2 i ndependently from each

ot her are (lower-al kyl)2N-1 ower-al kyl , “

pyridi nyl-1ower-allcyl or cyano-Iower-alkyl; or

NRI ®R204diR age etnertogathénydnds 8-t Bd(EHom-tthdomn avipg together with

consy. st ' 4 diznyl ' zi nyl,

pipg?gé#ﬁg%%%gg% t ngo ﬁgfﬁyﬁﬁgﬁhionorpholinyl,

1 3,.8-triaza-spiro[ 4, 5] decane-24-dj one 10 and
Rspi ivkydrpeanalosyer-afiivhdo weit aledcaghonylwr lewenalkdr wéfppyly |

is optionally substituted with hydroxy,
R' owas argl deyd hebérd@nyl sdicvsarfrath Kivé erolip\eBii siddnle\or peadi PNy razinyl,

carboxy,..carba |, ~ | oweral koxy- car bgny 0 .. _
e Ry T BR3P VBRI TRgk asolit 13l bgpimidarol-2-
c onpoands-difydfeimidl&-¢ile) bastdefilyiacdidbopgiding, t hose,

whi ch are R-isoners and which are characterised by

formula (la) 15(la) wherein RI, R2, Rs, R, Rs, RG,

-7 and X are as defined above. In particular,
preferred conpounds are the conmpounds of fornula (1)
described in the exanples as individual conpounds as
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(R -3-(2- {2- [3-(4-Methoxy-phenyl) [ 1,2, 4]
oxadi azol -5-yl] -piperidin- 1-yll-2-o0xo0-ethoxy)

wobenaeiarile, 25 (R- 1- {2- [3- (4-MethoXxy- pppayidisiocsras

[1,2,4] oxadiazol -5-yl] -pipepidin- 1-
y1} - 2- phenoxypropan-1|-one, (R- 1- {2- [3-
( 4- Berfzole ﬁhanﬂynte{razo&pﬁldwmbmﬁdaaolyl P-oxpi RBitdidfo-1H-indol-

1-y1 t h

( R)y 5L T BBy, tisdise CAryalYhdr ey Ry pidine 24
o«lx,duknatza)damﬁ bhe, 1,AMihydro-benzooxazin-2-one, indolyl, thiophenyl,

2007 687,

3 pe??ﬂ%f‘&*%g%ﬁﬁfﬁg%ﬁé% S{En b d1gpralin 2oong, pirdinyl

1- { quipoxglipyhbemzashkipzglil, ml)‘maqlazglyb, mphthyrldmyl c1nno]1nyl 1,4

oxada@i @o-qu Mbia]m@lmmcgﬂe%d)ﬂj dﬁ&@%nﬁﬁﬁol 3-ofeRwh%&h aryl or

oxy }_%drg%}i/};{e : I}J)_{IO? oS OX c&lzmth étc})/g Isubsuglegts selected from the group
pi pecoristing ofllb]weﬁtall@n hl_@i&;oxﬂr R(OR),, (Caﬂﬁibrﬂdiﬁcrpilk@;twmﬂbamoyl—

3 h d
plé rll §"4 m)e%, glé‘%/ ﬂi& éjtéwz/%ajﬂﬁﬁ fiﬂfrg{iﬁw!g?%lg ’nlgﬁ'¥ L]koxy’
oxy) halegen{ S@(&)R](SAQ(QIM GO NRRRLS, imidaz@lyl pyrazolyl, tetrazolyl,

(> PO lovﬁéeﬁﬂﬁﬁ' YOl EL D AR, prlligp, oty and
- pi pEp¥agplyl ésQitonalhod stitafed-with Eower—a]kyl and which
{243 Mild%ve@féﬁ(ox?% é;ﬁfbhhnpﬁlb@m@d Wit h¢dréky, halogen, lower-alkyl,

| -
g)ﬁgg azo Sgﬁgﬁgugr() e(vigrqlalggliari&/ Yv%méﬁgﬁimlyl is optionally substituted
OXYy- arﬁhlquvﬁe)r gk PpeindditieR isgkdzolyl is bpHoddlly substituted with lower-alkyl;
oxadi azol - 3-y11- 15 benzenesul f onam de, (R)-2-

4-F 2- (3-pyridin-4-yl- [1,2,4
Rgxadilsglg?&'?)ggyggﬁ pi pe | ([:il n- (1 5%/] | -I et ha%bne[ (R 13
Pheno acetyl iperidin-2-yl] -[ 1,2,4
%xadﬁsé@mf- Eénziﬁlfhlogitzcﬂ‘?%gﬂ]ﬁ% est el)r/ ]20[(R)- 1]-
{243- (3- Nltro phenyl)- [ 1,2, 4]

RUYx adis @19 NRURI KR hikd i JovkerVali -BResosWerhitgnone,
(R- 1- {2- [3-(4-Nitro-phenyl)-[ 1,2, 4]

RO ey BB Bl oSBT .

1 2 @b@w&d@ﬁm@:ﬂkﬁ S(];)lov&memﬂenﬁsmﬂyfaaﬂamyﬂé{Hg—carbonyl lower-alkyl-

E))Igldﬁ &Fﬂ%ﬂ?}ffl(‘)lov%e#g%]ﬂ(l)ng %ﬁ?gpﬁ%ﬁl %]ky&gvhmh phenyl-

( R) -lowepalkglia optienabiysnbsvibuted suthihydgoxy, @gfw lower-alkyl, lower- -
[ 1, Za1d xyQor 3o A7 R wep=alidyl; di“ peridin- 1- yl)-

phenoxy- et hanone, (R)- {24346- Met h

oxy-pyridin-3-yl)-[ 1,2, 4] oxadi azol- 5-yl] -pip

er i dNREPRY-yd hetdrqaipelnl eieytet hadnotie,group cdnfSstind of thdrpHoBinyl,

(FB;I g%ldro ‘%’Hefi“ 52;’1]1@]@ 05%’1%11%%20 18 g?’h oxadélazollpgn%gl one,

1- (Iﬁptﬁhan Dbaye, Sewtay I pzapbiopald[GihliRetyl, pipefaziny2, pdjrolidinyl, 1,1-

OX a A %soﬁll&gxdﬂfa/f %th@h{ima% ol Q.inhcﬂfoﬁcﬁ%g Ap) 4-—@1'8)16, .
oxa ﬂazdgpﬂlaZ gltriazqdi3penq, amoh@nwp' diopparettiydronaradel,3-

?g (di?l (ﬁ*’bl\@ﬁ&%@l—é orfedwhich :laeterocycl l is Of)tlonaﬂy substituted with hydroxy-
eno

d
oxadP¥Zof" i‘?‘}‘j b@ﬁ&lpe“ Iyponam de, (R)- 1 {2- [3-

g6 Mor ph oI|n 4-yl -pyridin-3-yl)- [ 1,2, 4]
R}

smd| REZodepbrgditly-fporp endtdother dre hidro@en, lower-alkyl, hydroxy-lower-alkyl,
phe Phenoxy- 1- {2- [S3-
paplisdes: Q’yre?’ﬁa "i@gu fonyl - phenyl)- [ 1,2, 4]

oxad|azol 5-yl] -
NRR" is morpholinyl;



10

15

20

25

30

WO 2007/ 063012PCT/ EP2006/ 068745 - 17 - pi peridi n-
1-yll -ethanone, (R)-2-Phen oxy- 1- {213- (4-triflu

wo 2609/8Bdoy| - ph enyl)-[ 1,2, 4] oxadiazol -5-yl | perEp2006/068745

-pi peridin- 1-yl)- ethanone, (R - 1- {213-
(4-Cnl oro-phenyl)-[ 1, 2, 4] oxadl azol -5-yl ]
RPping R’ slidepenientls frBon PR 0 0% Bre @ hﬁig@rﬂﬂowéﬁ]kﬂ' &y@}oa{k@} hydroxy-

oxcadlCaTORINL P SR PG e e stk aliahpaicingt
(R) - lotwer-palagBar34hrs-tovearedlafl;faony| - phenyl) 4 1, 2, 4]
oxadi azol - 5-yl ] plper|d|n 1-yl)-2-

phenox t hanone, - {2- [3
Rﬁgﬁ iga hﬁﬁer@yﬂmleq@mtﬁd [fro;n thegFounentisisting ofmprgholinyl,

Pi PEYrtslidinyl 18- Mﬂalszmm ay -
{2431%5 NBUHOXY m tr ?ph%w PP 4ﬂy]’]plpemzmyl > piperazin-2
oX ad?é& glé?lrplbq Lyl 4 Zygﬂpaga spiro[4,5]decane-2.4-dione and

p hengiiy Biphalmm)éplperldmf( Ry, Nvi{ich Ibtekooydtyl &4 épﬂo)maﬂy sthtituted with

oX a((ﬁ%#hen )%igﬁv &%prfgv é%?’ ? ])W%n%‘@& cﬂ’ij’hﬁk carboxy, carbamoyl,

( 2- Metvar-alicpxe tarp byl dyanetitiyhyldpyridayl for lower-alkoxy;
(2- phenoxy acetyl) piperidin-2-yl] - [ 1,2,4] .

aﬂéﬂ%@ c&%@&l@%ﬂ& Lo agrds:
(R)-N N-D| ms hy1-4-

gia p %glg?‘yrgfﬁ %Xm{ﬂgﬁ gg e r | h‘?’lﬁﬁ’&ﬁ'}’ g@fe[rgé and }‘}hysmlo gically acceptable

sa(tRhedolafal indivldually plefefrell-and pharmaceutically acceptable esters thereof are

RS T R AR R—
[ 3-(2- I\/brpholln4yl yridin-4-yl)- [ 1, 2,4]
0X adI'lmlm@uyﬂ; of fpnpgﬁu (dly ean hj@s/g/gl}e or-more asymmetric C atoms and can

th@;'%ﬁﬁ@ éﬁ‘isteis BARAARomeric thRkuré: IBB&HreQ))fﬁferélmso{I?e}ggor s optically pure
6-tetrahydro-2H4 1, 21bi pyridinyl-4 a[

COPIE’“E‘FS -oxadi azol -5- 25 yl] -piperidin - 1
-y1} - et hanone, (R)-2-Phenoxy- 1- {2- [3-
( 2- tirferred btb]ﬁ biﬂnd’s—@f forpyila dl) s destdibed abbve ad those, wherein
oxadi azol - - piperidin- 1-yll-ethanone, (R)- 1-

b S iyl e

phenoxy- et hanone, 30 (R -4-(5-] (2- Phen
Roxy -igp myptpjrpgy Sefpstitigted, it 1[t015 sgbsl.]tuents selected from the group

eyl o0, Bur BN A6 Ao

1- y]f")]k§{]7 W?foﬁﬂhwgf PdiCNy "1 2 4]
oxadi azol -5-yl | - plper|d|n - 1-

Ry 1) -ighpdresovot-letvhaaile, (R) - 1 {2 [3-
(2 | m dazol - 1-yl-pyridin-4-y1)-[ 1,2, 4]

ﬁ‘ii“ d)elgf:??de\fnltlk fro?ljt Esec'hl ciqh{}fré' %&bg&n hglggen lower-alkyl or lower-

en Xy
[ 1- (aﬂsqumd?(wndd?ett%*i}hqmapﬁe?odp iform g £rbofiyl proumfogether with the

oX adhA%R bt din b whidbem¥ldre 2RbRR4E di n- 2-one, (R)- 1- (2-
{3- [4-(3H I m dazol - 4- y1) phenyl] - [ 1, 2, 4]

R \?@%ﬂ@"f? AL @%}r@%&; ﬁg@ge/gg}rog%ghgg%f ¥ov§érha?l%r? or lower-
{ 34lhil{o%y,l\&tﬂ§)ahdlm1td@ﬂiﬂr-arél—®lb fcﬂ’ﬁﬁﬁlydr]aoﬁylkr(ﬁlpdrﬂooether with the

oxadi peridin 2- phenoxy- et hanone,
( R) - Qr ea ﬁ%%%%o kv{' E)Ch tgey TI§ attf‘é‘eéy razol -
1-yl-pyridin-4-y1)- [1,2,4] oxadiazol-5-yl]

R’. pi pse:m offadiazalyl o tlnagqlﬁlawbn:é oxadiazolyl or triazolyl is substituted with RrRM
and optionally substituted with R'%;




5 (R)-4-(5-151 1-(2-Phen oxy-acetyl)-piperidin-2-yl]
-[ 1,2,4] oxadiazol -3-yl)-pyridin-2-yl)-

wo BioBREATL N- 2-one, (R)-2-Phen oxy- 1-(2- 13444pcy/gp2006/068745
1H-tetrawl-5-yl1)-phenyl] -[ 1;¢. 4]

oxadi azol - 5-y1} - pi peridin- 1- yl)-ethanone, (R -
Riand R1iBdepdidbntlyd@aaleadh yiher afe hldehedh, kadh agadrody; Wvler- alkyl
plpFrldFﬁi 12%1} 2- phenoxy10 et hanone, (F@ 1- {2-
[ 3- ( 6-y1l)-[ 1,2,4] oxadiazol -5-yl]
plperldln 1-y1)-2-phen oxyethanone (R - 1- {243-

Fkuz‘ﬂ{(f)R EPP&A&tO&E&L@Fm l Rgplﬁ‘519 n§/ %QHziz_’;f fo fkm a rin g together with

oxadlazo
phen@twa@pn@ﬁunéowhs:h(thyy@ca{t@e@ (2- Phen oxy-
acetyl)-piperidin-2-yl] -[ 1,2,4] oxadiazol -3-y1}-

R?, 3- 1s<I§|yBﬁb%EIQ lb\ﬂerdzﬂkﬁ B%r-a]kﬁzﬂa:rﬁonﬁl 51' lo[weil—'a]kyl—sulfonyl
(2-Ph enoxy acetyl plper|d|n 2-yl] 1,

4]
KRy s3he1 ettt @?%{?ﬁﬁ%%%ﬁ% A pyparing,
pg]nmndml qmﬂu@q P19ne, dxRlazdlyhyindaelyhd -2 y@rosb zimidazol-2-
R
gxéd?%%é% ]n&&ﬁz§ﬁgqﬁ£5%ﬁ£@¥r§nxégﬁ%?yé%%anone
(R) - trl;gzolgm ﬂ;ptg@ﬁlggyrmhgmd_b;nylmﬂ{tzojyl 2vhith aryl or hetero aryl is
0X adé&ﬁ%fﬂ'aﬂy”:’sﬁﬂsﬂuu’téﬂ WA 19 B-substitddntLsRRRA FRY Bl BB Sonsisting of

63 6. Iowesallsy Rtromy- s ot frogo Jayersyfkyl dpperellays. hplogen,
1 2 ﬁ(]ozﬁxlé,ct(@al’“‘ NBLYNRSRH, peidadblgh, pyrazolyl, tetrazolyl, pyrrolyl, and

oxy egg@%%v%gx oS hqﬂqg&g]ld%z()l{d 1i0}% Jﬂaﬁ%ﬁg%flé’}%f mtg ?ower—alkyl

ac et zodi wleich pheny@ Rywerdalld@4/3s optionally substituted with hydroxy, halogen,

(6- Benex LA XL LAy B WhddohePofy.oxadi azol -5y

-pi peridin hen oxy one, (R)-5- {51
4- (2-Phen oxy-acet f piperidin-2-yl] -[ 1,2,4]
Roxads Bydoeen 9rlpwar-abvhni ¢ acid ethyl ester, (R)-4-

% [4- (2-Phenoxy-acetyl)-norpholin-3-yl] -[ 1,2, 4]
R'6xadis faah-aBeyl, NR' 'R ¥topylaoh-lovdr-aliyg, 35 (R)- 5- {54 1
(2-Ph en oxy-acetyl)- plper|d|n 2-yl]l - [1,2,4]

R! di 7 d R).- 2- Ph
RY T PEENRE }lﬁﬁ?r_%;%g, r“fWFf %ﬂ&?ﬁ ¥1)- pi pet di n-
th - (4-Meth
Rt B iden gyl 2e6h gther e Bpdiormdonerslyfijlower-alkyh
pl Rﬁfﬁcﬂﬂaﬂ lovacr}’a]ﬁﬁ %Ozﬂ%%?éﬂ(ifil;&g%on RNHzlcaIlagnyl lower-alkyl-

met hoxy- pheny1l) riazol 3{1
pl MI’(&W\OQYI ;&Qwegragqygﬂlg rphenyl—lower a]kyl which phenyl-
200 7166)61‘3 ﬁﬂ:ﬁﬁ’ﬁf tidB09 uEXBERAD with Hdroxg! Mas@RcloweRhlkyll tower-
{215 R ro %ﬂaﬂyl) 2H [ 1,2,4] triazol-3-yl]
|X§Pﬁ “iﬂygywﬁ &hoxyet hanone, (R)- 1- {245-
: (4 Fl u oro-phenyl)-2H [ 1,2,4]triazol-3-yl] -
516
oy R R B egtebbyctyRRaga b RSl e foiiny.
tri ath@mgp&wl]nyl o bé@@rthlonlorpmﬁnxétmam@yl pipyridin=2-one,

{2- [ﬁﬁerayﬁﬂﬂh@{eh 8 %A - ﬂoﬁﬁnﬁi@d@[ljh lljogtyﬂblperamyl and pyrrolidinyl,
trla g g q peridin yl1l-2 tﬁ 8 t hanong,
1ch eterocyclyl 1s optlonally suBstituted Wi hy roxy lower— vl or lower-

a]kyl—carbonyl, :

R" and R™ independently from each other are hydrogen, lower-alkyl, hydroxy-lower-alkyl,
lower-alkoxy-lower-alkyl; or

NR''R"™ is morpholinyi;



10 (R)- 1- {2-[5- (3-Nitro-phenyl)-2HL 1,2, 4]
triazol- 3-yl] -piperidin- 1-yl}-2-phen oxyethanone,

WOQ@UO@SG%?J-]- (2- Phenoxy-acetyl ) - pi peri di n- 2- ylj C’i‘ﬂiz’%{éﬂfmsms
4]tr|amd 3-yl | -benzoic acidipethyl ester, R) -

{2- [5- (4-Fluoro-3- trlfluoronethyl phenyl) 2H [
Rff’ aﬁdiﬂm Irfdbﬁékﬂbnﬁy §tbin eaph peHer dieThydrdeel Upwer Bikyl, cycloalkyl, hydroxy-

Pﬁ’g\%@g’g@f’%ﬁ a’&gﬁ% ?“é“’rfn"-i%&';ﬂr - 1H[ 1,2, 4]

trlazol 3-y1)- 1, 3-di hydro- |ndol2 one, 1- {31344 Met h

f’ﬁé@%ﬁi%#ﬁé?&hs%ﬁeﬁ' Rl it copfre phmepplist
(4- mrn@lﬁbaﬂlaﬂd ﬁwxapfhézwhl):wlqﬁzﬁ lipctyk adlichAsterscygly] is optionally

B 4- {5- [4-
(rzr? rﬁfeur%h%%&g%%%lg%owngfph o{apﬁn@g@%] -{ : 5. 4]

R CRETIE e NI R

1 2 4] oxadi azol - 5-y1} -
nor p%far@&o@ﬂﬁdpbﬁnmylae{ﬂm@mbe& Gbdve(ade those, wherein R' is

plicHdfo o aﬁggﬁﬁtﬁgﬁgﬂ}m@g&g@ﬁgx ydtdy-Tolvertatkyfdr ON, more

P@@ﬂ@lfﬂl%whmﬁ%llﬁﬁh?mﬂphenyl) -2H[ 1,2, 4]
triazol-3-yl] -norph olin-4-yl)-2- phen oxyethanone
2- Ph@thep Veferied dotnpdirds ﬁl%'thbéef IW!’lerem R 18 hydr ?fen Further preferred

or onet h hen 4
compaingls é{ Xié%q?g;%n% hy%r@ﬁ ‘L SI e[r Lpr? 91}1/' %qplggg.gnds are those,
whreinyR) :rsIhpdmblgeml@ﬂleﬁpmfe}reﬂl]:pﬁ;p@hndmﬁd itlecse) witeryih IR is hydro gen
C%Qﬁds&%&éﬁ Zl(glri]se!%ydr%%en{ﬁé' a1 p@%e%& h oxy-phenyl)-[

-thlonnrpholln 4-y11-2- phenoxyet hanone, 35 ‘1-

{ 313 afeRabily R vl froay IOXMM)&I&[ nat sgbstifuted with R'. In a preferred

n%@ﬁmeﬁpéﬂﬁe ys}e]semtlﬁ%ﬁﬁeﬁmhk I n-4-y1)-2-
phenoxy- et hanone, 4-
(2- Phenpxy a -thlonDrph olin-3-yl] -[1,2,4]

oxadl zol - ﬁiﬁh zenesulf an1de 2- Phenoxy- 113-
r|d|n 4 vyl [

| zo 15 y 1IN+ onDrpholln 4- hyénﬁh
1 2PCT1EP20(6106874 - PR

1 fﬂ1344 Met hoxy - pBenyl)lBA 4loxad|azol- -YN - pi per a

zi n- 1-4,y1} - 2° phenoxy- thanone N (5-
{511 Mnoxy- acet?&%;ﬂﬂpera2|n 2-y1]- [ 1,2,4]
oxadi azbl - rﬂ‘pyrldln-; R'! acet am de,

1- 12[ 3A-Hfi dazol - 1-yD-pyridin-4-y1)- [ 1,2, 4]
oxadi azol -5-yl ] -99i perazi n-1-yl}-2-phen oxy5

et hanone, N N-Diethyl-4- {5- [ 1(2-phen

witken & AndLR PRl ORI RERAT #bowé] Preferablf R’ axadi azol - 3-y1} -
benzenesul f onam de, N, N Di nethyl-4-

51142- phenoxy- agetyl) - pi perazin-2-y1]-[ 1,2, 4]
xa azol -3-y11 enesuyl fonam de, 10 4- {5-
EL_pry acetyl)- Brazi n- 2- yll- [ 1,2, 4]

o didzol™ 3 y#£ nagnesul f onam de, 1- {213 (4-Meth

aneéﬁlfonylop nyl) [ 1,2,4] oxadiazol-5-yl]
- pi perazin- 1- yl} - phen o xyethanone 2-Ph en oxy-

A A L o e

12[3(2, 4Di chloro phenyl) 1 1 2, 4] oxadi azol - 5-yl]
- - pi [Ferthzimerelit WljreRrelelat® iy 15 et hanone,
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2- Phenoxy-11243-pyridin-2-yl- [ 1,2, 4]
oxadi azol -5-yl)-piperazin- 1-yl] -eth an on e, 2-Ph
wom7R¥¥nd 1243-pyridin-2-yl - [1,2,4] PCT/EP2006/068745
oxadi azol -5-y1)-pi perazin -2-yi] -ethan one,
1- 1213 (4- Ni tro- pheny01 1, 2, 4] oxadi azol - 5-yl]
azin- 1-yl1l4-2-phen oxy-eth an one, 1-12-

3 6- %;_qﬁwy pyridin-3-yl)11, 2, 4] oxadi azol -5-y11
eraz 1 -yl1}-2-phenoxy- 20 ethanone,

1 12 346- Mor phol i n-4-yl -pyridin -3-y1)11, 2, 41
oxadi azol -5-yl] -piperazin- 1l-yl)-2-

hen M et h 1- {2- [346-Morph[ 1, 2,4]
“@‘ zéﬁaséiasﬁde Mi¥er azin- 1-y1}- 2-
phenoxy et hanone, 25 1- {2- [3(3- Hydr oxymet hyl - phen
* y 1) 1meezreﬂ] compmainds of fogmyla] (I} gidesarbed nhovelary thios@ whiven X is

$: 1 W@)@or F Lifle2biR 48 0 £ldyP a9 39&%&%\51@ Préfeav Xis

0 I'azgl ra2| - 1-yl
Xﬁﬂq %pnlgﬁg), w%/eremllgéz @ @%ﬁ);:k:%ned above.
ollne 4-sul fonyl) - phenyl] - [1, 2, 4]
ox adinaghe kofmpyihd Pdspefined z[bové,-wihbréferr&ﬁthat R®is hydrogen. Preferably,

RO AR Rt R i BB dipeen 1 5 4

oxadi azol - 3-y1) - benzenesulfonan1de N42- Met h
oxy - Andthel) prifemed repibodlimer{t®f the present invention refers to compounds as

ddrhdd aﬂg\%qavg&cﬁpﬁmf%%he‘ﬁk &ogrylléelec%ed[f}orﬁ He group consisting of

oxadi azofl
pyri(d}@:;ﬂafﬁaa@ﬁrlom@d@mr?yqqq lrzLdazolar 1éx<ahy<brz>chmgmyﬁ§tzol 2-one, 1,3-
dihpdieeihadgl-Dond; Bél&tr%z&bﬁ[hd%}izﬂlh 108ich bh 01{ Reteroaryl is
%}%}iﬁ}l&ﬁ]ﬁ{é(%ﬁﬁ tﬁ%tlt?) r & nf%{eﬂ@{g ﬂ}c grou consisting of lower-
alh}dehjaiimxie],ouéf—MLﬂﬁoﬁiqmm—)aﬂajt%\y&)a:lhb?ehﬂégdn , S@YyRE IC(ORY,
5 i,C_achd a
Nf) Zl‘tfé %g’ fi%zﬁ?ylgp)ﬁ‘a%&);l tgﬁgz%? ) pyn[ol)(ii (iﬁﬁgnylifower aﬂ(oyg, which
msiwﬂsémm@n Subpstliple&da\mth] lowieryaikyl, avhyshein RE% R, Rii@nd R are as

de@ggég@,%mzpcw EP2006/ 068745 - 21 - et hanone,

1-12-43- (4 N@thoxy 3-nitro- phenyl) [ 1,2, 4] :
- pi perazin- 1- hengxyet hanone,

oxadi azol -
1- {Paferably, d% ’éPé@@dﬁFF#’St%%’éﬂW Erozl group consisting of
p)@bd&ijyl aA@ildib- QLdne gidagsl ﬂ B- dlﬂydt&}beazmamm orR, 1,3-dihydro-indol-

2~Enzc %HO#H%}&%} H;)pfslgmﬂall gr} [Vﬂllﬂ’l Wﬁnyl OF; heiergar‘y} is optionally
subxtitdied awith Btoy2 bulizeinenisselected fivei tiyl crags ennsisdng §Hluoro-lower-
(. 2- 4N 18- 1
O RS B K Al e
ester, 10 2-Phengxy %344 pi p
1- yIMﬁ]’?éHﬂe)'abll[ lﬁ_ 12 1@] Irbgaéq)lr yl@|1H5[n§ig§ol %ylpbﬁ—gih}feﬁro -indol-2-one-
6-§1|- Y3)dihﬁirl‘i&i&ﬁﬂ(ﬁm1%zlaﬂé3&% oL, p13- dl}l ydro-indol-2-one-5- yl IH-
et i i oyt B TS i,
trlg‘,lhemmejihquiheng‘d- YH) Bavizeinyidhzol- 5Ey113 -Beddantde Grsizatinamigd, 3-(N-

%f%&f%g(@éb?‘m U L A

oxadi azol - 1) plgera2|n 1-y1)-2- phenoxyethanone
Another pre erred embodiment of the present invention refers to compounds as

defined above, wherein R"" is phenyl or a heteroaryl selected from the group consisting of
2-0x0-2,3-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,
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445- {511- (2-Phen oxy-acetyl)-piperazin-2-yl] -
[1, 2,4] oxadiazol -3-yll-pyridin-2-yl)-

woBb@EREREL N- 2-0ne, 20 1- {2- [3- (6-1m daw -  peT/EP2006/068745

1-yl-pyridin-3-yl)41, 2, 4] oxaflj azol -5-yl] -piperazin-
1-y1) - 2-phen oxyet hanone, 1- (2- {3- [6-
1 4Adikgirbyduinixabin&2)3ndiond atydl ) 2 phili ydiofin &zol Blone{ whick pHényl or

hgt)é%ﬂaiéy %soclgptlonﬁj) ?.%Zi@tut%z mglg/ll % O¥ s&lftléeggshsgnl%c% %rt h a&l%%;?(ﬁup
cansiting ob]xjahiom B( OBL)y Ichrbopy-pevaazllroxy lcaytiain O}Q-Enwer-alkoxy cyano,
[Fﬁ ?}’%&Q&‘iﬁﬁ -22'-8)1{};9 BRAMazotyl ti‘lgzolqzl anﬁ 1soxziz)o}tyl W}EC}I ])yrazolyl is optionally

uor onet hanesul t ony
substimted with Bawerjalkyb ﬁ@ér"ﬁ%ﬁc}}ﬁOW?]—Ybﬁ ﬁaﬂ@wély substituted with lower-
1342- Mor phoxadi azol -5-yl] -piperazin- 1-y1l-2-
p enoxy et hanone, 30 2- Phen oxy 1- {243-

oxacl 551 rlgk/lp Sp%ﬁ?ﬂé’lfé% Sd&f*ﬁi)ﬁraﬁb&w %"‘tpzwnf%tmg of

pirdin 131, Biditryelxg-ined diyl-eppa; rlHabeniumdaﬂolyly]H-mrlmldm 4-one, 1H-

P%’giogirl Mo ﬂd[ﬁil% ijreﬁlzq[rl] 410xa_7[1)n %oneﬁ Wthh yphetnﬁl or heteroaryl is
optinally suqsgm@f‘éwﬁ?etlﬁo (3xsyb§t3t\a¢ru$ $¢l€gteglfyam the group con51st]n g of lower-

a]ﬁ aﬁjﬁ(ﬁéﬂl héoéén] an(pN RERAZ ’wﬁercﬁl ]Xm)ang RPNEB aPdefhed RPclaim 1.
hanone, {2- [346-

B

pfrizo(l-z-ﬂh@amxrwupmdmﬁ-ypﬂﬁechhydm irdyl13-eng, QJaJ:ﬁmé}pyndm 4-yl, 4H-

D0 P b bt Beb T Y3 5eaahRe) 50@%”23%@1 or 2-

hydgg - paridig#=B- ni t r o- phenyl)l 1,2, 4] oxadlazol 5- 34]
-pi perazin- 1 -yl}-2-ph enoxyethanone (R - 1-

121 384 M ﬁu 1s % &f&g&? - 4% ks deffbled %ﬁ@’ﬂa‘ %e}enﬁRy lid 1ower-

pi perazin- 1- phen oxyet hanone, % o NRIR®.
ﬂli)ﬂ[ﬁ%%ﬁ%ﬁ%ﬁsm Q I prefeskehgpmpopngs ane tb&%@dw SN R WYRTR
Wh@bﬁd(lgimc[lRmhrélésldeﬁne@ AR Xtk ?%T&F@L cofPoundé dre those, wherein
443%%*§%dazol 4-y1) - phenyl] -11, 2, 41
%;8|SE y1) - pi perazi n- 1-y1)-2- phenoxy- et hanone, -
(R - 142- {31643- Hydroxynet hyl -pyrrolidin-
1- y 1Anqsheri pieferred ginjbodinfent of the] preseatiinaemsionseefetsito ch@rpounds as

AdPinRE LERMNwher¥ih) R 2 aRB RO e Bﬁaﬁ m Rt otill c hydro n, lower-
{31644- Acet yl - pi perazi n- yr|d|n 3- y 5

ﬂl@ﬂdewsrz%ylsaaquy lﬂbwra@kﬂ Iawdﬁafer -alkyl-
NHR)arBbr( mmﬁﬂlezsﬁmﬁ@zs }a@ﬁw&a ﬁ'@mﬁﬁ‘é gwuﬁ coasmﬁrﬂg of

hgp]dﬁloﬁ.[{ r&nr?%(rg(gll‘p fgnle} Xl% ){eﬁﬁ'{] @%rpho‘ﬁrelyl p1per1d1ny1 piperidin-2-one,
pifiddaBiezonaypiperoinydayd pirrdlidn ] which dieezadyelst i bptionally substituted
“"g@hﬁfﬁi?’%é‘n% 7L by R gl oy SEIERR ey, K e
gricpdenthi from gaghigther gﬁéﬁﬁdm?@tlmﬁoﬁbyl -carbqn) or Imwmzalkyl S0,
[34 1HIndazol -5-y1)1 1,2,4] oxadiazol-5-yl]
- pi F@ﬂh@lzpﬂéferr%d)éé}m?emBHE&eQPch&OWEérBﬁWRIéRIG is a heterocyclyl selected

rochlori de, 2- Phenoxy
frg g‘ewwg Fﬁ%ﬁl%%lér?f 2. lyfﬁxo isoiagolaliPyzalidia:3 ppe. imidazolidine-
2.4 ddnd] hy-diloles|a @, 4iodeddB-chepprolidine-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 NRVR* is morpholinyl.
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(R - 142- 131 64 1, 1-Di oxo-thionorpholin-4- yl1)-p
yridin-3- yl1]-[ 1,2,4] oxadiazol -5-yl1}- piperazin-

WO ;09);,],%39;2 phenoxy- et hanone hydrochl ori de, 25 PCT/EP2006/068745

(R)-1-121343-Ni tro-phenyl)- [{k 2, 4]
oxadi azol - 5-y1] - pi perazin- 1-yl1- 2 phenoxy- et hanone,
(R - Fﬂnhe{r%ref{:@émcoﬂlpwmts Rk &éﬁh]:):lhb&ve?aré]:hose wherein R and R®

m%adl azﬁ%ﬁg l}( E§1 qugogfn 1%42(?31',:,‘%,5 95? alkyl, hydroxy-lower-alkyl,
loacEiale)(y ﬂnmfadi@il ror NR/FPR” is 4 heterdeyt]yl solentiidafran-tBe grbyp consisting of
m])%ﬁ&iﬁgp& ?}H]?r}% jWE &ﬂi%’%&i&l il ?sgﬂtll%fléﬂmﬁagtrﬁggednmth hydroxy or
loyuey'- b ngJ;QEggfe Rorand R are hydro gen.
1- 14- Acet y1- 21344- net hanesul f onyl - phenyl) - [ 1, 2, 4] -
0X adD 7D breferVdd contPdi@idd dfethosk; WhereRr R and R* independently from

R&R}Q%Rpé hang@m}é %ﬁ% b %‘3’15%'8&5% @&Ylsﬂfﬂ% lower-alkyl; or
Nl

e hstetdopeighucBeted &‘bniﬂé—@mqi whsRd4de pipipetiding; yiperazinyl,
p%%rasz% oh& %&%@myi iﬁ%{g(ﬁﬂpﬂgﬁfﬁl 5, h ot llga sp%totwg]l?lecane—Z 4-dione

aﬁon

aIHi’l‘@S{IQKf phgalan;l Pipetiding: Hokywhichestarpeic]yd jvdptionally substituted with
h A taﬁ%%ls Og')Pl'o%f @ﬂs’yﬁ véer%il%rl garbonyl carboxy, carbamoyl, lower-

‘P’EY ol b cyang. Phe@l qyrlfimyg%lw@rﬂkpxy ‘pi perazin-
1-y1}-2- phenoxyethanone WO
200 7Prefe3fed 266 pbIPPOSTGOAHBIE4D as déBned dbbye dre Rhxesaoxdyich dre R-

ororneth nyl)-2H[ 1,2, 4]
isppas B i 4 USRS g f Y L ST
[5-(4-Flu oro- 3- trlfluoronetgyl phenyl)-2H[ 1, 2, 4]
triazol- 3-yl] plpera -1Ry1}-2- phenoxy- ethanone
5 1-12[5- (4-Metha - nyl)-2HL 1, 2, 4]
triazal -3-yl] -piperazin- 1{y11- 2- phenoxyet hanone,
2- Prenoxy- 1- {2- [5-(3<trjtd,ugronethyl-phenyl)-2H4

1,2,4] triazol-3-yl] -piperazih- 1-yl1)- ethanone,
2- Phenoxy- 1- [2-(5zR-tolN1-2H [ 1,2, 4]
triazol -3-yl)-piperazirgs T@l] -eth an one, 10

2- Phenoxy- 1-12[5- (4-ilrifluoronethyl-phenyl)-2H4

- 1,2,4] triazol-3-ylt~pl perazi n- 1-yljethanone,
1-12[ 5- (4- Met hoxy-phenyl)-2H [ (la)
1,2,4]1-yl] - 2-phenoxy-eth an one,

A-Fl L0L o triazol - 3-
WIS 51 D KOG SR O By e ahobhe. 112 (-
(4- Fl uor o- phenyl) 2H[ 1,2,4] o o
tri doglas minpfmﬂ&@moundw}eﬂza qEmeprovyls of foamaire(l) dcribed in

R Y

aSPha{rQacepgca{ls aqcemaglﬂ c’éteéstbﬁreeﬁyl) 2H-[ 1,2, 4]
triazol-3-3/1] -piperazin -1-yl}-2-phen oxyet hanone,
1- 17 5ferred chhpodi & diifemydlh ( Blard thoge %]ected from the group consisting of;

Ry PR EMe ehf”x&?nﬁngpéﬁ 2 PSR- SpYaiR! Py enoxy-

etha:noaz,ol 3-yl kpi perazin- 1-yl1}-2-phen oxy-ethan one,

EZ— _{% ME é%?)wl@eglﬁ? PLI‘?E]%)%&%TOI lh—ipgzegifﬁ_n— 1-yl}-2-oxo0-ethoxy)
beszvllltrﬂhenzatw de, (R - 1-12- [3-( 1H-Indazo| 5y1)- |
(Ri 12524 3- @Kﬁf@t}ﬂ%@l shen¥h [ 1,244 Hﬁid'i%br PiyPepi&iidin-1-y1}-2-phenoxy-
-y phenoxyethanone
PIPAL 2 ORE( 4- Fl uor o- phenyl) - [ 1 2 4] oxadi azol -5-yl]

(R4 (eI yd-Brirpepazn )y [ 112, §¥]b3(&&ﬁz025 AheiRidire t RanNDphenoxy-

eﬂ%m% 5- {514- Met hyl -

2Sphenoxy- acetyl ) - pi perazin-2-yl] -[ 1,2, 4]

(ROxadi-Hydtox@-phidexyl- 13£2- (B- (i drethaxy- phefyl2- 08¢ ] oxadiazol-5-yl] -
(R -5-{5-[4--Methyl - 1- (2-phenoxy-
acetyl)-piperazin-2-yl] -[ 1,2,4] oxadiazol-3-yl)-
1, 3- di hydro -benzoi m dazol -2-one, 30 (R - 1-12134
1H Benzoi mi dazol -5-y1)-[ 1,2, 4] oxadi azol -5-yl]
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35

(R - 1-14-Methyl-215- (3-trifluoronethyl-phenyl)-2HL
1,2,4] triazol-3-yl] -piperazin- 1-yll- 35

wo ZnPh&gpxy- et hanone, (R)- 1- 12- [5- P(Fi]"/Eonoﬁmssﬂs

(4- Met hoxy-phenyl)-21-1- [ 1, 4] triazol-3-y
- 4- et hyl - pi perazi n- 1-y1)-2- phenoxy-ethanone, (R)-
piperidih 5 yll-4thakune, 0- phenyl) - 2H1L 1, 2, 4] triazol -3-yl]

TP SR BB ge o SR o 0ot S ppercin:

1-§B4Shanendpet h anesulfonyl phenyl)-2H [ 1,2,4]

(B 1% @%ﬁgﬁ%x&lﬁm& Ranon ‘19%9[%r @Z?*ugth?w le)_-[11,2,4]oxadiazol-5-y1]-

Plpglcbhelnyl(bﬁ@ﬂa@’é%yl) pi perazin-2-yl] - 1H [ 1,2, 4]

t3-gz Chtodo ﬂknWO{x[ﬁ@&em@;ﬁheﬁﬁ§$! 2 4360;(3&2&5 ?r] -piperidin-
]ﬁ;4h Met hy (2- phen oxy-acetyl)- pi perazin-
gt 31102‘3’4] tr| azoI 3-y1}- phenyl) - acet ani de,

(R)FQ)—(M’(uBfo pbdrbxiypt hp[3-(U-fh2thpR@phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-
% ﬁ?a%lghél) pi perazin-2-yl] - 1H[ 1, 2,4]
azo - phenyThnet hanesul f onam de,
(RA-{A[3-64- f]mam;phgﬂyl) -fit.2,4]oxadiazol-5-yl] -piperidin- 1-yl }-2-phenoxy-

etﬁeﬁm‘ﬁ@enoxy acetyl) pi perazin-2-yl] - 1H [ 1,2,4]
triazol - 3- 10 benzanm de,

(Ryol- %&&ﬂ%@;ﬁ]}}fogylm T[l%ébp)}adlaz[ﬂ-i -vi-piperidin-1-y1}-2-
phexagj-akahong; Y1} - benzoic acid, (R)-3- {54 1- (2-Phen

(Rﬁoﬁy iiﬁy@f’%ﬁaﬁf St ey b L R

benxgneadétmpdlideyi peri din-2-yl] [ 1,2, 4]

(RPREL ARGl Bl PO liaechg B0 GxafiRt 85t pibéihiin-1-y1-
etb’r)(l&)@ﬂazol 3-y1}- ben20| c 15 aci d (R) 5-{5-[ 1-(2-Phen
(m@{ﬁfﬁﬁ(ﬁ-ﬁen%?%&tﬁb galq?erid]ﬁ 2yll-[L2 %Féﬁamazolas-yl} benﬁmc acid methyl

oxadi azol pyr i - carboxy I c acl
es‘{‘3‘:‘:’4 1- (2-Phenoxy-acetyl)-piperidin-2-yl] - [1 2 4]

Xlafﬂ 32 (- Nard phe)-| H2,ARoxddia&elr P G yplipetidde-i1ch }- Zfbhenoxy ethanone,

| (R%ﬁ 7ol Pf’%&YE} o2 Jiefftrul PG B3 phchosy-ethanone

(R 3—%914(295213@0&9*3@?1) ~pliparjatin-GHyliH BZﬂquadla[lom #14]

gﬁg%ﬁ& 'l -benzoic acid, 3- {5- [4
beg eng’%ﬁ%%etyl) nmor phol i n

2, 4]
( capwy-142y(Bypysesirrd-ldel éHoxaﬂiazplﬁ }[1)4P1P€12dlph]eﬁl] -ethanone,

_(R@)iyczasew(lploltﬂ%ﬁﬂ&Merhympﬁeﬂﬁj [1,2,1)ckadiafd]-5-y1}-piperidin- 1- yl) 2

oxad| a 3-y1l)-benzam de,
pherqwy-q a‘mﬂ]@noxy acetyl)-thionorpholin-3-y1]- [1,2,4]
(Rwam@zmmtmdxy pyeidERBiyte] 1,25 Xadifdol- 5 ﬁl-@ﬁﬁh}dhr-l J1}-2-phenoxy-
eﬂﬁ ghen oxy- acetyl)-piperazin-2-yl]4 1,2,

fR&dFazol - 3-y11-benzoi ¢ acid, 4-{5-][4- Acetyl 1-

(Rj-2- @h[éﬁ@xﬂymmiﬂlybpb@n@z[m Bloxhdiazol{51ylP-peridin-1-y1}-2- phenoxy
gg%azol 3-yl I -benzoic acid, (R)-4- {544-Methyl- 1-
% en oxy- acetyl?) pi perazin- 2- Z 1 - 1H ; 1,2,4]
(R§-16+ @zId+ (C23PRenpxyraest vy -wipegidin-2-yll-R).2.4loxadiazal- 3-yl -nicotinic acid allyl
este®- Phenoxy- acetyl) piperidin-2-yl] - [ 1,2, 4]

(R?'ﬁ/b&p[ﬁ q%mﬁa% leg F{ﬁ@n‘ﬁlf’?adlﬁ%gl % yH- Hq)ergcﬁn 1-y1}-2-phenoxy-

etlmnada:azol 5-y1}- p| peri d| n- 1-yl)-2- phenoxy et hanone

(R) R%wenyﬁls}lgl {5{6’1 él—ﬂéeno X% ;P %é/ Q! 2! qL:fF%14 %A 1azo l)}—

bel;@)le@dfphanaicy et hanone, (R-N N-D| et hyl -4- {5-]

AGE
(Roxa i azol - 32%11 i—éﬂ%g%g% [@22‘98:\; ll\?b;?]gsjﬂ lﬂ%ndm b-yl}-2-
P Eﬂox(yzﬂtbﬁ@ﬂeoxy acetyl)-piperidin-2-yl] - [ 1,2,4]

(Rp&qmeﬁé@ 1%2;{3}(44%&6%@{3@&8}01&1%&3&1}%[ mz Jljcﬁcadﬁi@ol-i y11-
(2- phen oxy-acetyl)-piperidin-2-yl] 4]
oxadl azol - 3-yl)- benzam de, WO
20071063012PC1/ EP2006/ 068745
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2-

1,

wo W2kai9! - 3-yl | benzanmi de, (R -N
ri ¢y n-

- 25 - (R-NEthyl-4- {5-] 1-(2-phen
oxy-acetyl)-piperidin-2-yl] - [1,2,4]
Cycl opr Opylp TEP2MD6/068745
1- (2-ph enoxy-acetyl) - pi peri g-y 2-yl] - g

oxadi azol - 3- y1}- benzanide, 5

p]ﬁ)El)mhlﬂ-I -3 bimoxy; et hyl ) - 4- {5- 1- (2- phen

(Y PRERI LRI e Bimatls. g&sﬁsgfaé%@ %a ol Sy pipericin- 1-y1)

Baornk, (2- phen oxy- acetyp-piperidin -2- 1, 2, 4]

(W?%T?Qh'@ﬂéﬁ%} kﬁiﬁ?ﬁpl p2d§ i N’Swﬁ%la (%]D_‘ }’Z—%ZLplilenoxy

hen “oxy- cet
€ ?{%Fmeazol 3-y1l1l- 10 benzanide, (R)-N, N-Ditnethyl-3-

SK- (1= {5 BHen@X%Y.-ad& iROLYIE| 1 i 132, 4
(H) ad(lh;:\{z(l'21 & "ﬂ'b enzﬁt)' eerﬂ%r%)@j'{fgt,%ﬁsﬂ%ﬁzc?%ﬁlﬁ !
ob?f:‘"é y}%/g &t ?img‘?perldln 2-yl] - [ 1,2, 4]
(lﬁxhdiﬂ%%thﬂd%umﬂ@hm}dﬁ[l 28] (xRl 1adb 1y ¢l @m@ma%l}-z
pﬂe%%a?} (a]a Ig@engxy acetyl)-pi peridin-2- yI] - [
azo

oxa benzam de,
(RR-{NI 324 Methlx nisthphynyd-[ 54 oxadiazol-5-yl]-piperidin-1-yl}-2-phenoxy-
ethdridng: phenoxy acetyl) pi per| din-2-yl] - [ 1,2,4]

%xadl azol - enzam d
(RR) i%q[%-ﬁ*ﬁy@f{th%y}@ﬂtﬁ%p}lﬁmﬂé} P}l xgdiagoed-5-pl]-piperidin-1-y1}-2-
pHenOZy-phhRnexy- acetyl)-piperidin -2- yl] - 20 [1,2,4]

(‘%@%%3‘%4{% - BETE BT Pensti e baliridi 2 0-1.2 f1osadiasor 5
yl}}bamr?eazsuﬂfoﬁzzégel pi ng&dl 2 ({% ygﬂ?ﬁ

R3¥ (T aes TIRE LBl Ty gsreRyiperidip-291-
[ﬁﬁoxzd%y@@&érﬂkgggzggwﬁpgfrp@m di no 1-}Sy P P

(R\fjﬂl ﬂm&x@ﬁ@m {sl[hetaqﬂﬁnogﬁ adeRy- bhﬂ@n@ineﬁ I}lﬂl r1 z’%zgoﬁﬁﬂazol 391}

Oxy- acet pi‘peridi n- =
beg ‘l‘ @%ﬁlc benzam de (R) - 4- {5 [ 1
(RozN Rhexnahylys- 3 £1-y2 ph e P&t dceliyl)- Iagemhh 2-y1]-}1.2,44dxadiazol-3-y1}-
xad| algol 3dé/1} pyri di ne-2- carboxylic acid
(R -4- {5-[ 1- (2-Phen o Xxy-

(Ralee{%f[la (zamph@umzlgd pyfiflin-4-yD; 2,244 ozadtiahioddefl}-Biperidin- 1-y1}-2- -
phe X}pg I{b e-2- 30 carboxylic acid dirnethylam de,

S (2- Phen oxy- a_gtl_ﬁd |per|d|n2 é@;t
(R 2Phqn0éix~dd{2a&°o(i@5 Sytetrahyiiee ? blpmtdg@ﬂyﬁ} i¥®-Hel 4l oxadiazol- 5-
1]%11»%@32&{-1131} etlﬁzﬁ%’néd {5421 1- ](2 Phen " |

ce i.din - oxadi azo

SRR R TR AR 3 e e e
pqéeE{)dm]l yl{-2thah3dL- ( Mor phol in e-4-carb on
RO FPUELF G los b din M0 5 fosismals iy -Residiadan >
phemyxytethanorne31243- Met h anesul fonyl - pyrrol i di ne-
(R¥-4C Hombﬂerfb%z agétgr) ?[31 éﬂ(ﬂm '2-{11] % gﬂf’&yﬁdmzol -3- ylb]_tﬁqrndme—Z—

oxadj-azol -5 en oxy
aﬂ’rﬁ’é}f‘(?@} ghylestery. (2- Phen oXy- acetyl) pi peri di n- 2-

(E%JQ %ﬁ EGEOE%A&C%E’E%%%%%@WBW- (€2, 2toxad¥¥é¥ol-5-y1 - piperidin-1-
(R)}-1-{2-[3- (2—Im1dazoi—1—y1—pyridin—4—y1)—[1,2,4]oxadiazol—5—yl]—piperidjnf 1-y1}-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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il

- 26 - carboxylic acid nethylamde, (R)-N Mthyl-3-
{5- [ 1- (2-phenoxy-acetyl)-piperidin-2-yl] - 1HL

wo 2e02i08d013 1 i azol - 3-y1) - benzami de, AN, N- Di epp¥lepdoosinss7as

{51 1- (2-phen oxy-acetyl)-pipgerazin-2- yl] -
1, 2, 4] oxadi azol -3-y11- 5 benzam de, 1-(2- {3-
(13)41<(M3ﬁ”r(@4Mftihyl4ﬂmﬂﬂm*1Yﬂ) phér%hb‘gl]&!,{l] r??ﬁadiazé’dl—St-3rf]1}-1>i13¢ridl'11-1-y1)~
i perazin enoxy- et hanone
2&@%ﬂ?ﬁf&%aé%ﬂé 51p1p (2- phen oiy acetgl) plgera2|n 2-
(13- Pﬂ’lelloxaf Wy2- 63(—&2{11)5@@4)}, 1-31-pyjdibehylii 8¢t] oxadiazol-5-yl] - piperidin-1-
IJSIhaNoP@t hyl-5- {5- [

enox acetyl)-piperidin- 4[‘1|0
L RISTTR: FhyooSpacsEOePRaHPIE I R aqa,ayqo 5 Nk pyridin- 20
pipérabid- poapoxy- acet y1) - pi peri di n- 2- y1]

(Igzé1 S)haz 3 yﬁ% Q gﬁ ﬁg tgtg?rgog’SrVDﬂ%fﬂyuq 16& %)é)’zﬁuﬁazoﬂ % yljl' -piperidin-1-

ylpettdinazgl - 3- y1)- nicotinam de, 15 (R)-N-D et hyl - 5-
(1%))5( 313 gfﬂﬁgﬂ%ﬁ”sy 1f§?%ﬁf}r? 32651@ I Bigiddd it Sndhoxy-

CtbR)OINs(Z Hydr oxy-ethyl )-5- {51 1-
(E()ZI ?ﬁl‘%m Iﬁﬁ?ﬂol’ @ylP[PEﬁ]cgdaHhagol 53@1]J (gg)el'id%l-‘ﬂyl}—}phenoxy-
i azol y1) - i cot’i nam de, - N
tg%n‘?\?ét hoxy et hyI) -N-met hyl -5- {5- [ 1- (2-phenoxy-
(RCBYI3-(P b G- Riffoydrhethy P‘l&ﬂ%{l)z[1@,4]@Xéiﬂmgl}ﬂ]:3p1pendm 1-yl}-2-
%nl otinam de, (R)-NCyclopropyl:5
pl{ef iqf ﬂrbg(y acetyl)-piperidin-2-y1]- [1, 2, 4]
(Rx@dh-a-0P-PReydxy- acatybepiperadini Hgl]-[ | RH omd1a(zal—3 ~y1}-1,3-dihydro-indol-
24ad5- (3- Hydroxy-pyrrolidine-1- carbonyl) pyridin-3-yl] D
1, 2, 4] oxadi azol -5-y1)- piperidin- 1-
(Wij (I breResyatacaiybriiperidin (2Ryl-41, 2{45qxaﬂ1az(>12315’ﬂeh3@&wdr
beneSYiddzoRPP&E di n-2- y1]-[ 1,2, 4]

LB ﬁﬁ;{%m}g@g&& oiBsin ] b2 4 yadiarply34114), - dinydro-indol-

2-onadi awl - 3- yl}-benzam de, (R)-4- {51 1-(2-Phen

LR MR AT R S oo M pimrigp g phenory-
eti®on8, {5- | 1-(2-Phen oxy- acetyl) pi peridin-2- yl] -
(R{l'gf glz El3 ggﬁJeBﬁ%%ﬁg%eZP g?sﬁ))n{)r pho lg%l %?] %pfng }yl]—Z—p henoxy-

thaeedEazol - 3- y1)-benzanide, 4- {514-
(Roa Phenpsyr, mbﬁbl)mbﬂﬁbgnfmnpmi)qi{}mﬁuﬂé}ﬂ]l[ﬁz Hloxadiazol-5-y1)-

%ﬁi 3 % 1- ben
Pigg i Jatl 2 DS PRr ARO[ 1.2 4]
(Rt 43013 Bichohsaee: fiperidin 5L Aok he0 D pyricin 2 D)

cetyl)-piperidin-2-yl] - [1,2
oxadi azol - 3- yl}-nicotin amde, (R)- 1- {21343-Amn -
(Ro- 1pf2 En(ot Bengyloxg; pyfidioxddi)able?. 4]0521(319!1(31 5-yl-piperidim 1-y1}-2-phenoxy-
ethan¥bhé - 2- phen o xy35 et hanone, (R)- {213
Arni no henyl)l 2, 4] oxadi azol yl'l -piperidin-
(RS_S- PPrhl-e- D rEpREL diggyyll-{1 Z,fljpxaflgzolcgy igptinic acid ethyl

ester,ph enyl)-2H [ 1,2,4] triazol-3- yl] -p iperidin-

R per e doar da v > Vi 2. qgpdiqzels3-yisiH-pyridin-2-

ond; (2- Ph eno xy- acetyl) pi peridin-2-yl]-[ 1,2, 4]

(RT’Sag' gh@npﬁe&ékgcg{lgq %emﬁ‘[‘f‘ -8t dﬁﬁ[ gﬁ ﬂcfxazila'i\!ﬂ(zfx }ffﬁl L yridin-2-one,
(valaﬂmﬂﬁy ~1942y(B phenghyily [, 2 etazm-dov])-BipeRjinNL-yi] Sthanone,
(R§91%: W(ibﬁ&ﬁééﬁlfﬁ?%ﬂ&é&) P)H?ﬁ bl Ria2s - é’l’}[p(]%n?dn%] (1 2

oxadi azol pyr - acetamd
p f%oxyfet&al{ozlephen oXy- acetyl) p| peridin-2-yl] - 1H |
(RY-12424]15- t34-Babthdxy-bhedR DM1)1;2, AeQiARN3 48] - piperidin-1-yl }-2-phenoxy-
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(R-N(3- {51 1- (2-Phenoxy-acetyl)-piperidin-2-yl] -
[ 1,2,4] oxadiaw - 3-yl)-phenyl)- 10

wosR7enesuf fonam de, (R -N- (4- {51 PCT/EP2006/068745

1- (2- Phenoxy-acetyl)-piperidip2-ylll 1, 2, 4]
oxadi azol - 3-y1}- phenyl) - net hane- sul fonam de, (R)-
eth3nofes11- (2- Phenoxy-acetyl)-piperidin-2- yl1]-]

- By P hs QEAbRARYS o 2R S ERT BTtk 9l
i

one, pi peridi n-2-yl1]-[ 1, 2, 4]
(I@)?ﬁ @QMS 314 ﬁu&é}phfeﬁ?gbd}i [Pﬂﬁﬂnﬁfﬂl% Afpihefibilnyi- y?}si Phenoxy-

é@ﬁyﬁ) pi peridin-2-yl] - 1H— [ 1,2,4]
RY-2-PRehox3= ¥ 13-1 Pogmfloro StN1J-0H triazol-3{y) piperidin-1-
(13; 3= 4(3 h{Sll (Zﬂ%tmrpﬁphe w1f-oRaTiZie yB)-pip
y fg‘aﬁeé?yl) piperidin-2-yl] - 1H[ 1,2, 4]
(R)r1-d2-05 (3 Medthexy2fhepyBRyH [ 1240 eréazok RyH Pipdritin{1-{l}-2-phenoxy-
t§1 I{&enoxy acetyl)-pi peridin-2- yI] - 1H—[ 1,2, 4]

riazol - 1}-benzonitrile, and i {511-
Rzl F{%M& 1traqéleyxl)) -251- p5b2,|41i|rsﬁzcﬂ 3 ¥ Plpclldm 4yl}-2-phenoxy-
eﬂq;ﬁ@(q.k,,azol 3-yl}-nicotinonitrile, and pharmaceutically
arrPptable salts and esters the
O LT e hsemor e empeohp chmad ] Lo gisirad Yl bgpeic acd
metgbestagel ected fromthe group 25 consisting of: (R)-

DT gp-3rifaprameinal pheasP 2l 84 Tezg) bamipegicin-1-51)-
2—Iphyﬂg}x-yzstlpad1mmexyet hanone, (R)- 1-

(Ii{)zé'g ﬂ'gb h’ﬂg@ﬂcgg}’)é%lgel[l%é% :!ilrl{gﬁf‘ﬁl 4@@9%0&% %ll}Jl{SSdﬂlPrdro -indol-
21?116(2 Phen oxy-acetyl)-piperidin-2- yl] -[ 1,2,4]

-qy?ﬂi(mém@xwﬂﬂenyib A2, ol;axcﬁazwsgymﬁi&pmﬁl -4 ﬁ)z Eaher{oiy- -
( 2- Phenioxy- "acefy1l)- pi peri ﬁ'
¥ Wcazol - 3-y1} - 1, 3-di hydr obenzoi mi dazol 2- one

1 ({3213{54 M&RarfkesulfhryRpgon QX Tt, 2R dihz i Pl JHmrphahnM}yl} 2-phenoxy-

dne 4] oxadi azol -3-y1l)- 1, 3-di hydro-in dol 35 2-one,
1- {2- [3- (1H-Benzotr|azol 5-yl)1 1,2, 4]

| 4’<{)56é@|(%i’bbn®;yyd¢tyl)ﬁmpqrhocﬂmrl3~yfl 234 qudﬁuznbiyé}t-lb@mu]fonamlde

? 3 [é;i f?‘-]%lgmg iﬂlpl pewq’? % é&%éa]lpé%a]eo dl%dbngl}_
mvw holio 7 o Senlxpery-Eian067.068745 - - (R) - 4-
N{(244- [@Z(QFﬂ’lﬁﬁaiéyaﬁl_@ yﬁ&rpﬁ@lﬁrphqh] m§4]gﬁdlﬂﬂ01%ﬂh pyridin-2-yl)-

oxadlazol 3-y11 pyri di n-2- “one
@nFﬁaFluoro phenyl ) -2H11, 2, 4}tr|azol 3- yI]
I-{Pp[Pet-MbtitadesylichyR pharedo M eft] P itz ol-5-y1]-morpholin-4-yl }-2-phenoxy-
iﬁ@ % Phenoi cy-1- {215-(3-trifluoronethyl-pheny0-2H ,
triazol -3-yl}-piperidin-1- yl}:-ethanone,

hz}noxy 1f B-[ T @-{riflycBemethiykrp bemsdl-218- [} 4] trfaroR3-4]] ~morpholin-4-yi}-
dkazol -5-yl] -piperazin- 1-yl}-2-phenoxyet hanone,
(Rﬁ% Bé{sf é 6;;191(;(( & P%Z%gﬁ%/ﬁxgé%toﬁ@)%ﬁ] ‘Efrz'ﬁ]jéxgdl%zol 3} ?fll} 171-1—pyr1d1n 2-
oned- [ 1- (2- Phenoxy-acetyl)-piperidin-2-yl] - [1,2,4]
[ | - 3- - nj [ 1 de, . .
L B PRBL s TS DBy oAl i 2ambenony-

ethaZ:,oﬁ]:trlazol 3-y11l--phenyl)- acetam de, and

1 s 2 FOSREL2 ARSI il 2-

PhﬁE@XYaﬁbmnfeonam de, 15 and pharmaceutically

4- 8L el phLRyx§akLs) AR e pRb Rn-BIT-BO? 4)oxadiazol- 3-y1)-
benzenesulfonamide,

2-Phenoxy-1-[3-(3-pyridin-4-vyl-[ 1,2,4] oxadiazol-5-yl)-thiomorpholin-4-yl}-ethanone,
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O her preferred conpounds of fornula (1) are those
sel ected fromthe group consisting of: 1-

wo beRs3di3- (2- Met hy1- 1H benzoi mi dazol - 5-y1) 11, ReflEr2006/068745

oxadi azol -5-yl] phenoxy-et hangme, 20 1
{(R)-213-(2- Ami no-pyridin-4-y1)11, 2,41
14248+ (d2dethbxy phemilDpEl, 2, djoxadiaxol)5- A} -piperaicy éivhp2 phenoxl-ethanone,

N8 4 SRR S Ll bl 2.0

age{amyidg- ( 2- Phenoxy- acet y1) - pi peri din-2-yl] 11,2, 4]

1%?@%@2[911%&?%%6 rﬁg%tt ﬂ;%@ﬂﬁadlfzélm gJI %gerazm 1- id} 2-phenoxy-

tﬂl’ﬁ%?qedl n- 1-y1} - 2- phenoxyet hanone, 3- {5-
N[N- D?lath?hm{&’ﬂ -(@qshlel d3y- WeDO)-pipenizit- Yly] - [(1 A4 Oﬁad‘ﬂzol 3-y1}-

oxadl aﬁol gy}l(} phenyl boroni c aci d,
, 3-di hydr o- 1H-|ndol 5- yl) [1 2, 4]

N(;Nddnm%ﬁl-g— {,Sl-l]l (2 phenoxy—acetyl) piperazin-2-yl]-[ 1,2,4]oxadiazol-3-yl}-
b%l i } et hoxy) - benzonitrile, 30 4-(2-

thox phenyl) 1, 2, 4]
(aﬂ)@en@qu_q;t}@ pl@pll‘a@‘,nnZ yl]ﬁ}&dﬁo@g@bazgl ﬁo&}yyenzenesulfonarmde

gﬁjﬁg QRiNTéthnesulfonyl-phenyl)-[ 1,2,4]oxadiazol-5 ?71)] piperazin-1-yl}- 2—phenoxy-
y 2-y

Met hyl - 5-15- [ (R) - 1- (2- phenoxy- acet pi peri din-
fOO9PE, 2 4] oxadi azol - 3- y11 3Hpyri m di n- 4- one,

B T S e L T g Ak e e ek

1-3%-7§-.(?%%§i9§‘9¥%¥}1§%@5E%?%fﬁf?%%%}ﬁ-é RISR 1 2 R eny-

etbamdleazol 5-yl)-piperidin-l-yl] -2-phenoxyethanone,
er{(g )I—E%(:»[ ﬁy& @%ﬁ%ﬁﬁo&a&lﬂol 5-yD)-piperazin- 1-yl]-ethanone,

Zé’iaalm?az]o[}@ midis g | 6. floxagiazal -yl pinseiziny 2ol hethareane,
13214 B)Nlﬁ“ﬂ:’ph@:ﬁ 19 ‘[D‘Zmljfé)thﬁ;ﬁzgfﬁgg% é’ﬂaz:lﬁ A ‘%pél%nﬂ)};y ethanone,

T CECIAN Sl il

ethdbqmer awl- 4-y1)- [ 1, 2, 4] oxadi azol 5 yl'] -piperidin-
I ABRORN S b R ool rlbaiteip 11>
phqnppxeﬁh@nme 1-y1}-2- phenoxy 5 et hanone, 2-Phen oxy-
-4 (&M@r{aﬁohﬂ 4%6)%2?1%%’lyl)grlyﬂ-)f]'ox£dﬂzo¥—’5 1)-pipepazin 1-y1}-2-

oxadi azol et harion
pherpxy-gth (’JZQIF“hen oxy-acetyl)-piperidin-2- yl] -[ 1,2,4]

1- aﬂzg,kir ox3medhisd-phth Ay 1,044 -Adi20145- 1@;}5&mﬂﬁ 2-pheno
%g‘i{Z (6-Amn ghpyjralygl n- g(byl yﬂ Hr2p v
dfazol - 5- yl]l -piperidin- 1- yl} 2- phen oxyet hanone,
1-{R]3- 24-mahy1amdazph¢ny1)2g1,z;almadidim—%ylypipeﬂazﬁx—ﬂyl}-2—phenoxy.

sﬂgﬁﬁ% i,azol - 5 yl) pi peridin- 1-yl] -2-phen.oxyethanone,
- (2-Phenoxy-acetyl)-pi per| di n-2-yl]
1-(2-{ [42( Mpﬁzmlfosyvﬂmenyﬂ [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-yi}- 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-yi }-2-phenoxy-
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15 benzo [ 1, 4] oxazin-3-one, 6-{5-[(R)-
1- (2- Phenoxy-acetyl)-piperidin-2-y1}4 1, 2, 4]

woamaasaapl - 3-y1l)- 1, 4-di hydro- benzo [d] [ 1, 31’,‘T/EP2(}06/968745

oxazi n-2- one, 14(R)-2- {313421, 1- D oxo-
1X6-i sot hi azol i di n-2-y1)-phenyl] -[ 1,2, 4]
eraeneazol - 5-y11- piperidin- 1-y1)-2- phenoxy et hanone,
i

12{?][3 1(%%\%61%1]%*)6 )%a fro- ip‘l'llel(lgb ﬂ‘,?r«l?ﬁ%dﬁﬁgf LY 1= Rb&SLh A-12" phenoxy
COPReISE i di n-2-one, 1-(3- {5- [ (R - ,
1424 3-( R0y 3-aged-phin 22 U xAdidzoll 3- ekazin4lyl}-2-pheno
J{xa[di(az_ol 3-yl}- p??eny)% Ppl m]jjdazol i di ?1(% 11[121)4 di on)é} ZF =
et%%@m{es- [ (R- 1-(2-Phen oxy-acetyl)-piperidin-2-yl]
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ngi‘gé‘g%ﬁ%@[}‘igé 4 ca]rBo&yﬂ-Eﬁer%ﬂ] [(152L4]%x§élaz'\"'i‘% W1 piperidin-1-y1)-
QQh@FmXéize@Ilﬂn@nyl) pi peri di n- 1-y1] - 2- phenoxyet hanone, 10
(B-1-{ i - @(3 ﬁ-ﬁrdgx@rbﬁfdﬂauﬂe 1/|carbbn}1) gyhéﬁlyu 11 24]0xad1azol 5yl

.oxa zok eridin- henoxy
PIBYi& n1 thegoxy(g e Benzotrlazol 5-y1)- [ 1 2 4]

(R;xm,@n Bicthyl 3B-y3-[ 1-12- pﬁénoaqme@gxmpérnam]nﬁ] [1,24] daRaz@r3-v1)-

b! 1H- Ben20| m dazol - 5-y1)
Szol - 3-y -pi peridin- 1-yl1}-2-phen oxyet hanone,
(RA5H- 55—[1{ (Rrhﬂwﬂaeets}){mpmmd-ﬂw dAYoxadidzyld)-yi}pyridine-2-

citlsSe ) el S

: (Réx‘ly {%E %;@ermxwpﬁ:@)rplﬂerﬂql 2:y1j11 241|qxad1azol 3-yl}-pyridine-2- - |

a@ﬁ?h@g&dd&&ﬂ lafiideenzo [ 1, 4] oxazin- 3-one, 1-
R 5 I md 5-b di n- 6-
R 5T Barimarca el b2 5o xpawedtd v pyridine 2-
caffuspiixaciettholamids, N-(4- {3- [ (R - 1- (2-Phen
rALe - pi_peri

CGRPEETY PP b ddertl 5l Lo digimgaoo e
caftmxylicacithiiethylagaillg.dr oxy- pyri dazi n-4-y1)- [ 1, 2,
(Rgxlaﬁi ?(Z)E)?y l‘ii?%?éﬂﬁgﬁg'@%ﬂ)%iyﬂ %%1&34—)&&[ %4H]xad1azol 5 -yl}-piperidin- -

Zebgroypthanongi n- 2-yl ] - [ 1,2,4] oxadiazol -5-y1)-
(R;—a 14 3y nRietn@%al1ioAST- Bylgolﬂii@él@acarbonyl) -pyridin-4-yi}-
[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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1- {(R)-215-(6-Hydroxy-pyridin-3-yl)- [ 1,2, 4]
oxadi azol - 3-yl] -piperidin- 1-yl)-2-phenoxyet hanone,

onooﬁo%solﬁ (R - 1- (2-Phen oxy- acetyl)-pi pe”@b@m%zéﬂﬁ]ossﬂs

2,4] oxadi azol -5-y11-3, 496 di hydro- 1H30
qU| noxal in-2-one, 1- {(R)- 245 (
crbArylicacidynethiylamadey1) - [ 1, 2, 4] oxadi azoI 3-yl]

(]})o NO%{ Bﬂ}l q: {gij)}y(£g%1%tr18hegce %iz ?Ep%?iﬁ E 9{ ]] 1H1} {[? 2 4{] g{aﬁ}l 3-yl}-

b@ﬂ@’amlfétzol 5-y1}-ni cotln onitrik, 5- {3- [ (R) 1-
i
bengemide. ( 2- Phenoxy- acetyl) piperidin-2-yl] - [ 1,2,4]

1q2adi [ﬂZ(MorghMiﬂe' 4—3;ax%oﬁy1 é{ﬂié@ﬁp@ﬁ% ajoz[édla%les fll}plperazm 1-yl)-2-

ol e, 0 0

’yl) -piperidin- 1- yl} 2- phen oxyet hanone,
NVMeﬂQﬂ}m 63022 Qo % =m0 6 pEBatAb 2-v1 ]3Pl , 2, 4Jbxadiazol-3-yl }-benzamide,

(l@(— 3' gg’jwc& b Bgﬁ gggﬁ)q 1p%ﬁ1¥1}'222ly1}1[1% lf]l)xadmzol 3-yl}-

Hﬁﬁm et hanone, " 4- ( 3-

[ . r - - -y
N 161 Ehompsgaly gt oty lagd -
ncpHRAEs. one, 5 1-(3-
(RBNLDRIyL5{{3- [*Tt(@}ﬂ?ém)ﬂfﬁééﬁl) -pifiepidin-diyi= @ Ydtloxddiazbl 8l y11-
oxadi a oI 5-yl | - phenyl i m dazol i di ne-2, 4-di one,
o {5- [3-(1, 1- Di oxo-

" (RXS-] H)Edtyhﬁa{idlh(arpi}eﬁoyﬁ:}lcqu‘l)}pme}ldﬂi 24112} 1 AJoxadiazol-3-y1-

n 5%%]!132 | - 3- yI I p| peridin-1-yl)-2-phenoxy- et hanone,
% éz Phenoxy- acetyl{ pi peridin-2-yl1
i am' at [1-(®ipbeyory-acel miperadin -yl 41, 2 exadlazol 3-
(R); @ B:k ho)=5 5[ 1-(pb
yl nﬁc%tmh%xde[(R) 1- (2- Phenoxy- acetyl) p| per.i din-2-y1] - :
lfH Al{g xadl | -5-ylI- g)hen I}
Jaretirusds D5 din S35k puh pryacend pipeidiackyll
ilaa;élbxhdlaw143esﬂ}dicﬂnﬂami€ﬂe [ 1,2, 4]
(l@xﬁ%ﬁ %lﬁ%%l f [@E&;ﬁén%naﬁgglgg)@eg%{ﬁg %523}1 f;ﬁ g{]o:ﬁadlazol -3-yl}-

nl@&tadmado,l 3-yl] -piperidin- 1-yl)-

hﬁ@r%;%ltﬁw ;%de}ﬁg% c%t)%)g SIE fgfld%p}( 1-[1 24]oxad1azol—5-yl}-
P1P‘Eﬁ1(SéT]1 #)#-pPhenpray-cthappamone, 1- {(R)- 2
(H)>4-(Hf Met- Puénd %@cg;glplﬁerycﬂlm nh Q;él’fc})xa@iﬁégl 32Dl beRzdthide,

<R{>pia§)5e Et[gi P& %%‘Eﬁi %@%3&( ﬁii?g 430’911)%31 % ykybenzamide,

(RO ¢fi- flz (2 - PBemkgzeaptthrplphr[&m D-y11Y1,24] MMKNS—SIIW%Z

(5- I\/Iet hyl - 2H pyrazol - 3-y1) 41, 2, 4]
Ca}bo’%lﬁggz%%am? prperidin- 1-yl)-2-

(lﬁdh%fﬁj[(}y(iéi’htammoetahfp@@ldm 2-y1]-1H-[1,2,4]triazo}-3-yl}-benzamide,
4- gi R- ﬁi’ﬁcﬂ&y%@@ﬁlmbéﬂ%ﬂoj %rl? TY kgﬁoﬁadgazéi 34 ﬁﬂ(aﬁéﬁéﬁ de, -

di A- |
%ﬁﬂr 8@@%%%%@3 é@y@@wrﬁ Plénﬁéﬁ]rg 23@%@% I3vhiHsngynide,

4-B-he2- Pﬁéﬂdx%hh@t&l)gp ?é i8!7-gig-[¢ ormexsags oS- yi}%éﬁ%ﬁlﬁlcfel )

5- %}r E}ekﬁgﬁg@%{a@&t ﬁ@lper ({Tl%zlh glhiifglﬁ;roxa Paszi)lsg -y gmggtma?mdc
(Racle{d[3-¢pApeno-ghenyd)-y1.2, 4oxadihzal; #i]- p1per1d1r)1 1- yI}-Z -phenoxy-

of %‘% azol - 3-y11- 3prr|md|n 4-one, 1- {(R
i - Met hyl -i soxazol -3-y1)-[ 1,2,4] oxadi azoI 5-yl]

B3-ot Amnlo -phanyd)- bh%,ﬂb;@éxandrﬁmlé -piper e epdjr 2-phenoxy-
etl{sﬁlB}leZ [3-( 1H pyrazol 3-y1)-[ 1,2, 4]

xadi azgl - 5-yl eridi yl
' (R? & [>-(3- Am11¥o ]phe )p2H [L, 24]tr1azol)3 yl}-piperidin-1-yl1}-2-phenoxy-

ethanone,
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35 et hanone, 1- {(R)-2-[3-(6-Anmi no-pyridin-3-y1)-][
1, 2,4] oxadi azol -5-yl] -piperidin-

WO %ao&fﬂa&zu@z phenoxyet hanone, {5-[(R)- PCT/EP]20061068745

1- (2- Phenoxy-acetyl)-piperidigp2-yl] - 1H[ 1,2, 4
triazol -3-y1l)- 1, 3-di hydro- indol- 2- one, WO
(@Qﬂ?ﬂ%&ﬂl@%’dmﬁﬁ?—@&ﬁﬂ@@%ﬁlin&%ﬁ] -f1,1,4]oxadiazol-3-yl}-phenyl)-
({egalﬁ)udg% (2 Am no- pyridin-4-yl)-2H[1, 2, 4]
riazol - 3- -pi peridin-1-yl)-2-phenoxyet hanone, 6-

(RSN (@R)p-[1- @leenmyetﬂchh)dhpizmé}—[hﬁ,ﬁ}ozcagdla;ol-}yl]_phenyl)-
aceldrhilid, 2, 4]tr| azol 3-y11-4H benzo [1, 4]
oxazl n-3-on

(R:=N(®y {52{115@(%11%%@06537/1@&%1@@1»11-[2# fhoxpdiazal3 dhpyrigin-2-y))-
aceté};hﬂ@l gerl di g l-yl1)-2- phlenoxyet hanone, 1-tri oL
R R q%%é%a%y SN N LAl St dlighsh-

ae[eﬁbrm[léR) 1- (2- phenoxy-acetyl)-piperidin-2-yl] -1H]

(r§> 5Lt BBl M E DR INACCE AT 0iaA1-I-preny-

¢S&ifona131dpl ] -piperidin-I-y1)-2-phenoxyet hanone,
(l@nlq (Q—h‘?rmqhﬁénﬁﬁ‘* Iaé’et??:% tRR-9- éﬁ]atffdﬁﬁgdlﬁﬁﬂ%rﬁ} phenyl)-

t her e appr eci at e hat th
mebapesHdnagtdgeneral fornula (1) in this invention 15

(RTB[B e[ dez-PHad dxgaledl)- fiparedinon gl - (920 SfdiRoPB GV SiRny)-carbamic
ac‘uﬁ@gatlves whi ch are capable of conversion back to

¥nt conpound in vivo. WD
(RYO O D EBO2-PRENURZOGD/ H&Tdib-2-yI3-[ 1.2,4] oxadiazdhB-yl}-phenyl)-carbamic
ackd‘éflﬁ@ further relates to a process for the
acture of conmpounds of formula (1) as defined

(Rt é- {5VMr(€fPT@HGEE§@tﬂbW1§ESZT}@abHT [A @4 trivanb duyhdphshyl)-
mgﬁﬁﬂys Fokdrhide RARS R3- ,5 W t h a corrpound of for mJI a

! Eég I 1), wherein

1e -delPiifdd- (IZFP%WXWC%Y%PFRFHW %ﬂl}aﬂé [L1254]tf13201”3 ik
pﬂmvlog@ea
(R)-3-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yi}-1H-[ 1 24]tr1azol 3-yl}-benzonitrile, and
(R)-5-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3- yl}—nlcotmonltrﬂe
and pharmaceutically acceptable salts and esters thereof.

 Particularly preferred compoun ds of formula (I) are those selected from the group .
consmtm gof:
(R)-1-{2-[3-(1H-Indazol-5-y1)-[ 1,2,4] oxadiazol-5-yl] - piperidin- 1-yl}-2-phenoxy-
ethanone, ’
(R)-1-{2-[3-(1H-Indazol-6-y1)-[ 1. 24]oxad1azol 5-yl]-piperidin-1- yl}-Z—phenoxy—
ethanone,
(R)-6-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-y1 }- 1,3-dihydro-indol-
2-one, - '
(R)-5-{5-[1-(2-Phenoxy-acetyl)-piperidin- 2—y1] [1,2,4]oxadiazol-3-y1}-1,3-dihydro-
benzoimidazol-2-one, .
(R)-5-{5-[1- (Z—Phenoxy—acetyl) -piperidin-2-yl]-[1,2,4]oxadiazol-3-y1}-1,3-dihydro- 1nd01~

. 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- -yl }-2-phenoxy-

ethanone,
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The reaction of a conpound of formula (11) with a
conpound of formula (H') can 10 be carried out -under

wo S@ndsdokons wel | known to the person skilled parieBsoosossras

art. Such reactions can convepgently be carried out

for exanple by m xing a conpound of formula (I1) wth

(RB)-41-{5-4r (2Fheh @iy metytlemotpHddihrdHyh -[( 1A4] oxadiazol-3-yl }- IH-pyridin-2-
ternatively with an activated ester thereof a

compound of forrmula (H') in a solvent such as e.

(RN {2 -4 biuspei rieayl) @i Bl 2¢ Lirieze eyl v iparid BIC] arhiel2- DE@IDXY-

etﬁ%dn‘&nm [y i n the pr esence of diisopr opyl et hyI am ne

Pref erabl y, . Alternatively

(AP bt 2 TG RArPmesE PRt A4 o gl -pigeridin-1-
le}-chfaﬁbﬂé am-de bonds are well known to the person

Rel-4t £ 18- HebfirBiiiret-gro bl B R sy e dno & phenony-

ethblmneprepared by a process as described above.

PSSR o A i S B

S5des Zﬁéénww@rplmr@na?l gyl 1 28 pxadinzolfi yblssicotinamide,
R}U@QBV\{‘SSIQ GZEﬁieﬁ@kﬁgcetﬂl)zﬁlpeﬁam—E{éB 4. 18357 trbrzoDnZ- 3K Fhenyl)-

X are as descri bed abo
ac?@@#%@ﬁélzpcm EP2006/ 068745 - 38 Conpounds of

(R)ane8-[(1! (2 PHeRB xR acdyl P pifeeidirR GO T g 2t4qm;ﬁs1 3- yI} phenyl)-
Efgll I ovwﬁn]gm% neral nmethods. X CN Ar BOC O
ApoHng ®general fornula 1 are dissol ved
argl dfaemadiuyically dobéptatrielsalts endiesters éindreadf activati on
reagent such as TBTU is added. The reaction is

stir

O L A L B SR g v
congighiftg of n conpounds of general formula 3. The

1- '{@@CZ—[SJ(Q Moth 1! 181-benpediReolt 9 yBAE 224) Ixatid AoI- S 1] - p1per1d1n 1-yl}-2-

overni ght of treated under m crowave conditi ons
th?@@f?‘gﬁﬂ‘ifs%so mnutes to result in 4. 10 After
1- R B[ Rt 2-Aamind-plyhidins ¢lylyefiit 2, G]I@dacﬁﬁoﬂ&e}tlpﬁlpfeﬁdm-l -yl}-2-phenoxy-
ot in Iactate/vvater the crude material is treated with

nea ’trlfl uoroacetic acid or 4N HCL in D oxan to
1-{@3 ti-13-( h Hydraxyphes yiofl 1 getexagiazb bp-ylit pip&ridimhle i 2nphtenoxy-
etifrRfCt is obtained by treating these i nternedi at es

el ther. with phenoxyl chloride and derivatives thereof

4ot LR s1-CoPhengysrmgetl- niesridin-2e81-é 4,41 oxadiazol-3-yipridl-pyridin-2-one,
1- qqz)m[sppmmfyﬂﬁaxwﬂeh;ﬂyi[mlzplqmamel SIS pipéridigs] - yﬁlzephenoxy-
enerated fromthe 15 piperazines as indicated in
8fre 2. Scheme 2 V\D 2007/ 063012PCT/ EP2006/ 068745
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-y1)-[ 1,2,4] oxadiazol-5-y1] -
piperidin- 1-yl}-ethoxy)-benzonitrile, |
4-(2-{(R)-2-[3-(4-Methoxy-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperidin- 1- y1 }-2-0x0-ethoxy)-
benzonitrile, -

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

1-[(R)-2-(3-Furan-2-y}-[ 1,2,4]oxadiazol- 5-yl)-piperidin- 1-yl]-2-phenoxy-ethanone,
1-[(R)-2-(3-Imidazo[ 1,2-a]pyridin-2-y1-[ 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-y1 }-2-
phenoxy-ethanone,

1-{(R)-2-[3-(2,5-Dimethyl-2H-pyrazol-3-yl)-[ 1,2.4]oxadiazol-5-yl] -piperidin- 1-y1}-2-
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- 3-9 - 2 Coh'pounds of type 1 are dissolved
preferably in DM and treated with an excess of

woh@7meddehyde and catal ytic anmout of acetic apprempIbigiossras

reaction mxture is stirred ajgroomtenperature for
30 m nutes and 1 equival ent of NaBH3CN added. The
phﬁmy-ledmmoﬁestl rred at 5 roomterrperature for 16h and

2 B B0 AT st TR SRR ainefl o

efdi@mr@spondl ng esters through classical saponification

12! y@%{-l\% i gﬂm%él g"gc[?,t?ﬁ‘i Xﬂ(ﬁazg?geyﬂzgfpgﬁ&ﬁnl Pz} 2-phenoxy-

rocedures mat eri al typl ca

8348y ved i n net hanol and an aqueous sol ution of I\Ia()—|
2 @PhehbH {R) 2B g d1 HIRLaZ0R G- DIV, U FoxBdibZdl SOy Rh e Al %1)-

or 2h at room 10 tenperature and the product
© ﬁ‘?‘?“é’ct ed formethyl acetate/water after acidification
5{{5 [(Rie 14(2&hth aty-adetlupiperidin-2- y1] T 2,4] axddiney b Biytlel H-pyrimidine-2,4-

gl ogues were generated fromthe corresponding
car’box | ates by preactivation with reagents such as
1T®w1igr(®wmm¢fmnd@a6tylbhl Srthoxadiezoler @] -pinesiding 1-yl}-2-phenoxy-
ethhidde€d at room tenperature overnight. 15The pr| mary
rboxyani de anal ogues were nerated from

1§ Br 8 Sdonet i Ry bl 1 AdbrgEd oy i 111 2 phenoxy-
etithiderel €Si N and subsequent cl eavage with TFA by

o BhTR0aL TRt At i) &0 aslah FOCH: e

batzof looxdzémyPemat ur e over n| ght. After excessive

e B S Do B SR e AR I -y

bangelel [ la¥lokazin- Béateed 20 with TFA at roomtenperature b
1 f(ﬁx) 2. {ﬁti @rmsx&m ?sto't}ﬁﬁ!zdhﬁﬁl P ,@dﬂ% 1]3[1'2&%%&&0?3 -y}

nrato he am no “deri vati ves wer
Pigg zrli‘l%ﬁ‘i*f)ﬁﬁéﬂ’@BP?"espondl ng nitro anal ogues
1(3}1{5}@@ B(ZPhin dx8chicatyBhip@tis {1- g-[12eM ExadioS 331}t pHa yl)-

mat, ek i,s dissolved preferably in ethanol and
P%%%'@F]a?e a ueous anmmoni um chl ori de. An excess of

1-£3-fc [ R)w £2- Phsnea@ewdwl)aﬁpmcbm%ylﬁc{[il,@ﬁ]dmaldmfzbly&lyh}qﬂmdyl)-
ﬁf@%ﬁbﬁ%% akhen stirred at roomtenperature for
pro

uc’c is isolated by extraction from
46K LR ek K- Bhopaaracesyh-fipersdin dhylb hhe diesagiyol-wgl)- phenyl)-2.4
ggzmg&qﬁ@gﬂgg%ooa/ 068745 - 40 - The foll ow ng

| fo des, r bamat es ureas.__were
o SR rarAeRe Tk areids B@ﬁ&%2~yﬁ [1,2,4]oxadiazol-3-yl}-
p}&nylm%rdehdMaQS/-dﬁm‘ahere the am no-derivatives are

L e R L ——

2-eid,or i des or |socyanat es are added. The reactions
1-RR9SR t1 YAei61- 8- edif- -
|SIE,{2 aﬁjgﬂfa togrzfphylﬂ . yHTIﬁg elnzlo1 eggxy
BC€gener at ed fromthe correspondi ng primary

1- t{gpzza[ﬂ Ql@ﬁhlil%bllsf ﬁ@lzm%m 2ajmh£tﬁ 3-a ﬁfenmtm _yMe@dphenoxy-ethanone,
ell C an roqm eratyre
LR LT Se s 98 A %lt*a#gg@l “BIPRY4Ry L penoxy-

ctleamoneaci ds were generated from Pi perazi ne-1, 2-

c | te S t
5—%‘—&%@}1 %(%ﬂéén\%l hc&y]ﬁ' Jnéi;:ué ;iﬁi IE]1 Igei%aén%zpia 1}—?% cﬁf}ydro—
beﬁ@ﬂtﬂﬂwﬂl@gl—imy,l chloride in THF at roomtenperature
1 R | c “ g IR A

BRI 8L WS SR v 12
Phﬁ’é‘?f@’r%@@l?“fer omthe corresponding nitriles by the

1- {qlighztnsoq'z - Binifo-godMal- oD -9 2 AyeTaexyl- AN piser N Q-4 P2-phenoxy-

hydrochl ori de and 2.5 equi vanents sodi um carbonate in
a mxture of ethanol/water (7:3). The reaction

m xture was heated to 80C for usually 2h. The product
was i sol ated by extraction from ethyl acet ate/ water.
The non-commerci al |y avail abl e sul f onam do
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20 amne in THF at roomtenperature for 16h. After
evaporation of the solvent the product is extracted

wohi@sshihy! acetate/water. The crude nitril i Sréiﬁﬁﬁtﬁ)@mﬁsus

wi th hydrazine as described afpve. The
non- commerci al |l y avail abl e 2-am nopyri di no
efthatesyam di nes were generated fromthe correspondi ng

S 5158 RS BB SN 251 heny 3

[ LBHlbxadiparichynd,.di nes after desol Vi ng in DMF and

LTSS I e G e 02
pheneayiethangpe.30 nmin The product vvas |soI ated by

313{51[|15(;°_1PH&H0§}F A1-pipkARL A EEZM@I[@Q Pr1aS81- RYBRAEA}bOdnic acid,

er i on ‘so ent am noan.di nes” wer e
bRt €& HheniesreoloieatBrars ol i adueRen s By 45t
batkd| 1.4joRai-3lomegui val ent of hydrazi ne m)nohydr ate in

TR0l T B GG VR 0L 3 i Dy B GELBLALT P>

pldnoajeddnbnegm t he corresponding nitriles after

1 r > QL il &t Wi_thoo 5
TERPETS B Aol SN Ao E 3O AL N 4 2-phenoxy
eth FJFCPI}eed for 16h at roomtenperature and the product
1R{Benabiatad8i-0A-@f2 Itﬁatzeyb diMQ-y1}-2-ph :
tﬁ S onab il 3 1. OFL D243 Pperidil-yi}-2-p enoxy-
% mercially available nitriles were generat ed

2Phemodyhb [ (R) £2- €5 paidin 3y yIpRH A 2] &ﬁﬁzﬂBS—yD)’plpﬁﬁhﬂddym {effanone,
LR O e 2R S fes s P Beggin 12

plEmorirethaneas, as outl i ned in schene 3, conpounds of

2%@1%}@' 1-f@Hmi Saﬂﬁgl?}l% @?IJQHS[%% MeSh AL §f3® u@ﬁ!ﬁﬁfdih%ﬂé%%thanone -

equi val ent ation reagent

21P§ewa’eb[ﬁﬂa Ztfaryigiding-v- i 24l eeolo} Y- Pipesdisslcil-cthanone,

14@{)01-?&4 Méﬂi‘ylfcﬁﬁﬁéllﬁﬁl)im £ DR URdhatd)- 0] -Piftridth- @Sﬁ}:—‘%henoxy—
f dr azi ne added e reaction is warmed up an

tg ci‘r|‘>‘/3ed at anbient tenperature 10 to result in

2-Cbempouynld [ (R)-2A{3-pyragiu b ol 20 [ 12, A tridzbR3 @DLp&pﬂidmridyl] ethanone,

LR 2B S PR R P SR B TR 2oy
etbaﬂcmene in DMF. Catal ytic anmount of acetic aci d i's
1- ?@g@ Aapgls! tﬁ]ﬁu&%"ﬁ%&én? Jiegied Erﬁzélzﬁgl] e Aﬁi"rﬂlnghtyl}-Q phenoxy-

esu I'n conpounds genera fornu
aé@%ﬁ@ratlon of the solvent and extraction from
1-¢R)Y1- B { AMVRANRAL R Fd e Aty L Pl i eaeel B6) alﬁpehcﬁﬁ 1491}JﬂCILhenoxy-
cthd) Di oxan is 15c¢added to generate conpounds of
t%%ﬁ@?al formula 5. The final product is obtained by
1-{(Roal-[ RB3-Flwese phatyd)- AH i 158, €srimiol-Bei] - pipttidin- 1-y1}-2-phenoxy-
ctlpg}leﬁgxyacetyl chl oride and derivatives thereof or its
corres ondr active esters. Furthernore, as

1§01 3 e 6P AP illegrerithenyl) Bt bariripzelhylb@irsirisinoll wéH2-phenoxy-

etidrRhe abI y in aqueous ethanol and treated with an

ydrazi ne_hydr ochl or and a ba such as
68L& luﬁi-lé’gr%ﬁ%ﬂa d’lPeé%PTZ‘Yng]oHpg L3i-{4-dihydro-
benpb [ [1E3] badzén -L-anepe coupl ed with 1 equi vaI ent of

BB AP a i R B & alidR D RNk a apyro- 1w

qucﬂmzpbnnid@lmth t he general formula 3. Cyclisation to

rq I
f‘“ﬁ%é@% O R g A5l 0 B il Y Bhen-
#ige-2gbdioseeavage is usual |y perfornmed using
1- RRt)flﬁ‘ES e Ani (E'ﬁyﬁﬂmm HiGh 2.4 oHiBo®3 AN - @ rpifstil 4-yi )'-phenoxy-
conmpounds of general 1yorrru la 5. The final producg
obtai ned by treating these internedi ates either vvlth
phenoxyacetyl chloride and derivatives thereof or its
correspondi ng active esters. The corresponding salts
can be obtai ned by standard nmet hods known to the
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di cycl ohexyl car bodi i m de (DCC),
N- ( 3- di et hyl am nopropyl)-N -et hyl carbodi i m de

woliwa}yo@gﬂlﬁorl de (EDCl) or 0-(1, 2-di hydro-2- OX O pCT/EP2006/068745

1-pyridyl)-N N N, N-tetramethyturoni umtetrafl uorborat
e (TPTU). Pharnmaceutically accept abl e esters can WO
eh@Nld)63012PCT/ EP2006/ 068745 - - furt her nore be

1BERY 8% AYRLT SRUARAN s 71 2414, 5312%15 bR y1)-2-phenoxy-

ethpodmenal |y or |f necessary in the presence of a

R D B S L AR BRSSP B 02 phenoxy
et H%OIE?@npounds of 5 formula (1) as well as all
51 {BI[ERTEGD Athen PEyOstes1)SpipaazRe2 Rl %%QGX%%[—glﬂpl Bthydro indol-
analogous met hods or accordlng to the nethods se

21%8fth above. Starting materials are comrerci aIIy :
14VR)-2-4BI(2; Arkinovpyridin -t he)- i, 2,4 Tixadiaro eyl péade 1Y ]-2-phenoxy-
%%(g?ds known in the art or in analogy thereto. WO

%063012PCT1EP20061068745 - 44 - As

(Hés HR) ble (2- Bhenpey- atﬂﬂl)midnc@mibﬂhaé] Ohadiahg-pylg-phanoxy)-acetic
adi@dvention have been found to inhibit liver carnitine -

pal mi t transferase 1 (L-CPT1) activit
2 o e Dot 1reaehaisbrphasml b bl iel-3-y1)-
pipgﬁ@hnmyl)rgqlgnbg@t rrent and/ or prophyl axi s of diseases

10 O0ET S S e ik e Pl ot Siinegl 3-1)-piperidin-1-yD-

2-phperaytefitaina, and/ or gI ucose tol erance disorders.

cl: d |

U R A5 AT 0 TR BB
P@Be@ntl,ryl)ﬂypimnpemﬂwnonmnsul in resistance syndrorme,

)l oe - -
T OO YRR AT MRS I (2 glaaot-3 3 benaoyd
PlaFIH‘@Po%EP%r osis, congestive heart failure and renal -
Nf@ M ihexy-ethyl)-N-meth F28- {51UR1 i(2phthetyei Rty -Fip&fdin-2-yl]- 1H-
I%JI] t.es _é_ }ogar rrac utical conpositions conprising a
L3 Fsband e'r’led above and a pharmaceutically

—aﬁbe%}l{iaclﬂ &4-Aaetyl- pipesmathed-catipuyd pphen yTR2Hi [Hy2editiizanl-3-yl }-
S nds as descri bed above for
P AR AaRAL

se as active substances, especially

1-6% {3 Ii@?c)abélﬁ’ eniyyacaioDi piperidin <t sihd &6 [ 1,341 tringol-3-yl}-benzoyl)-

pib g&ﬁhgf&%@ggﬁ@gm@r ophyl axi s of di seases which are
h| bitaors

CPT | arl
(R iR e Enrpcrryl rpeseline ol ol eaBrlad i henzor)-
pipaiding-4paciixylicadié adidel 5 hyper gl yceni a, gl ucose

T R e —

plpdzrsianﬂyyl)-h;lpaon@n3| on, insulin resistance syndrone,

Nr@t D O)ﬁalﬁﬁﬁ%détﬁgaN m’e?lgl-?,' f@'la ghenoxy—acetyl) plperldan 2-yl]-

estero

%%ﬁ%@@ll@r%ﬂl}éf’eném@ést i ve heart failure and renal
2- Pﬁéﬂdat 6-( (R‘jl23[50[@3&hlﬂ&bﬁéﬁl@%ﬂ%@ﬁﬁﬁiﬁ%ﬂ){%ﬂﬂ [1,2,4]triazol-3-y1}-

Hf”b Fre ates to a nethod for the 20 erapeutlc
PIBFFY rlﬁ 6PPPB%t i ¢ treatment of di seases which are
(] @ ek (DPhindShhtety D pifiridin & yIpaHE | GURIiko|50f1)-bbzoyl)-
piﬁg}gzr ageucta}bco aﬁca et%gloé)F I actic treatnent of

pergl ol erance di sorders, diabetes
N dad{)&kgmﬁhﬂétﬁ tfaf(ﬂ?djrle@?l plsf;nongmcqztmlémlpmlddl*@eﬁbéﬁt[1,2,4]triazol~3-
lpbégﬁ&%& mel l'itus, obesity, hyperten3|on insulin
esi st an¢e syndronme, netabolic
NPT 47 G0 b3 B SR Ripetaim ay 8812 viggol 3911 N-(2-
pyidELASE cthdl)RmesGIRS 0Si S, congestive heart 25 failure
and renaI fallure whi ch net hod conpri ses
adni ni stering a conpound as defined above to a hunman
being or animal. The invention al so enbraces the use
of conpounds as defined above for the therapeutic
and/ or prophylactic treatnent of di seases which are
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WO 2007/ 063012PCT/ EP2006/ 068745 - 45 - prophyl actic

- treatment of hyperglycenm a, glucose tolerance
wo 05RERes S, di abetes and associ ated pat hol 0gi 8&1/EBNds/ 068745

I nsulin dependent diabetes neijitus, obesity,
hypertensi on, insulin resistance syndrone met abol i c

Nscm@mraseethﬁymeéjzdl@rdpma{s bRy er-¢hph@fixgraoktl)i pperidii Dyyi]- 1H-
[fr%x llgegfs at h{fr oscl erosi s, congestive heart

%ilure. Such 5 medicaments
lﬁm(E)el—éZd’bmwcymtea&)—msmdmbkgﬂ]alk’ﬁb‘yh,z 4]triazol-3-yl}-benzoyl)-4-
atment of hyperglycem a and non
pfé?}l?ﬂ)teh %{r{’ r(tllljﬂgbetes mellitus is the preferred
lw(ﬂ@r%—éi-u[wﬁmdéomplpmﬁhﬁg lteasenyheplkenylr 2H d d,. 2g\triszel- 3-y1)-

élq(ﬁ[] Londepenbkiertaignact i vity of the conpounds of
ackground infornmatjion on

| nventi on
8 6€§? E@lﬁeﬁ?%@awyc%fﬁty@omssn oona L D2 dRetap et MabenzoyD-1.3.8-
trih@O SpirdBi SPdeenne-2 4-diddd,, 483- 489 and Jackson et al.

1%9394%5%%;%@ RS AORE sy (R Byt 351

plsqmbhdndd-}phquwzﬁlaupnq:;GAPZA respectively. These
2 BB OTEUESLS 000, R RS
[@@élﬂ%béﬁbl’l@ﬁlﬂd@el vh-ethgngmecopy number 15 cl ones

?sz)ez s2inel. Mﬂb@ﬁlﬁoxﬂ;ﬁ??ﬁ§ﬁd1ﬁeﬂ%aﬂ%r@1 ;tﬂ%yﬁ IR Dbl4)triazol-3-
vl

a fu #ﬁsfor activity neasurefents were
Haw- FaP- 2B %y-9tRaNSNfedi um (1% yeast extract, 2% .
1-pEtBEB[3- Q(%QLEQQﬁﬁpyrrﬁlidjﬂe- le@irborsit plesiyh - ZIHE—I‘[$24]tr1azol-3~yl}—

re LaLuR he cells with glass beads or
E%re(ﬁlghlg h%g gﬂgné on fernmenter sizes. After

1-6@t3-i5- Dbﬂt&ﬁﬁydﬂ%y@emohﬁmed earbomdt-phenstle2H-[1,2,4]triazol-3- yl}-

king buffer (50 nM Tris,
plﬁ&%ﬂﬁﬂeﬁgg%ﬁeﬁogk&fﬁnﬁﬂ%DTA in the 20 presence of a

> ﬁb&lﬁalsé’l PheniosyasetyD iR, ) BEAB-EL Af thaenti3ny Faisgtinamide,
2-{3-¢pFi- 0B PRénoxgQfoetyl)- p1per1(ﬁﬁ’-|:2- [ 2id] ¥xad@Zo B ABUSIRE 0xy)-acetamide,

NSRS R SR o HR oS Pl S R Apregiazol3y1)

pheajl)-adetiihidean’ s reagent. The HS- CoA rel eased on the

N RS S R NE A IR 3.

Phﬁ'bYlh'laf-”@afsld‘?er capt o- (2- ni trobenzoi ¢ acid) wich

I mpl.ar fA t -
NSRRI R ST G  she
PrepiReamiled 120 mv KCl 25 MM Tris, pH 7.4, 1 nM EDTA
N-TBi{S-[ B BY 2 Wasn eigesbetyd)- pipeﬁdind@@m TH-GRRI401¥i2961- 3-yl }-phenyl)-

el-ective inhibitors of the |iver CPT1 | soformversus

13%?1‘8“ Y% e CPTL and CPT2 isoforms. The compounds
N-4é-¢bragog{* EiRDdr (Baplaen(oky-apetgl) qripdridm-2ayl b 1HA[ 1DS0riazol-3-y1}-

RM preferably 10 nMto 10 isM
ph‘éfﬂ{l %’ler ably 10 nMto 51.04. The followi ng table

N6 Fliqses- Bak(R) Flof2- Blsnosesetih diperinp2 il 1H-[ 12 4] trazol 3-y1}-
phgg;iyja&@a}%gpdl EP2006/ 068745 - 46 - Exanple L-CPT1

ghi bi 1.0 0 i1] 1.0.066 10 0.260 172 0. 242
NATLTRIRY S-B-ﬂ(ﬁs B RS ety pmidbe 2o IRt P 2t 3 411

phenyl}-acetamide,

N-(4-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]- 1H-[ 1,2,4] triazol-3-y1}-pyridin-2-yl)-
acetamide,

1-(3-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]- 1H-[ 1,2,4]triazol-3-y1 }-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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The conpounds of formula | and/or their
pharmaceutical |y acceptable salts can be used as

Wogaﬁmgﬂmant s, e.g. in the formof pharnaceuti @@Irmmow“sﬂs

preparations for enteral, 5 pggenteral or topical
adm ni stration. They can be adm nistered, for
pexaligihe 2 spdibng,al |y, e.g. in the formof tablets,

at ed e dr.agees, rd an SO el.ati
2 LTS T pSRRAE R A 8RR @R L B S BHAAR- 1-90-ethanone,
4’r{éf[(&) ~[y(2- Iélcgoxy—metﬁ)epfpondmei y§up Potprastiazet 5-yl}-benzonitrile,
I t I .
1IPREDSLS Adfinotyfazih D HPE1 oA Baflarbilh SR LA L1} Shenory-
et a’gonehn the form of oi ntments, creans or 0|Is O al

339N Ry- $1(Q%Leﬁtﬁky-§ce%ﬂ)ef7?%ﬁ§ﬁi~2 ﬁT[i%@ MRS 8 PherdBRitrile,

RS TP obn Pt v ppdiagl el opherhny g phenory-

cthandriee art by bringing the descrl bed conmpounds of
RS b R A SR g TR G BB 2 oy

ethheorgpeut i cal |y val uabl e subst ances into a gal eni cal
| i
L33 031300 NS 0 105 Al 30 fperidi ) 2 phenoy
ethpg@iied carrier materials 15 and, if desired, usual
1R mwmm;@@n{ﬁeﬁt@mm A-yl)- [ﬁyn}oabdhezcgasr i -@Jﬁperldm 1-y1}-2-
naterigls are not only inorganic carrier materials,
Plb??tox&ea@nBP Yanic carrier materials Thus, for exanpl e,
14{&0’9@55&(4&@61110)6_,& pyridin &-ylji¢ E,Q)Az]ubxmdﬁsolt-hgr] goperidiad 16yl}-2-phenoxy-
51{? |c acid or its salts can be used as carrier
“hatertals for tabl ets, coated tablets, dragees and
1H{ER)d2- 4312 tAmisocapllate pyrisidin abylk [ bad] dxediapel Byl atiperidin-1-y1}-2-
phoxs@fan8gd at i ne capsules are, for exanple, 20 -
veget ab] e oi'ls, waxes, fats and sem -solid and |iq

2 PhPaemel-[dR e FPRAZE D HbL Adlaadazt- T e PioriciRs 1-YII- ihénone,

24Pﬁeﬁ@qu BAR) D[ 3-04-[ 1,2 UtriakADL-yi- Hrospen 11,2, 4] 6xddepal-B 84 -piperidin- 1-
1 &éﬁase of soft gelatine capsules). Suitable carrier
y PAFs for the production of solutions and syrups
2 a’henoﬁyor—{(aaalv@ -&4-tetmizel 1-ypphsrol)s| 1, Zdjoxadiazoli3nyl ipiperidin-1-yl }-
ugal. and the like. Suitable carri er materials for
ection solutions are, for exanp wat er,
1 é@ﬂdoiréﬁélﬂpfe@mymda@woé}-bl 2,émadlegét3aﬂﬂ Pinsiridén- 128}-2-phenoxy-

etﬁmc;&bl e carrier materials for suppositories are, for

TR ety L GRS i S 18 oy

ethtome] al s for topical WO

L TR E R Hen P L 2 i & B RGBS phenons-

ethzymmgenat ed oils, liquid waxes, liquid paraffins,

{100 bt b o 2 oy SRR B

ethanodgr vat i ves, wetting and enul sifying agents,
2-PRASHS BN(RY-2-5- Qﬁiﬁbﬁéﬁiﬂﬁgﬂgﬁﬁhfoxaﬁia@dd%iﬂrblﬁﬁﬁrﬁﬂﬁﬂgyl] ethanone,

1B Ps GE Bl Btabro ShpB LER SR i Hfin- -ty >

pmoky BhafGed)t S and ant i oxi- dants cone into

R0 £ R Rl B2 R BB sl R phenony

mhmumelln1ts dependi ng on the dlsease to be
hV. G0N [
e L R R e
qne of course, be fitted to the individua
2- Pﬁéﬂﬂxﬁrelnﬁ!kt)sz [53(23Aﬂ§hr1ﬂﬁéﬂo| BREnSD)- N%ﬁoxﬁ?&zoﬂgWH—plpendm 1-y1}-
patients a dail dosage of about 1to 20
especial ly about 1 to 500 ng, cones |nto
consi deration. Depending on severity of the disease
and the preci se pharnmacol dnetic profile the conmpound
could be adm nistered with one or several daily
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WO 2007/ 063012PCT/ EP2006/ 068745 - 48 - Exanpl es
Exanple 1 (R)-1-{243-(4-Met hoxy-phenyl)11, 2, 41

WO ¥aMssdP! - 5- y1] - pi peri di n-1-y11-2- phenoxyet haprapes/068745

Step 1: -34-
(R) - 2-1[ Hydr oxyi mi no- (4 met boxy phenyl)-methyl] -
ethandnm;myl | - pi peridine- 1- carb oxylic acid tert-butyl

e ea§’82§#$ hi—gj_i6 § ‘% Hg’? ﬁ’ﬁ%ﬂﬁl %g@o[léfc ‘EAC | B2 ¥P58 &11-piperidin-

Itiethanane] 4, 5-b] pyridin

E ! _
lr@% ﬁ)cﬁegf)gﬁgsp gﬁghe(l%FAT lr[glr?d@%%%pr o%ﬁ k lﬁ?ndm 1-yll-2-phenoxy

C‘P@lfmﬁé\) inlm Dinethylforamde (DVF) for 10 min 17ngy
1([mﬂ2mhﬁ]mphkhﬁlvcﬁﬁqu1 [4;zyqb£a2ﬂa¢opswft9ipahaﬁﬁ-M@nez-.phenoxy-

liialdde and the reaction stirred at roomtenperature
81°%oni n. The product was not further characterized.
1-$()p2-25-[ 1L6] Naphthyridin-2-yl-[ 1,2,4] oxadiazol- 3-yl)-piperidin- 1-y1}-2-phenoxy-
t()gﬂ 543 (4- Met hoxy- phenyl) 11, 2, 4] oxadi azol - 5- y1] - pi pe

P ne- 1- carboxylic acid tertbutyl ester Crude
Iﬂéﬁ)e%(&clmrqmr%wbbl 2. Hediarelnk yl) tpifsaida 1a]- Sﬂmen@?ry cthanone,

1-k6h-25s5kh lH%eln)fot?ﬁ%leﬁ#)f[ 1 b2 GxddRgsI- 3 'oﬂ]% gd and 2 phenoxy-

ondi t| ons (10mn was evapor
%f“b‘?ﬂ?@:t ext ract ed from et hyl acetate/ water. The

m(lqd;u@s (Y Behobindidido srylE B2 ap:tx@ﬂth@@f 1]%@})&1@{1135:1} -2-phenoxy-
eté# -[ 3- (4- Met hoxy- phenyl) 11, 4loxad| azol -5-yl I -pip
Wene trifluoroacetate Crude rraterl al fromstep 2
1) -2 243, 6 Divhlbio-pead azn-diHihub Héloatdiezcd S @] -pifeAinal -yl }-2-
ture for I h. The TFA was evaporated. The
Pl?:e?lgg%% dlllifgt not further characterized. Step 4: 25

6-(RIR-1(2 (erammetiappRiny i 12 Goutiool 331 45
b&&@gﬂ@gg&m{igm pi peridin-1-y13-2-phenoxyet hanone
rrmrlal rom step. 3 was _dissolved in DME
B P T i Oyt -2 SOOI perdin- 1-1}-2-
pl&lﬁloﬁy ethan v, e added and the reaction stirred at room
or 30m n,, or t r

N AR Bk due e atih e sl BB PRy drgypyridin 2.90-

aopfantid80 HATU/ DI PEA in DMF for 10min and added to the
de f T |

e T e i U

2-ph ?Wt cthpnapdy (HPLC) . MB(1SO) : 394 4 (MH) WO
6- 2@@@()%@?38%5%&99%9&%&@ yIF 4924 Jﬁ&a&@“ %’(}W&dmydro-

(353 Xvere prepar Ed I N anal 0gy. Tab an‘p e

qumo 10n
1-{(R)-2-[5-(6-Hydroxy-pyridin-3-yl)-[ 1,2,4] oxadiazol-3-yl]-piperidin- I-yl } 2-phenoxy-
ethanone,
7-{3-1(R)-1-(2- Phenoxy~acety1) -piperidin-2-yl}-[1,2,4] oxadiazol-5-yl }-3,4-dihydro- 1H-
quinoxalin-2-one,
1-{(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-yi]-[ 1,2,4] oxadiazol- 53-yl }-nicotinonitrile,
5-{3-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-5-y1}- pyridine-2-
carbonitrile,
4-{3-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-vl]-[ 1,2,4] oxadiazol-5-yl }- 1,2-dih ydro-
indazol-3-one,
I-{(R)-2-[5-(2- Amino-pyridin-4-yl)-[1,2,4] oxadiazol-?)-yl] -piperidin-1-yl}-2-phenoxy-

ethanone,
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Conpound nane Starting materials MT (found) 2
(R -3-(2-{243- (4- Met hoxy-

wo Bfu9Rysky1 1, 2, 4] oxadi azol - 5-y1] - PCT/EP2006/068745

pi peridin-|-yll-2-oxo-ethoxy)zdenzonitrile
Boc- D- Pi pecolic Acid, NHydroxy 4-nmeth oxy- 4195
IHQH)ZMMG*}E/W Byrifildandpylp (DR Y} oxaéiayd]- 31| -pipedidin-3-yl}-2-
ﬂ‘ﬁ) 4344 Met h oxy-
PSRy 2%4] oxadi azol - 5-y1] - pi peri di n-
4- 133{3}[(@} b-lﬁérPrhmyo xyprcotydnpipendia- Ryld-[D2MH4] peclizo b S Atk phenyl)-2,4-

d,%}g—,%ﬁ; benzan di ne and

ﬂb% I oni c aC|d 4085

(RS 10Hy é’iﬁ@ﬂn&fﬂbﬂewm)ldlp yR AR BsdiaabbB-gheny)-

,Imd@i&@meonmﬂhgﬂél) 2- ggeggﬁyet han gn:nzl{oc D Pi pecol ic
A TIRL R P R IS T VA

p@mdﬁmalzg:l)-zpyén]oxy-emapene di n-1-y1}-et hanone

18053 0L Po5 oo Ak N B S TELEUDERERS ey

] oxyp acid”
P)(rR)hdinﬂQADIIEhI or o- phenoxy) 1- {213- (4 met hoxy- pheny1) -

lllgj_’{g I{)-ﬁligl geco [ C&%XC:%&%- ! gllrI%?(‘l r2— g]' ]_I’[ %%Hgg%gggn e%henyl) 13-
erogimidegolei€enoxy- acet i ¢ aci d

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

imidazolidine-2,4-dione, 7

1-{(R)-2-[5-(1-Methyl- 1H-pyrazol-3-vl)-[ 1,2,4] oxadiazol-3-yl}-piperidin-1-yl }-2-

- phenoxy-ethanone,

2-Phenoxy-1-{(R)-2-[5-(1H-pyrazol-3-yl)-[ 1,2,4] oxadiazo}-3-yl]-piperidin- 1-y1}-
ethanone,

1-{(R)-2-[5-(5-Methyl-isoxazol-3-yl)-[ 1,2,4] oxadiazol-3-yl]| -piperidin-1-yi}-2- phen(_)xy-
ethanone,

1-{(R)-2-[5-(2,5-Dimethyl-2H-pyrazol-3-yl)-{ 1, 24]oxad1azol 3-ylj-piperidin-1- yl}-2—
phenoxy-ethanone,

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

1-{(R)-2-[5-(3-Methyl-isoxazol-5-y1)-] 1,2,4) oxadiazol-3-yl] p1per1d1n 1-y1}-2-phenoxy-
ethanone,

and pharmaceutically acceptable salts and esters thereof.

Other particularly preferred compounds of formula (T) are those selected from the
group consisting of:
2-Methyl-5-{5-[(R)- 1-(2-phenoxy-acetyl)-piperidin- 2—y1] [1,2 4] oxadiazol-3-yl1}-3H-
pyrimidin-4-one,
1-{(R)-2-[3-(5-Methyl-isoxazol-3-yl)-[ 1,2,4] oxadiazol-5-vi] -piperidin-1-yi}- 2- phenoxy-
ethanone,
2-Phenoxy-1-{(R)-2-[3-(1H-pyrazol-3-y1)-[ 1,2,4] oxadiazol-5-yl] -piperidin- 1-yl}-
ethanone,
1-{(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-y1}-1,3-dihydro-indol-

2-one,
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15

428.5 7 (R)-2-(4-Hydroxynet hyl - phenoxy)- 1- {2-
[ 3- (4- met hoxyphenyl) 1, 2, 4] oxadi azol -5-yl] - 4

woplpEaGsEkn- 1- y1) - et hanone Boc- D- Pi pecol i ¢ ACi §CT/EP2006/068745

N- Hydr oxy- 4- net hoxy- benzam di gg- and 4-
g?dr oxynet hyl phenoxy-acetic acid 424.2 WO
12((R)F2063C12REOVEPR OLG-E0A B 2H5] 1,2,5PriazoE3aytbbipefidimpbyhe2-phenoxy-

otarting materials MElI+ (found)

E ; 3- Chl or o- phenoxy) 4- met hoxy 1)-
61 18; [éer(l @X@@P%@EﬁegﬂbglpﬁﬂémpiM]dlér{[llgﬂit}'lam]hg n’-éi
b&%-[pzj,ﬂxﬂﬁﬁ.@ bte, ACi d, NHydr oxy- 4- net hoxybenzam di ne

?{@)— _[é% P&B%r%gg 58%% éxﬁ} Sgl ﬁ{%]ég%%% %@tslhg;p?rléﬁehylﬁ)z phenoxy-

ethin@ned] oxadi azol -5-y1)- piperidin-|- yl} et hanone

R S ik ol PP Ao P PRy At 36 2 prenory

ethaadhe, 4- Fl uor opheny1) 11, 2, 4] exadi azol -5-yl | -

_Np(zppﬁlbf’d i O{B [Xﬂ? 1%;%%89&3&&%5&‘}3?%%1«%802 ?]EIL ox'4lt91a{ol 3-y1)-

[Ffuor o-"ben I ne an
pf@:ﬁfﬂYBrﬁW&@ﬂ’&é@ﬁBdll (R- 1- {2- [3- (4-Meth

lf{(le)sgj[fSQHHy@&?Dﬂ}]ﬂdm-[ﬂylﬂ{ £ 4pxadiaagos +h- ﬁibéndm 1-y1}-2- phenoxy—'
ethRh & | di n-1-y1)-2-phenoxyet hanone

and pharmaceutically acceptable salts and esters thereof.
Fewitt be appremated that the compounds of general formula (T)in thlS invention

may be derivatised at functional groups to provide derivatives which are capable of

conversion back to the parent compound in vivo.
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Boc- D- Pi pecolic Acid,:
NHydr oxy- 4- net hanesul f onyl benzam di ne and

woRhemessacetyl chloride 442.5 12 (R)-4- {54 i’CTlEP2006/068745

(2- Phen oxy- acetyl)-piperidigz2-y1l]- [1,2,
oxadi azol --3-y1) - benzenesul f onam de Boc- D-Plpecollc
AcidIhbhvﬁm@myﬁwﬂﬁnhmaauywqgnmﬂnﬁdkmenmnmmwuneofcmmpoundsof

(?Es%n(gé¥ gsc o(ri g@%ﬁé ng%};pfﬁcés[ %%RI%PSS@ 1Fcagt1n 192 con|1p0und of formula
(M), 2, 4] oxadi azol -5-y1)- Boc-D-Pi pecolic ACId

N—Hydroxy I soni coti nam di ne and phenoxyacetyl

chloride 383.4 piperidi g* - yghet hanone 14 (R)- 3-

{51 1- (2-Phen oxy- acet)DXpiperidin-2-y11- [1, 2, 4]

oxadi azol - 3-y1) - benzdt i Ryl ester

Boc- D- Pi pe, colic Acid, 3-[( NHydroxycarbami m doyl)-

benzoi c acid nethyl ester noxyacetyl chloride

422.5 WD 2007/ 063012PCT/ ER2006/ 0687 y- 51 - Exanple
Compound nane Startlng materials W+ ?ound)

RANL A
0
O
R (I

with a compound of formula (III)

wherein R', R?, RS, R* R, R6, R’, and X are as defined in any of claims 1- 22 and L is
halogen.

The reaction of a compound of formula (I with a compound of formula (IIT) can
be carﬁed_ out under conditions well known to the person skilled in the art. Such reactions
can conveniently be carried out for example by mixing a compound of formula (I) with
e.g. an acid chloride of formula (II) or alternatively with an activated ester thereof a

~compound of formula (III) in a solvent such as e.g. DMF at appropriate temperatures

between 25°C and 120°C, optionally in the presence of diisopropylethylamine. Preferably,
L.is CL. 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}, (I) and (III) can be prepared by methods known in
the art or as described below or in analogy thereto. Unless otherwise indicated, Rl, Rz, R3,
R', R, R®, R” and X are as described above.



15 (R -1-{213-(3-Nitro-phenyl)- [1,2,4]
oxadi azol -5-yl] - piperidin-1-y1l1-2-phenoxyethan one

woO BRenk¥olt pecol i ¢ Acid, NHydroxy- 3-ni tro-benzagr4i#dSoos/oss745
and phenoxyacetyl chloride 4095 16 (R -1- {2-
[3-(4-Nitro-phenyl)- [1,2,4] oxadiazol-5-yl] -
pi peCoaipouhdydf)fornpheNosancidaamired 8o6rdh Piohe @lictving general

n{%ﬁ{o% NHydr oxy 4 nitro-benzam di ne 409.5 and

phenoxyacetyl chloride 17 (R)-3-{5-[1-(2-Phenoxy-
acétééé-piperidin-z-yl]- [1, 2,4] oxadiazol -3-yl)-
benz ol If onani de Boc- D- Pi pecolic Acid, _
NHydr oxy- 3- sul f anmoyl benzam di ne and phenoxyacet yl

chl orixle 4433 18 (R -\?,then_oxy- 1-[2-(3- X

pyr dzin-2-yl - [1, 2, 4]| oxadi azol - -

5-yj:- iper ja@li n-t-yl [Nxethhanone Boc-P Pi pecolic Acid

NHydr oxy- dyr azi ne- 2- caf boxan di ne and pheno NYN
chl or iBf® 563 19 (R)-1-Ar2- {3[ 4- (Mor phol i ne- 4-1 |

sul fony1) - pheny1] - [1,2,4] oxadiazol-5-y1)- BOC O N

pi peridin-1-yl)-2-phenoxyet han one Boc- D Pi pecolé c |

Aci d, NHydroxy-4- N-acet yl benzan di ne and H
phenoxyacetyl chloride 513.6 20 (R - 1- -
{213- (6- Met hoxy- pyridin-3-yl)- [1,2,4] oxadiazol - |
5-yl| -pi peridin-1-yl1l1-2- phenoxy- et hanone

5}@/ o [Nj\r/“wh U\mf

Y=N BOC Y—N
O
o 4
’ X=CH2, O, S, NAc, NMes
' : Y =0, NH
6
5 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.
10  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
15 piperazines as indicated in scheme 2.

Scheme 2
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Boc- D- Pi pecolic Acid, NHydro
Xy- 6- met hoxyni coti nam di ne and phenoxyacetyl chloride

wo38P0838d (R) -1-1213-(3- Hydroxynet hyl - pheny1per/rp2006/068745

[1,2,4] oxadiazol-5-yl] - pipeggidin- 1-
y1) - 2- phenoxyet hanone Boc- D- Pi pecolic Acid,
NHydr oxy- 3- hydr oxynet hyl benzam di ne and|
phgpnoxyacetyl chloride 394.5 WO

N
0073063012PCT/ EP2006/ 068745 - 52 - Exgnply Conpound
ing materials M|+ (found) 22 (R)-6-
r acefyI)-piperidin-2-y N , Ar
[ y1l}- nicotinic acid allyl estyer /
D- PYpeMol i ¢ Acid, 6-(NHydroxycar b-agkgi doyYHN
icotlinic acid allyl ester and phenoxyacetyl chloride

R -1- {2- [3-(4-Ini dazol-1-yl-

4] oxadi azol -5-yl] - piperidin-
oxy- ethanone Boc- D Pi pecolic Aci
NHydr oxy~4&=1 m dazol - 1-yl benzam di ne and pheno tyl

chloride 430.5 24 (R)-N Met hyl -4-1511- ( 2-
phenoxy-acetyl)-piperidin-2- yl] 11, 2, 4] i
oxadi agol - 3-y1}- benzenesul f onam de Boc- D- Pi Becol i c

Aci d, NHydroxy-4-net hyl sul f anoyl benzam di ne and

phenoxyacetyl chloride 457.5 25 (R)-1- {2-

[ 3- (Gomgppplmﬂ afiype-1 are dipgelivel] preBratdy in DMF and treated with an excess of

formaldehyde and catalytic amout of acetic 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 sapenification with NaOH or LiOH or by catalytic debenzylation
procedures where the starting material is typically dissolved in methanol and an agqueous
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 cbrrespondin g 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 refiux and then stirred at room temperature for 16h. The

product is isolated by extraction from ethylacetate/water and final chromatography
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[1, 2, 4] '
oxadi azol - 5-yl1] - pi peridin-1|-yl}-2-phenoxy- et hanone

wo BeBroksoTh pecol i ¢ Acid, PCT/EP2006/068745

NHydr oxy- 6- nor phol i n- 4-yl ni cogg nani di ne and
phenoxy-acetyl chloride 450.5 26 (R)-2-Phenoxy-1- {2-
[ 3- ( Zhe following N-amides, -sulfonamides, -carbamates and —ureas were all generated

trifl uoronethanesul f ognyl phen 11, 2, 4] oxadi azol - 5- y.1
sl s Bl PR A B SR ETNA bRl a7 b
pidigralply iy DMFE and thiegorrespenHangesetlyf dgrlides oe actbmatedistess, suifbnyl
clpgﬁ?ﬁsiﬁf?ﬁac ﬁgéﬁlgknééz%%d%?_ 'glﬁegrﬁgc]‘_c%)_zls ?%cﬁ%r}ggﬁ)%mf)era{lﬁ'e. The
PEydagisasoislated by chimpatpp@phy. - y1} - et hanone

Boc- D- Pi pecol i c Acid,

NHy dTBX Berfeoh Ttifek WereOi¥REMWdITedYE A irRSpailing primary benzamides by
tl,E{]fe'nox P,&ei%% chloride..432. 5 28 (hg%n& ],[243- (4-Chl or 91

g}ﬁg}i§ [ F ; ’I'Zﬂlt d&ggblirg]ﬂgfqac%t_uwﬁ ydride at room temperature for
prifqrably déln- | - y1} - 2- phenoxyet hanone Boc- D- Pi pecolic

Aci d, NHydr oxy-4-chl oro-benzam di ne and phenoxyacetyl

e i A

' diggbpwﬁcmstdﬁﬁtqrgbu{yhes@q%gﬁw}(@ter by coupling with either acetyl chloride or

AN PIcARTdE id TRt koom [tdm BerdlurO kAR %g!supquh]:ﬂcaaon as
tri.fl ugromet hyl - phenyl )- acetam de Boc-D- Pi pecolic

doseribed 8OVe-4- (NHydr oxycar b- ami ni doy1) - 2-
trifluoro-nethyl-phenyl] - acetam de and
phenthyacetyhmentidly dailable hydroxyamidines were generated from the

corresponding nitriles by the addition-of 5 equivalents of hydroxylamine mono
hydrochloride and 2.5 equivanents sodium carbonate in a mixture of ethanol/water (7:3).
The reaction mixture was heated to 80°C for usually 2h. The product was isolated by

extraction from ethylacetate/water.

The non-commercially available sulfonamido hydroxyamidines were generated by
coupling of 4-cyanobenzen- 1-sulfonylchloride with 2 equivalents of the corresponding
amine in THF at room temperature for 16h. After evaporation of the solvent the product is
extracted from ethylacetate/water. The crude nitril is treated with hydrazine as described

above.

The non-commercially available 2-aminopyridino hydroxyamidines were generated
from the corresponding nitriles as described above. The nitriles were obtained from the
corresponding chlorocyanopyridines after desolving in DMF and adding 2 equivalents of
the amine. The reaction mixture was heated to 120°C under microwave conditions usually
for 30 min. The product was isolated by extraction from ethylacetate/water after

evaporation of the reaction solvent.

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.



489.5 30 (R)-1- {24343- Met hanesul fonyl - phenyl) -
[1, 2,4] oxadiazol -5-yl1]- piperidin- 1-
wo Yderngsoppenoxyet han one Boc- D- Pi pecol i c Aci d, por/EP2006/068745
NHydr oxy- 3- met hanesul f onyl bengam di ne and
phenoxyacetyl chloride 442.5 31 (R - 1- {2-

[ 3-( Theﬁ/bctnhy.bmﬁ}erdﬂh]ly’ @aﬂ:ﬂﬂﬂmlﬂles WéreZeddrated from the corresponding
11-.2-

plgéx | aZ I?J{#l adig%l d2hed tr1ﬂu01¥)acet1c:a gnr}loy)((ﬁlﬁte gf’j‘ po%rﬁletemperature
pmﬁydﬂmﬁylﬁhrnethyl 3- ni t robenzami di ne and

phenoxyacetyl chloride 423.5 32

(R - dhkRd3 (4- Met hoxy-3- nitro-phenyl)- [1,2,4]

oxadi azol -5-y1. 1- piperidin-I-y11-2-phenoxyethanone

&g D- Pi pecol i ¢ Aci dy

. r oxy- 4- met hoxy- 3-mi t r obenzam &N ne and
ph etN$HZhi pri d 438 5433
- -Fwdroxy ety “H\b- A phenoxy a < 7V’A’

iperildi n-2- yl ] %% 4] oxadi azol - 3-y11-

b E)?eﬁ%sul f onam de 9 Pi pecol i ¢ Aci d, OC N—N
NHydroxy 4- (2- hydr oxyet hyl sulfam)yg.) benzam di ne qlnd
h@p_% getyl chloride 487.5 34

)E)R) Pa Met hoxy- et hyI) Nmet hy1- 4- -

[ 1- (2- phenoxyacetyl) - eridin-2- yI] - [1, 2, 4]

oxadi azol - 3-y11- ben ene uI fonam de Boc- D Pi pecol iC

Aci d, NHydroxy-4- [(2 Net hyI)

nethyl sul f anmoyThbenz d| henoxyacety

chloride 515.5 WO 20 OGEN)J. PCT/ ER2666/ 0687 - \54 N

>/A

O N—N
O

Furthermore, as outlined in scheme 3, compounds of general formula I can be

dissolved preferably in DMF and 1 equivalent of activation reagent soch as TBTU is added

" in addition to 1 equivalent of a base such as DIPEA. The reaction is cooled to 0°C and an
excess of hydrazine added. The reaction is warmed up and stirred at ambient temperature

10 to result in compound 2. After evaporation of the solvent and extraction from
ethylactate/water the crude material is treated with 1 equivalent of the corresponding
amidine in DMF. Catalytic amount of acetic acid is added and the reaction heated to 120°C
overnight to resalt in compounds of general formula 4. After evaporation of the solvent

and extraction from ethylactate/water neat trifluoroacetic acid or 4N HCL in Dioxan is

15 added to generate 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.
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Exanpl e Conpound nanme Starting materials M+ (found)

35 (R -N,NDi nethyl-4- {5- [1-(2- |
acetyl)-piperidin-2- yl] 11,2,4

Wogg\g{jb??gzol 3-y11- benzenesul f opam de Boc- D- Pi pcmﬁm%’%sns

Acid, 4- D nethyl sul fanoyl - N- hydr oxybenzam di ne and

phengdiearet yl chloride 471.5 36 (R -N, N-Di et hyl -

{54142- phenoxy acetyl)-piperidin-2- yl] 11, 2, 4]

oxadi g2 benzenesul f onam de Boc- D- Pi pecoljc

Aci d, Di et hyI sul.g yl - roxybenzam di ne @n
pheno MA% 0 31 (Rl 1 N

' M W [1,2,4] °N i T
oxadi a#®G 5-y1] - piperi d| n- | 1&1:)
Boc- D- Pi pecol i c Acid,

b phenoxyethano@bC N. O
NHydr oxy- 2- nor phol i n-4-ylisonic tlnanidine and 3
phenoxyacetyl chloride 450.5 38 (R)-2-Phenoxy-1- {2-
[3- (3,4,5,6-tetrahydro-2H [1, 21bi pyridinyl-4!- y1)-
[1, 2,4] oxadiazol -5-y1]- piperidin-I-yll-ethanone
Boc- D-Plpecollc Aci d,
NHydr oxy- 3, 4, 5, 6- tetrahydroZFL[l 21bi pyri di nyl - 4! -
i ne and phenoxy I chlorlde 448.5 39

(R) - 2-{Phe oxle {al342-

Ar

t hi ono pyridi =g Al 4] N
oxadi azdl - 5- pi peridin-1- O)N et anone ITI \ YAr
Boc- D- AC| d —0 BOC N___O

NHydr gxy- 2- th| ormrphol i n-4-ylisonicotinam di ne and

phapeaXyacetyl chloride 4663 40 (R)-1-
-(2- Di et Byl am no- , pyridin-5-y1)- [1, 2, 4] 4
ox&di azol - 5-yl]-piperidin-1-yl)-2- phenoxy-ethanone

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 cither using conventional or

microwave heatin g. Boc cleavage is usually performed using cither neat TFA or 4N HClin - |

Dioxan to result in compounds of general formula 5. The final product is obtained by

- treating these intermediates either with phenoxyaéetyl chloride and derivatives thereof or

15

20

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 usuaily 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-
vloxytris(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



Boc- D- Pi pecolic Acid, 2-
Di et hyl am no- N- hydr oxyi soni coti n am di ne and

woBGeResyacetyl chloride 4363 41 = - PCT/EP2006/068745
(R)-4-15-[1-(2- Phenoxyacetyl) gpiperidin -2-yl] -

fLETW}in’ 2, ﬁgﬁ%ﬁgfg%éi’ B %p%t@{egl p|t %Eé gé’lpaglezhy%%x?rog)r(glllﬁ ;g:re?ecx:llt 911 the molecule
whth (NIt 6510 %018 2o RN SO A cesiYy intth® Bredere@ bPR ¥ defisAfigigent as
et hyl  esterand phenoxyacetyl chloride 437.5 WO

dess §2PCT/ EP2006/ 068745 Exanpl e Conmpound nane

Starting materials M1 (found)- 42

(R) - Irsofar & Sthlefprdpaf@finyik RbP&dsagbedt ih e dxafipldsdihe cdmpdlinds of

- , 2. 4 adi azol - 5-y1}- .
foﬁl’%iar oy Al 35l ptepRetale PP fRaiLTE isqrersrest grsepsiingto analogous
ml%ﬂidﬂls l(\)lﬁ acgcﬂ)rdiﬁg e Mlletdﬁétﬁ&!l%ét forth zfjb‘ov?]. Starting ma{:erilals are commercially
y1) - Nhydr oxy- ni coti nam-di ne and phenoxyacety .
ayiplle; ke waga e arg of gyn Qarspf[rsg Py methess kapwa 1§ fhe art or in analogy
theydtb di n-4-y1)- [1, 2,4] oxadi azol -
5-yfl -piperidin-1-yl)-2- phenoxy-ethanone
13o0c- D Pi pecolic Acid, NHydro :
Xy-2-i m dazol - 1-yli soni coti nam di ne and phenoxyacetyl
“chloride 431,5 44 (R)-1-(3-15-[1-(2-Phenoxy-
acetyl)-piperidin-2-y1]- [1, 2, 4]
oxadi azol - 3-y1} - phenyl) - pi peridin-2-one
Boc- D- Pi pecol i ¢ Acid, NHydroxy-3-(2-oxo-piperidin-1-
y1) - benzam di ne and phenoxyacetyl chloride 461.5 45
" (R)-1-(2-{314- (3H 1 m dazol - 4-yl)-phenyl] 41, 2, 4]
oxadi azol - 5-yl1}-piperidin-1-yl)-2- phenoxy-ethanone
Boc- D- Pi pecolic Acid, NHydroxy-4-(3H i m dazol-4-y1l)-
benzam di ne and phenoxyacetyl chloride
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35

430.5 46 (R -1-(2- {3-
[4-(2-Methylitnidazol-1-yl)- phenyl]- [1, 2, 4]

wo%iﬁfélss’ﬁ | -5-y1}-piperidin-I-yl)-2-phenoxyet hgpeR®r006/068745

Boc- D P| pecolic Acid, 44 -
NHydr oxy- 4- ( 2- net hyl -i mi dazol 1-y1) - benzani di ne and

phenmuesaﬁséwdboabltﬁé hd@elé&ﬁ Surflds dfifle greE%l'me RO tidn have been found

t%%&ﬁfé'}\(ﬂ? %r & o'e Pa]%]lltﬁ)gl?,/ ﬁr:aqsﬁ:r?seyl{ ) SP{'{@%’@JW The compounds of the

pidsant Da Rinpien Cdan CIhél(Ef(ﬂ'{': bilhbseld dix yhe? trpatirenoland/or prophylaxis of diseases

iy kBGbARED AP HARNRNRANE AREL Mo GALR are retaed 10

hmglch)m@ rap@’pr diusose tpllqrance[(tlsozdar]s Such diseases include e.g. diabetes and

as‘?»?fﬁ&’tle@ éﬁk s} TR hlgi]]ﬁh éﬁh)enp 'dPa%Et%§ IRelfrQNBbesity, hypertension,
Boc- D- eco 1

Ic Acid, X ( 3- 0xQ-pl per azi nY1-
gl ﬁfbeWCﬁ AmAPRS, B ﬁwa%ra@ét bypeshpigeigfe hypeychsolesterolemia,
N1 OT A 663 Bch 2FfsdleFRR 00684 Abart fallbrendTehd fARirpound
name Starting material s I\/I—H (found) 49

(R) -2- Phen trazol [1- ..
[1,2] eimg )glag;ﬁat% ﬁ(e%qér{s a.%i relglte % : naieutlisd 08 gﬁl%ﬁés lomprlsmg a

caBopoddRis pletndd aboAe lanid a Nhiymhnmnytaaﬁlly dddeptablezzuier Bag/by adjuvant.
benzam di ne and phenoxyacetyl chloride 430.1 (M Ht)

50 (e ﬂivel{t%n ﬁl&v&&%ﬂﬁ?%@oﬁpoﬂﬁ&s]ﬁ déscfibed above for use as

oxadi azgl -5-y1]- piperidinp-1-y1}-2-phenoxy- ethanone
thBE?(Pf"B-lCFﬂﬂlﬁ é%ta’le Sebﬁgfcgs ep,pqcylgy ég(shel_’@pgl,lt;ﬁggg aftivessubstances for the

tréAmbAK@IdNdChrogh Aagls Phesaxasaaatl hre ¢k duldte€by L-CPT1 inhibitors,
particularly as therapeutically active substances for the treatment and/or prophylaxis 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.

In another preferred embodiment, the i.nvention_ relates to a method for the

therapeutic and/or prophylactic treatment of diseases which are modulated by L-CPT1

inhibitors, particularly 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, which method comprises administering a compound as defined

above to 2 human being or animal.

The invention also embraces the use of compounds as defined above for the
therapeutic and/or prophylactic treatment of diseases which are modulated by L-CPT1
inhibitors, particularly 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.

The invention also relates 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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404.5 51 (R- I- {2- [3-(1HIndazol -6- yl)41, 2, 4]
oxadi azol - 5-y1] - piperidin-1-y1l)-2-phenoxy- ethanone

woBaBsdrh pecol i ¢ Acid, N-Hydroxy-1Hin dazol ePéT/E52006/068745

car boxam di ne and phenoxyacetzﬁ chl ori de 404
(R-1- {2- [3-(4-Fluoro-3- trifluoronethyl-phenyl)-
pldphzladiic treatment of hyperglyoemla glucose tolerance disorders, diabetes and

%Xagtgiégtho? t:n AIC gﬁﬁndﬁerf)'g{ld%l]f]gmﬁ hen et Igngt?r, ypertension,
ingsp i rﬁvtwnesymﬁrome,nnanb@cmcanmephmmlwdcmxayhypercholesterolemla
£t eflﬂgll (ﬂ_@eg% gtrhférésgle{'@si?o gf;é.lvs [hvl.'iﬁ oxagiemaz o(ﬁ nzg fm%l_ufe 1Su§h

%tsmm@élie Qs@}ﬁaoma@em abeye. Aci d,
NHydr OXy- 2- ox0- 2, 3-di hydr olH-i ndol e- 6- car boxani di ne
and be@&ﬁitﬂlaeﬁﬂycyﬂ tré&diheh 1 sfhyAdSly3erhh and non insulin depcndent d1abetes
@ 511 Phe[ﬂ X acetyl)-piperidin-2-yl]
el alsfid dp Dt 1 3.

di hydr o- benzoi m dazol - 2- one Boc- D- Pi pecolic Acid,
N- Hy Thofojlo ingxtest? warediatryediraart irHotilen frod eteriaine the-Ativity of the

enox ace

b und 4 Jaskaen sl 1965, Birchers T HIngAl 659 anddodksph ek 2000, Biol
Chas. zDsPl%@e.qbsss Aci d,

NHydr oxy- 2- 0xo0- 2, 3 d| hydr olH i ndol e- 5- car boxam di ne

?nd ﬁgren%g _vae(r: eatn musc e HPq'? cgl&As anvg)ra 08511‘9 Q:%]I\?A ‘were subcloned in

PGAPZB or pGAPZA, respectively. These plasmids were used to transform P. pastoris strain.

. %%ﬁ?%%é}% %ﬁgmmf(ﬂ i;ln&gko%&ggn g;aqqd’per?o?med assays carl

X-33 via electroporation after the preparation of electrocompetent cells. High copy number
clones were selected where necessary using 0:5 or 1 mg/ml Zéocin. Cultures for activity
measurements were induced for 16 h in YPD medium (1% yeast extract, 2% peptone, 2%
glucose). Crude cell extracts were prepared by disrupting the cells with glass beads or
French Press, depending on fermenter sizes. After centrifugation, the cell-free extracts were
resuspended in cell breaking buffer (50 mM Tris, pH7.4, 100 mM KCl, ImM EDTA) in the
presence of a protease inhibitor cocktail, before aliquoting and freezin gat-20°C.

CPT activity was measured using a spectrophotometric assay using 5,5’-dit11i6—bis— )
{(2-nitrobenzoic acid) (DTNB) also called Ellman’s reagent. The HS—(foA released on the
formation of acylcarnitine from carnitine (500 M) and palmitoyl-CoA (80 uM) reduced
DTNB (300 pM) forming 5-mercapto-(2-nitrobenzoic acid) wich absorbed at 410 nm with -
a molar coefficient extinction of 13600 M™'.cm™'. The assay buffer contained 120 mM KCl,
25 mM Tris, pH 7.4, 1 mM EDTA. This assay was used for the identification of selective
inhibitors of the liver CPT1 isoform versus the muscle CPT1 and CPT2 isoforms.

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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PCT/ EP2006/ 068745 Exanpl e Conpound nanme Starting
materials Mr (found) 56 56 (R)-1- {2-

wo bab7oddthBenzot ri azol - - PCT/EP2066/068745

pi peridin-1-yl)-2-phenoxy- etfgnone Boc-D-Pi pecolic
Aci d, NHydroxy- 1H benzotri azol e-5- carboxam di ne and

phnnnyynr‘pt \J/I chloride 40854 §57 (F?) -1-1213-

1HB imd | -5-y1 1,2,
oxanggéi;gaig] plge2|d[ Efﬁb¥f9§@ﬁﬁ%hoxyethanone

i n-
Boc- D-Plpecollc Aci d, |NHydr d&ys[pubelBEnzoi m dazol e- 5-
carbexam-dine—and—phefexyacety—ehtor+de—404. 5 58
(R-1-(2- {3-

[ 6- (1, 1- D pxot hi onor phol i n-4- y0)06pyri di n- 31yl ]
11, 2, 4] oxadi azol -5-y1)- piperidin-

Iy H—-2-phenoxyethanene—Boee-—DPrpecoHe—-~Aei d, 641, 1-
Di oxo-t hi onor phol i n-4-y1) - N- hydr oxy- ni coti nam di ne
and phenoxgacetyl chlgride 49802689 (R)-N-(4- {5-
[1- (2 Phenoxy acetyl)-plperldln 2-y1]- [1]2, 4]

oot o

oxatdtazot=3- yJ.; Pyt et=—2-= yJ.)'abCl atrde
Boc- D- Pi pecolic Acid, [N14- ( NHydr oxy-car bam m doyl) -
,pyridin-ZYMH]racetanice and ph@3é%yacetyl ¢hloride
42/5 60 (R - 1- {2- [3- (6 Benzyl OXy-

—pyridrm=3=yi4i24—oxadr-azot=5=yt+}——piperi di n-
1-y1) - 2- phenoxy- et hanone Boc-D- Pi pecolic Acid, 6-
Benzyl oxy- N- hydr oxyni coti nam di ne and phenoxyacetyl

chl oThél@®mpounds-of formula I and/or their pharmaceutically acceptable salts can be
used as medicaments, e.g. in the form of pharmaceutical preparations for enteral,

parenteral or topical administration. They can be administered, for example, perorally, e.g.

‘in theform of tablets, coated tablets, dragées, hard and soft gelatine capsules, solutions,

emulsions or suspensions, rectally, e.g. in the form of suppositories, parenterally, e.g. in the
form of injection solutions or suspensions or infusion solutions, or topically, e.g. in the

form of ointments, creams or oils. Oral administration is preferred.

The production of the pha.‘rmaccutical preparations can be effected in a manner-
which will be familiar to any person skilled in the art by bringing the descnbed compounds
of formula I and/or their pharmaceutically acceptable salts, optionally in combination with |
other therapeutlca_]ly valuable substances, into a galemcal administration form together
with suitable, non-toxic, inert, therapeutically compatible solid or liquid carrier materials

and, if desired, usual pharmaceutical adjuvants.

Suitable carrier materials are not only inorganic carrier materials, but also organic
carrier materials. Thus, for example, lactose, corn starch or derivatives thereof, talc, stearic
acid or its salts can be used as carrier materials for tablets, coated tablets, dragées and hard

gelatine capsules. Suitable carrier materials for soft gelatine capsules are, for example,

“vegetable oils, waxes, fats and semi-solid and liquid polyols (depending on the nature of the

active ingredient no carriers might, however, be required in the case of soft gelatine
capsules). Suitable carrier materials for the production of solutions and syrups are, for
example, water, polyols, sucrose, invert sugar and the like. Suitable carrier materials for
injection solutions are, for example, water, alcohols, polyols, glycerol and vegetable oils.
Suitable carrier materials for suppositories are, for example, natural or hardened oils,

waxes, fats and semi-liquid or liquid polyols. Suitable carrier materials for topical



470.8 61 61 (R -5- {5- [1-(2-Phenoxy- acetyl)- [
1,2,4] oxadiazol -3-yl}- nicotinic acid ethyl ester

wo Bezroboitt pecol i ¢ Acid, 5-(NHydroxy-carbam nm dpgtEr2006/068745
ni cotinic acid ethyl ester angh phenoxyacetyl chloride

337.5 62 (R)-4- {54 1-(2-Phen oxy-
peepetayidds Je ghrertdon, Lmy-synthfti thddfynthvetid ehraide’-hy@ijogedied oils,

hQIY g V&%E%ﬁy%ﬁggaﬁ?@n 5)15[18 a %k)g(og%%d gterowgfygﬁlﬁeﬁé 984 8o1s and
Gaasives chloride 381.5 WO ' :
2007/ 063012PCT/ EP2006/ 068745 - 58 - Exanpl e Conpound

naney i kbilideriBr&del akisesdVivkrting Al BA 18 E}B)gerﬁs cbRsistency-

3 bR s, ﬂ“ar%%lyfﬁgﬂf'gag%rt% SRV ep%ﬁ&b#twd’reswre buffer

subGtadl cesNidjudriliaeys, Geloxamts and mask:mg agents and antioxidants come into

r am di ne and phenoxyacetyl
é’ﬁ‘%"?ﬁt%}ﬂégﬁg‘é{%i&%ﬁf ‘52;“ %oxy 1- [245-
phenyl -2H-[1, 2, 4] triazol-3-y1l)- piperidin- I-yILmé )
-eth agonf e Fompowsidsef ferimla Neawi vaey wishinawide limts depending

oﬁﬂﬁ: Rlanay ﬁ@@&iﬂr@ﬂeﬂcﬂﬁz a_%gan@ﬂ@Qn&%%d'u%l; cl{ogagjotﬁ_n(tf}“ thf]: patient and the

nesul f ony yl
10 mon Bg qr@pﬁuagowﬂnd?uéh@ﬁ@ggpe&q@ﬁgﬁ@ the individual requirements in
each particular.case. For adult patients a daily dosage of about 1 to 2000 mg, especially

about-1 to 500 mg, comes into consideration. Depending on severity of the discase and the

precise pharmacokinetic’profile the compound could be administered with one or several

daily dosage units, e.g. in 1 to 3 dosage units.

15 = "The pharmaceutical preparations conveniently contain about 1-500 mg, preferably

1-200 mg, of a compound of formulaI.

The following Ebiamples serve to illustrate the present invention in more detail.

They are, however, not intended to limit its scope in any manner.
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Boc- D- Pi pe, colic Acid,
NAM no- 4- net hanesul f onyl benzam di ne and phenoxyacetic

wo 307Refdd- 5 66 (R)-1-{215-(3, 4- Di net hoxy- PCT/EP2006/068745

phenyl)-2H[1, 2, 4] triazol - 3-_ 5%1
- pi peridin-| -y11 2- phenoxy- et hanone Boc- D- Pi pecol I C
Aci d, NAm no- 3, 4- Di et hoxy lExagpidsdi ne and
phenoxyacetic acid 423.5.67
E}QEH])I {2-[5-(3,4-Dichloro-
§1) -2k 11,2, 41triazol-3- ylI] -piperidin-I-yli-2-
pheno et hanone Boc- D Pi pecol.i ¢ Aci d,
(INAh’n{ErBX &-Meth oty preopBrii 2l dkadiazehd-yhhpipesigiac byl J2-plindxy-
ethaddh 68 (R -1- {2- [5-(4-Fluorophenyl)-2H11, 2, 4]
triazol-3- yThpiperidin-Il-yll-2-phenoxyet hanone
Bog_— D- Pi pecolic Acid, NAm no-4-Fl uoro-benzam.di ne and
noxyaceti c acid 381.5 69 (R)-2-Phenoxy- 1- {24543-

(R)F2- ﬂ[}momﬁlh},d ¢phemoky-phdn yi)-Inadh d] - chubagiogl }-@Bpatidine- 1-carboxylic
i e% - _1-yl | -ethanone Boc-D- Pi pecolic Acid, _
Cl@rf':%h té( eISF {1 uor onet hyl benzam di ne and phenoxyacetl c
acid 431 5 70 (R - 1- {245-(4-Methoxy- phenyl)-2H
23 mgZ041mmpl) af Boc-3-Pipehpliqpéeid diere tIea}qq wizh ﬁHm&MDﬂnethylammO-
(E@tzhs?&%&oﬁz%‘o e 30N L) Ah k1 NeYTiE ﬂ?y[’%ﬁhﬁ&%%m

benzam di ne and phenoxy cet I C aC| d
hexatiygrggherphpictHEH2Homdassppsopylangine (@?ﬂ@ i 1@11 Rivgthylforamide
(DMIEFE for 10 min. 17mg (0.1 mmol) of N-Hydroxy-4-methoxy-benzamidine were added

and-the reaction stirred at room temperature for 20min. The product was not further

characterized.

Step2: -
(R)-2-[3-(4-Methoxy-phenyl)-[ 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 cthylacetate/water. The product was not further characterized.

Step 3:
(R) 2-[3- (4—Methoxy -phenyh)-[1,2 4}oxad1azol S-yll-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: 7
(R)-1-{2-[3-(4-Methoxy-phenyl)-[ 1,2, 4]Joxadiazol-5-yl]-piperidin- 1-yl}-2-phenoxy-

ethanone

Crude material from step 3 was dissolved in 1ml DMF and 0.1lmmol DIPEA. Either
0.1mmol 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 DMEF for 10min and added to the crude material from step 3. The
product was isolated viag preperative high performance liquid chromatography (HPLC).

MX(ISO): 394.4 (MH+)
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(R)-2-Phenoxy-1-[2-(3-
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‘ethanone
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| (R)-4-{5-[1-(2-Phenoxy-

acetyl)-piperazin-2-yl]-
[1,2,4]oxadiazol-3-y1}-1H-
pyridin-2-one

D-Piperazine- 1,3-dicarboxylic
acid 1-tert-butyl ester, N-
Hydroxy-2-oxo-1,2-dihydro-
pyriding-4-carboxamidine and

phenoxyacetic acid

382.4

145

1-{4- Acetyl-2-[3-(4-methoxy-
phenyl)-[ 1,2 4]oxadiazol-5-yl]-
piperazin-1-yl1}-2-phenoxy-

ethanone

4- Acetyl-piperazine-1,2-
dicarboxylic acid 1-tert-butyl
ester, N-Hydroxy-4-methoxy-
benzamidine and phenoxyacetic

acid

4375




181 (R)-6-{511-(2- Phenoxy-

acetyl)-piperidin-2-yl] -
[1,2,4] oxadiazol-3-yl}-nicotinic acid (R -6- {511- (
wo Zoo0g09i cyacetyl) - piperidin-2-yl1]- [1,2,4] pCT/EP2006/068745
oxadi azol -3- yll-nicotinic acpd nethyl ester 409.4 182
(B—-2-Flu oro-4- {51142.
phenoxy-acetyl)-piperidin-2- \yl]-[1, 2, 4] ME"
I@EbmBoudd nalenzoi ¢ aci d dibimayfhurds (51 1- (2-
or o- . 5 phenoxy acetyl ) -|pi per| d| n- 2- yl] [ 1, 2 4 (found)
Al n-lnl nnnnnnnnn
U/\uul (o) apwy UCIILUI \¥2 acvl IICL Ilyl CDL Cl J-Uo
(R -5- 3 xyacetyl) 1L 20
[1,2,4 ig%-z]fgfg Iz rtgrt% -pyril|d £AE%§C§P%OX ?I & aci d
(R) - 5- @c[hameS(ulfgnﬁn@wn yacet yffl?arb‘i)?ﬁfél? raradrl tortybutyl
14%, 2, 4 102%%% 1- pyri|dis gﬁ& lic acid | 4855
nmet hyl {es ter 409 2007/ O630t3_12P 6/ 068745 -
78 - EWBIRBIREN aﬁ& ReCNOXHe St|dP Dapzapigine
(f ound) ethBdone ' and phenoxyaceﬂc acid
| B 4-Acetyl-piperazine-1,2-
4-{5-[4- Acetyl-1-(2-phenoxy- o o _
C . - dicarboxylic acid 1-tert-butyl
acetyl)-piperazin-2-yl]- : o
147 . ester, N-Hydroxy-4-sulfamoyl- | 486.5
[1,2,4]oxadiazol-3-yl}- L _ .
. benzamidine and phenoxyacetic
benzenesulfonamide . : '
acid
L 4- Acetyl-piperazine-1,2-
1-[4- Acetyl-2-(3-pyridin-4-yl- | . ..
_ e ' dicarboxylic acid 1-tert-butyl
[1,2,4]oxadiazol-5-yl)-
148 . in-1-y1[-2-ph : ester, N-Hydroxy- 408.5
e [ . - J= o
piperazii--yll- S PRACORy isonicotinamidine and
ethanone L '
phenoxyacetic acid
1-{4-Methanesuifonyl-2-[3-(4- | 4-Methanesulfonyl-piperazine-
methoxy-phenyl)- | 1,2-dicarboxylic acid 1-tert-
;149 [1,2,_4] oxadiazol-5-yl]- bt_ltyl ester, N-Hydroxy-4- 4732
piperazin-1-yl}-2-phenoxy- Methoxy-benzamidine and
| ethanone phenoxyacetic acid
(R)-1-{2-[ 5-(4-Fluoro- D-Piperazine-1,3- dicarbdxy]ic
150 phenyl)-2H-[1,2,4]triazol-3- acid 1-tert-butyl ester, 4-Fluoro- | Y
yl]-piperazin-1-y1}-2-phenoxy- | N-amino-benzamidine and )
ethanone phenoxyacetic acid
' T ' D-Piperazine-1,3-dicarboxylic
(R)-2-Phenoxy-1-{2-[5-(3- .
. acid 1-tert-butyl ester, 3-
trifluoromethyl-phenyl)-2H- . .
151 . . . Trifluoromethyl-N-amino- 4324
[1,2,4]triazol-3-yl]-piperazin- . .
- benzamidine and phenoxyacetic
1-yl}-ethatione 4
acl




(R)-4-

{5- [ 1- (2-Phen oxy-

acetyl)

- [1,2,4] oxadiazol-3-yl)-pyridine2-carboxylic acid

WO édﬁ)lmésuiﬁ [ 1-

, 2, 4] oxadi azol -

3-y1) -

- pi peridin-2-yl]

(2- Ph enoxyacetyl) - pi peri di n- 2pgl/kP2006/068745
pyri-gh ne-2-carboxylic acid

m‘h\/l ester 409.4 185 (R)-3- {511-
(2-Phe10xyacety|) piperidin 42 yl] - 1H MH*
l{i)&m% LEbhRe0hd Ramd} - benzoi ¢ laghging Rardiald 51 1- '
(2- hewoxy cetyl) plperldln 2-yl] - 1H 1, 2, 4] (found)
trt-azor—3—y-H-—benzorec—acte—gthyt—ester 40741863
{514- (R- Phenoi cy-acetyl)- nor I
(1.2 4 M@QS&ZQ%&D}G | - benzoi pﬂg&r %'133 %carboxyhc acid
[ 4- (2- Phepoi %t%cgﬂg%ﬁz %Egr p ol -fart-Buty] qstcr 4-Flupra3-
ppsadi ay Py Y- d IreiniyteonRShBIN %9115- 187 | 4504 -
3- {51 4{112}@&0@@ Wk pipgceing ) %mrmrphol | ??%e g acetic
[1,2,4 enz o RENZEF IS pazyacetic
(2" Pheh 13"f‘ya9§ﬁ‘5ff“X¥%ﬁ£fn%’P§ho| iecat yl] - [1,2 4]
L.oxadi-agol-3-yl)-benzoic acid-rethyl ester 410.5 188
4- {514- (2-Phenoxy-acetyl)- {thi onor [ p.n-3-yl.] -.
[1,2, 4] Mgi(m&th%ééﬁifon enzaﬁw" ?f%“ﬂgq%fi‘l-h"?ﬁ?xydc acid
(2- P_henoxey _y[ t h| ng_r phol-ient-Batyl §ster, 4-1, 2, 4]
o e MRS R A A0 hid80 | 424
: vl]-piperazin-1- yl}»2—phenoxy— . .
benzamidine and phenoxyacetic
ethanone )
acid
o Piperazine- 1,3-dicarboxylic acid
2-Phenoxy-1-{2-[5-(3-
) 1-tert-butyl ester, 3-
trifftuoromethyl-phenyl)-2H- . .
154 . ] ] Trifluoromethyl-N-amino- 4324
| [1,2,4]triazol-3-yl]-piperazin- . } _
. B benzamidine and phenoxyacetic
1-yl}-ethanone .
. acid
Piperazine-1,3-dicarboxylic acid
2-Phenoxy-1-[2-(5-p-tolyl-2H-
. . . 1-tert-butyl ester, 4-Methyl-N-
155 [ 1,2,4]triazol-3-yl)-piperazin- . e 3784
amino-benzamidine and
1-yl}-ethanone L
phenoxyacetic acid
Piperazine-1,3-dicarboxylic acid
2-Phenoxy-1-{2-[5-(4- :
X 1-tert-butyl ester, 4-
trifluoromethyl-phenyl)-2H- ) ) .
156 . . . Trifluoromethyl-N-amino- 4324
[1,2,4]triazol-3-yl]-piperazin- . .
‘ benzamidine and phenoxyacetic
I-yl}-ethanone . ,
acid
1-{2-[5-(4-Methoxy-phenyl)- | Piperazine-1,3-dicarboxylic acid
157 2¥-I—[1,2.,4]triazol—3—y1]— 7 latert—.b_l;ltyl ester, .4~.Methoxy— 394.4
piperazin-1-yl}-2-phenoxy- N-amino-benzamidine and
ethanone phenoxyacetic acid
Piperazine-1,3-dicarboxylic acid
1-{2-[5-(4-Fluoro-phenyl)-2H-
) . . 1-tert-butyl ester, 4-Fluoro-N-
158 [1.2,4]triazol-3-yl]-piperazin- ] o 3824
amino-benzamidine and
1-y1}-2-phenoxy-ethanone L
phenoxyacetic acid




4- {5-[4- (2-Phenoxy-acetyl)- thionorpholin-3-yl] -
[1, 2,4] oxadiazol -4-yl1ll- benzam de 4- (5- [4-

wo t7ieseexy- acetyl) - thionorpholin-3-yl] - [1P@T/ﬁ>2006mss745
oxadi azol - 4- yl} benzam de nejfzhyl ester 426.4 190 3-

{5[4- etyl-1-(2-phenoxy- acetyl)-piperazin-2-yl] -

' [1,2,4 oxadi azol - 3- y1}-benzdi c acid 3-15- [4- Acet yl ME"
| éx-ang)ifep L) -piperazigsdiny ateridiss 2, 4]
oxa iazgﬁﬁgégﬁﬁéﬁnzm c acid |net hyg eas?rér 451.5 WO | (found)

2007/ 06301 2PCT/ EP2006/ 068745 l:vnrml e f‘nrmr\unrlr

' nane Starting material MV (fdyn | |
e S gm%ggfg kB

oxadi af Tb5 n oj c” acid 41rtef15b_mtylé@ealry24—Dlﬂu0r0— 4004

'(2_'p %)(%@é yfpmeﬁé}naz' rN%nﬁu]) benia.:lmamde]and '

oxadi azDJy}}& phdndagrezininonaci d [net hyl ester 451.5 492
(R -4-| {5- [4 Met hyI 1-(2- pﬁ%ﬁﬂoxyaceﬂcamd

OXy-acgtyt)=prperazinm=2=—ytp it 11,2, 4]

Efzi gﬁo i)-i%:ﬁ[-}éﬁﬂfls'nzpl c acid g@l éi'azﬂl@":‘tlB dlcarboxyhc acid
- Phep HDinpithetyazi n-
tri azoflsBsyil ) rPens ol £iaa61 rret%ﬁf’%f ‘ggtyﬂste&%%
160 : : . ' Dimethoxy-N-amino- 424.4
yl]-piperazin~1-yl}-2-phenoxy-

_ benzamidine and phenoxyacetic
ethanone

acid

1-{2-[5-(3.4- Dichloro— phenyl)- | Piperazine- 1,3-dicarboxylic acid

161 2H-[1,2.4]triazol-3-y1]- 1-tert-butyl ester, 3,4-Dichloro- 4 32 4
piperazin-1-yl}-2-phenoxy- N-amino-benzamidine and o
ethanone phenoxyacetic acid

Piperazine- 1,3-dicarboxylic acid
1-{2-[5-(2-Fluoro-phenyl)-2H-
' I-tert-butyl ester, 3-Fluoro-N-

162 [1,2,4]triazol-3-yl] -piperazin- . L 382.4
ammo—belgzammme and
1-y1}-2-phenoxy-ethanone L

phenoxyacetic acid

Piperazine-1,3-dicarboxylic acid
1-{2-[5-(2-Fluoro-phenyl)-2H-
. . . 1-tert-butyl ester, 2-Fluoro-N-
163 [1,2,4]triazol-3-yl]-piperazin- - ) L 3824
: amino-benzamidine and
1-yl}-2-phenoxy-ethanone

phenoxyacetic acid




193 (R -5- {5- [

-2-yl]

wo E(]]?)”g fzsoxadl azol -

409 5 WO 2007/ 063012PCT/ EP2006/ 068745 -

1-
- [1,2,4] oxadiazol -
[1

(2- Phen oxy-
3-yll-nicotinic acid
(2- Phen oxyacetyl) - pi peridin- 2Pd+/’l§P2006!068745
3-yl1}-nicotyqnic acid ethyl

acetyl)-piperidin

ester
80 -

1€ R4 1- (2- 1314- ( Mor phol i ne- 4-car bonyl) - phenyl fi

, 4]

4391?%%9‘13

oxadi azol -

oxadi azol -

5-y1}- pi peri di n-

@éﬁzﬁg e Xg Cagi?tyﬁ%})n%?r gf@{ﬂ I—(Zggrl;]— [ %%ﬂﬁxafiftz%l— %@zl }benzamide

3-yll- 5 benzoic acid were treated with

1-y1) - 2-

Exanpl e

0.Lmeol of 4—'EBrTU(@IRI’EAoma¢eml) Digerazior-24{ytr Hi 24 lerietliZesdr 3-ydf-benzamide
arMa!lsQéil%d A8 pAYS0E: an &Ny

roomte

Mﬁl ispdded angddhpypgagtio

fORAYPOS. have been prepared in anal ogy:
anpl e Conpound nane Starting materials MEl+

isbletet QW

e
MG

phenyl] -[ 1, 2, 4] oxadi azol -

Tabl e

1-(2- {3-

!’)?ﬁEA b
erature ?ﬁd
Vsretyt rogm-/te@pgw overnighpelhe product is

in

| sol ated via

rrolldlne | - carbonyl) -
5-yl1-piperidin-l-yl)-2- phen

Thb@ﬁbﬁ@lg@:ﬂﬂlp@R)ldﬂhave been prepared in analogy:

{5-[1-(2-Phenoxyacetyl)-piperidin-2-yl]-
3-yl1l}-benzoic acid and pyrrolidin-3-ol

1gli azol -
4- {54142-

477.6

196 (R)-N, N-Diet hyl -

[1, 2, 4]

RENGSCO} dddeg oM B ition leq. of

roduct

phenoxy-acetyi)j-pi peridim-2=—yii- {1, 2,4}
oxadi azol - 3-y1}- benzam de , 't MHF

Hx@nple [16ampe@ndbhamoxyacet y1) - piSpetingimatepial; 1] - | (found)
(R)-1-{2-[3-(1H-Indazol-5y1)- | (R)-1-{2-[3~(1H-Indazol-5 yI)-

165 [1,2,4]oxadiazol-5-y1]-4- [1,2,4]oxadiazol-5 yl}- 4195
methyl-piperazin-1-yl}-2- piperazin-1-yl}-2-phenoxy- -
phenoxy-ethanone ethanone
(R)-1-{2-[3-(4-Fluoro-phenyl)- | (R)-1-{2-[3-(4-Fluoro-

166 _ | [1,2,4]oxadiazol-5-yl}-4- phenyl)-| 1,2,4]oxadiazol-5-yl] - 397.4
methyl-piperazin-1-yl}-2- piperazinl-yl}-2-phenoxy-
phenoxy-ethanone ethanone
(R)-5-{5-14-Methyl-1-(2- (R)-5-{5-[1-(2-Phenoxy-

167 phenoxy-acetyl)-piperazin-2- acetyl)-piperazin-2-yl]- 4345
yll-[1,2,4]oxadiazol-3-y1}-1,3- | [1,2,4] oxadiazol-3-y1}-1,3-
dihydro-indol-2-one dihydro-indol-2-one
(R)-5-{5-[4-Methyl-1-(2- {R)-5-{5-[1-(2-Phenoxy-

168 phenoxy-acetyl)-piperazin-2- acetyl)-piperazin-2-yl]- | 4355

, yl]-[1,2,4]oxadiazol-3-y1}-1,3- [1,2,4]oxadiazol-3-v1}-1,3-
dihydro-benzoimidazol-2-one | dihydro-benzoimidazol-2-one




[1, 2,4] oxadiazol
463.6 197 (R)- N Met hyI

WO /g%h acetyl) - pi peridin-
oxadil azol -

4 {5

3-y11l- benzam de

2-y1] -

[1-(2-
[1,2,4]

(R -4-{5-T1-(2- Phenoxvacetvlw\ m peridin-2-y1]-

-3-yl 1 -benzoic acid and di et hyl am ne

PCT/EP2006/068745

[ 1,2,4] oxadiazol - 3- yl} benzoilc acid and net hyI am ne MEF
e L P met hyl - 44 - (2
%ﬁ%ﬂ OX yggc%t y?@l pi peridin-2-yl] S{éﬁﬂégﬁgﬁna} (found)
L oxadi-all-3- \/11_ benzam- de (D\ Vi {
[1'-(2-P n l) plperldlr- c
| oxadi az@?)-'g'%ﬁﬁ'?géhzoi c acid eug%)%l @‘ﬁgm ne 435.5
WO 2007Batsndra/ =H2006/ 0687AL$6HZCBﬂ11dazEIxéﬂyhl- e
”pOUEf‘Jhi‘éjﬁgacﬁ%gJﬂ @4”“ eri alrs oM §xaif.060ek 199 419.5
) - - (2- o
phenox ym&@é’i PIErg7ihdrilien- 2-  Ipjperazin: 1971 4P-phenoxy-
oxadi agherdxy-liranbgBzani de (R)vfmnbBd1- (2- Phen
oxyacetyl)-piperidin-2-yl] - 11 2 4]
_ di ; ,

oxadt 2kl T IRBLSAHY 18- B Bt 22

170 5-y)-[1,2,4]oxadiazol-5-y1]-4- | 5-yD)-[1,2,4]oxadiazol-5-yl]- 120.5

' methyl-piperazin-1-yl}-2- ‘piperazin- 1-yi}-2-phenoxy- S
phenoxy-ethanone ethanone
(R)-1-{4-Methyl-2-[ 5-(3- (R)-2-Phenoxy-1-{2-[5-(3-

171 triftuoromethyl-phenyl)-2H- trifluoromethyl-phenyl)-2H- 6.4
[1,2,4]triazol-3-yl]-piperazin-1- | [1,2,4]triazol-3-yl]-piperazin- '
yl}-2-phenoxy-ethanone 1-yl}-ethanone
(R)-1-{2-[5-(4-Methoxy- (R)-1-{2-[ 5-(4-Methoxy-

7 phenyl)-2H-[1,2,4]triazol-3-yl]- | phenyl)-2H-[1,2,4]triazol-3- 408.4
4-methyl-piperazin-1-yl }-2- yll-piperazin1-yl}-2-phenoxy- |
phenoxy-ethanone ethanone
(R)-1-{2-[5-(4-Fluoro-phenyl)- | (R)-1-{2-[5-(4-Fluoro-

173 2H-[1,2,4]triazol-3-yl]-4- phenyl)-2H-[1,2 4] triazol-3- 396.4

| methyl-piperazin-1-yl}-2- yl]-piperazin1-yl }-2-phenoxy- '

phenoxy-ethanone ethanone

R)-1-{2-[5-(4-
(R)-1-{2-[5-( : (R)-1-{2-[5-(4-
Methanesulfonyl-phenyl)-2H-

) : Methanesulfonyl-phenyl)-2H-
174 [1,2,4]triazol-3-y1]-4-methyl- . . . 456.4

. ) [1,2,4]triazol-3-yl]-piperazin-

piperazin-1-yl1}-2-phenoxy-
1-yl}-2-phenoxy-ethanone

ethanone ‘
(R)-4-{5-[4-Methyl-1-(2- (R)-4-{5-[1-(2-Phenoxy-

175 phenoxy-acetyl)-piperazin-2- acetyl)-piperazin-2-yl}- 1H- 436.5
yi]-1H-[1,2,4]triazol-3-y1}- [1,2,4]triazol-3-yl}-benzoic '
benzoic acid methyl ester acid methyl ester




(R - N-Cycl opropyl-4- {5-
phenoxy- acetyl) pi peridin-2-yl1 -

o AR,

[ 1-(

-3-y1l}- benzam de (R)-

enoxyacetyl) - pi perig n-2-yl]

2-
[1, 2, 4]
4-

- I1, ]EC'E(FP2006/068745

oxadi azol -3-yl1}-benzoic acid and cvclooroovlarnlne
447.5 01 (R) N—(2 Hydr oxy- et hyl) - 4- {5 MH
EbidAa 1)- piperidg gﬂs;a‘a 142, 4]
oxa&ﬁ% Eﬁﬂ&éﬁ %gﬁénzanalde (R™-4- ghﬁm£$1 (found)
{511-(p- gn_o_x_y_a_g_ei_y_l_)_pJ_p_erlrhn_’)_yl]_ et l2,-4]
oxadi ag y cid ine 451.5
202 (R &%JNS(E ﬁéﬂ‘ﬁ%ﬁvﬁ e R@%ﬁﬂﬁﬂt% enqxy, .
)2§- phe ’lpbenﬁxyacﬁyle)lpqnamﬂl— dl M -a@etyll)iplperz[tzjn—Z—yl] 1H- '435 5
adia an (R) :
1-(2- P gée 1}9?{%% di n- IA?éIJ‘ETl 3 %}ﬁhenyl)
oxadia7Bhﬂl %ﬁmﬂb@h20|c aC|d aﬁﬁmpzhnethoxy et hyl) -
met-hytfane 41:9 5203 R=Nethyt=3——54—1=(2=—ph
enogy 39F)1NL()3 pﬁMeﬁindz-yl] (R%[Nl 3’115411 2Phenoxy—
;;;3 alcgzo PRImOXY aewlg%?%?%? | fesyl) 1Perazm P v 4715
oxadi-ag @l -18F-Jl), 4 heinadicylaci d arnq:l,zmﬁhyélamylr}@héﬂﬂ) 5 '
bhenox yP%é&g’i)ﬂ?n%SP%%‘}fz%fﬁ%f ]métﬁ?fsﬂf%fmde
oxadi-afol - 3-y1) - benzam de R— {541- (2-Phen
oxyacet @1)}4—@51%&&@:@1- E@_/—I (R)-4-{5. 1-(2-Phenoxy-
phenoxy-acetyl)-piperazin-2- . L 7
178 . acetyl}-piperazin-2-yl]-1H- 421.5
yl]-1H-[1,2 4]triazol-3-yl}- . .
) [1,2,4]triazol-3-yl }-benzamide
.benzam1de '




10

[1, 2,4] oxadiazol -3-yl)-benzoic acid and

[1-(2-

di met hyI amne 435.5 205 (R -N-Ethyl- 3- {5-
acetyl) - pi peridi n-2- yI] - [1, 2, 4]
wog@a |azol 3-yl)- benzam de ( {511- PECT/EPMW%%‘S

oxyacetyl)-piperidin-2-yl] 1 2 4]
79| - 3-y1} - benzoi c aC|d and ethylan1ne 435.5 WO
2007/ 063012PCT/ EP2006/ 068745 - 82 - Exanpl e Conpound

(@ﬁ%ﬁ&%ﬁ ”;‘,atf% )a;'{lgg'\@n]zél ?Eﬁgaﬁ;s@gmzol 3-yl}benzoic acid

acetyl)-pipericlin-2- yl] - [1,2,4] oxadi azol -3-yl)-
4 penalanfi( B4 {B)[132-FHenofktacetd)- Pt}eﬁdhugt-@'ﬂeﬁlﬂ Flopadasrol-Giyh}-benzoic

oyl B g LA o
hx%o ge[n]_(_%paé ap# ém@fqégm)ﬂe@@éfsﬁ W ¢if ynd thc solvent
evabdsafod? AIBX &G 84S frodr ol la&@.ﬁé’%éﬂ @hﬁ(l&lﬂﬁﬂ 62 whs purified via

%ngﬁgezﬁi’fagle@%a&%ﬂ% %J@Vlastsly a‘Jeéq tﬁéﬂ% %4 A% 2ENagH or LIOH

in methanol at room temperature. The allylester can be cleaved using Pd(Ph3)4 as catalyst

and morpholine as a nucleophile.

MS(ISO): 408.5 (MH+)

The following compounds have been prepared in analogy:

Table 3.
. . . MH"

Example | Compound name Starting material

(found)
(R)-3- {5-[1-(2-Phenoxy-. (R)-3-{5-[1-(2-Phenoxy-

180 acetyl)-piperidin-2-yl]- acetyl)-piperidin-2-yl]- 408.5
[1,2,4]oxadiazol-3-yl}-benzoic [1,2,4] oxadiazol-3-yl}-benzoic '
acid acid methyl ester
(R)-6-{5-[1-(2-Phenoxy- (R)-6-{5-[1-(2-Phenoxy-

181 acetyl)-piperidin-2-yl]- “acetyl)-piperidin-2-yl]- 409.4
[1,2,4]oxadiazol-3-yl}-nicotinic | [1,2,4]oxadiazol-3-yl}-nicotinic '
acid acid methylester
(R)-2-Fluoro-4-{5-[1-(2- (R)-2-Fluoro-4-{5-f1-(2-

182. phenoxy-acetyl)-piperidin-2- phenoxy-acetyl)-piperidin-2- 126.5
vl]-[1,2,4}oxadiazol-3-yl}- yl]-11,2,4]oxadiazol-3-yl} T
benzoic acid benzoic acid methyl ester

R)-5-{5-[1-(2-Ph -
(R)-5-{5-[ 1-(2-Phenoxy- (R)->-{>-[1-(2-Phenoxy
o acetyl)-piperidin-2-yl]-
acetyl)-piperidin-2-yl}- . .
183 . o [1,2,4joxadiazol-3-yl}- 409.4
[1,2,4]oxadiazol-3-yl}-pyridine- . L
.. pyridine-2-carboxylic acid
2-carboxylic acid :
methyl ester




208 (R -N- (2-Meth oxy-ethyl)-N nethyl
acetyl)-piperidin -2- yl]
benzatni de (R)-3- {5-

[1-(2-
33

phenoxy-
| -3-yl)-

0go;‘("yace yl)-piperidin -2- yl]

-3- {5-
- [1,2,4]

[1-
11,2, 4]

(B FRBIbs /068745

[1,2.4]oxadiazol-3-yl}-benzoic

acid

[1,2,4}oxadiazol-3-yl}-benzoic

acid methyl ester

oxadiazol -3-yl1}-benzoic acid nd (2-net hoxy-ethyl ) -

nmet hyl f am ne 479.5 209 (R - 11 ( 2- MEH*

ﬁ%ﬁ arka carbonyl)-g?ggﬁ 2, 4]

oxag%éaﬁgﬁggﬁéyplperldln- 1- '%ﬁenoxy et hanone| (found)
(IQ)-Q-{'-_\T 1-( rlrhn 2. \I|1 -
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[1,2,4]oxadiazol-3-yl}-phenyl)~ | 1yl}-2 phenoxy-ethanone and

methanesulfonamide mesyl chloride
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hydr oxy{Roi 01952682-Phenoxy- (R)-1-{2-[3-(3-Amino-phenyl)-

248 acetyl)-piperidin-2-yl]- [1,2,4}oxadiazol-5-yl}-piperidin- 463.5
[1,2,4]oxadiazol-3-yl}-phenyl)- | 1yl}-2 phenoxy-ethanone acid '
carbamic acid allyl ester allyl ester
(R)- (4-{5-[1-(2-Phenoxy- (R)-1-{2-[3-(4- Amino-phenyl)-

219 1 acetyl)-piperidin-2-ylj- [1,2,4]oxadiazol-5-yl]-piperidin- 4635
[1,2,4]oxadiazol-3-yl}-phenyl)- | 1-yi}-2-phenoxy-ethanone and '
carbamic acid allyl ester chloroformic acid allyl ester
(R)-N-(3-{5-[1-(2-Phenoxy- (R)-1-{2- [5—(3—Amino—phcny1)—

250 acetyl)-piperidin-2-yl}-1H- 2H-{1,2,4]triazol- 3-y1]- 456.5
[1,2,4]triazol-3-yl}-phenyl)- piperidin- 1-vi}-2-phenoxy- )

_ methanesulfonamide ethanone and mesyl chloride
(R)-1-Ethyl-3-(3-{5-[1-(2- (R)-1-{2-[5-(3- Amino-phenyl)-
sl phenoxy-acetyl)-piperidin-2- 2H-[1,2,4]triazol-3-yl]- 449.5
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(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]- H—I—[ 1,2.4]triazol-3-y1}-

5

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

Na2SO4 and the solvent evaporated. The product was purified via preparative HPLC.

MS(ISO): 388.5 (MH+)
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4-Methanesulfonyl-piperazine-1,2-dicarboxylic acid 1-tert-butyl ester

10mmol of Piperazine-1,2-dicarboxylic acid 1-tert-butyl ester 2-methyl ester were dissolved
in 20ml methylenchloride. 1.05 eq of DIPEA and mesylchloride were added. The reaction
mixture was stirred at room temperature for 30min. The product was extracted from
15 etylacetate/water. The crude material was redissolved in methanol and treated with 2N
NaOH. The reaction mixture was stirred at room temperature for 2h, The mixture was
- neutralized with HCI and the product isolated vig extraction from ethylacetate/water.

MS(1SO): 307.4 (M-H+)
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All following compounds were prepared in analogy:

Table 7
Example | Compound name -Starting materials
257 3-(N-Hydroxy-carbamimidoyl)- 3-Cyano-benzoic acid methyl esier
\ -benzoic acid methyl ester and hydroxylamine
258 | 4-(N-Hydroxycarbamimidoyl)- 4-Cyano-pyridine-2~éarboxylic acid
pyridine-2-carboxylic acid ethyl ester | ethyl ester '
3-Fluoro-4-(N- L
L L 4-Cyano-3-fluoro-benzoic acid
259 hydroxycarbamimidoyl)-benzoic acid :
methyl ester
methyl ester 1
. L 4-Nitro-benzonitrile and
260 N-Hydroxy-4-nitro-benzamidine .
_ hydroxylamine
. 3-Cyano-benzenesulfonamide and
1261 N-Hydroxy-3-sulfamoyl-benzamidine ]
hydroxylamine
20 'N—Hydroxy—6—methoxy- 6-Methoxy-nicotinonitrile and
nicotinamidine - hydroxylamine '
263 N-Hydroxy-3-hydroxymethyl- 3-Hydroxymethyl-benzonitrile and
benzamidine hydroxylamine
264 N-Hydroxy-4-imidazol-1-yl- 4-Imidazol-1-yl-benzonitrile and
benzamidine hydroxylamine




4- ( N- Hydr oxycar bam m doyl) - pyri di ne-2-carboxylic
acid ethyl ester 4-Cyano-pyridine-2-carboxylic acid
OXksefst er and hydroxyl am ne 293 T/EP2006/068745
wog'i ?—Muoro 4- ( Nnydr oxycar bam mglpoyl) - benzoi c acccrEP
met hyl ester 4-Cyano-3-fluoro-henzoic acid nethyl

ester and hydroxyl am ne 294 N-Hydr%xy-_ )
Hyanple, L GemPe¥Bd Bame car boxar ni di ne Starting materials

THBENYOTTT azol e-5-car boni trik 29
6- Benzy NoHydiyxiedinepholiaof-yiham di né-Morpholin-4-yl-nicotinonitrile
®5Benzyl ox%ﬁ1 ni @ot inonitrile 295

N-[ 5- ( B bami ni doy1) - and hydroxylamine

pyridiph- 2 y1]-acetam de N-(5-Cyan¢- pyr| d| n 2-y1) -
I acet an NeH&®xN¥4- (N- Hydr oxycar bann

ridih N (4- Cyang4 ‘H%rﬂmﬁtmfs‘ﬂfonyl‘
Bt an HM%‘%E@‘%HE%% PCTI EP2006b0RTS: and¥ydroxylamine
Exanpl mnNthdroxy 4- et hyI sul f am)yl benzar ni di ne

5!”|Ui Jl 4= bydllU UEIILEIIEbUI | Ullyl (lll OT1'1 UE WeT €

di ssol vROHdvokP Ml orckiethylof a ZMél-nﬁtiﬂWdr@Hﬂeﬂﬁ{ igbﬂzzomtrﬂe and
2631 ut| s dded dr opwi se The rﬁ &@I on was “stirred

at roo $ature overnight. TH¥IOEYRARE was

evapor at ed and the product extracted from _
et hyl acetate/water. The nitril obf ai(ﬁﬁdrmzt)nﬁﬁteedd
Z8al ogptréihjorogNdwdrstyebepzamidimy | sollx dr%301 A MHE) AL

foll oW ng conpounds were prepared|i y Tabl e 8

Exanmpl g

- .. N- (4—Cyano—2-tr1ﬂuoromethyl-
N-[4-(N-Hydroxycarbamimidoyl)-2- | :
269 i ; phenyl)-acetamide and
trifluoromethyl-phenyl]-acetamide

hydroxylamine

270 N-Hydroxy-3-methanesulfonyl- | 3-Methanesulfonyl-benzonitrile
benzamidine and hydroxylamine

71 N-Hydroxy-4-methyl-3-nitro- 4-Methyl-3-nitro-benzonitrile and
benzamidine. - hydroxylamine

- | N-Hydroxy-4-methoxy-3-nitro- | 4-Methoxy-3-nitro-benzonitrile
benzamidine and hydroxylamine

' 273 N-Hydroxy-2-oxo-1,2-dihydro- 2-Oxo0-1,2-dihydro-pyridine-4-

pyridine-4-carboxamidine  carbonitrile

74 N-Hydroxy-6-o0xo0-1,6-dihydro- 6-Oxo-1,6-dihydro-pyridine-3-
pyridine-3-carboxamidine carbonitrile

75 N-Hydroxy-4-(1H-tetrazol-5-yl)- | 4-(1H-Tetrazol-5-y1)-benzonitrile
benzamidine . and hydroxylamine

276 N-Hydroxy-1H-indazole-5- 1H-Indazole-5-carbonitrile and
carboxamidine hydroxylamine

77 N-Hydroxy-1H-indazole-6- 1H-Indazole-6-carbonitrile and

carboxamidine hydroxylamine




Compound nane Starting materials 298
N- Hydr oxy- 4- ( nor phol i ne-4- sul f ony

; benzenesul fonyl chl ori de and nor phol
gzxy'4'(2'hydf0><y- ethy_|§§1_lfarmyb-benzaﬁ’lgﬂiﬁg&m‘;8745

WO %{0%@3

4- Cyan

0-benzenesul fonyl chloride

b- benzam di ne

nd et hanol am ne 300

N-Hygr

bxy- 4-[ ( 2- met hoxy- et hybnet hy
nCerRRBL B 8A%Enesul f onyl chl @

| - syl fanpbyll- benzam
ey EngAgterials

(2= VET
4-Di e
Z8cyan
302 4-

OXy- et nybmet hylam ne 30T

| HhsatbiNumsittosiERydr oxy-  ber

ZIaF G0N ® trifluoro-methyl-

ARt A o

%

4- Cyan

di ne |

6 BIoH 2ACK)-2R2Q0B,5-068y6- 1H-08

p- benzenesul fonyl chloride and di ethylamne WO

2-Gxafp dihgd®-1H-indole-6-

B STRROR 01 Ui e | R UG nine

10m.DMF. 20nmol  of norpholine are
reacti

dzor 20
extrac

the re

t behzbimpideztihrptcadeixamedinat er .
sulting solid was treated w

added and the
Suidve 2Sodibiydiooks-

D eatedA to 1 Junder. - Cf '
nﬂ hﬁy‘irlrﬁéy'ﬁwosg’-BMB‘ it ed paRshitRizZSIE U rbonitrile and

Af t er, evaporati on

e ¢

met ha-
t enper
Bl ter
obtai n

chl or oper benzolic acid 1 n I at room
ANUiT gd roxp2rexphe, 3atiislydrive H-e's 2t Oxg2 3r ditiidriot H-gndole-5-

e f-and recrystalized fr¢ OH... The.nitri .
é%%ﬁ%?f?bg?g@déﬁélogously tg&%%nure§n§§¥¢mxﬁmnuw

exa

Rhepar

carboxamidine

M5(1SQ): 271.5 (M#) 10 The fol |l om ng conmpounds were
eN-Hydramgipggdineabl e 9 ExanpPeridioppecanbomtrite and

‘hydroxylamine

283

N-Hydroxy-pyridine-3-

Pyridine-3-carbonitrile and

carboxamidine

carboxamidine hydroxylamine
o84 ‘| 4-Diethylamino-N-hydroxy- 4-Diethylamino-benzonitrile and -
benzamidine hydroxylamine
: L. - | N-(4-Cyano-2-triflnoromethyl- -
_ N-{4-(N-Hydroxycarbamimidoyl}-2- - ) .
| 285 . : ‘phenyl)-acetamide and
trifluoromethyl-phenyl]-acetamide . :
7 hydroxylamine
286 4wChloro'-N-hydroxy-3-nitro- 4-Chloro-3-nitro-benzonitrile and
benzamidine hydroxylamine
287 N-Hydroxy-4-pyrrol-1yl- 4-Pyrrol-1-yl-benzonitrile and
benzamidine hydroxylamine
38 2,4~—Dich10ro—N—hydrolxy— 2,4—D'1ch10r07—benzonitrile and
benzamidine hydroxylamine
259 N-Hydroxy-3-(2-oxo-piperidin-1-yl)- | 3-(2-Oxo-piperidin-1-yl)-
benzamidine benzonitrile and hydroxylamine
'N-Hydroxy-1H-benzoimidazole-5- o -
290 - 1H-Benzoimidazole-5-carbonitrile




Starting materials 304 N Hydroxy-2-norpholin-4-yl-
i soni coti nam di ne 2-Chl or0| soni cotinonitrile and

|n 305

Wo?\‘Ii-%%gd)'&]oxy 3,4,5,6-tetrahydro2dg [ 1,

boxam

ine 2- ChI oroi sonicotinoniff

2006/068743
21bi pyri di nyE[EE ,
ile and Dloerldln '

306 N-
Example,

)—%drox y-2-t hi onor phol i n-4-yl
PRGRPRODARENI ffil e and thi

- 1soni COtI nam di ne

SHEHRRBRICRAS07

Z-Diet
2-Chl o
Wl Hydr
2-Chl o

yIan no- NFRydroxXy-—T1T1soni col

I nam di ne

r@i(NOHymtxymamm&@y@nd di ¢bhgyanbiticotdidacid allyl ester

AP BB POV IERE and Pi per 4270V ORE A0GE

6- (4- A
qﬁChl 0

2'I—Iydr
pyrrol

it adhd S A e

cetyl - pi perazin-1-y1)-N hydroxy-ni coti nam di ne
I $1iNedydmoepdarbanhienidoyl)-1- acetyCyanpearyaidine-3tarboxylic acid

ethyl ester and hydroxylamine

2-Chlo
311 N
#®3Chl o
2007/ 0

yoni cotinonitrile and Pyrrol

h
16lgﬁirz hrbaf ifrid dyD - B o QRN

CT/ EP2006/°068745 - 99
methyl ester

i di n3-yl - met hanol

Hy &tueg=46(Nor phol i n--4- yi ni C()Fti—tﬁamé\%—ﬂgoro—benzoic acid

methyl ester and hydroxylamine

N-Hydroxy- 1H-benzotriazole-5-

pyridin-2-yl] -acetamide

294 O 1H-Benzotriazole-5-carbonitrile
carboxamidine
6-Benzyloxy-N-hydroxy-

264 . nzy O}Fy_ YOToxy 6-Benzyloxy-nicotinonitrile
nicotinamidine

205 N-[5-(N-Hydroxycarbamimidoyl)- N-(5-Cyano-pyridin-2-yl)-
pyridin-2-yl]-acetamide acetamide '

1 296 N-[4-(N-Hydroxycarbamimidoyl})- 'N-(4-Cyano-pyridin-2-yl)-

acetamide




Exanpl e 312 4-Fl uor o- N-am no- benzam di ne

hydr ochl ori de 82mmol

of 3-Cyano-benzoic acid nethyl

wo SsobBEs Er € di ssolved in 50nml of an HCl-sat ur g&Pap2006/068745

met hyl enchl ori de sol ution ang

B0t

of met hanol . Under

i ce-bath cooling HCl-gas was 5 bubbl ed through the
Eghple2ON to keep the tenperature under 20C. The

reaction mxture was stirred overnlght at

NEURRER b Sy ap

dlethylether and dri ed under vaccum The resultin

Stomicd oeHiyrnavhsn asrendfongdhiarsia vernhdissadedan dfmd THE.

2 atnggggf%rs%ﬁnﬁinewmdas&af gv&h
teﬁWF%PWu‘W@W&WdT%& wlvept wes $vgpasat

di_et h
BEBTT

I et her

and

room
wer e added and the

©washed with

%Om_l of aZM

& e Ra'a!:ﬁ[oﬂ £ sﬁr&%d aﬂ'ﬂ(ﬁn
treat ed

SrAndithe moéuswmpf@ﬂ from

w th

etE Bedbatb/Mated TES 8] DMiNedRskatledi@ @ albdsl§ @) edabiple DF1.

HCl / di oxan.

Mé@@@ﬁ?@?“@é

n.stirred at
?lltered of f

80mL of diethyl ether were added and
roomtenperature for 30 mn
and washed with

di et'hyl ether and dried under vacuum The product was
AB doltowimgebnbyountds Wes( prgpyred ilpanadoghH+) 15 The
foll ow ng conpounds were prepared in anal ogy .Table 10
Tipiagp! e Conpound name Starting materials 313

4- Fl uor o- N-am no- 3-

trifluorornethyl

- benzam di ne
i

hydrocptoride 4-Fiuoro-3-triftuoro y Zzoni

Eathpy fCamipbenBA4mbt Ani no- 4- met hanestrfisibaterials

benzam dine hydrochloride

4- Met h onyI ben itr and h azi

g no R IRRERGES Hhenz am Mo Ry dRBEEa fopel chloride
mTrif mﬂfoomtﬂeytmﬁ)ﬂnmom tril and hyod amrpkm]ﬁ%
N-Am-pp—4—rethyy—benzam-di-re—hydroghl-ori-de

p-Tol upit \Y e 317 N-Ann

290i f | uolﬁorrg(ilﬁﬁ{’]q’(lg ﬁlj;{c?@fwuor onet hyl ; zalglﬂlbtelruﬁnesulgmyl Chlonde A
hydr az ﬁbylmﬂm&i bi¢nvemidide ochl or i 1@Hdethaﬂ01&mme o

| N-Hydroxy-4-[(2-methoxy-ethyl)-

4-Cyano-benzenesulfonyl chloride:

benzamidine

300 . and (2-Methoxy-ethyl)-
_ methyl-sulfamoyl]-benzamidine ( . y-ethyl)
- : methylamine
301 4-Dimethylsulfamoyl-N-hydroxy- 4-Cyano-benzenesulfonyl chloride
| benzamidine - and dlmethylamme
302 4—Diéthylsu1famoy1—N-hydroxy— 4-Cyano-benzenesulfonyl chloride

and diethylamine




10

318 N Am no- 4- met hoxy- benzam di ne hydrochl ori de
4- Met hoxybenzonitril e and hydrazine WD 2007/ 063012PC
WOI&’?B&Q%/ 068745 - 100 - Exanpl e Compound nangcr/ep2006/068745
Starting materials 319
N- Am no- 2, 4-di f | uor o- benzam d9 ne hydrochl ori de
Eﬁmﬂp£80$uorobenzon|tr|Ie and hydrazi ne 320
N- Ami no- 3, 4- dlnethoxy benzan1d|ne hydrochl ori de

net,hox ni 2|ne 321
e e R B B S TR
3,4-Di chlorobenzonltrlle and hydra2|ne 322
1 Qo oE5- beAZaNipgridaeryedisstivedrin d 6mBEMIB 0K of mprpholine are

cEi\ég aAd eg'%%nlﬂ'ﬁ&i@@ 130N o s Bﬁ%%é QndRions for 20mm The DMF
roch e 3-Nitrobenzoniti V % razi ne

s wa @Wm%xgm% ﬁ?&h?taylﬁ%etﬁ ht?s%frrwa@oratwn the
redulty @ BslidoRaafiatedagitid 30 BY bf @ethalch@ndpdiBelia7d 281 in DCM at room

temperature overnight and the resulting precipitate filtered off and recrystalized from

MeOH. The nitril obtained was treated analogously to example 231.
MS(IS0O): 271.5 (MH+)

The following compounds were prepared in analogy.

Table 9
Example | Compound name Starting materials
304 : N—Hydroxy—2—m0rpho.lin-—4-yl— .| 2-Chleroisonicotinonitrile and
isonicotinamidine morpholin
N-Hydroxy-3,4,5,6-tetrahydro- _ - _
= oxy;f . ey 2-Chloroisonicotinonitrile and
305 2H-[1,2']bipyridinyl-4'- S
. C piperidin
carboxamidine
306 N —Hydroxy—Z—thioniorphoIin—4—311— 2—Chloroisonicotinonitrile and
~ | isonicotinamidine : thiomorpholin
307 2—Diethy1amino—N—hydroxy— _ | 2-Chloroisonicotinonitrile and
| isonicotinamidine diethylamine
308 N-Hydroxy-6-(3-oxo-piperazin-1- | 2-Chloronicotinenitrile and Piperazin-
- | yl)-nicotinamidine _ 2-one
300 6-(4-Acetyl-piperazin- 1-yl)-N- 2-Chloronicotinonitrile and 1-
hydroxy-nicotinamidine acetylpiperazin
310 N-Hydroxy-6-(3-hydroxymethyl- | 2-Chloronicotinonitrile and Pyrrolidin-
pyrrolidin-1-yl)-nicotinamidine 3-yl-methanol
N-Hydroxy-6-morpholin-4-yl- L )
311 L T 2-Chloronicotinonitrile and morpholin
nicotinamidine




325 N- Ami no- 2- oxo- 2, 3-di hydro-111-
i ndol e- 6- car boxam di ne 2-0xo- 2, 3-di hydro- 1H i ndol e- 6-
wo 595/0@Rpi ri k and hydrazine 326 PCT/EP2006/068745
N- Am no- 2-f | uor o- benzam di ne ggydr ochl ori de _
2- Fl uorobenzonitrile and hydrazine WD
E2@(pié 888012PCT/ EP2006/ 068745 - 101 - Exanple 327
6- Cyan o-nicotinic acid allyl ester 4 nmol of

B SR G AR R E BB o St e Tor

10mn. 1.5eq allylbrom de and a catalytic anmount of

82napolwfr3eCragehEnzoigngidirnethyilester wore dissalved in o0mbaf@nfiffcl-saturated

méﬂﬁ yleAfBoRICH Rl orNaR Sﬁﬂlo?hfe%a‘ﬂo@ [ﬁ?ﬂef ﬁ:%IHaﬁpcddlﬁl@HCI— 2as was
s I acet gﬁl vvater 222.

W létlcgl t© mettﬁmgerfglrf: @j;fﬁqﬂ ZOoqél1 e reactlon mixture

w& sﬁn@d an&rﬁighh @trrz)@fn ﬁeﬁiﬂeﬁitmr H)Oiausqa thér were added and the
e P etr ottt P S REhG “ai Qe Pl e he resulting

de]rEth@a% ietmactakirei mh;é@teate/ ap csmhumhmrbnnmteeto result in an oily

B T e
10 atm@n hrparpigrheveraight dbe solutiery wagslavwp addgd & a gold solution of 4N
H@I/ @%E@ﬁ/ l30p%Y. Df]ﬂﬁﬂityleﬂ% 'v&e[‘é dRied ARIRhe él?lfspensmn stirred at room

tergaerag}re gcg o oma glﬁ%{ %@r e z?nsd?-w%s%gg Ig{rgltt‘q-r@ﬁhylether and dried
4eq

undexvathemVale paiudt was dafiamed by vded wi th ar gon.
of NaH were added slowely. After 15m n the product
i 5@l at 'a extraction from et hyl acet at e/ wat er.
Mﬁﬁ%@s@‘ﬁﬁ@}é (M) 20 Exanpl e 330
N- (5- Cyano-pyridin-2-yl)-acetam de 8rnnol of
15 The-fplewing spmoonmdvere prepargdiie adlegsl ved in THF. 2eq - of
DI PEA were added. The reaction m xture was coold to
T4 @nd 1.0 eq of acetylchloride m THF added dr opwi se
and the reaction stirred for 2h. The product was

I Sol atfed by extraction 1romethylpcetate/water. 25
B pBQConpund ddr) Exanpl e 331 | Starting materials
Ne (- Qv - i din-2- ' :
Y 24
4-Fluoro-N-amino- 3- .
4-Fluoro-3-trifluoromethyl-
313 _ tr.l.ﬂuoronethyl benzanudme o )
: benzonitrile and hydrazine -
hydrochloride .
314 7 N-Amino-4-methanesulfonyl- - 4- Methancsu]fonyl “benzonitril and
benzamidine hydrochloride hydrazine
al5 N-Am-mo—B—triﬂuoromethyl- m-Trifluoromethyl-benzonitril and
benzamidine hydrochloride hydrazine i
N-Amino-4-methyl-benzamidine . .
316 . p-Tolunitril and hydrazine
hydrochloride ‘
1317 N-Amino-4-trifluoromethyl- p-Trifluoromethyl-benzonitril and
benzamidine hydrochloride hydrazine
318 N-Amino-4-methoxy-benzamidine 4-Methoxybenzonitrile and
hydrochloride hydrazine




WD 2007/ 063012PC T/ EP2006/ 068745 -
2- Am no-isonicotinonitrile were dissolved in THF. 2eq

were added. The reacti on

102 - 8mmol of

m xture Wa?chdiﬁﬁmssﬂs

Ko7
.Wot /g&geand 1.0 eq of acetylchliggide in THF add

dropwi se_and the reaction sti rred for The product

_ s iisplated by extraction from et
%ﬁm&l&b @‘E’T@?P‘Z‘){PW)- The fol | owi ng

%gl acetate/ ter 5

gener a

oxadi a

ed in analogy To0.to0 exanpl ¢

1 txanpl € L,onpound

name St BF Amiygh- Dt difliadosbdiAamidingin ¢ 2,43BFlubrofedzonitrile and

318- (2- 1H benzoi i dazol - 51
[ '\%Ycﬂécm - piperidin- |-yl

Fr¥oehEnosy

d ph
1-{213¢

et hanohe Boc- D Pi pecol i c Acid,
Hy dr ox¥- Zmumat-BHdifdenyoi m dazol ¢358+-Doagthoxdengimiile and

PIGHBRELY v ERRREE 1)) 3

; .
ﬁiﬁlraé’ilgdi awl-5-y11- -

pi peridin-I-yll-2- phenoxy et hano
ﬁ%i d, 2N—zmuﬁe Hedighipechenzemnidisei nar Bichlorabgpzonitrile and
P

enoxyﬁﬁbd;}goﬁ@éd 380.5 334 1- {¢’ﬂ§drazme

ne Boc- D Pi pecolic

i_per i dNpARinol3-Nifrb- endhmadinadi az ¢l

(3-Hyd 0Xy- phenyl) - H 2!
et e phsnoxyet hanatle | Boc DyhPectl (Buvine
380.5 B35 4-151T- (2-Ph en oxy-.,a(:etyl)

- 13-
&-Dtioppenzonitrile and hydrazine

- hydrochloride

%}-1H ne Boc- D Pi pecoli

2, NDi h c’? Fgéﬂgoﬁ%(gm coti nam di ne apd phenoxyacetyl

chlorid :

soa N -Amino-3-methylester-benzamidine | 3-Cyano-benzoic acid methyl ester

hydrochloride '| and hydrazine

305 N-Amino-2-0x0-2,3-dihydro-1H- 2-0Ox0-2,3-dihydro-1H-indole-6-

_ indole-6-carboxamidine carbonitrile and hydrazine
: N-Amino-2-fluoro-benzamidine L . -

326 2-Fluorobenzonitrile and hydrazine




10

15

' 381.4 336 1- {2- [3- (4-Hydroxy-phenyl)- [1,2,4]

oxadi azol - 5-yl] - piperidin-1-yll-2-phenoxyethanone

wo BR§ok¥es pecolic Acid, 4-ND hydroxy-benzanm di perapshoso6s7ss

phenoxyacetic acid 379.6 WD;3907/063012PC
T/ EP2006/ 068745 - 103 - Exanpl e Conpound nane
30y materials M+ (found) 337 3-
{511- (2- Phenoxy- acetyl) piperidin-2-yl] - [1,2,4]
| boroni ¢ acid Boc-D- Pi pecolic
6%%%% %g:ﬁﬁ%ﬁ? car%gn1doy1) phenyl boronic acid and
phenoxyacetyl chlorlde 407.7 338 4-(2-0xo0-2-
4 o gl-qf 2= @y@@omcgtmmamﬁdy@e dissolyrton -1k 1)Seq | of (3243 were added and -

th@f@a@h@ﬁ Qlirred Yo}]lom?ﬁ PS4y dill? }omiﬁghﬁfd“é’&ﬂﬂy’cm amount of KI were added
enzonltrll Boc- D- Plpec

aINHhg repetion h 6%6i§>§m“a|Wf 8@9@?ﬁ@@1@a%m@%$6@%5Wﬂ@ﬁﬁ§r&mm

aﬁﬁdﬂﬂnﬁwﬁﬂophenoxyacetlc acid 443.7 339 4-(2- {2-
[ 3- (4- Methoxy- phenyl)- [1,2,4] oxadiazol-5-y1]-

i I e ke, Y1} - 2- 0X0- et hoxy) - benzonitrile
N@%@£%&€¥%%@%ﬁ#¥ Aci d, NHydr oxy-4-met hoxybenzam di ne
and 4- cyanophenoxyacetic acid 419.3 340
Exanide B38 - 5- 1511- (-2- phenoxy- acetyl)-pi peridin-2-yl] -

1H-Benzotriazole-5-carbonitrile

10mmol of 3,4-Diamino-benzonitrile were suspended in water/acetic acid (4:1) and cooled
to 0°C. 1.-05e_q of NaNO2 were dissolved in water and added inert 30min. The reaction was
stirred at room temperature overnight. The precipitate 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 benzsrl alcohol were

~ added. The reaction mixture was coold to 0°C and flushed with argon. 4eq of NaH were

20

25.

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;Arninofnicotinonitrile 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(USO): 1622 (MH-+)

Example 331

N-(4-Cyano-pyridin-2-yl)-acetamide



[1, 2, 4]

oxadi azol

Boc- D- Pi pecol i ¢ Aci d,
wo 4o gk fpyslr oxy- 2- nethylpyr|n1d|ne 5- car boxam dppephfls/oes7as

phenoxyacet yl

[(R)-2-

(3- Furan-2-yl -

chloride 396. 2
[1, 2, 4f%gxad|azm

-3-y1)-3H pyrimdin-4-one

11-
-5-y1)-

SRIn ok gi Anind= 1s04ﬁ&otﬂroﬁi’cﬂl@0&éfe dexMREDMETHEP, %@of’bmbvéfe added.

ThE g

drox fur

afjd fReracfin btitrehfoo[2h, Phe plodpytrivatiisl@ed ¥ extfattidn Apm

HA AR
ridine-2- carboxan1d|ne and phenoxyacetyl
MIGIS0): B QMHRQR) - 2- [ 3-
t hi adi azol -
1-y1}- 2- phenoxy-
NHydr oxy- 4- et hyl -

Y1) -

5-y1)-

(4- Met hyl -

[1, 2,4] oxadiazol

et hanone Boc- D- Pi pecolic Acid,
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{(R)-2[L3- (2, 5- D net hyl 2H pyr azol - 3-y1) - MH+
Example | Compound name Starting materials
: , (found)
1-{2-[3-(2-Methyl- 1 H- 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-

333 y)-[1,2,4]oxadiazol-5-y1]- Amineo-N-hydroxy- 3805
piperidin-1-yl}-2-phenoxy- isonicotinamidine and o
ethanone phenoxyacetic acid
1-{2-[3-(3-Hydroxy-phenyl)-

(2-I3-(3-Hydroxy-phenyl)- | 5 b Pipecolic Acid, 3-N-
{1,2,4] oxadiazol-5-v1]- . i
334 o Dihydroxy-benzamidine and 380.5
piperidin-1-yl}-2-phenoxy- L :
o phenoxyacetic acid
ethanone
4-{5-[1-(2-Phenoxy-acetyl)-
A5 L1 yacetyl= | Boc-D-Pipecolic Acid, 2.N-
piperidin-2-vl]- o L L

335 ) Dihydroxy-isonicotinamidine 3814

[1,2,4]oxadiazol-3-yl}- 1H- _ .
o and phenoxyacetyl chloride
pyridin-2-one
1-{2-[3-(4-H d}ox -phenyl)- :
@-13-(4-Hydroxy-pheoyl)- | 5 b Pipecolic Acid, 4-N-
[1,2,4]oxadiazol-5-y1]- . L

336 o Dihydroxy-benzamidine and 379.6
piperidin- 1-yl}-2-phenoxy- o

phenoxyacetic acid
ethanone e
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pi peridin-1-yl1l-2-phenoxyet hanone Boc-D- Pi pecolic

Woﬁﬁhﬂ droxy- 2, 5-di net hyl- 2Hpyr awl e- 3- car bpxaebsiobfss745
ll\%;hénoxyac etyl chloridggg82.2 345
2 Phen xy-1-{(R)-2-13-(1H pyrazaol -4-y1) 11,2 4]
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ﬁ%wli} ed, N-Hydr oxgs . | e-4-
carpoxa %)nclg an phenoxyacet %éamf]?l}ét)n?%%l%gm. 2 346 14 (found)
{{(R-2 "2- (5- '\IEt—ha,LH—s@xaz-oJ—-& y -1 2-4]
oxadi apl-5- o] er|d| 2-pheno
Boc- D- g%ﬂgt[gg(#épl%g ﬁ-ﬁ roxﬁ(}:c Pep’ib Tﬁxgg&aggﬁ: 3-
%air box ppipeiidis- 21y - phenoxyacet yﬂiychhb{ynarb:banﬁeﬁ)-z 347 4077
~Phen Hef)3 3- ( 1Hpy, 4, 4] y
oxadi a/ﬁ(y%]ojﬁajh pi pé i di n- é@ﬁgbogbr%nem& Ind
Boc- D- pr@ty&hqrenm@p@ NHy dr oxyplmowpqﬂﬂhéorsie
car boxanmi dime and—phenoxyacetyt——ctitoride 3542348
5- {5- (AVE decz-{El[gr(g% acetlyl)-piperidin-2-yl] -
[1,2 @‘Eﬂ - 1H yBcvaeﬁ’lpe;ozcdaXClddNene
Boc- D- thg‘é( “1}1‘\ P y 4, NTr|| I]tlytﬂ"bﬁfz% ﬁ%r%glﬂg@g
338r box ﬂnhﬁa&radolpﬁ:glmoxyacet ch or i 49 114437
{(R) -2} n ri di n-[3lE-andole-5-carboxrepdding of -
5-yl ] B{P ﬁgéﬂ dm} e?h?/‘% 2- PheﬂﬂWcﬁhbﬁﬁ@ﬁ%yaoetlc acid
Boc- D- Phgeonitiite Aci d, 6- Amin
o=\ h'y'.,u Ul\yll; cotd ||a||i ui ne—-an pIICIIU)\yabctyI chtortde
380.5 B2021-[16 UM m'dazo é&o_ép RY AR 1-6- Yl -
[1,2,4 gxga%[gzl%ol 6‘¥l f)e di n- 1?%00
%g] - 2. pﬁ]éqqldi()y@t,ihgwx éZOl 5-yl}- | Hydroxy-4-methoxy- 4193
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)-piperidin-2-ylj- Dihydroxy-2-methyl- 306.2
' 7_[I,2,4]0xadjazol—3~yl}-3H- pyrimidine—S-carboxamidine )
| pyrimidin-4-one and phenoxyacetyl chloride
1-[(R)-2-(3-Furan-2-yl- Boc-D-Pipecolic Acid, N-
a1 [?,2,4.] c?xadigzol—S-yl)— ' Hydroxy—fzul.‘an—Z— ‘ 3542
-piperidin- 1-yl]-2-phenoxy- carboxamidine and
ethanone ' ‘ phenoxyacetyl chloride
1 1-[(R)-2-(3-Imidazo[ 1,2- ) s
- : Boc-D-Pipecolic Acid, N-
a]pyridin-2-yl- -
. Hydroxy-imidazo[1,2-
342 [1,2,4}oxadiazol-5-yb)- ' o e 404.2
o | a]pyridine-2-carboxamidine
piperidin- I-yl]-2-phenoxy- ' .
: and phenoxyacetyl chloride
ethanone
1-{(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




Boc- D- Pi pecol i ¢ Aci d, N Hydroxy-
pyri di ne- 6- car boxam di ne and phenoxyacetyl
120 2007/ 063012PCT1EP2006/ 068745 -
e Conmpound nanme Starti

WO %cx%gmgﬁo

i mdazo [1, 2- a]

chl ori de
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materials M+
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351 6 {54(R) - 1- (2- Phenoxy-acetyl1)-piperidin-2-yl] -
[1,2,4 oxadi azol - 3 y1}-4Hbenzo [1 4] oxazi n- 3- one MEH+
%E@HR CBE.&)%h&g d i hydr o-2H %enzgnfalteriﬁl oxazi ne- 6- { (found)
y| chloride 435 2 352
6-{5-[(R) cetyl) pi peridi n-2-yl1] -
(12, 4 yRRardaaroendcy BAVHEpRRRE AN [ 1. 3]
oxazi ni 2H-pmezoBdeylD- Pi pecol I G
dro (gl- 2 a%gdlh(ﬁ 5d§dm_ydr 02H b%?fya{%‘]z S dimgthyd-2H- | 3822
xazi ne oxam dine and phsaoxkasehiboxediditd AR -
435. 2 Bewendine RyliZ2-phgioxy- eno .
[3- (1, Lo@hmxal06- i sot hi azol i diFeBOpFeylhlonAe
-1, 2 Aloxadiazol-5-y1)-piperlidin-1-y1)-2-phenaoxyetha
none Bpc-D- Pi pecolic Acid, 341, 1- ) ] ]
Di oxo_l@éﬁkﬁ&éhlqa§4%ﬁ3@dﬁ yl%kmNDﬂyﬂ?ﬁwﬁﬁﬁgh%hnidins
and phenoxya h e A8H@Ardoy 1H-pyrazole-4- .
H5(3-{ spreml 41¥1{él=@ﬁéwﬂ}azo g C)a}/blc) & @ﬁr | d(#]n 2-y1]- | 3542
[1,2, 4]5 ]béicﬁh ﬁy])}-le)halﬂbﬁ@w 2-one
Boc- D- Pl peco ic Acid _ phenoxyacetyl chloride
P\i;:llydfOAy 3= \£ UI\\BJ pytlﬁl Ul4-l4-;i ;?:J.'_YJ.) —benzam-dine—and
phenoxj fu shkqpl _
C{&{)y L Q - Boc-D-Pipecolic Acid, N-
isoxazol-3-yl)- ' .
, . o Hydroxy-5-methyl-isoxazole-3-
346 [1,2,4]oxadiazol-5-yl]- o 369.2
.y ‘ carboxamidine and _
piperidin-1-yl}-2-phenoxy- .
: phenoxyacetyl chloride
ethanone
Boc-D-Pipecolic Acid, N-
2-Phenoxy-1-{(R)-2-[3-(1H- §
o i Hydroxy-1H-pyrazole-3-
347 pyrazol-3-yl)-[1,2,4] oxadiazol- . 354.2
| T ' carboxamidine and
5-yl]-piperidin- 1-yl}-ethanone - -
. 4 ' phenoxyacetyl chloride
5-{5-[(R)-1-(2-Phenoxy- Boc-D-Pipecolic Acid, 2,4,N-
348 acetyl)-piperidin-2-yl]- Trihydroxy-pyrimidine-5- 3982
| [1,2,4]oxadiazol-3-y1}-1H- carboxamidine and T
pyrimidine-2,4-dione phenoxyacetyl chloride
1-{{R)-2-[3-(6~Amino- Boc-D-Pipecolic Acid, 6-
' idin-3-yl)-[1,2,4]oxadiazol- | Amino-N-hydroxy-
g | Pyridin-3yD-{L2dloxadiazol- | Amino-N-hydroxy 380.5
5-yl]-piperidin-1-yl}-2~ nicotinamidine and
phenoxy-ethanone phenoxyacetyl chloride
1-[(R)-2-(3-Imidazo[ 1,2- ) L
o Boc-D-Pipecolic Acid, N-
a]pyridin-6-vyl- .
. Hydroxy-tmidazol 1,2-
350 [1,2,4]oxadiazol-5-y1)- 404.2

piperidin- 1-yl]-2-phenoxy-

ethanone

a]pyridine-6-carboxamidine
and phenoxyacetyl chloride
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enyl)- imdazolidine-2, 4-di one
wo §6(])'}/1'&@{0%?pecol ic Acid, 342, 4-

[1, 2,4] oxadi azol -

/4P

PCT/EP2006/068745

Di oxo-imidazolidin-1-y1)-Nhydroxy-benzam di ne and
phenoxyacetyl chloride 462.5 [356 4- (3- {5- [(R) ML+
- pi peri di n-
%(%ﬁll] PH@X@%}E X#ényl) 2, 4-di %m’éﬂ:—% Hfaf l%‘314] triazol - found
31( )
colic Aci rl

'NHydroxy 3- (5 0xo0- 1, 5-di hydro[ 2. 4]. . )

triazo _$5 ) pggqqllgh e and é‘Rg‘%&}%’&?ﬁCﬂcFﬁ'ori de

447.5 BECSE’ I uoi ) {5- [HRroty-B2x0- 34—dihydro—

enox -pPFriding gy, dl n-2- |y :
oxadi azp1I zajoxhdlazcﬂmeﬁym}}-pyr rjo j[ﬁ 3%&20@4%0 di One 6 4352
BQC' D- é&rzgﬁ Agc AC|“ ,_ 342 5_ ca.rboxamldmean
Di oxo-p ' phenoxyacetyl chloride

fluoraor N hydr oxy- h9n7am dl ne land phenoxyacet yl

chl ori 2007/ 06301 200 68745 - 106

- Exarrpf?éééﬁﬁpb&%hﬁ’éﬂ’@ Start Zl%lf tig‘i‘oiogF i

(found aGBE_,B) Pipedidinf )= 1- (2 Ff’l&yd.‘me-Z -oxo0-~1,4-dihydro-
etyl 2 t I -3-y1)-1,3

i hydr fa‘ga%r@ ﬁi‘]c! D- Pi pe ggl 5 /&gﬁé’%homgﬁe'ﬁ' 4352
NAM no} th@dm -i&n3oi] bl dfosaziti ndeltexsmidinbaxdni di ne ang
phenoxyacetic acid 418.5 359 | 4 tv1 chlorid
1-{(R)[ oo (1H—Indazo| 5 Phenoxyaccly chonide
i bert b3 3 TR
pi perid X~ et pecoli

Aci d, I\mg_ig@m;alzb]lMange 5- crﬁg:oxaﬁf %?’%tlhgmﬁi §C(?

| Dio - lidin-2-y1)-

S%Qenox Ce%ty C[I%A]oxadlazol 5-y1} 10RO 10 1azc-) . in-2-yD) 483.3

: N-hydroxy-benzamidine and
plperldm— 1-y1)-2-phenoxy- _ . .
phenoxyacetyl chloride -
ethanone
1-(3-{5-[(R)- 1-(2-Phenoxy- Boc-D-Pipecolic Acid, N-

354 -acetyl)-piperidin-2-y1]- Hydroxy-3-(2-oxo-pyrrolidin- M3
[1,2,4]oxadiazol-3-yl}-phenyl)- | 1-yD)-benzamidine and '7 B
pyrrolidin-2-one phenoxyacetyl chloride
1-(3-{5-[(R)- 1-(2-Phenoxy- Boc-D-Pipecolic Acid, 3-(2,4-

355 acetyl)-piperidin-2-yl}- Dioxo-imidazolidin-1-y1)-N- 14625
[1,2,4]oxadiazol-3-yl}-phenyl)- | hydroxy-benzamidine and )
imidazolidine-2 4-dione phenoxyacetyl chloride
4-(3-{5-[(R)-1-(2-Ph - '

(3 [_( )_ _( cnoxy Boc-D-Pipecolic Acid, N-
acety)-piperidin-2-ylj- : ' ) :
o _ Hydroxy-3-(5-0xo0-1,5-dihydro- | _

356 [1,2,4]oxadiazol-3-vl}-phenyl)- T ... | 4475

o : o [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- 4792

yl]-[1,2,4]oxadiazol-3-yl}
phenyl)-pyrrolidine-2,5-dione

fluoro-N-hydroxy-benzamidine

and phenoxyacetyl chloride




403.5 360 1-{(R)-215-(1H I ndol-5-yl)-
pi peridin-1-yl1l-2-phenoxy-

pe Boc- D-Pi pecolic Acid, N Anmno-1HI nﬁ@f,ﬁmﬁmﬁmﬁs-ms
gbg acid. 402.5 361

[1,2,4]triazol -

wo Shha5%

car boxam di ne and phenoxyace

3-yll -

2H

{(R)-215-(3f1-Benzotriazal - y1)-2H[1 2 4]
triazo| - 3- y1l] - piperidin-21-ylf}- 2. phenoxy et hanone MH-+
]&gﬁwl% PeBEGRLAE nAgEd: NAM no- 3¢k Be ol e- 5-
car boxp B{gﬁ)ne an@ﬁphenoxyacetlc acgéﬁhdg (M Ht) 362(found) |
5 J' 5 l(D\ 1 /’) Dhgnnvu acet \/ nl nnrl din-2 yl 1 i
- 1H[ 1,
oL Pt bl Rl L % poc D pente AN
A nop eQlopipeBdidt hyldr H-1H- behmoior?-dwak 33 Stihydro-1H- 185
r boxp N RoXxyacet geiyd &g?gg ? ‘
{(R -2 %yﬁgﬁ Sﬁl1IEI'Lben20|nn‘gaz %aél- E@fﬁg 4]
triazo ¢@¥@?ﬂnﬂpg%ﬂ¥@|nl y1}-|® @ﬁﬁ%@“@Fﬁbnone
—Boc-D-pPrpecot T ACT ] .
NAg‘ng 2{“@ﬁ®¥i{ﬂﬁﬂﬁ&&%@5ﬂldag&%ﬁbﬁ%p&ﬁﬁbgéﬂﬂNd'ne
and phe aci .
kol (R | Q?T%P @25 ARl 3 di gmml%ﬁﬂdfzf}@zh] 4035
tri azo| pipenidih- pynaplﬁhmxyl yl}caﬂaqo;hmﬁrﬁwamt hanone
Boc- D-Pi.pecalic Acid, NAmM no- cotinam di ng
and pheﬁg%yﬁcetlc aC|d 379.5 ]ﬁfpoqmd%maad)
2007/ 0p3012PCT/ EP2006/ 068745 |- 107 - Exanpl e
1-{(R)-2-[5-(1H-Indol-5-yl)- | Boc-D-Pipecolic Acid, N-
2H-[1,2 4}triazol-3-yl]- Amino-1H-Indole-5-
360 L L 402.5
piperidin-1-yl}-2-phenoxy- carboxamidine and
ethanone phenoxyacetic acid
' 1—{(R)-2{5-(3H-Benzotriazol— Boc-D-Pipecolic Acid, N- -
l361 - | 5+y1)-2H-[1,2,4]triazol-3-yl]- Amino-3H-Benzotriazole-5- 402.5
| piperidin-1-y1}-2-phenoxy- carboxamidine and (M-H+)
-ethanone phenoxyacetic acid
'| Boc-D-Pipecolic Acid, N-
5-{5-[(R)-1-(2-Phenoxy- . . o
L Amino-2-0xo0-2,3-dihydro-1H- -
acetyl)-piperidin-2-v1]-1H- L :
362 . benzoimidazole-5- 419.5
[1,2,4]triazol-3-y1}-1,3- _ o
] T carboxamidine and
dihydro-benzoimidazol-2-one o
: phenoxyacetic acid
' Boc-D-Pipecolic Acid, N-
I-{(R)-2-[5-(2-Methyl- 1H- )
- ‘ Amino-2-Methyl-1H-
benzoimidazol-5-yl)-2H- L
363 : . L benzoimidazole-3- 417.5
[1,2,4]triazol-3-yl]-piperidin- = |. - L &
: T T ' carboxamidine and
-1-y1}-2-phenoxy-ethanone _ S
_ ‘ . ‘ phenoxyacetic acid
I-{(R)-2-[5-(2- Amino- Boc-D-Pipecolic Acid, N-
idin-4-yl)-2H- Amino-2-Amino-
364 | Pyman-ayd T i 379.5
[1,2,4]triazol-3-yl]-piperidin- | isonicotinamidine and
1-yl}-2-phenoxy-ethanone phenoxyacetic acid
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Conpound name Starting materials M# (found) 365

5-(3-15-[ (R)-
Wo%i)‘ﬁm@:ﬁ)?i

triazo
Boc-D

1- (2-Phen
yl)-piperidin-2-yl]-1
3-y1)- phenyl)
i pecolic Acid

H[1,2,4]

: PCT/EP2006/068745
3H [}03.4] oxadi azol - 20, Ane.

N- Anmi n

R

b- 3- (5- Oxo- 4, 5'd|hydro-

B PR o e

triazol-3 \/11

1, 3, 4] oxadi azol -

ﬁ%ﬁ%%ﬂé}ﬁ@aéaiff

2H

2-y1) 1

MH+
{found)

plpen
Aci d,
phenoxy
5111
fﬁ ,2, 4]
Boc- D-
NANM no
phenox

i n- I-yII-2 phenoxyetha
NAIY3N@: (3R] 1d(§l3‘ﬂen@6 di ag

ptphe a iignataty]

i, zamhzcﬂ yjll)]-rphpﬂiﬁnyl bl

g£§i§3ﬁ§ﬁﬁ@%§¥%¢%ﬁﬁﬂ bor

acetic acid 4073 Exa

ne c- D-.Pi
?EEB@%%%§§E¥P?Le and
Amino 3-(5-Oxo0-4,5-dihydro-
AESER
P tadapt 2t
benzamidine and phenoxyacetic

oxdi€ acid and
ple 368: G- {5-

[(R)=1.

446.7

(2- Phe
triazo
2- Hydr
rt-b
) - Pi
ester
DI PEA
0C. 4.

- vl) - pi di
B iz o b Cox
agl, ?,amddml 2pi-peenydl-ne
I
;2ﬁ3H%ﬁ@%”“§98 gkrboxyl
\eiperidins 5ol 2 ghénoxg0 ni
ed and the reac|

=q. Hydr azi ne- Monohy

-2-yl] -1H [1,2,4]
%@Dﬁ%@%]ﬁ@ @dﬂm
Amino-3-[1, 3 4] Oxad1azol—2 -yi-

| Sendfimdide dRY E;Shcﬁblkyébctac
2 . 5g HATE and 2.2
t

m xture cooled to
drate in 30 M DVMF were

430.7

added

for |Ih
et hyt ag
¥7 (5-
- yl)-4H

and the reacti on war ned

ﬁip%ﬁ&{naﬂ—yl]l\ﬁm VS( |

Lﬁﬁ% di nl%% 1H-[ 1,12

xa2|n 3-
phenylboronic acid

31thd L Pdthenproaret) -was| BoePakie

to rt _and 10 stirred
geofie dgid, N-
S%m@é@a?ba(n%d‘b}l—ﬁep 2
; 4] ﬁrlazol §

ylboronic acid and

phenoxyacetic acid

407.5

Example 368:

6-{5-[(R)-1-(2- Phenoxy—acetyl) plperldm 2-yl]-1H-[1 24]tr1azol 3-yl}-4H-

benzo[1,4]oxazin-3-one

Step 1:

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 ml 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+)

Step 2:

6-(5-Piperidin-2-yl- 1H-[ 1,2, 4]triazol-3-yl)-4H-benzo[ 1,4] oxazin-3-one
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WO 2007/ 063012PCT/ EP2006/ 068745 -108- 1 5 nmol of
2- Hydr azi nocar bonyl - pi peri di ne- 1-carboxylic acid

wog‘ﬁﬁhﬁﬁﬂ yI ester were dissolved in 3 nl DVF. ptatpSiosiossi4s

- 0x0- 3, 4- di hydr o- 2H benzo[ 1,4§oxazi ne- 6-
car boxam di ne and 90W acetic acid were added and the
15eamhdloBf -Kydf:eindeabotylt mpdzlife-ovartuxghd .acith eert butyl ester were

Al i PUatal 5 Fheof cout LPHG bEI RS CaaRo omazine-&

carboxtmidine PGV %nHadetie atid dvant bidedl arld fhEAcacTihe nms’ama ihcated to 120°C
O\I/Erﬁ(l%g{ Sﬁl%hyeﬁg %@% %{%r%& A %I’lﬁﬂ: éﬁt agte%% :E(e@ﬂaoetate/water.

en oxy-acet erl n- .
g Ffg The reaction

The Esuytmgrq%wm takﬂyll}) in mi @(FMlan tr@%t
miFHAERAHEH 1§ HRMest ep 3 was taken up in DI\/F and
cooled to OC. 4 eq. DI PEA and | eq of phenoxyacetyl
Ch%Ofl de were added dropwi se and the reaction m xture
Brmed to rt and stirred for additional 30min. The
product was isolated via preparative HPLC. The
64 B[ {(Rvi 102 Phempouandy veiperidie e plat 188 [ 1,2 4itniatd Py ylt-dH-
npl e Corrpound nane Starting materials
b%@ﬁ%%x&%‘ 1-[ (R -2-(5-1'm dazo[l 2-
alpyridin-6-y1-2H4 [1,2,4] triazol-3-yl)- pI&D
Crm ﬂro@%meé“»terel@ o PV gelesioled tad’d, 4eq "BIPEA and leq
off ﬁHeﬂ@%ﬁE&yl?chiﬂrRi@' vlvéi'h ﬁ@d&l‘ d&ﬁﬁvﬁ@ %AdH REctRMUnixture warmed to rt and
st reld( XXcgﬁet Iag3 CI lr%(fqgt §1a§,1f?1a%d|_vut H_regar&jlve HPLC.
trlazol 3- yII-plperldlnl y1} - 2- phenoxy- et hanone

Boc- D- Pi pecolic Acid, 6- Ani no-nicotinan di neand
phenoxyacetic acid 379.1 371 1-{(R)-2-[5- (1H—

TIRER Aeherbrk 4
tri gggﬂk%%é%ouﬁdy%r et d%]. a&o%}' r?g?(u)}ipet hanone
BUb' | P2 PUbUI I'C /'\bl U, J.I_IDBHL | ||| Ud.LUI e- O'
car boxam di ne and phenoxyacet|i c acid 403.2 372 MH-+
Example | Compound name Starting materials ‘
(found)
1-[(R)-2-(5-Imidazo[ 1,2~ Boc-D-Pipecolic Acid,

3@ a}pyridir'1—6—yl—2H— o Imidazo[li,z.—a]pyridinc—& 4437

[ [1,2,4]triazol-3-yl)-piperidin- | carboxamidine and
1-yi]-2-phenoxy-ethanone phenoxyacetic acid
1-{(R)-2-[5-(6- Amino-

| {Fd,) 3[ 1>( e ? Boc-D-Pipecolic Acid, 6-

370 Sounbate | Amino-nicotinamidineand 379.1
[1,2,4]triazol-3-yl]-piperidin- | .

- phenoxyacetic acid
1-yl1}-2-phenoxy-ethanone | B
1-{(R)-2-[5-(1H- Boc-D-Pipecolic Acid, 1H-
Benzoimidazol-5-yl)-2H- | Benzoimidazole-5-

371 ) L L 403.2
[1,2,4]triazol-3-yl]-piperidin- | carboxamidine and
1-yl}-2-phenoxy-ethanone phenoxyacetic acid
2-Phenoxy-1-[(R)-2-(5- Boc-D-Pipecolic Acid,

372 pyridin-3-yl-2H-[1,2,4}triazol- | Nicotinamidine and 364.2
3-yD-piperidin-1-yl]-ethanone | phenoxyacetic acid




2- Phenoxy-1-[(R)-2-(5- pyridin-3-yl-2H41, 2,4]triazol -
3-y1l)-piperidin-1-yl]-ethanone Boc-D- Pi pecolic Acid,
woRhEabigaam di ne and phenoxyacetic acid 364.2 p¥Rrr006/068745

[1,2,4]triazol-3-yl] -piperidin-
1-yi}-2-phenoxy-ethanone

phenoxyacetic acid

2007/ 063012PCT/ EP2006/ 068745 119109 - Exanpl e Conpound
nane Start|ng materials M& (fmlnr{\ 373
1- 1(R) 245-(3, 5- D et hyl - !szazoI 4-y1)-2H MEL+
Eﬁan?pléf Cobfnha Faht] - pi peri di nStartmg materials
yl} 2- phenoxy- et hanone Boc-D- Pi pecolic Acid, 3,5- | (found)
D hil -1 aavazan cnrhn A nd _nhoanavwvarnat | &
| =] IICL II‘ | T QU/\ULUI C '-r CTT UU/\ LILI \.u IIC ullu II\aIIUI\jMU\aLI ”
acid 38 344 1-[|(
R € 2 {ER%‘{E@ éﬁh]?ﬂgétﬁ%ﬁ B¢ BihiBécolic Acid, 3,5-
. gu azo| is9x3z0}-45lpH; di n1- y1] - dPienthdrisoxazole-4- 3822 -
|6 D Pl peapisl ALty gpléﬁuﬁpher&ﬂ?o GahBAxagd di ne and | 35
phenoxy ?tl c.acid 2- Phenoxy- 1- [(f R) - 2- ( 5-
pyri m jﬁlry )@ergcp;ye[t ané)ng] P enoxyaceuc act
triazol-3-yI)-pi peridi nI-yI]-[et hanone BOC- D- P pecol i ¢
Aci d, %mh%dxynf‘r{@{)cm{ﬁoxam di ne and phenoxyacetic
acid 3p EP 3% # {(R)-2- [|FBg4DNEpenplic drizol -
Pryl) - ?I%]eg ﬂ azol - 3- yl] -TIRbPRe D Birboxamidine 369.1
1- y1} - REphéhoxaol-3eyl)-papecdin- Bgc - D i pecolic Acjd, 4-
Met hyl | PX72 - an phenoxyaoetlc acid
2-Phenoxy-1-[(R)-2-(5- } N
s midin.2.v1.7E. Boc-D-Pipecolic Acid,

375 . | PYOMHARSYRES | porimidine-2-carboxamidine | 365.1

[1,2,4]triazol-3-yl)-piperidin- L

i and phenoxyacetic acid
1-yl}-ethanone
1-{(R)-2-[5-(4-Methyl-oxazol- | Boc-D-Pipecolic Acid, 4-

176 5-y1)-2H- [1 2. 4]triazol-3-yl]- Mcthyl—mfa?ole-s- 368.1

A piperidin-1-yl}- 2—phen0xy— carboxamidine and
ethanone phenoxyacetic acid
2-Phenoxy-1-[(R)-2-(5- - Boc-D-Pipecolic Acid, Pyrazine-

377 pyrazin-2-yl-2H-[1,2,4]triazol- | 2-carboxamidine and 365.1
3-yb)-piperidin-1-yl]-ethanone | phenoxyacetic acid
1-{(R)-2-[5-(2-Fluoro- . . .

. . Boc-D-Pipecolic Acid, 2-
phenyl)-2H-[1,2,4]triazol-3- .

378 _ T : - Fluoro-benzamidine and 381.1

yl]-piperidin-1-yl}-2-phenoxy- \ . -

: R phenoxyacetic acid
ethanone '
1-{(R)-2-[5-(3,5-Difluoro- . o

) Boc-D-Pipecolic Acid, 3,5-
phenyl)-2H-[ 1,2 4]triazol-3- . .
379 T Difluoro-benzamidine and 399.1
, yl]-piperidin- 1-v1}-2-phenoxy- L.
phenoxyacetic acid
ethanone
1-{(R)-2-[5-(2-Methyl-
UR)-2-[5-(2-Methy Boc-D-Pipecolic Acid, 2-

pyridin-4-y1)-2H- . . 1 _

380 Methyl-isonicotinamidine and | 378.1




car boxani di ne and phenoxyacetic acid 368.1 377 ,
2- Phenoxy-1-[(R) - 2-(5- pyrazin-2-yl-2H41,2,4]tria7ol -

wo 2o0tAhs3oRd peri di n-1-y1] - et hanone Boc- D- Pi pecol
Pyrazi ne2- car boxam di ne and _ghgnoxyacetic aci

g'r@g%dﬁgmssms

378 1- {(R)-2- ['—';- (2-Fl uorophenyl )-2H
[1, 2, 4‘+tr|azol | MH+
W alniddd 3@5 Bad @ 2- phenoxy, Qgﬁl NE.tBegs D- Pi pecol i ¢
Aca%m = Fflor o- é&&zam di ne de% p gnoa;(yacet ic acid (found)
QQ1 1 270 1
{(R) -21 I orophenyl ) 2H11, 2, 4}tri azol - 3-
yfl - pi agr{f{gyl n [P(f_’,ﬁf phenoxyeg&a])qsi ec%ggp@hfgpecol i€
@gi d, BpEenyDi IHd20 treveladd d| and eno ajﬁ 3811
id 3p9y -})iﬁe%hh%ﬁﬁi:p%&?&;@ )-2H
[1,2,4 phenoxyace’uc ac1d
triazo e@%e pi peri di nl-y11-12- phenoxy- et hanone
Boc- D P peCOI T /—\CI a2 Methyt=Tsom cottmanr dirme—antt
phenoxy aqati z.[8¢bd Biffod- VIO o
2007/ 0p 012 O 6/ Og 45 |-BarilD-Rip&odiopicel, 8dnpound
e g el gy BhabiiahbBa 2 (3991
[5-(3- R}dbipm@hdnyl)ﬁpﬂlahaﬂm@} triazo
yfl-pi pgridin- 1-yil-2- phenoxydth?ﬁﬁ@ﬁéeﬁca"ld
6-{5-[(R)-1-{2-Phenoxy- Boc-D-Pipecolic Acid, 2-Oxo-
acetyl)-piperidin-2-yl]-1H- 1,4-dihydro-2H-
383 [1,2,4]triazol-3-y1}-1,4- benzo[d][1,3]oxazine-6- 434.5
' dihydro-benzo[d][1,3]oxazin~ | carboxamidine and
2-one phenoxyacetic acid
7-{5-[(R)-1-(2-Phenoxy- Boc-D-Pipecolic Acid, 2-0xo-

184, acetyl)-piperidin-2-yl]- 1H- 1,2,3,4-tetrahydro-quinazoline- 1335

' [1,2,4]triazol-3-yl}-3,4- | 7-carboxamidine and e
dihydro-1H-quinazolin-2-one | phenoxyacetic acid .
1-(3-{5-[(R)-1-(2-Phenoxy- Boc-D-Pipecolic Acid, 3-(2,4-

285 acetyl)-piperidin-2-yl]-1H- Dioxo-imidazolidin-1-yl)- 4613
[1,2,4]triazol-3-yl1}-phenyl)- benzamidine and phenoxyacetic
imidazolidine-2,4-dione -acid '

The following compouﬂds were generatec“i'in analogy to example 1
. . MH-+
Example | Compound name Starting materials
. (found)
R)-Morpholine-3,4-
1-{(R)-3-[3-(2-Amino- (R)-Morpholine
. i dicarboxylic acid 4-tert-butyl

pyridin-4-y1)-[ 1,2,4]oxadiazol- . .

386 ester, 2- Amino-N-hydroxy- 381.6

5-yl]-morpholin-4-yl}-2-

phenoxy-ethanone

isonicotinamidine and
phenoxyacetyl chloride




Boc- D- Pi pecolic Acid, 3- Fluoro-benzam di ne and
phenoxyacetic acid 381.1 382 1-

wo bdoRos304P- (3, 4-Di f | uor ophenyl ) - 2H11, 2, 4] tri a;glrm%moﬁmsﬁs
yThpi peridin-1-yl}-2-phenoxygthanone Boc-D- Pi pecolic

Acid,

3 4- Difluoro-henzam di

e_and nhpnm(\/arptl C

acid73
o

(] N
D

913836 {5- [ (R-

h’?% B Y1] - 1H [

benzo[d] [1,3] o
nocol

1- (2-Phen oxXy-
152l ddtb@ao! - 3-y1l-

Xazl n- 2-one
rh h\lrlrn ’)I—L han-l

MH+
{(found)

[1,3]
434.5
acetyl
triazo
BGc- D
- 2-0xol} g,
and ph
[(R) -1}
[1,2,4

ipbuu He—Aete—2-0xel
bXazi ne- 6-

B34(R)-$53-(1AR) - 1- ( 2- Phep

B%A’?e”dllg;aﬁl] 1H |

hydro- 1H
P kaé}ﬂxnd:laﬂm Hyll-

eno§§4ﬂ&qL g%81 |na

acet i
¢thammenoxy - acetyl) pi [p

triazol - 3-y1) - pheny1)}-P

car boxam di ne

ol
=YT
C

dl
@r}&o%%rﬁgx%afet [ a::i
1d123rh§>xyhc acid 4-tert-butyl
G N drBxy2 180€

zbe@IZPiﬁé¢a7€1fl’%bxam di ne
5 Q&Bbokafnidiné and

enoxyaceztyP/c:]ﬁ]lonc{—F

)

406.2

I m daz
Di oxo-
phenoxy
ener aft
ame S

{(R) - 345

oxadi azo

ol 1 di ne-2, 4-di one Boc-0
m{Rzd3-diH-1 -y1l) - ben
hﬁxﬁf 13 The

n ana to exanpl

tHrfi ‘i’r]r@ga@@mlt? vil-a mater

NNORYE&fixg: 4- Y
F5-34]-20rp%ollﬁ94 y1)
ethanone

- P pecolic Acid, 342,4-
ZRiperdzine- I8adicarboxylic acid

2 keJiP @Qﬂesfe? r%iif ”cﬁ?sx
Loarbdxkmadift

and
) - 2- phenoxy et hanone
phenoxyacetic acid

i Hﬂ@emqlmuta%l@fﬁﬂ) 386 1}

U

405.4

389

5-{5-[(R)-1-(2-Phenoxy-
acetyl)-piperazin-2-vl]-
[1,2,4]oxadiazol-3-yl1}-1,3-
dihydro-indol-2-one

Piperazine-1,3-dicarboxylic acid
1-tert-butyl ester, N-Hydroxy-
2-0x0-2,3-dihydro-1H-indole-
5-carboxamidine and

phenoxyacetic acid

420.4

390 -

1-{(R)-2-[3-(2-Amino-
pyridin-4-yh-[1,2,4] oxadiazol-
5-yll-piperazin-1-yl}-2-

phenoxy-ethanone

1-tert-butyl ester, 2- Amino-N-

hydroxy~isonicotinai111djne and

phenoxyacetic acid

Pipéraz;ihc—l,?;— dicarboxylic acid | -

1 380.6

Example 391

(3- {5—[(R) 1-(2- Phenoxy-acetyl) plpcrldln -2-y1]-1,2,4]oxadiazol-3- yl}—phenoxy) acetic

acid

-The title compouﬁd 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




(R) - Mor phol i ne-3,4- dicarboxylic acid 4-tert-butyl

ester, 2-Am no- N hydroxy- isonicotinam dine and
wo RfeResyaCcet yl chloride 381.6 WO PCT/EP2006/068745

2007/ 063012PCT/ EP2006/ 068745 1xanpl e Conpound nane

Startipng materials M (found) 387 1- {(R)-3- [3- (

1HBenzbi m dazol - 5-y1) - [1 2,4 oxadi azol - 5-y| ] MEL+

l?{%lﬁﬁ H’1 pdukd haePhenoxyet hag Qﬂﬁg néaterlals
R) - i ne-3,4- dicarboxylic a 4-tert-butyl (found)
est-er - I\L I—l\lrlr r\vu 1!—lhar\lzr\| m Hazol e : car hr\vam rh Re

and phe e 40 3 (1H;

Benzoi Egif,‘éﬁl%?}ﬁ Y;?(S’hi ?ﬁ [g i f§§2 %hérﬂ% a%et[yﬁ

g per ap(pipéridiag- lzta{hwwbxy et Hap@man 2-y1]- 1H- 4746

| Prperar EH& ﬁ{‘{'l‘é@ﬂﬁ%& s agiith zﬂ]’uﬁ&ﬁi 3%5(&:128&%@&1’ '

N- Hydr pxy1H ben20| m dazol e- 5-| car Boxam di'ne and

phenoxy pegidirilylyethanonygg [mandipiperjdipgs) - 1.

(Z-Phepoxyacetyl)-piperazin- ZFyIi-

[1, 2, 4] exae)- Msl[s%mbli)hamﬁru gﬁ[p@ uvﬁ@:im@a@

Pi per agi ng g é‘&ﬁxyl iC le tci est er,

fy3Hydr p bepo ydr o- 1I—I-I?IB‘E¥6‘PE' ¥l boxanddl Ne476.6

and Shﬂhbxyhnﬂdlé )il pﬂ)eﬁﬂmd4 JA®, 4 +£i{zB)- 3-31BbdnZeinicido
pyridin adi az

YVl prne %ﬁeﬂﬂ’ﬁy%ﬁalﬂf%phem%&f epholing

Pi pe_raZ|1ne 1, décar boxylic ﬁ‘m_d 1-tert-butyl ester,

2- Ag1 np KEBI)dEdH (4dethpt i na ?—I{ﬁﬁ—?ﬁ%hgrpoexgpagt%ﬁ—e“ C

acl piperazine-1-carbonyl)- o

, ] piperidin-2-vl]- 1H-
394 phenyl]-2H-[1,2,4]triazol-3- ] _ ... | 4897
T _ [1,2,4]triazol-3-yl }-benzoic acid
yl}-piperidin-1-yI)-2-phenoxy- ) )
- and N-methylpiperazine
ethanone
4-(3-{5-[(R)~1-(2-Phenoxy- 3-{5-[1-(2-Phenoxy-acetyl)-
305 acetyl)-piperidin-2-yi]-1H- piperidin-2-yl]-1H- .. 4806
- [1,2,4]triazol-3-yl}-benzoyD)-- - | [1.2,4]triazol-3-yl}-benzoic acid |
- | piperazin-2-one " |and Piperazin-2-one
N-(2-Methoxy-ethyl)-N- 3-{5-[1-(2-Phenoxy-acetyl)-
methyl-3-{5-[(R)-1-(2- piperidin-2-yi}-1H-

396 phenoxy-acetyl)-piperidin-2- | [1,2,4]triazol-3-yl}-benzoic acid | 478.6
vl]-1H-[1,2,4]triazol-3-yl }- and (2-Methoxy-ethyl)-methyl-
benzamide amine
1-((R)-2-{5-I3-(4- Acetyl-

((R)2-45-13-(4-Acety. 3-{5-[ 1-(2-Phenoxy-acetyl)-
piperazine- 1-carbonyl)- L. y
) piperidin-2-yl]-1H-
397 phenyl]-2H-[ 1,2,4]triazol-3- . L 517.7
T [1,2,4]triazol-3-yl}-benzoic acid
yl}-piperidin-1-y1)-2-phenoxy- . ]
and 1-Piperazin-1-yl-ethanone
ethanone
3-{5-[1-(2-Ph -acetyl)-
1-(3-{5-[(R)- 1-(2-Phenoxy- ~{5-L1-(2-Phenoxy-acety)
o piperidin-2-yI]-1H-
acetyl)-piperidin-2-yl]-1H- ) N

398 ) [1,2,4]triazol-3-yl}-benzoic acid | 518.6
[1,2,4]triazol-3-yl}-benzoyl)- o .

T ] . and Piperidine-4-carboxylic
piperidine-4-carboxylic acid -
, acid -




380. 6
(3-{5-[

Exanpl e 391
(R -

1- (2- Phenoxy-acetyl)-piperidin-2-y1]-[1, 2,

wo4d@ngshhazol - 3-y1) - phenoxy -acetic acid 5 ThepitipbRo6/068745
conpound was prepared in analjggy to exanple 180 from

('2- { 5- [ ( IQ) -1- ( 2- thnm(y- acet \/1) - pi per Ldin-2- y1] -

[1, 2,4] oxadi azol -3-yl) - phenoky) -acetic acid MEL+

b e8lffpoulBnaftib- 5 (M H) §t|aﬁﬂg%£teﬁél§19 conpounds

wer e generated in anal ogy to pxanple 194 (found)

2007/ O 33(\1 ’)Df"'l'l ED’)(\(\RI HRQ7AE 1 1 ’) Evgwpl a Cowpouln

name S{arbi (f

2- Phen 333}%&?@?2 g%@"&ﬁ| pe?:{gl(i%é %8%?’8” acctf})

pheny 1] acutyl]-piperidin-givllz bii- 3- | piperidin-2-yl]-1H-

o - pi EI Q%tﬁaﬁo‘lﬂ}q—ﬂeﬁ 0e Br1,4 #nriazol-3-yl}-benzoic acid | 517.7

[1-(2- enoxy- acet S ]

pi peri jpwezldylfﬁ WF&X@C&WH ay ¥4 Bpgridipedsrtoxyiis ¢

and pi pemidd ne 474.6 393 1- (( Rici@amide-

[3-(Mtpholine-4- car hnn\/l\-p enyl] -211-

[1, 2,4 azol ridin;

1y 1) - b2 By TR ane . (B (R ey 1)
i_peri j(miﬁekdzhe—Blcbrbc[n]yDQ 4] t f pipeodin2-yl1}1Heenzoi ¢ !

‘E@i d a ? p%lﬂ 1R ?23093 3941112 ]tr1azo 3-yl}-benzoic acid 4786

1-R) -2 gl@ plperaz[n i %)ry}is)

phenyl y];}mqgepdgl 4}1‘1} F‘@Z@@HQ y| an: Ilpezﬁqhdm | -y1) - 2- phe
ll_uxyel lculunc 3511 2- l-'lll-:_llu y-acetyl)=

pi perid Dﬂéth%l%@e&ﬂg& ti aggl é il)(i—)Ph@ﬁtF%odcﬁtyBC' d
and N- (et hyl pi pef.azine 39, ﬁ

[(R)- 1 szpﬂléfh xp-L(BEdi¢1) - pi plé‘PFfé‘ihH 22Y - 111-

401, 2, 4} phidrda@lacayl MipdeiaQy 1) r [1,2,4]triazol-3-yl}-benzoic acid | 491.7
yI]-1H-[1,2,4]triazol-3-yl }- and N,N,N'-Trimethyl-ethane-
benzamide 1,2-diamine
2-Phenoxy-1-((R)-2-{5-[3- 3-{5-[1-(2-Phenoxy-acetyl)-

4D _(’thiomorpho]ine—4—c-a.rbonyl)~ ._piperidir?-Z-yl]-lH-  laos

... _ | phenyl]-2H-[1,2 4]triazol-3- [1,2,4]triazol-3-yl}-benzoic acid
yl}-piperidin- 1-yl)-ethanone and thiomorpholine
4-(3-{5-[(R)-1-(2-Phenoxy- 3-{5-] 1-(2-Phenoxy-acetyl)-
acetyl)-piperidin-2-yI]-1H- piperidin-2-ylj-1H-

403 [1,2 4}tr1azol 3-yl}-benzoyl)- [1,2,4]triazol-3-y1}-benzoic acid | 547.7
p1peraz1ne—1 carboxylic acid . | and Piperazine- 1-carboxylic |
ethyl ester acid ethyl ester
N-(2-Hydroxy-ethyl)-3-{5- 3-{5-[1-(2-Phenoxy-acetyl)-

404 [(.R)-‘1-‘(2-phenoxy—acety1)— piperidjx-l—Z—yl]—lH— ‘  asos

_piperidin-2-yl]-1H- [1,2,4}triazol-3-yl}-benzoic acid
[1,2,4]triazol-3-yl}-benzamide | and aminoethanol

N-Methyl-3- {5-[(R)-1-(2- 3-{5-[1-(2-Phenoxy-acetyl)-
phenoxy-acetyl)-piperidin-2- piperidin-2-yl]-1H-

405 yl}-1H-[1,2,4]triazol-3-yl } N- | [1,2,4]triazol-3-yl1}-benzoic acid | 525.7
(2-pyridin-2-yl-ethyl)- and Methyl-(2-pyridin-2-yl-
benzamide ethyl)-amine




pi perazin-2-one 3- {5-
pi peridin-2-y1]-111[1, 2,4]tri azol -
wo 390EJopEr azi n-2-one 489.6 396 N (2- Met hoxy- epgy
met hyl-3- {5-[(R)-1- (2 phenq)m acetyl)-piperi
y1l-1H[1 2 Altriazaol-

[1-(

2- Phenoxy- acetyl) -
3-yl}-benzoic acid

enzam de 3

Jﬁzdbkmmﬂs

{541 (2 Phenoxy acet y1) p| peridin-2-yl]-111- ML+
lé]' d Radlel - benzoic aﬁhﬁmgrhgatenals
2- 1oxy et -met hyl am ne| 478 (found)
1 /(P\ 2 J'L'\ rQ //I Ar\af\ll n| naro-una 1 r\nrhnn\l1\
phenyl az 3 yI %‘ phen
oxyet ha aojéléy%i %l&?[ #2 Pheno I% th& enolxy a]c%tyﬁ
pi peri dpyd@rmlﬁl{f‘l[ B(R2; 1402 r | azwpe@hyllyylbélﬂzou c acid
[(g) 1-1 Fﬂé{‘ﬁgﬁ(eﬁt§ saﬂ &I«%@gﬁg: ]fihh]?n&%? M BenzbRacid | 499.6
-1H 1, YW b2 tflﬁz%l’g}’lbenz nyyamd. 3- CycIOPrOPylammO-
pi peri thaemdndar boxylic acid [Bprbpronitrile
[1-(2- Phenoxy-acetyl)-
pi peri 2, 4] tri - 3- benzoi c..aci d
and Pi aiﬂﬁﬁﬁ?{&k}@ﬁ%‘ﬁ%’ffl c aa:?z"g%"gfféz%}"e%y'ace tyD- :
2007/ OaS&lﬂPﬁiﬁéﬁ&E@D@ﬂOﬁﬂ745 -pipdr3din-255@utpl-e  Conpound
(ff
B0 LA Bl Al i bengoigacia | 5757
1H [ 1| phetiyl-pipesidisie-8- y1) - benzangi4-Phenyl-piperidine-4-
pi peri dipgosindar boxylic aci d [aeidile :
{511- (P- Phenoxv acetyl)- piperidin-2-yl] - 1H [
1,2, 4] )zgl 3-y1}- benzoi ¢ acid and
. " :
Pi peri dMéRLI e BdHydEoRE d aﬂ{ﬂfl—?ﬂ'—?’thoxy-.acetyl)-
piperidine-1-carbonyl)- o
. ) piperidin-2-yl]-1H-
408 phenyl]-2H-[1,2 4]triazol-3- T L. | 4906
T 1 [1,2,4]triazol-3-yl}-benzoic acid | -
yl}-piperidin-1-yl)-2-phenoxy- o :
. and Piperidin-4-ol -
ethanone
8-(3-{5-[(R)-1-(2-Phenoxy- | 3-{5-[1-(2-Phenoxy-acetyl)-
. acetyl)-piperidin-2-yl]-1H- piperidin-2-yi]-1H- ..
409 "1 11,2, 4]triazol-3-yl}-benzoyl)- [1,2,4]triazol-3-yl}-benzoic acid | 558.6
1,3,8-triaza-spiro[4.5]decane- | and 1,3,8-Triaza- -
2.4-dione spiro[4.5]decane-2.4-dione
1-(2-{5-[3-(Spiro(1-Phtalan)- | 3-{5-[ 1-(2-Phenoxy-acetyl)-
| piperidine-4-carbonyl)- piperidin-2-yi]-1H- -
410 _ phenyl]—ZH—[1,2,4]triazol—3— [1,2,4]triazol-3-yl}-benzoic acid | 578.7
 yl}-piperidin-1-yl)-2-phenoxy- | and 4-Spiro(1-Phtalan}- '
ethanone piperidine
2-Ph -1-((R)-2-{5-[3-(3- '
henoxy-1-((R)-2-45-13-G~ | 5 15 112 Phenoxy-acetyl)-
_ pyridin-4-yl-pyrrolidine-1- L
piperidin-2-vl}-1H-
411 carbonyl)-phenyl]-2H- - 537.7

[1,2,4]triazol-3-yl }-piperidin-
1-vl)-ethanone

[1,2,4]triazol-3-yl }-benzoic acid
and 4-Pyrrolidin-3-yl-pyridine




400 2- Phenoxy-14(R)-2- {5-
(thiazolidi ne-3-carbonyl)-
3- yl1)-piperidin-I-yl)-ethanone 3-

wo ey

1,2, 4]

[3
ph

enyl] -2H{ 1, 2, 4]

hkdin-2-yl]
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[1, 2, 4]
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The fo]lowing compounds were generated according to example 231

Example

Compound name

Starting materials

MH-+
(found)

415

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

5-{5-[1-(2-Phenoxy-acetyl)-
piperidin-2-yl]-1H-
[1,2,4]triazol-3-yl}-nicotinic
acid and Rink resin

407.5

416

2-(3-{5-[1-(2-Phenoxy-acetyl)-
piperidin-2-yl]-
[1,2,4Joxadiazol-3-v1}-

phenoxy)-acetamide

(3-{5-[1-(2-Phenoxy-acetyl)-
piperidin-2-yl]-
[1,2,4]oxadiazol-3-vl}-
phenoxy)-acetic acid and Rink

resin

4375

The following compounds were generated according to example 242




3-1511-

1,2, 4]
wo My

naneg

(2- Phenoxy- acetyl ) -
triazol

pi
-3-yll-benzoic

peridin-2-yl]
acid and

1H |

i 2- pyr i di n-2- y| et hy| ) -am ne 525.7 \/@CTfEP20061068745

03501
2007/ 063012PCT/ EP2006/ 068745 116
arting materjials M (found) 406

114 -

Exanpl e Conpound

N-(2- Qyano-ethyl)-N cyclopragpyl-3- {5-[(R)-1-(2-

MH+

BAg %VF%E»BM# nRinger i di n-2- Startm%]materials

y1[-1H triazol -3-yll- |benza - (found)
{511 (’) Dhﬂhnx}yl acet 1) nl H\‘I I ul II 2 ‘I! ] 111
[1,2, 4]y hP oi g )
3- Cycl opri) g%n% ¥ 5 ?Elﬁt rilk 1’31?933 gg]%ﬁnfni X %uor -
%R)“- 1} plzanph@ﬂmtyb peqmtdym? pi pfdxenwoﬁlzyég}m}admaw vil- |
17,2 4] kK nzoy1) 439.1
» 2, Al i ot Q@f?(l)xa%la&grlb g'ﬂ— y pléerldm 1-y1}-2-phenoxy-
phenyl ; pi peri di ne-4- carbonit 3
{541- (peimmehoiegagide y1) - pi perqﬂaﬁwnsﬂw?catﬂﬂhbpﬂﬁz, 4
m =3-yIy-benzoic acid a d 4-Phenyt-pi peri dine-4f
carbonjtrile 575.7 408 1- & B&}bﬁ% amhcﬁmmgN{Z-
[ 3- (4- | dPdypiperipdiRel12ca ﬁﬂ ( enyl] - 2H
[1,2, ]f)}{én%%% Lzeds lyype?idﬁ}?-ﬁl di 1§ - phenoxyet hanoh
83 (o [ PR xy- acet y hydpopearbamitaghyphensllH | 439.1
[1, 2, 44 132%4”‘33113%21} HEnzoi ¢ a%gﬂa&n?@ﬁldpﬁiféﬁ&ﬂc&yﬁ of'
490. 6 PSKBnyl)-acetamide .
chloride
N-(3-{5-[(R)-1-(2-Phenoxy- 1-{2-[5-(3- Amino-phenyl)-2H-

419 acetyl)-piperidin-2-yl]-1H- [1,2,4]triazol-3-yl}-piperidin-1- 1345 \'
[1,2,4]triazol-3-yl}-phenyl)- yl}-2-phenoxy-ethanone and ’
propionamide propienic acid chloride
N-(3-{5-[(R)- 1-(2—Pheﬁoxy— 1-{2-[5-(3-Amino-phenyl)-2H-

oo | acetyl)-p_iperidhl-z-yl]—1H— | [1,2.4]triazol-3-vl] —piperidin.— 1- 4486
[1,2,4]triazol-3-y1}-phenyl)- yl}-2-phenoxy-ethanone and: = |.
isobutyramide isobutyric acid chloride

The following compounds were generated according to example 1

_ X . : MH+

Example | Compound name Starting materials J

_ (found)
2-Hydrazinocarbonyl-
N-(4-Fluoro-3-{5-[(R)-1-(2- piperidine- 1-carboxylic acid
41 phenoxy-acetyl)-piperidin-2- | tert-butyl ester, N-(3- 438.5

yl]-1H-[1,2 4] triazol-3-yl}-
phenyl)-acetamide

Carbamidoyl-4-fluoro-phenyl)-
acetamide and phenoxyacetic

acid
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Shert
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ber i di n-1 \/1\
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423r bon
triazol ¥
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iy
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BEbyEgabobye T
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c ,acid
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200770
name St
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% i azo

_[1_

3012PCT/ EPZ20067 068745
artlng materials M (

N RGP R 17

Plﬁsnpxy apitpRpiiptrdin2- y 1

SRt

TI5 - Exanpl € Conpoun
f DiydjazitkRarbohR) - 2-

d?lﬁlTrE] ine-1-carboxylic acid -

NﬁﬂlphﬁmﬂwyPé{ﬁanone 3-
Carbamnn doy]b6 -fluoro-

348.5

pi perid azol - 3- enzol ¢ acid

and 3- m@%ﬁe@maﬂéﬁ?l pyrrol i |Rh§n51381°®a@1®511—d( (R) - 2-

{513- ({S) - 3- Et hoxypyrrol i di ng-piredakyaeticlacid
Example 424

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

acetamide

The title compound was generated in analogy to example 242 from 1-{2-[5-(2-Amino-

pyrldm -4-y1)-2H-[1, 2 4] trtazol-3-yl]-piperidin- 1-yl }-2-phenoxy-ethanone and acetyl
chloride. MS 421.5 (MH+)

Example 425

1-(3-{5-[(R)- 1-(2—Phenoxy—a;etyl)-piperidin—Z—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 mixtare 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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phenyl] -2H] yl) -pi peridin-|-yl)-2-phenoxyet han one
3- {5- [1-(2-Phenoxy-acetyl)-

Wo% }%Ejogin 2-yl]-1H 1, 2, 4] triazol-3-yll 'benzobﬁT/iﬁbd%/ossms

S) - 3- Et hoxy- pyrrol i dine 5304.6 414
14( R) - 2- {513- ( XS) - 3- Hydroxy pyrrolidine-1-
1:@!{5&9&3{2 Ph@ﬁ@{yydc]etﬂﬁrbl Edidia-ZAW1]-18-[1,2,4]triazol-3-yl}-phenyl)-
tr| Z%ﬁ%'ﬁé pi peri d| nl-y1)-2- phenoxy et hanone 3-
P{T%‘f’l %y-acetyl)- piperidin-2-yll-1H [1,2,4]
triazol -3-yl)-benzoic acid and
049) rﬂmblydrm&y by2-f Bl 3-diomie ophend)-2HAEL 1, 4) tHarol-Beyi] plpel'ldln 1-y1}-2-

PEAOMRONELESRIENEh S L3l 0. O g s

reggipIs wag sstirfad] @varn{ght Fingh dlkgy -intermediate (N-(3-{5-[ 2—Phen0xy—acetyl)
ppeRlmld- yﬁl[@@rdggk?ﬁh&bll% ﬁheﬂ[ﬂb s%oéﬂlaﬂ'lfc' 248 -BolMleli-via preparative
de
159

HE’:L@ &Jﬁgﬁlﬁ? &’]ﬂf‘milwﬁﬂ ?R’Fﬁi .nafﬁ\ﬁ%gng, 79 of HATY jwas added. The

reacmcd1 mﬁ}duﬁl \ﬁ:’i@ Heatednto4Q0°( udih § nFicfowave heating. The product was isolated
% arat ;acetyl)- piperi d| n-2-yl1l]- [1,2,4
Vi )E’a azlo | phenoxy) - acet am de ( 3-

{511- ( 2- Phenoxy acetyl)- piperidin-2-y1]- [1, 2, 4]
N@kﬁ@)a&ﬁﬁﬁ@é&lﬂ phenoxy) -acetic acid and Rink resin

437.5 The foll ow ng conpounds were generated

ERREAEdINg to exanpl e 242
2-Phenoxy-1-{(R)-2-(5-pyridazin-4-yl-[1,2,4]oxadiazol-3-yl)-piperidin-1-yl]-ethanone
Step 1:

(R)-2-(N-Hydroxycarbamidoyl)-piperidine- 1 - carboxyhc acid tert-butyl-ester

3g of (R)-N-Boc-2-Cyanopiperidine (14 mmol) were treated with 70mmol of hydrazine
hydrochlorlde and 35mmol sodium carbonate in a mixture of ethanel/water (7:3) and
heated to 50°C owernight. The “solvent was evaporated and the crude -extracted from
ethylacetate/water. The orgahiclaycr was dried over sodium sulfate. After evaporation a

white solid was obtained in quanitative yield.

MS(ISO): 244.5 (MII+)

- Step 2:

(R)-  2-(5-Pyridazin-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 1lml DMF and stirred for 15 min. 02mmol 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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phenoxy-acetyl)-piperidin-2-1y4] - [1,2,4]
oxadi azol - 3-y1) - phenyl) - acet am de 1-
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The following compounds were generated in analogy to example 427

| MB+
Example | Compound name Starting materials
- \ (found)
: R)-2-(N Hydroxycarb-
4 {3-[(R)-1-(2-Phenoxy- (R)-2-(N Hydroxy
. - | amidoyl)-piperidine-1-
acetyl)-piperidin-2-yl}- .
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' [1,2,4]oxadiazol-5-y1}- .
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. acetyl)-piperidin-2-yl]- o
430 . carboxylic acid tert-butyl ester, | 389.3
[1,2,4]oxadiazol-5-y1}- L
. 3-Cyanobenzoic acid and
benzonitrile .
phenoxyacetyl chloride
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The following intermediate compounds were prepared in analogy to example 256

| Example | Intermediate name Starting materials

480 N-Hydroxy-2-imidazol-1-yl- 2-Imidazol-1-yl-isonicotinonitrile
isonicotinamidine ' and hydroxylamine

433 N-Hydroxy-4-(3H-imidazol-4-yl)- 4-(3H-Imidazol-4-yl)-benzonitrile
benzamidine and hydroxylamine

484 N-Hydroxy-4-(2-methyl-imidazol-1- | 4-(2-Methyl-imidazol-1-yl)- -
yl)-benzamidine benzonitrile and hydroxylamine

485 N-Hydroxy-2-pyrazol-1-yl- 2-Pyrazol-1-yl-isonicotinonitrile
isonicotinamidine and hydroxylamine
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Example 535

N-(5-Cyano-2-fluoro-phenyl)-acetamide

10 mmol of 3-Amino-4-fluoro-benzonitrile were dissolved 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
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
NaHCO; 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): 176.2 (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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Example 539

2-Oxo-1,4-dihydro-2H-benzo[d][1,3] oxazine-6-carbonitrile

20 mmol of 4-Amino-3-hydroxymethyl-benzonitrile were dissolved in THF. 1.2 eq. of
DIPEA were added and the reaction cooled to 0°C. 3.5eq of ethyl chloroformate were
added dropwise and the reaction warmed to rt and stirred for another 15min. The crude
material was extracted form etyhlacetate and sat. NaHCO3. After separation, and drying of
the ofganic layer the solvent was evaporated and the crude taken up in-toluene, 2.5 ml of
DBU were added and the reaction mixture refluxed for 4h. The or ganic layer was extracted
with water and the organic layer separated and reduced resulting in a yellow oil. Crude

material was not further characterized.
Example 540
2-0x0-1,2,3,4-tetrahydro-quinazoline-7-carbonitrile

24 mmol of 2-Nitro-4-chloro-benzylamine hydrochloride were dissolved in THF. 2.2 eq of
DIPEA were added and the reaction mixture cooled to 0°C. 3.5 eq. of éthyl chloroforamte
were added dropwise and the reaction stirred for 15 min. After extraction from -
ethylacetate/sat. NaHCO3 and evaporation of the organic layer a light brown solid resulted.
This was taken up in MeOH/sat. NHACI (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
1solated via extraction with ethylacetate. After evaporation a light vellow solid resulted.
MS(ISO): 174.2 (MH+)

Example 541
3-(5-Oxo0-1,5-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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benzoic acid ethyl ester 494
4- ( N- Hydr oxycar bam doyf | - benzoi ¢ acid nethyl ester

WO 460@963002 benzoi ¢ aci d nmet hyl ester and hydr oXpCEPB@6/068745

495 [ 3- ( N-Hydr oxycar bam doyl)136phenoxypaceti c acid
nmet hyl ester (3-Cyano-phenoxy)-acetic acid nethyl
werstadded ndehyabtion yhixmrei wasd Béited 1y’ Oxigr 3h. be ydpetsibn was cooled to

rtbﬁﬁz@h‘mo@l ?\lz;al_@jl\ﬁe §olﬁﬁfnl? ?{rhcﬂicﬁeand tge reactlmg1 mmtuée stirred at rt for 2h.

benzoi m dazo - carbonitri
W%rw)ﬁﬂg?ﬁ ad thep 1P adigpted I wpnecdy HCL(25%). The resulting suspension

whSHIRr&Dbff BRI En der ARG IMSISORIIBNONIMHL) € and
hydr oxyl am ne 498 3, N- Di hydr oxy- benzam di ne

3- é@gy benzonitrile and hydroxyl am ne WO
E’?d’gglf’ 012PC T/ EP2006/ 068745 - 131 - Exanpl e
Intermedi ate nane Starting materials 499

342 K Do hy-tindagoliyinzaylrbdi svaitdildy dr oxy- benzoni tril e and
hydr oxyl am ne 500 4-(N-Hydr oxycar bam m doyl)- benzoic

I%C(i)fd&Aminobenzonitrﬂ were dissolved in 60 ml Dioxan and 0.8ml of Chloro-acetyl
isocyanate added. The reaction mixture was stirred at rt for Zh. 2.5ml of DBU were added
and the reaction mixture stirred at rt for 40h. The prodéut was extracted with DCM.
MS(ISO): 202.2 (MH+)

Example 543
3-(1,1-Diexo- 1k6-isothiazolidin-2-yl)-benzonitrile

1 g of 3-Aminobenzonitril were dissolved in 10 ml DCM and 2.2 m1 of DIPEA. 1.3 ml of 3-
Chloro-propane-1-sulfonyl chloride were added and the réaction mixture stirred at rt
overnight. The organic layer was evaporated, the crude taken up in DMF and 1.5 ml DBU
added. The reaction mixture was stirred at rt overnight. DCM was added and the organic
phase washed with water. The organic layer was separated, dried over Na2S504 and
evaporated. MS(ISO): 232.2 (MH+)

Example 544
3-(2-Oxo-pyrrolidin- 1-yl)-benzonitrile

2 g of 3-Aminobenzonitril were dissolved in 20 ml DMF and 4.4 m1 of DIPEA. The reaction
mixture was cooled to 0°C and 2 ml of 4-chloro-butyryl chloride added. The reaction
mixture was stirred at rt for 1h. 5 m! of DBU were added and the reaction mixture stirred
at rt bvcrnight. DCM was added and the organic phase washed with 1IN HCL and water,
The organic layer was separated, dried over Na2S0O4 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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4- Cyano- phenyl boroni ¢ acid and hydroxyl ani ne 501
N- Hydr oxy- f ur an- 2- car boxam di ne Furan-2-carbonitrile

wo andobyds oxyl am ne 502 N- Hydr oxy- 4- et hyl - PCT/EP2006/068745

[1, 2, 3] thi adi azol e- 5- car boxanjzgi.ne 4- Met hyl -
[1,2,3]thiadiazol e-5- carbonitrile and hydroxyl am ne
ExGBphSHy dr oxy- 2, 5-di net hyl- 2H
pyr azol e- 3- car boxam di ne 2, 5- Di net hyl- 2H pyrazol e- 3-

AR e R e

1H Pyrazol e-4-carbonitrile and hydroxyl am ne 505
13ppak ok yneghiedgyiinpbangeste| wers- digwhisd xian2@ime MeOH. 12 mmol of

trﬁnét’ﬁ 1Bithofos®: }’éﬂéohg SrfRar Qﬁ&hw 'Hy@rﬁﬂl@cé}lﬂgﬁﬁﬁ%l 34 N mg of p-
_ dr ox - 3-" cal boxam di .

tofygp GERC AR @Sﬁﬁ%ﬂ%&%&@ﬂ%ﬁ% @88y 65°C. 37mmol of
sddiuly dh ethyin Aakd- Werexatded 2andl, drirréd Foralidadfion0)ahi. Mihdi fgadic layer was

ine
re B T s aoped iy it ooty b P rpaplin soli
filkgred by & msylltanﬁ AanBOBof product. MS(ISO): 204.2 (M-H+)
6- Ami no- N- hydr oxy- ni cot i nam di ne

LBy ni cotinonitrile and hydroxyl am ne 509
dr oxy-i m dazo[ 1, 2- a] pyri di ne- 6-carboxani di ne

RS A R cggon 1K e

12 mmol of ethyl-3-aminobenzoate were dissolved in 120 ml Dioxan. leq of chloroacetyl
isocyanate were added. The reaction mixture was stirred at rt for 1h and then heated to
120°C for an additional 2h. The reaction was cooled to rt, 2eq of DBU added and- again
stirred at rt overnight. The solvent was evaporated and the crude extrated from DCM. The
crude material was dissolved in 20 ml MeOH and 4 ml of 4N NaOH were added. The
reaction mixture was stirred at rt for 20h. After evaporation of the oranic layer the ageuous
phase was acidified to pH=1 and the resulting white solid was filtered off and dried under
vacuum. MS(ISQ): 219.2 (M-H+)

Example 548
3-('1,1—Dioxo- 146-[ 1,2,5] thiadiazolidin -2-yl)-benzoic acid

13 mmol of methyl-3-aminobenzoate were dissolved in 20 ml DCM and 3 ml of TEA
added. 1.6 ml of 3-chloropropanesulfonyl chloride were added slowly under arson
atmosphere. The reaction mixture was stirred at rt overnight and washed with 1N HCL The
organic layer was separated, dried over Na2S04 and reduced 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 IN HCL 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, MYISO): 241.3 (M-H+)

Example 549

3-(2-Ox0-2,3-dihydro-imidazol-1-yl)-benzoic acid
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N-[ 4- Fl uor o- 3- (N- hydr oxycar bam m doyl) - phenyf| acet am

wo d@70kJesr Cyano- 4-f | uoro- phenye- acet am de and PCTmPioé’gmﬁsns

hydr oxyl ami ne WO 2007/ 063013R&T/ EP2006/ 068745 -
- Exanple Internediate nane Starting materials 511
I2Nmfnol Fif ethyb 3 3m{iNbhetrzoaty e d dissoived dy 2J)-nplHe@WLAnd 2 ml of TEA added.

Tﬁi dér oxyr? %l%u(rg’ g%ac%%kﬁ 1.fo| %950 theHM%mhg g%%l awnf]:rg eadggcfj slowly. The
repftjogL mmm ‘8a8( Nayied xtpcHr badni stirtkdy fdr- ph eadgliticnabt ldinidder argon
at§1 Nbiee. %%ac@loﬁlﬂi&rt&e RIS PY¥dnkd oRGEL Y e oRlic layer separated, dried

roxyl am ne
O‘r@r ﬂ%&é ggn r%%cféuadfa. vagee. Bie Gefe Baferinl wps taken up in 30 mi DCM
arfiX 831 A€ of afad de¥@IdeH{diedimethylacetal were added. The reaction mixture was

B Bk DA O SRl 5, A GRE bl a ae

ovpe Nadpa@}. AflerIamoradomet e sclaerttakarasaliting crude material was purified via

Kl%se‘i’ ﬂroﬁlal‘?ééé} aﬂ{&? %8(’; %&(&%ﬂﬁ?{rcﬁ%gﬁe‘)&i%h@& 195 ml MeOH and 2 m1

car Onl tri

ofWWindQechﬂe@t@mv@wmwmt mh £l Imeciflifiedrwith HCI to

pHX 88 8{HRG esulting white solid filtered off. MS(ISO) 203.2 (M-H+)
2-0xo-1, 2, 3, 4%etra hydr o- qui nazol i ne-7-carbonitrile

and h %oxyl am ne 516
0Xx0- 106-i sot hi azol i di n- 2-

yfI N hydr oxy- benzam di ne ‘
3-82,5-Didxdimidazdidi6-1- @pbaaiodddli n- 2- yfl -benzonitrile

and hydr oxyl am ne
13 mmol of methyl-3-aminobenzoate were dissolved in 20 ml DCM and 1.7 ml of ethyl
isocyanatoacetate added. The reaction mixture was stirred at rt for 1h. The solvent was
evaporated and the resulting crude taken up in 50 m! acetone. 50 ml of aq. HC1 (25%) were
added and heated to reflux for 8h. After evaporation of the organic layer the resulting solid

was filtered off, washed with water and dried under vacoum. MS(ISO): 219.2 (M-H+)
Example 551
3-0Oxo0-3,4-dihydro-2H-benzo[ 1,4]oxazine-6-carboxamidine

8.7 mmol of N-Hydroxy-3-oxo0-3,4-dihydro-2H-benzo[ 1,4] oxazine-6-carboxamidine were
dissolved in 25 ml acetic acid. 5 eq. of ammonium formiate and 0.05 eq. of Pd/C (10%) -
were added and the reaction mixture heated to reflux overnight. The reaction mixture was
concentrated, cooled to 0°C and the pH adjusted to 8 using aq. NaOH (28%). The resulting
solid was filtered off and washed with water. MS(1SO): 192.2 (M-H+)



517 N Hydroxy-3-(2-oxo-pyrrolidin-1- yfl-benzam di ne

3-(2- 0xo-pyrrolidin-1-y1l)-

benzonitril e and

WOM&,@@H am ne 518 3-(2, 4-Di oxo-i m dazol i di n- ilcylﬁ,zdhkmﬁsﬂs
hydr oxy- benzamni di ne 3-(2, 4- Dijggo-i m dazolidin-I-

benzonitrile and hydroxyl am ne 519-

Th fdfldiwingyin ferfpdiavoin foud dwereqehdratéd 44 analogy to example 551
-4-y1)-benzam di ne 3-(5-0xo0-1, 5-di hydro-

triazol

[1,2,4] triazol-4-yl)-benzonitrilé and hydroxyl am ne
@00 |7 I3&IXIRREn THEP2006/ 068745 - Sﬂa’s?ﬂngm'ﬁtmial
i IIH uumnunus ‘anere gCIICI u.t C\ aCCGI \JI Ilg t\J
exanpl W nmedi ate N t. ~
Jmteri apﬁljdéﬁ(gﬁ %E)xo 2, 3-di 2 glﬁm{y ﬂ:ﬁ@azo{lz
Hi ndol pcBbexaridgn di ne hydr ochl of ialryridine-6-carboxamidine
2= Oxo-g 3=drhydro=—iH1rndote=5—carbonrtrrte—and
hydraz| ne 521 N Ami no- 1H I ndazol e{%-pGaf @@xgjﬁbgﬁﬂﬁnidmle_s_
Igdr oc hlldrBaneoibdd havdiaZ eheboZamatiboni tri'l e and
hydr az| ne 522 N Ani no- 1H | ndol e- 5{ SERPEIRYHI ne
hydrochli ori de IFTndole-5-carbonii{rile and hydrazi ne
5243 Nicotinamidine N-Hydroxy-nicotinamidine
555 3,5-Dimethyl-isoxazole-4- N-Hydroxy-3,5-dimethyl-
carboxamidine 1soxazole-4-carboxamidine
o L L N-Hydroxy-thiophene-2-
556 Thiophene-2-carboxamidine o
carboxamidine
N-Hyd -pyrimidine-2-
556 Pyrimidine-2-carboxamidine YOTORypyHmicme
- carboxamidine
. N-Hydroxy-4-methyl-oxazole-5-
557 4-Methyl-oxazole-5-carboxamidine s
carboxamidine
N-Hydroxy-pyrazine-2-
558 Pyrazine-2-carboxamidine Y roy?y .pyrazme
' ‘| carboxamidine
e .y N-Hydroxy-2-methyl-
559 2-Methyl-isonicotinamidine LT T
- isonicotinamidine
.| 2-Oxo0-1,4-dihydro-2H- N-Hydroxy-2-oxo-1,4-dihydro-2H-
560 benzo[d][1,3]oxazine-6- benzo[d][1,3]oxazine-6-
carboxamidine carboxamidine
o N-Hydroxy-2-oxo-1,2,3,4-
2-0xo0-1,2,3 4-tetrahydro- . .
561 . i . tetrahydro-quinazoline-6-
quinazoline-6-carboxamidine L
carboxamidine
562 3-(2,4-Dioxo-imidazolidin- 1-yl)- 3-(2,4-Dioxo-imidazolidin-1-yl)-
benzamidine N-hydroxy-benzamidine




N- Am no- 1H Benzotri azol e-5- car boxam di ne
hydrochl ori de 1H Benzotri azol e-5-carbonitrile and
wo Eﬁiﬁﬁ)@i}'l?e 524 N- Am no- 2- 0xo0- 2, 3-di hydro- 1R per/mpanosioes7ss
enzol m dazol e- 5- car boxam dl_ggobydr ochl ori de
2-0x0-2, 3-di hydro- 1Hhenzoi m dazol e-5-carbonitri k and

draz|pne 525 . .
@Nﬁ%ﬁ p INETRRAIUK P2BE et hy1- 1Hbenz o ARG BRETBL car boxa

m di nef hydrochl oride Z-Methyl-1H penzol m dazol e- 5-

carbon{trile and hydrazi ne 526 N AN-{vFRroftH3ndN-

i soni c piN-afridiareddydridrnpahiend)- :dovD)-shensd
=AM NOadcsRRigeot i nonitril e and hy(i}lg%ﬁo%gcaé%m oyl)-phenyl]-

N- Ami np- 3- (5- 0x0- 4, 5-di hydro- [ 1, 3addtamide

han—o o A 1l oy d o

aveadcdt ab Al 2_ 1\ nao achl Ay a

"TUAAUT AL Ul Z yJ.) CTTIZANT Ul 1111 ||yU| YyoTim UT T UT

3- (5-0ko0- 4, 5-di hydro- 1,3, 4] e, 2N

oxadi ab bh¢RCyibhmhenzorlirbipmeayty Ny aF ozl Ha 528,

| 04Ani np- 311, 3 4] Oxadi azol - 2-yl - be¢rydiagiapeamidoyl)-phenyl]-
hydr ochfSTIHE°3- [ 1, 3, 4] Oxadi azol - 2aydiaRiezoni tri | e

and hyflrazine 529 N-Am no-3- Carbam doyl -

phenyl poroni ¢ acid hydrochl ori de

: . -[6- -(N- _
3 Qyanbnahe R anLe Ak ety Pab-flroseg-(
365Am np- 2- f | yor o- benzam di ne hydr ¢tklh@xiciebamidoyl)-phenyl]-
2- Fl uoy &38RI tri k and hydrazi ne and, hydrazine WO
2007/ 0p3012PCT/ EP2006/ 068745 - 134 -




Exanpl e Internmedi ate name Starting materials 531
N- Ami no- 6- Am no- ni coti nam di ne hydrochl ori de
nicotinonitrile and hydrazine 532
WO@ﬁm%gz4 Car bani mi doyl - benzqiy¢ _aci d net hyl gg:[l‘iEP2006/068745
hydr ochl ori de 4-Cyano-benzoic acid nethyl ester and
lazi ne 533 N- Am no- 4- Fl uor o- benzam di ne
hydr ochl ori de 4- Fluoro benzonitrile and hydrazine 534

e A -

covestia@ehmangerf | uor o- phenyl ) - acet ami de 10 nmol  of
3- Ani no- 4-fl uoro-benzoniftile were dissolved in 30 n
In@f;ﬁlienjfs 5eq of DI PEA 5 were added and thepd.gqtd on
m xture cooled to 0OC. 1.2 eq of acetylch | wer e
addfd dropwi se, the reaction warned up to rt and

red for additional 30 mn. The sol vent was
Cemppondbefdrmnth (The product isolated via exd.panti @0.0me

: ate and saturated NaHCO3 so i on.
%@Fﬂﬁiﬁ}éi%@o?w) 10 Exanpl e 536 B a35me
Lagg¢sg h@yrans- 5- f | uor o- phenyl ) - acet ami de The6@0tige 70.0mg

was prepared in anal ogy to exanp fr
PM&AG%%@S Fl uor obenzonitril. MS(1SO) : 179i§5 13%me
Sqdiumpstascsgycolse N ( 3- Oyano- 4- f | uor o- phenyl }2- 5o amia@mg
M‘g mni[g@alggmpound was prepared in anal ogylgﬁlgexarralﬁng
%Qg - Am no- 2- Fl uor obenzonitril. M5 SO) 179 %
| e 538 3-0xo- 3, 4-di hydr o- 2H b&#b3mer  #p0.0 mg
F]dma‘-ihane 6-carbonitrile

Hydroxypropyl methyl ceilulose | 3.5mg 7.0mg
Polyethylene glycol 6000 0.8 mg 1.6 mg
Talc , 13 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.
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WO 2007/ 063012PCT/ EP2006/ 068745 -135- 24 rmmol of
4- Hydr oxy-3-ni trobenzonitrile were dissolved in DW.

wo Jo00ko&g1of Cs2COB8 were added and the reacti onpéf,iﬂ,iqﬁglmﬁsﬂs

at Afor 15 min. 1.5 eq of ethylbrono acetate were
addeld and the reaction m xture heated to 50C for 2h.
Exg0aple Bt er nedi at e was isolated via extraction from
et hyl acetate/water The organic | ayer was separated
and O#psalks evfthintn VA FEWbwil$ n@fed@dad@inde Bfhdfi®ured in a
resul ti % solid was redissolved in MeOH and sat.
CW‘@P‘FQ #ROCI8 g of Zn powder were added and the
Sy ension stirred at rt for 2h. The solid was P )
—“ﬁ—%g&@ee d off and the organic |ayer evaporated. ~ELcapsue
Et hyl acet ate was added and the organic | ayer washed
CW¥npbusdbf foale@) The organic |ayer was separat ed2-5_0mg
again , dried over Na2SO4 and reduced resulting in a
Lactaght brown solid. M5(1SO: 175.2 (MH#) 10 Exanplig0.0mg
M%J%gstz_c x0- 1, 4-di hydro-2H benzo [d] [1, 3] 20.0 m
oxazi ne-6-carbonitrile 20 mml of -~ mg
Tdle Ami no- 3- hydr oxynet hyl - benzonitrile were dissol vedgmg
in THF. 1.2 eq. of DI PEA were added and the reaction
cooled to OC. 3.5eq of ethyl chloroformate were added
dropwi se and the reaction warned to rt and stirred
THeorongroatehis rard Seved and ngixed ardkfilkd intt @pidés ofae 2.
extracted formetyhl acetate and sat. NaHCO3. After
separation, and drying of the organic |ayer the
sol vent was evaporated and the crude taken up in
toluene. 2.5 nil of DBU were added and the reaction
Pléee refluxed for 4h. The organic |ayer was
extracted with water and the organic |ayer separated
and Ihpdtieresbliiesid dah M@vé thedolyBtih@vorppbsitida:ude mat eri al
was not further characterized. 20 Exanpl e 540

- - -t.at rahydr o- qui nazol i ne-7-carbonitril
C%ﬂgén&mql_ﬁ%?%éﬁit(ﬁro 4 chl or o- benzyl am ne hydr ochl or?‘géng
PojgsthyletiedSigtoldd0i n THF. 2.2 eq of DI PEA were added58fdng
Adefig Abgaction mixture cooled to 0C. 3.5 eq. of &t hyly s

chl grof orante_were added dropw se and the reaction
Water fardgjestian spitigng.  After extraction from 25 ad 1.0 ml

et hyl.acet at e/ sat. NaHCO3 and evaporation of the

organic layer a light brown solid resulted. This was

and e 8RRt A% MRE i b of M pgtnoihe (@R 406 ha water

fovmgection {predThé pH is hdjusred ah0 by AeehicaAdd dhte tdheme is adjusted to 1.0

| I . .
et Rl A R T b T BB BA SR into vias
USIR(ANIPPFOPIRLE veagaand 3@rilizethpl e 541 3- (5- Oxo-

1,5-di hydro-[ 1,2,4] triazol-4-yl) -benzonitrile WO
2007/ 063012PCT/ EP2006/ 068745 - 136 - were added. The
reaction m xture was heated to 65C for 3h. The
suspensi on was cooled to rt and 9 nl of NaOMe _
sol ution were added and the reaction m xture stirred
at rt for 2h. Water was added and the pH adjusted to
1 using aq. HCl (25% . The resulting suspension was
filtered off and dried under vaccum WM5(1SO): 187.2
(MH+) 5 Exanple 542 3- (2,4-Di oxo-imdazolidin- 1-
yl) -benzonitrile 1 g of 3-Am nobenzonitril were

di ssolved in 60 ml Di oxan and 0.8mlL of Chloro-acetyl

I socyanat e added. The reaction m xture was stirred at
rt for 2h. 2.5ml of DBU were added and the reaction
m xture stirred at rt for 40h. The prodcut was
extracted wth DCM 10 M5(1SO: 202.2 (MH) Exanple
543 3-(1, 1- D oxo-116-i sot hi azol i di n-2-y1)-benzonitrik
1 g of 3-Am nobenzonitril were dissolved in 10 m DCM
and 2.2 mM of DIPEA. 1.3 m of 3-



Chl or o- propane- 1-sul fonyl chloride were added and
the reaction m xture stirred at rt 15 overnight. The
wo 9603kdeg2 | ayer was evaporated, the crude takepcyRphibsiossras
DM- and 1.5 nml DBU added. Thegggeaction mixture was
stirred at rt overnight. DCM was added and the
Examggleilc phase washed with water. The organic | ayer
was separated, dried over Na2SO4 and evapor at ed.

MS(1 8Q) ; . 44.20 . :
3-( 2@( %ql%téf?aélmlglgsf# f t%é}n%%{u%fe ?%gturlgﬁcgleﬁts gca.% Pe manufactured in a
c@weniiorobovmoei:tril were dissolved in 20 nl DVF and
4.4 m of DIPEA. The reaction mxture was cooled to
COSsud\nfertt of 4-chloro-butyryl chloride added. The
reaction mxture was stirred at rt for Ih. 5 m of
DBU wer e Pdde 3gd the reaction mxture-stirred at _rt
CB@@PHP%H?P (Mas added and the organic phase wasR&d0E
YoliavhwdtN HCL and water. 25 The organic | ayer was 8.0mg
{ ried over Na2SO4 and evaporated. NMS(1 SQ).
H?@’%é‘%%ﬁﬁ%y%&%% e 545 P (! SQimg
Pgtidhy loydso@nhiedipdany oy r i dazi ne- 4-carboxylic acid 34®mg
LaPbi1 3, 6- Di chl oropyri dazi ne- 4- carboxylic acid ﬁbghng
treated with 8 mMl of aqueous 2N 30 NaOH and refl uxe
Wegght phcapyple coRigRtsi on ni xture was acidified to pHEp30mg
Gdlagn egsuled i ng white solid was filtered off and dried
G%gder vacuum M5(1SO: 173.2 (MH) W - '
8%/ 063012PCT/ EP2006/ 068745 - 137 - Exanpl e 546 /°0mg
GBefrbt 8%%®- 1, 5- di hydro- [1,2,4] triazol-4-yl)-benzoidg.omg -
ci dodl3 mMmol of net hyl - 3-am nobenzoat e werg, di | .
K%%£ m MeOH. 12 mmol of trinethylorthofgﬁ%ggiggnﬁggx)
Tianodiomde hyl hydr azi nocar boxyl ate and 50 ng of p- 504mg
- IebRbY@RSsiy oni ¢ aci d were added. The suspension wa
heated”for 48h to 65C 37mmol of sodi um net hanol ate
- were added and stirred for additional 2h. The organic

| ay eTha@Sivé esht A WssOBel fin Waar@dakaang JhBe Seek il P&ients and the

S_acj itieg o pH =1 and the resulting.sol.i .
ey B o s o o s lsrte B el soft elatin capsules
ar/Beht8OhccoRdifig Bo (hivhusud! freesdpkas. 547 10

3-(2,4-D oxo-imdazolidin- 1-yl)-benzoic acid 12
mmol of et hyl - 3-am nobenzoate were dissolved in 120
m Di oxan. |eq of chloroacetyl isocyanate were added.
The reaction mxture was stirred at rt for |h and
then heated to 120C for an additional 2h. The
reaction was cooled.to rt, 2eq of DBU added and agai n
stirred at rt overnight. The sol vent was evapor at ed
and the crude extrated from DCM The 15 crude '
material was dissolved in 20 Ml MeOH and 4 m of 4N
NaOH wer e. added.. The reaction m xture was stirred at
rt for 20h. After evaporation of the oranic |ayer the
ageuous phase was acidified to pH=1 and the resulting
white solid was filtered off and dried under vacuum
M5(1SO): 219.2 (M H+) Exanple 548 20
3-(1, 1- D oxo- 1k641, 2, 5] t hi adi azol i di n-2-y1) - benzoic
acid 13 mml of nethyl-3-am nobenzoate were di ssol ved
in 20 M DCM and 3 m of TEA added. 1.6 m of
3-chl or opr opanesul fonyl chloride were added slowy
under argon atnosphere. The reaction m xture was
stirred at rt overni ght and washed with 1N HCL. The
organi c | ayer was separated, dried over Na2SO4 and
reduced under vacuum The resulting 25 crude was
taken up in 16 mMl DV and 2.4 nl of DBU added. The
reaction mxture was stirred at rt for 2h and washed
with 1IN HClL. The crude material was dissolved in 20
m MeOH and 4 ml of 2N NaOH were added. The reaction
m xture was stirred at rt for 72h and acidified with
HO to pH= 1. The resulting white solid was filtered
of f and dried under vacuum MS5(1SO: 241.3 (M H+) 30

$.1mg



5 over Na2SO4 and reduced under vacuum The crude
material was taken up in 30 Ml DCM and 1.3 nml of

wo 367 eaet al dehyde di net hyl acetal were added. PE@&P2006,068745
reaction mxture was stirred jar 3h at rt.

organi c | ayer was washed wi th sat. NaHCG3, separat ed
EampeiH ed over Na2SO4. After evaporation of the

sol vent the resulting crude material was purified via

g : 2: ol vV ea cfd‘lﬂ!’a%%?é &%E%% @%8&4 &mqgﬁﬁ}eg\gﬁ a%onventlonal

ompReen eacti on m xture was stirred at rt for 2h,
acidified with HC1 to pH=1 and the resulting white
Cﬁﬁﬂﬁbﬁnégﬁo%h%@a 05 VLIS 203.2 (MK Examl e Hfng
- Di oxo-i mdazol i di n- y enzoi c aci mm
L?ﬂto ovilen i nobenzoate were dissol ved in 20 nOlpEvpe

l\mdcﬁst:?llnﬁc@mm&h&VIGﬂ,Pquypnat oacet ate added. H00.0 mg
] rt for Ih. The

actign m x sstlrred at
s 1R Cﬁf QReLe \ygc%lmg %d and the resulting crude taKél™s
Plevmpip‘j@o}ildomKéOone 50 M of ag. HC1 (25% were IOOmg
heated to reflux for 8h. After evaporatig
Ma%ﬁle orgam c layer the resulting solid was fllterecP[lg
Flayaringpgditsgs wi t h water and dried under vacuum
MB(1 SO : 219.2 (M H+) Exarrpl e 551 20

oxa?ﬁé i dl i S beHZQ Leofnlcrocrzsta]hne cellulose and sodium
- catbdryeitethyl cahxmeaﬁd @raihmlmdi Wi R Hbietize [}ﬂ.p cﬂirﬁxﬁpyrﬁﬂzcﬁmdﬁ water.

T e B R Bl e Gt ln i b € fgysigma e o
sagleats added and the reaction mixture heated to refl ux

overni ght. The reaction m xture was concentrat ed,

cooled to OC and the pH adjusted to 8 using agq. NaOH

(28% . The resulting 25 solid was filtered off and

washed with water. M5(1SO: 192.2 (MH+) WO

20071063012PC T/ EP2006/ 068745 - 139 - The foll owi ng

i ntermedi ate conpounds were generated in analogy to

exanpl e 551 Exanple Internediate nanme Starting

mat eri al 552 |1 m dazo[ 1, 2-a] pyri di ne-6- carboxan di ne

N- Hydr oxy-i m dazo [1, 2- a] pyri di ne-6-carboxam di ne

553 1H Benzoi m dazol e- 5- car boxam di ne

N- Hydr oxy- 1H benzoi m dazol e-5- car boxam di ne 554

Ni coti nam di ne N-Hydroxy-ni coti nam di ne 555

3, 5-Di net hyl -i soxazol e-4- carboxam di ne
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N- I | ydroxy-3, 5-di net hyl i soxazol e- 4- car boxam di ne 556
Thi ophene- 2- car boxam di ne N-Hydr oxy-t hi ophene- 2-

wo SRP e di ne 556 Pyri m di ne- 2- car boxam gi-Rfp2006/068745
N- Hydr oxy- pyri m di ne-2- car bgz@m’ di ne 557 4- Met hyl -
oxazol e- 5- car boxam di ne N Hydr oxy- 4- net hyl - oxazol e- 5-
car boxam di ne 558 Pyrazi ne-Qlapag:boxam di ne
N- Hydr oxy- pyr azi ne- 2- car boxam di ne 559

2- Met hyl - Lsoni cot i nam diln

N- Hy roxy-ﬁmﬁg%éﬁé}g% %Sﬁpnam di ne 560

2- 0xo0- 1, 4-di hydro-2H bepzo [d] [1, 3] oxazine-6-

car boxar ni di ne N-Hydr oxig- 2- oxo- 1, 4- di hydro- 2Hbenzo

[d] [ 1,3] oxazine- ]

2-0x0-1, 2, 3, 4-t et rahydr

N- Hydr oxy- 2- oxo-1, 2, 3,

car boxam di ne 562 3-(2, 4-

benzam di ne 3-(2, 4- % '

N- hydr oxy- benzam di ne

T/ EP2006/ 068745 - 140 -
‘ 1,0

R

Ffﬁ ne 561

qui npzol i ne- 6- car boxam di ne
t ahydr o- qui nazol i ne- 6-
oxoBi ni dazol i di n-1-y1)-

i dazolidin-1-yl)-

7/ 063012PC

U]
wherein
X isCRR’),NRY, 0,8, S(0), S(0y);

R! is phenyl optionally substituted 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 RS_ and R°® together 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

R® and R’ are bound together and -R*-R’- is -(CHy),.7- to form a ring together with

the carbon atom to which they are attached;
R  ishydrogen, lower-alkyl, lower-alkyl-carbonyl or lower-alkyl-sulfonyl;

R isaryl 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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Exanpl e Internmedi ate nane Starting material 563
N- ( 3- Car bam doy1l- 4-fl uor o- phenyl) - acet am de

wo Mobgsdaha10r 0- 3- (Nhydr oxycar bam doyl) - phenyl | PQT/EP200G10G8745

acetam de 564 N-(3- Carbam doylg5-fl uoro-phenyl
acetam de N-

[ 5- Fougng- :;E?dﬂhwﬁd@lxmae vanieiaydlylpheiayidpyriamgt, an de

ﬁgg %}L_a%%f%!r éygggf %Mﬂ%ﬁ%ﬁ%}g}ngcet %gﬁgpﬁod [H-indol-

WO 28§T hOiiediR PCTE ERAAOG/ ERITdblyl, phdiolyl, hscangailg, pyrimidine-2,4-
F' ! M ﬁétb%gzgﬁ%gt?oﬁeo 'T gﬂjﬁt&gdﬁéﬁ%&&ﬂl‘—)ﬁ%ﬂgmdolﬁ, thiophenyl,

I Ng re ents can In a conventiona

man n@razolwh @fs@@pém@emet A bideh ydkegdn azol@bApmgnphretazinyl,
for ﬂqﬁlﬁoﬁdhh}@béhz%&ﬁ%aﬁ H@z&ﬂlfhﬁ%f)%rﬁhﬁf)ﬁth?ﬁd]nyl cinnolinyl, 1,4-

ceIIquse23 act ose hydrous6 70, 0. Ny
Co | S ori g s Bl IR R 47l -ome, which S or
gl yCl@étﬁb@ﬂy&s% ﬁgﬁﬂlﬁul}gﬁmm&l U bttt sblect@d frdm the group

LM IR KT E——
lower-alkoxy, cyano, hydroxy-lower-alkyl, ﬂuoro lower- alkyl, lower-alkoxy,
halogen, S(O)R", C(O)R™, NO,, NR¥R'®, imidazolyl, pyrazolyl, tetrazolyl,
pyrrolyl, phenyl-lower-alkoxy, [ 1,3,4]oxadiazol-2-one, oxadiazolyl, triazolyl and
isoxazolyl, 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, and which pyrazolyl is optionally substituted
with lower-alkyl, and which isoxazolyl is optionally substituted with lower-alkyl;

R“  ishydrogen or lower-alkyl;
R"  islower-alkyl, NR'R" or fluoro-lower-alkyl;
R™ is OH, NR"R%, lower-alkoxy, lower-alkenyl-oxy or lower-alkyl;

R" and Rls-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 phcnyl—lower—a]kyl, which phenyl-
lower-alkyl is optionally substitnted with hydroxy, halogen, lower-alkyl, lower-
a]koxj or fluoro-lower-alkyl; or

NR"R®isa heterocyclyl selected from the group consisting of morpholinyl,
thiomorpholinyl, 1,1-dioxo-thiomorpholinyl, piperidinyl, piperidin-2-one,
piperazin-2-one, 8-0xa-3-aza-bicyclof3.2.1]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;

RY and R*® independently from each other are hydrogen, lower-alkyl, hydroxy-lower-alkyl,

lower-alkoxy-lower-alkyl; or

NRVR'® is morpholinyl;
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- Pol yet hyl ene gl ycol 60000. 8 ngl.6 rTg"TéI cl.3 ng2. 6 ny

I ron oxyde (yellow) 0.8 ngl.6 ng Titan di oxi de0. 8

wo 200768010y 5The active ingredient is sieved amdtIipeeah/068745 -

with mcrocristallinecellulop-andthe m xture is

ranulated with a solution of | yvi nyl pyrrolidon in
R' % inflepenyeatiy frpmeedch ofherere ﬁy@hg@omwa&y&mxﬂo&ﬁ:ﬂ hydroXY~ '

o S5 oA ERGRSLVIRIE SIS AR AOTPNSESEY piciny-

- ker leves-adied or eypqadewer-akylhomn aqueous sol ution /

suspensi on of the above nentioned film coat. \_/\D

200 12PCT/ EP2006/.068745 142 - -
o N ke SR B SR SPE AT BIR RS o iyl

'man pfa&ﬁﬁ&iﬁ?ﬂ 8i0xa B- garbieyid[ 8124l octsln piperidingly pipdtaahivh Péperazin-2-

capsul Elgmg?qg@ﬁ@!ﬁ%&w i OE’%@# %’%m %'{ onen?dw%lone and .

: ar e slsrcz(\lqnhtdamD—plpmdmaﬂldyit whichdetenocyclyhis S’ptlesalb*fsubmted with

f2 ol c 0 np%ls(ﬁfgi(gﬁp %&%&]ﬁ%&%w&ag{k@%&ﬁ c%rbg %mba@oyL

" Pol ;naw -car ipnsl, cwao1 plcnyl pyrideet orclomer-a¥oxy; ad pH
5.0 Water for injection soI utionsad 1.0 ml 10The '
|ve|n dient i.s |ss | ved m xture of
aﬂ%@f‘%@ﬁw @Cﬁﬁtﬁ?leﬁ% &&‘7‘65 StherF(gfr i nj ection
(part). The pH i s adj usted to 5.0 by Acetic Acid. The
volunme is adjusted to 1.0 nml by addition of the
wheesndual anount of water The solution is filtered,
filled into vials using an appropri ate overage and
sterilized. WD 2007/063012PCT/ EP2006/ 068745 - 143 -~

the term "lower-alkyl", alone or in combination with other groups, refers to a
branched or straight-chain monovalent alkyl radical of one to seven

carbon atoms;
the term "lower-alkoxy" refers to the group R'-O-, wherein R’ is a lower-alkyl;

the term "lower-alkenyl", alone or in combination with otber groups, refers toa
straight-chain or branched hydrocarbon residue comprising an olefinic

‘bond and up to 7 carbon atoms; and

the term "cycloalkyl" refers to a monovalent carbocyclic radical of 3 to 10

carbon atoms.
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Exanmpl e D Soft gelatin capsul es containing the
following ingredients can be manufactured in a
conventi onal manner. Capsidl/e-contents Conpound of
formula (1)5.0 ng Yell ow wax8. 0 ng Hydrogenated Soya
bean 0i18.0 ng Partially hydr ogenat ed plant 0ils34.0

oya an 0|I110 0,. capsul e :
con?ents ungs aeqordip tc}’:/\glﬁ’g‘h WREF8ti n75. 0. ny
A ycerol 85 0/632 O ng Karion-838.0 ng (dry matter)

X Ti t anCaRY);, NR0°, ©,189S(0)08(@3j de yel lowl. 1 ng 5The
active ingredient i s di ssolved in a warm nel ti ng of

e R B R L L LA L0 B o
sof pomtmglorﬁh@laggulheférmelowple ]dhgi;rg@ynhq afleyl tfhyero-lower-

usu Felel=Yo Vs AL 20071063012PCT1EP2006/ 068745 -
144§jkyféxarrpl e Cﬁ%an 'Sachets containing the '

foI owi ng i.n red| ents can be manufactured in a
R” ¢ on{SdHIOFQSsRI0 % hwsteakylconpound of formul a (1)50.0 ng
Lactose, fine powder1015.0 ng Mcrocristalline

R’ eed Rb mspen(deimgaﬁbnﬂta\cﬁ &ﬂ)&&ﬁ@hﬂrﬁm md?gaumdwer- alkyl or lower-

SR R A PR L o

carbon atom to Wthh they are attached

| R’and R6 independen'tly from each other are hydrogen, halo gen, lower-alkyl or lower-

alkoxy, or R’ and R® together are =0 to form a carbonyl group together with the - '
carbon atom to which they are attached; '

R’ isan oxadiazolyl or triazolyl, which oxadiazoly or tnazolyl is substituted with R
. and optionally substituted with R';

R¥and Rg independenﬂy from each other are hydro gen, halogen, hydroxy, lower-alkyl,
lower-alkoxy; or '

R® and R? are bound together and RS R9 is -(CH3)2.7- to form a ring together with
the carbon atom to which they are attached;

R  ishydrogen, lower-alkyl, lowcr—a]kyl—carbonyl or lower-alkyl-sulfonyl;



flavoring additivesl.0 ng 5The active ingredient is
m xed with |actose, mcrocristalline cellul ose and

woSefodspsar boxynmet hyl cel lul ose and granul at e M eii068745
m xture of polyvinylpyrrolidopgin water. The

R?ranul ate is mxed wth nmagnesi urnst earate and the
| avouriing addeirbdryesicard fonh ey Lgs eorsRERLbSpyridi, pyrazinyl,

2007/ 0630 2PCT/ /06874
1. CoRBT Eg?ﬁ»%@gn? Phigarols). Besas T Mpibycgsbengimidasol 2.
5 Xi snﬁ(l%m)rdroP\Kﬁ,doDZ-cﬁe Bn@riazbly) 2njdazofridénypheny |

gglt iegﬁ%gie%ﬁ?rg ?lf{:kt!rﬁgo egaarmﬂ ls%ns({ ?eaa%uﬁf%ig%ol it &ﬁﬁfl %ryl or heteroaryl is
5 hydr gg&gna]]y@\;\]@qtmgpq% yith IhbpcB( @byuqugmg sel@qte@/ﬂrom the ‘group consisting of

f | I X | e
UOlrck N8, fhth 169&%& E{gﬁ?&ﬁdlg%r i, iﬁzi a8, 3R Tgen,

ot heg&ﬁg hQéi)%eNOhéﬂ Ry e, ImidizalyL, Rpiagolyby petrazolyl, pyrrolyl, and

I O\Aﬁpmiyomeroﬂkda@ aﬂﬂh Eiﬁlda@@lh ot i epu@raays&bs‘umté@w%aower-a]k yl

car bog et Wi 1 n a t.o whi

Chey 0y b MBaudSSkE oty sarhntAS bR R S gl halogen,
10 ot helovar-alky) dvwgedkodyalr digeng- ldwmx@ﬂk}al kyl or

| ower al koxy, or R5 and R6 together are =0 to forma

Rr&ar bgql%yh RUP1dvRYS r wth the 15carbon atomto
whi ch they are attached; 12.2is an oxadi azolyl or
;Srl aZ?I yl; whi ch,0xadi azolyl or triazolyl is
RsubskileWeredkshi ¥R 'Re oo %Al substituted with
R22; R8 and R9 independently from each other are

RH‘ydr R, NR%?R%S’gmqm@nyloWMeng
| ower - al koxy; or 20 R8 and R9 are ound t oget her and

1 6. | rm ef

R %ﬁﬂé@;r 8§pegt(169ﬁn‘a éoéh Iﬁ Ehnr areeh agtg % -Qlﬁyl Wwer—a]kyl—

15 carbonyl, lower-alkyl-SO,, lower- a]kenyl—oxy—carbonyi NHz—carbonyl lower-alkyl-
NH-carbonyl, (lower- alkyl) 2N-carbonyl or phenyl-lower-alkyl, which phenyl-
lower-alkyl is optionally substituted with hydroxy, halogen, lower-alkyl, lower-

alkoxy or fluoro-lower-alkyl; or

20 NR"R"is a heterocyclyi selected from the group consisting of morpholinyi,
thiomorpholinyl, 1,1-dioxo-thiomorpholinyl, piperidinyl, piperidin-2-one,
piperazin-2-one, 8-oxa-3-aza-bicyclo[3.2.1]octyl, piperazinyl and pyrrolidinyl,
which heterocyclyl is optionally substituted with hydroxy-lower-alkyl or lower-
alkyl-carbonyl;

25 RYand R® independently from each other are hydrogen, lower-alkyl, hydroxy-lower-alkyl,
lower-alkoxy-lower-alkyl; or

NRVR™ is morpholinyl;

R" and R® mdependently from each other are hydrogen, lower-alkyl, cycloalkyl, hydroxy-
30 lower-alkyl or lower-alkoxy-lower-alkyl; or

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(0,); ‘

35 and pharmaceutically acceptable salts and esters thereof.



Riis hydrogen, |ower-alkyl, |ower-alkyl-carbonyl or

| ower - al kyl -sul fonyl; R'is aryl or a heteroaryl
woshl7ReiRad fromthe group consisting of pyridi B¥rmp006/068745

pyrazinyl, 25pyrimdinyl, pyrjsi_nyl-2-one

oxadlazolyl i ndazol yl , 1 3- di hydro- benZ|n1dazoI 2-

WO 2807/ 0@8&?93%3&1 &E&@ﬂfg t@ﬁa&?r@c}wﬂﬁﬁ 2, Whigein R' is phenyl
1;1331}?:“%/ gé@s} ?th dotl1i hzalo?;gr(le 'hy e(g]x%rf ﬁycﬁr%g}lr—}/ower alkyl or CN.
trlazolepyrldlnyl tetrazol epyridi nyl, benzi m dazol yl,

~ 2- o#o-2, Bouiphyuidsactotdingtolabypf clajmys 1 n3,ditrereln &A s, phenyl.
furanyl, thiadiazolyl, pyrazolyl, isoxawyl,
pyrlmd' NEompBi &’éé&E&ﬂ Zaﬁ é@é} T Of .
1, 4-di hydrg Beﬁgooxam n- a@nﬁg %}ﬁr%% enykfydmgm1
50xa ol yl ,, benzoopxazi

22§ hy dFemgaRH H’I@%ﬁéy ofgiaimab1 Hyyhorein R’ is hydrogen.

qU|noxaI|nyI benzothlazolyl benzothladlazolyl

. naphhyri ﬁompbundx asoaridinpytb anjz oftelaims 1 - 6, wherein R* is hydrogen.
di hydr o- qui noxal i ne- 2, 3-di one and

1, 2-di hy I

L2 0 PR o AR D 2B KR rown
sel ected fromthe group consisting of |ower-alkyl,
hydr9xy, Gpeppendsaseerdngtp ows et drisyd - 8. cderimByishydrogen.
10l ower - al koxy, cyano, hydroxy-| ower-al kyl ,

f1 uor®- | oWEHpahkdkl accdrailto ahl ORMaintral Dm%ere‘é{ R2)R13,
C(0) R14, NO2, NR15R16, im dazolyl, pyrazolyl,

tetrazqul rolyl, phenyl-lomer al koxy, [1 3, 4]
oxadi zoI g%gﬁf adla;oly triazolyl and

SO nzolyl zolyﬁéwﬁF tiopal

sufpst > o Wltht\pvver al kyl , | angiwhiRch }Nl_ 11

phen r- alkox 4 S optHQﬁﬂrﬂw substit ed/ ﬁ
10 hydr xy, hal ogen, omer afkyl 151 ower - alkox
fluor ower - aIkyI nd whi ch pyrazolyl IS optlonally
SUbSﬂggTr th Ioﬁgmgdﬁkyl and whi ch isoxazolyl is
optionalllyy fitute Wi Fﬂher-alkyl; i s hydrogen
or | owd¥~gf kyl; R13isO r-al kyl, NR17R18 or
fluoro-lower-al kW, is OH Nee,: |ower-al koxy,
Iomer-alkenyl-oxy or lower-alkyl; 20 R15 and 1416

wherdia®RhaehR*yuré aarafieat i giihel. are hydrogen,
| ower - al kyl, | ower-al kyl carbonyl, |ower- alkyl-S02,
| owey+- al Pﬁl QN [
I ovvel: al @ car g%ﬁoy{fﬁ@%{)an Mzd ? K‘é CAFES ecljnnl§l 1

phenyl - | ower - al k whi ch phenyllomer al kyl is
ptl@nally subs?Zﬁgﬂ%d wi t h hydroxy, hal ogen,
al

alﬁé | owe Ré% fl uoro-I|ower-al kyl; or
a heteN clyl selected fromthe group
c "SNstlng of[ﬁ% pholi ny t hi onor phol i nyl ,
1, 1- di oxo- tﬁ?onnrphollnyl pi peridi nyl,
plperl i n- 2 ,one, pi perazi n- 2-one,
15 wigrorR JamyR” bm:ayscleﬁ{l@im diimct.yl , pi perazinyl,
pyrrolidinyl, 1,1- dioxo- |soth|azolidinyl
pyrrel i di di F
S0di By dr a TSRS A EAEY glgye&e%%'rn?gl @1%31%'“412
zet|d|n 2- one and 1, 3- di hydro-irnidazol - 2- one,
heterocyclyl is optionally substituted with
hyHr o @ler - al kyl or |ower-al kyl -carbonyl; R17 and
ondependently fromeach other are hydrogen
| ower - al kyl- hydroxy-|ower-al kyl,
| ower - al koxy-1 ower-al kyl; or 35 NR171218 IS
xﬂnmﬁ@Mb!kayﬂaﬁmﬂﬁh2@@3&063012PCT/EP2006/068745 - 147 -
R19 and R2 independently from each other are
hydr ogen, | ower-al kyl, cycl oal kyl,
hydr oxyl ower - al kyl , | ower - al koxy-| ower - al kyl ,
(1 ower-al kyl) 2N-|1 ower - al kyl , pyridi nyl | ower-al kyl or
cyano- | ower - al kyl; or

I one,



10

15

20

25

30

NR19R2 is a heterocyclyl selected fromthe group
consi sting of norpholinyl, pyrrolidinyl, 8-oxa-3-aza-

wo 9609)6840?5 3.2.1] octyl, piperidinyl, piperazi nﬂ;{f/pmooa/%swns

azin-2- one, thIaZO|Idlﬂ§b thlonorpho
1 3 8 triaza-spiro[ 4,51 decane-2, 4-di one and

spl regl- p@éﬁ baf dscB&Hid B %n oF Hlainih 1y, RBERELRYCHRER®), NR™,

option su sgdtuted W th hydroxy,
ﬁkﬁigﬁky ¥k R g6y dedingq i clgigwbr - al kyl - car bony!

carboxy, carbanDyI 10l ower - al koxy- car bonyl , cyano,
p henid., pYoingoumyds am:oﬂdmg&b aaY kbelyimsandl 3, wherein X is C(R®R?) or

i.cal ce tmgbe salts nd esters thereof;
érelﬁgﬁ ?%aﬁgern1 F @ a% flalone or in

conmbi nation with other groups, refers to a branched
or . st ai ghemppainds asenrdingitenny af ¢1§dm8rla-dl4c ahergin Riiehydrogen.
seven carbon atons; 20 the term "l ower-al koxy" refers

tot f@ Ordth Blr%s’ac%%'tﬂ affy of Qaifhs 1QVET sALKM R? ik H?drogen

term" Iomer alkenyl , allone or in conblnatlon with

oy oo Sababh el 38l Qi BB G rogen.

up to 7 carbon atons; and 25 the tern1 cycloaIkXI
ref efss t Cemponmlsacentingdo bogyiilimsriadi7c aherein B isphtyl or a

C
SRR AL om0 A1 S TRR A QLA iyt 2 one
indgaypy; 1 i?dﬂwdmbmyaun@kﬁzpb%@n&yl %Qﬁwq—md@&2wrteth1Ztr@zelyl and
be%ﬁﬁﬁtlhidlbﬁ rmcﬁ ghagn %ghétraml likeo;ﬁfoﬁh!ﬂ’y S®OStu R vﬁ% Pto 2
al ogen | ower - al oxy-l ower - a
PR P%%%?fé’qgm e m&oavﬁw T it mdgow@%@@hyl fluoro-
1ower-h1@ylermk4amoxyﬂﬁ1@eﬂl S%@Z)K%am@ryﬂlénmw NRBReasibazolyl,

i BB P, PR TonEPAR- e Mgt jopronaty
substithtwr yithglowep alkyly ethiesin Ri‘t R mlé andRboare at defined intlaioh 1.
‘they are attached; R5 and R6 independently from each

ot hefg_ar %M&ﬂﬂﬁ%ccdfgfn%g@%oy J)ﬂ%\%:ns gl kgl \6/Hérem R'is is phenyl or a

| ower al koxy, are

hegespyghplectsd g thsgeene FOW%gPﬁEW&ﬁﬂoWM}@HWd@hOM 1,3-
dik Y- b%ﬁﬁnﬁ&éz@llhﬁﬁme, R Shyato axdslingmd, iblenﬂflaidl 1@%}5&nm1dazo1y1

azolyl .or tr 0 ted th RH
i fenghs BdRon S s ab Sl it W) to-g gDt elected from
the gmbape:ndﬁstiﬂ gwffﬂu«)m-mm alityhérlozes, CYOIRYoeM, NRER S geRerein R, RY

1 Iy | ower - al koxy; or R8
_anﬁ¥g %%%QFé oun afﬁégether and -R8-R9- is -(CH2)2, 7-

to forma ring together with 20the carbon atomto

whi @R t h&prpaings peconding te anygiclaged - Ifi‘o‘mfrfe@l&;ls 1H-Indazol-5-
1, 1PIVB dadb ks ?rl' G AL BANYo- R ol- R WRE- '@&lkl/k dfr@-rﬁ))éﬁmm%ol 2-one-5-yl,

1%8@@/06301 lis ary

8745 -
5 g@bqg%ﬂwﬂw@r Elyoﬁet}zemlﬂ@zq%é i, Ph-pyridin-
2-@yr4-91, F‘ylﬂuomypl&ﬂiyh)BLtnﬂpwdnmtﬂylrpﬁenypyHLmnrzyﬂcmaaww,y;, 3.

beﬁ%%%%dgz_ﬁoh%!)tﬁn naazol &% citag%d ﬁ%]?orr%e '-{r%tggnzegllﬂfo%_amide)—

one, o in

'Phbwﬂdazopyrldlnyl

triazolepyridinyl,tetrazolepyridinyl and

benzhm deged pund¥oRaiRl ¥d afyf of bEHRE 927! whéein R is phenyl or a
heteroaryl selected from the group consisting of 2-0xo-2,3-dihydro-1H-indol-5-1,
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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5optionally substituted wwth 1 to 3 substituents
sel ected fromthe group consisting of |ower-alkyl,

wo B8z | ower -al kyl, fluoro-1ower-alkyl, PCT/EP2006/068745

| ower - al koxy, hal ogen, S(02)R§3. C(0)R14, NC2,
NR15R16, i m dazolyl, pyrazolyl, tetrazolyl, pyrrolyl,
Mﬂtumbmyh 1 k@S bstikkedxy/selented Gion thechdag) ydnsisting of hydroxy, B(OH)s,

al | substltute 1vvlth | ower - aIE %4 nd mhlq?
Cafﬁ VPRSP X4 R oY s It -2l A SRy fé R T RS
Xaﬂl@hzobyy trlatalybgre(msoxa&bb‘]tmmw pagrhzolyl wmtioahkpmbstjmted with lower-

N Ox g B A BT b PR Py & o

NR 19R29, | ower-al koxy.  or | ower- alkenyl oxy; Rlh .a d
RL6 {dedetfaRounds acesringde apehdumsle b abstanR is phenyl or a

hdltt&\é@fy‘l éﬁll‘k:yéd' ﬁédrﬁ\tﬁé gI@hisEb?Slékﬁl@@f poidihyl, 1 3= d]hydro -indol-2-one, 1H-
R P it S ol RS RO Y dti-benzol 1 dloxazin-

3-ahk,y\ifl)1clﬂphml d:xdnqtéroanyl ploptighallyowbstitadel with IMu Tubstituents selected
5 t fs 14
Eﬁgﬂg %11091% Pﬁéth’%g ofil(ng\égre}]f(gﬁ,:;l@d}cyﬁ bﬁ'\é? e;nka%ﬁ')i(i%RMk hwherem R™ and
}.; or 20NRI5R16 is a heterocyclyl '
sel ect ed from t he group consisting of norpholinyl,

t hi omar pf@mmﬂndshcaordmexmﬁﬁbmmﬁmol 1M Wherein RY is 2-methyl-3H-

SRS S T B PHRE 33 B i 3113

dlhydrbahddh-mahe, 2ndvin o - praridin -deyl cAben so[ 0@l d>amiak-3-yne, 1H-

T e T S

fromeach other are hydrogen, |ower-al kyI \
hy dr¥y - [mwepotadsgrcorlipade any fskgimis dweB, whergin R is hydrogen.
NR17Kn18 is norpholinyl; R19 and R29.

i ndependeirhyodrd 'El:é?ﬁ@ﬁ @b Qﬁ}‘ ofl8mlY A9 Rerein RY is lower-alkyl.
Iomer al kyl,” cycl oal kyl, hy roxy30|omer al kyl or

X'lo r-al i 14 . 195,20
net ocyic(&O S ia Sy A8 - Conehepin R NR IR,
winreip RI? amiyR™ arryzrsrdmﬁneﬂ ﬂnydlamnﬁ
8- oxa- 3-aza-bicycl o[ 3.2.1] octyl, which heterocyclyl

:gvve% ;al()@rh%o %%&@g&%g %&n@%&? :()(:Qa? erg]élc%p%s ppg-alkyl
salts and_esters thereof

V‘D
200780636 PPIROANES 268954106 &7 Aty oflegms 3 - ZFowpeseindg” and R
m&ép’éﬁﬂ@ht dR eactwotﬁér &k ﬁydm én 10\2er-amariswer-h1§ 1 &rbonyl, lower-

ﬂﬁg@%@“ﬁ%’w@%ﬁ{ G R S

‘heamycyolyl sdlatadﬂ?rcﬂm{hégrowp eordining of s oppissiinyl, tEnomorpho]myl 1,1-

A e T R
pyetodirimgy, chlﬂlet%eycéyl is dpsiongllynspdstayted. mvh hmm alkyl or

loweCAkfigbdn9r.any of claims 1- 6, wherein R4 is
hydr ogen. 8. Corrpounds accordl ng .to any .of clainsl -

L 0\ BEREET s PORRYS 0 R0 e
ini({éepﬁ?d;&m@ﬁc&@ eaijh(.bth@ dre hadvy g@f, lobeai dligyl-LarboByl oM16wer-ilkyl-SO,.

30.  Compounds according to any of claims 1 - 27, wherein NRR' is a
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.



wherein R11 and R12 are as defined in claim1. 11.
Conpounds according to any of clains 1 - 10, wherein

7 WO%;’}"%“#S wherein R11 and 121_2 are as defi ne?c’ﬁﬁpzofgmssns

10

15

20

25

12. Conpounds aCCO[qug to any of clains
10, wherein 127 is wher ei n 1 is as defined in

claim 1l &ng &E}Yds%&%ﬁfg% 3115?89&1@41{&61&734)%&1@%59}{” and R'®

infigpsngdRRTRAra %@%&fd' R gsnat?@erwﬁ%f?s&riﬂ’éé% igngipgotinyl.

R19 are as deflned in clalml 14. Conmpounds
acco3di n ngimpamdsQf:cGIHﬁigﬁSB aity of ﬂéimsmalehhethﬁRw and R®

ot it P on R Gl Aol Pl g o

lomeaalkgmlowqﬁﬂcmm RS 4 Ictérpdychd eglected from the g®up consisting of
oSS SRS ROt 0P b B s o

loéﬁﬁﬁﬁﬁ Qz) 16 wherein R19 is hydrogen.
Conmpounds according to any of clains 1 - 17, mhereln
R11 3% phesypotidsachetiBeaatiy ofdhiaatiedt WRBReHRY gh OB are

%%n5|st|ng of pyridinyl, pyrazinyl, pyrldlnyl 2- one,
fidazol yl, "1, 3- dlhydro benzi m dazol - 2- one,

1, 3-di hydr o- |ndol 2-one, benztriazolyl and
benz¥4mi d a(wtypounm iactorgingny kn pof damesrlodly whérsin R and R

t
LSRR LB S N Ry v i
is g hctt@rpéyclylévleqte%fm@@e gwalt)dr@eﬁstmg of

plﬁﬂlﬁﬁﬂlzﬂiﬁeraﬁﬁ% ﬁbérazﬁ@ on@%@a@@ﬁdmylmlﬁé}ﬁgfpﬂohnyl 1,3,8-triaza-

l yl,
oAk iomsapd S bl g ine - s eyl
optbnaiifsibistituteadyvivi hj‘fdrbﬁytﬂdswa'Léﬂkjfl-S(Mﬁ tcaian- ARh8, ldﬁéﬂa]kyl—carbonyl, i

col 0 AR AR 80 AR DECRG s T P oviginy gty

R11 is phenyl or a heteroaryl selected fromthe group

consiist i KePrarounds peflonding topRy off daims - &%whxha@z&lgﬂmers and
wHicl areth eleAsdaanzioth §aZed)- 2- one,

1, 3-di hydro-i ndol-2-one, benztriazolyl and

benzi m dazol yl, which ﬁmfnﬁksor heteroaryl is

optionally substituted i 1 to 2 substituents

sel ected from20 t 9 sting of

fl uoro-1ower-al kyl, C(0)R 14 and NR15R16,

wherein R14, 1215 and treras defined in claiml.

20. Conpounds accordi ng an& of clainms 1 - 19

wherein R11 is 1H IRRaz 5- yl, 1H I ndazol -6-yl,

1, 3-'di hydr o-i ndol- 2- ong§- 6- P, '

1, 3-di hydr o- benzoi m dazol - 2- one- 5-yl,

1, 3-di hydro-i ndol- R'ehe-5-yl, 1H Benzotriazol -5-yl,

1H Benzoi mi dazol -5-yl, 1H pyridin- 25{B®)one-4-yl,

4- Fl uor o- phenyl, 3-trifluoronethyl -phenyl,
whikEiBRA 28 [ @@ZE@' ROW |and:§( m%%@é@ﬁﬂe@% 6‘1162

3- (N-acet am de) Zphenyl or 3-(N-net hanes

isna ?4d e,
onam

phe%g

. 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- y1}- 2-phenoxy-
ethanone,
(R)-3-(2-{2-[3-(4-Methoxy-phenyl}[ 1,2,4] oxadiazol-5-yl]-piperidin- 1-yl }-2-ox0-ethoxy)
benzonitrile,
(R)-1-{2-[3-(4-Methoxy-phenyl)-[ 1,2,4]oxadiazol-5-yl] —piperidin- 1-y1}-2-phenoxy-
propan-l-one,
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21. Conpounds according to any of clains 1- 17,
wherein R11 is phenyl or a heteroaryl selected from

WO iyﬂ‘ﬁo&f) up consisting of PCT/EP2006/068745

3-dihydro-1kkindol 91 ? 30 pyrimdin-4
furanyl, thiadiazolyl, pyrazolyl, isoxazolyl,
(R@ylr {mﬂ(mgr&nép@b@ﬁﬁu @@I&Q&Eﬂﬁlﬂﬂﬂ]&?mm-1—y1}—2—phenoxy—
di hydr o- benzooxazi n- 2- one, i ndo t hi ophenyl ,
?81y| benzooxazi n- 2- one,

(Rs me@ﬂymg-;ﬂnﬂnmzon [ NER¢bnethqyridagl)1y2.4] oxadiazol-5-yi] -
Pﬁ%f%ﬁﬁ ¢%¥hanPR§nzothlazolyl benzot hi adi azol yl ,
In

’ci nnol i n
(Rl ?AGJdChlﬂdwhqmmwMa{%Be(zZ@eﬂlmwhaﬂﬂ) [1,2,4}oxadiazol-5-yij-piperidin-
]7$7%ﬂghgﬁgro i ndazol - 3-one, whi ch phenyl or heteroaryl
[ tlonaIIy WO 2007/063012PCT/EP2006/068745 - 151
Eyfiaxymatipi-phenoxyl 132dandrmetheny-ehewilsth-a 8l oxpdiagol-3-yll-

pqﬁé}ﬁhﬂ-rloyl e@@AShEt i ng of hydr Oxy B(OH) 2,

(Rg%rg;@@%‘gmﬁé‘}%ly B ﬂf% %Sl[f‘?gi%%égia%éﬁb‘&%}pipeﬁdm_

1-Vi$-edanohy,l , whi ch pyrazolyl is optionally substituted

. ’ 1 o
Y RO AR 1 B SRR T SR A Y piperidin-
1-yl}-ethraponé, cl ai ms 1- 17 mhereln RH is phenyl or a
(R'S‘Q_t{?I pﬁ(zuhu%% BREA- tr@motxaﬁa%mm SaRsidat- 17924 henoxy-
3-di hydr o-i ndol- 2- one, " 1Hoenzi m dazol yl ,
EW¥%91|n1d|n 4-one, 1H pyrazolyl, isoxazolyl and

(R34 926[‘51(1[ Meﬂi@%@ﬁﬁﬁyl@)ﬁnyl\mu foleid] @hﬁih}tbl Sl hepeidiarlyil}-2-

0 onal ly substituted with 1 to 3 substituents .
Iﬂ@%?gpﬁéan?}on1the group consisting of |ower-alkyl,
(Riwylel tSokdy (2- Rty racetyid- pifid BIR1-G; y1ivih 6,2 8] oxaRibdolairell .0 R15

din claim1. 23.Conpounds accordlng to
tmﬁ&%c qﬁﬂ#ﬂg 1- 17, whereiin R11 is 2-met

-(Rm?-’r'i‘lrrﬂ(@lpm ey $ AP 5 Aoyazol 5 ) piperidin-1-yl-

ethdioRY¥r azol - 3-yl, 6-ami no-pyridin-3-yl, 1,3-
di_hydr o-j ndol1- 2- one
(Ry3- éwzé honoxy; aceyh) ,pl@ergilr%% )Elﬁg Lg’?ﬁ]‘?ﬁ dé%%lr?y gl_}—)henzom acid methyl

emﬁr(N-acetan1de) 4-f | uor o- phenyl or

(Rﬁ'&y&q 39Q£§? p enyl)zélyh,v\/]1 ex?ic?ehlaﬁcﬁgg%?umg%d%% ciorlﬂb%eﬁgxy—ethanone,
(Rp8- {265 b Mintds- phcmd} 1,2 4] axodiangl- D] tﬂllmrwhn-i yl} ziphcnoxy—ethanone,

(Rihggegn ?%%ﬂoa ﬁ%‘%ﬁr{rism 12 gd £15’2 4% ereln | s NR

_ C&@ﬂ@ﬂl(mﬁﬁﬁ >N R19 and R2 are as defined in claiml1l.

(R?—@PI%‘@SRE%{QS( zg [ﬁ@;ﬁﬁkacﬁﬁzoﬂs%ﬂﬂﬁ g&mdmZﬁ yl]-ethanone,
“ui 4 S

(R-B\Ag Qﬁ{fj’{) u ?n}; :E %g? glaﬁal§yl?—p1per%m 1-yl)- 2.

phenctepeahaesiie, y from each ot her are hydrogen, , .
= r- - ; . kyd .+ S
(R:)-(Oixtgzr [ﬂ*qléany oxg\;ﬁf?ynélglr—g)éln)-fﬁ Q?J%hlazélpﬁ'-\‘?l -%Iléé)ll 9?_\/1}2 phenoxy
ethaowee.- al kyl - NH- car bonyl ; or NR15R16 is a heterocyclyl
h. -

(R?q faegzhﬁ]gal mn xwl%ﬂgﬂ BHeh 10 gﬁitz ﬁ;dgaamglpa% mﬁ%&mﬂy (y1}-2-phenoxy-
1ﬁmﬁéﬁld|nyl plperldln 2-one, piperazin- 2 one
(RPGPEL QZ(mvhe@&QLaB&ymﬁlﬁ@id@ I-[ 1,241 &hadhesies-ogMaatnic acid allyl

Is optionally substituted with hydroxy-I| ower-al kyl or
eSttbwer - al kyl - car bonyl . 29. Conpounds accordi ng
(R)-0- @r)B3-6f- Irnidaets] - f1- phed§l) - [t ef] ekalistbb Sayild pipg6din- 1-yl }-2-phenoxy-

|ngggendently from each other are hydrogen,

ower’- al kyl - car bonyl or | ower-al kyl - SO2.

(REOpethst- éﬁb@ﬂ)hg‘m@-@ﬁvl)oplpem@nr%yll—{l 2217021&@#?@%313'1}
behBhRRiIffab3d@ 30 heterocyclyl selected fromthe group

consi sting of 1,1-dioxo-isothiazolidinyl,

pyrrolidin-2- one, imdazolidine-2,4- dlone,

2,4-di hydro[ 1, 2,4]triazol - 3-one,

pyrrolidine-2,5-di one, azetidin-2-one and

1, 3-di hydro-i m dazol - 2-one, which heterocyclyl is



10

5

20

25

30

35

Pl

31. Coh'pounds according to any of clainms 1 - 30,
wherein 1217 and R18 independently from each ot her

WO 2609/063095 ogen or lower-alkyl; or NRIIRLI8 is perEP2006/068745

nmor phol i nyl . 32. Comawgnds according to any of
claims 1 - 31, wherein [ e9 and R2 i ndependently from

(Ié)atﬁhﬁﬁ*(é*MaﬂphohNdHﬂgmﬁﬂiﬂ—@VﬁP[hﬂ,ﬂ}ydxadia;tdweﬂl dpyperidin-1-yl}-2-
P%&% wer - al kyl, 5 I ower-allcoxy-I|ower-al kyl; or

I'S ’heteroc clyl selected fromthe group
(Rohhenemgl-63 Lbh-piibrasnyictunepyionsh pngi)L1. Ao siiazol-5-y1-

pRELEMOL ?;,gléfﬂlaﬂoﬁeoptl onal |y substituted wi th hydroxy
r.lowe ounds, accor di ng

| k
(B2 Rhiner L4l et 2 bicsomettukpbeiyInL b dnosiesh o pieridin 1)
ethm@k;@gen 1034. Con'pounds according to any of clains 1

R hip G Pgnaredy R 7 et BERT B pticin THTEphenory

etpynorw, nyl -1 ower - aI kyl or cyano-|ower-al kyl; or NR19R2

S hat f i 5t kN
(Igf-N-a(]&@—]ﬁa@%g}fén}SkY %gértgg &ﬁ%mﬁé’ A p\} ef §1 Q%ﬁ%&dlﬁ%f% i Lng
tqﬂmommhm Piwnyl)taﬁiﬁf@ﬁﬁdfphol i nyI
Rb BAB18B MERA Rl forR]- 9@8@1)%[122&1(%@1%@ |-piperidin-1-31}-2-

spi roil pht al an) - pi peri di'ne- , tper ocycly
Phegoxgefi3nPBhal |y substituted with hydroxy,

(Fyoneg2-{ 3l kMetB(IOR hitrd- Fu@fsd)an 1y #}oxhdiv]-5aq1 iyl pegiaind 0RY)L 2- phenoxy-
gar boxy, carbanoyl, |ower-al koxy-carbonyl, cyano,

CE%WI' , pyridinyl or I|ower-alkoxy. 35.

(Rl (344 Maboxyd3-nifré-phemyh)-bf,2 ¢l aindinzdl-5-ylppipenddire th-yl }-2-

s and which are characterised by formul a
: Eigﬁﬁﬁﬁ% %33R6 R7 "~ (la) 20 wherein |e, l e, R4,

(RelydroxypdyN-hie] hE2- abmmoacptﬁl)amper&m@ #li b2 ] oxadiazol-3-
ylﬁﬁenmnesu]foﬁﬁmdgonpounds according to any of clains 1

(CRETSEETIERY ST LI I R G o

[ 1:04]pesdiakod-3- ﬂ}bmiz]en&uﬁbﬂm@é eth an one, 25 (R)- 3-

CORSPHEA LR i dR sl S SHLAT bFid sn
be@@ﬂeﬂﬂfol{ami@e (4- Met hoxy- phenyl)- [1, 2, 4]

12
(lgﬁ,_ % p oﬁypi OBP hﬁ?ﬂdxﬂ' a@ety&é)lpendm 2-y11- [1 2.4 oxadiazol-3- yl}-
WEIpNntET1EP2006/ 068745 - 153 - (R)- 1- {213-

(H) %-?-m RPN bIn-H-yl-pPridin- mygdn 12z ox&tiNol-5- 0] pReHin0t-y1}-2-
&Rhen oxyet hanone,

Adr oxy- phenoxy) - 1- {2- [3-
(R)4>-BRéruoyyl~ {ﬁQB-WSJ,A} 5.,6{tdtrah yllko- Q¥R i, 2 sipyrRdiy¥1}4'~v1)-[ 1,2,4]oxadiazol-5-

1 Yet hanone, 5 (R)-2- (4-Chloro-phen.
yngh@’gd% f Qféy et h oxy- pheny1) 1 1,2, 4] ’
(Rs2aBherzonsy-~ 15{2yﬂ3]-(2 ilqrapipbioflit -4/ 1) pyridiaroyle| 1,24l oxadiazol-5-y1]-
pipdRldig: 1(— '}-'éMf?athfémm hyl - phen OXY) 1 {213-(4-neth

en DI) oxadi azol - 4\;
(R@Tlpg?[?d % 1Qt?,ﬂ§m§}qqgﬁ'éq4@~ “y1)-[1,2.4foxadiazol-5-yl] -piperidin-1-y1}-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-y1}-piperidin- 1 -
yl)-2-phenoxy-ethanone,
(R)-1-{2-[3-(2-Imidazol- 1-yl-pyridin-4-y1)-[ 1,2,4]oxadiazol-5-yl]-piperidin- -yi }- 2~
phenoxy-ethanone,
{R)-1-(3-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2 4]oxad1azol-3~y1}~phenyl)—
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(R -2- (3-Cnhloro-phenoxy)- 1- {213- (4-neth
oxy- phenyl) 11, 2, 4] oxadi azol -5-yl] -piperidinl0

WO%{)})\%);:{O? hanone, (R)-2- (4-Flu oro-phen oxy)- T&TIEi’%)]?&?IMSHS

oxy-phenyl)- [ 1,2, 4]159xad| azol - 5-yl
- pi peri di n1-y1) - et hanone, (R) 1- {2- [314-Flu

;&ﬁdmhgaua)l 1,2, 4] oxadi azol -5-yl] -piperidin-

e e s

phqmomﬂﬂnnnel yl) 2- phenoxy- et hanone, (R)

e R TR R M—

21ph9uqﬂyeqﬁhmcy1)e, 112- (3-pyridin-4-yll 1,2, 4]

X di 0t ] +5-vI]-pineridin- 1-
(19 ?@haifcgég 1512’ B- 5@ Bﬁdﬂo%( )Sl}r %rgﬂ; 14)_ 1% I%ggg?%gﬁaw ]yl] -piperidin- 1
YIET]‘Z‘“Q‘]‘E oxadi azoI 3-y1l)-benzoic acid nethyl ester,

(K)R-(5-15- [i@E{P&enéfy Netyl)opipaediy-)- yﬂ [1 %]éiadlazol 3-y1}-pyridin-2-yl)-
oxadi 5-yl] -piperidin- 1-yl1}-2-phen

PRBRFE1BE Sﬂ%ne (R - 1- {21314-Nitro-phenyl)1 1,2, 4]

(R)xiaﬁham)dy 15(23{@ 1 Hétetdizol-3-y)tph@ryiHd N pxatidvah o ne)-piperidin - 1-

yﬁ_gthtgﬁ% 1- (2- Phenoxy
ace Ei f};l er| d| n- 2- 12; 2, 4] oxadi azol -3-y1)-
(Rehidhie flaﬁméeyhf Sl Syl Dapicn |yl L2-phenoxy-

ethArdher azi n-2-y11 1, 2, 4] oxadi azol - 5-y1) - pi peridin- 1-

2-
bR 1o B0l eh g gt b ineridin-1-51)-2- phenors-
ethxaieazol - 5-y1) - pi peridin- 1-yl)-2- phenoxy-ethanone,

(lﬁo %’Bﬁ-(%ﬁg&){r%g Iirlﬂélgglcrnj‘lelz\{ﬁ %éﬁyﬂy[rlbdéi] oxadlaz%f'% yl}-piperidin-1- yl]—2 |

phepopecihdnord, - y11- 2- phenoxyet hanone, (R)- 1- {213-

63 UL OEIRE N PRl A £ A5 p LSl Eptbars indor

2-ppe, Phenoxy acetyl)-piperidin-2-yl]- [1,2,4]
X -3 ¥ .
( A Pﬁelyo@ay d&b@?_ Pérgdﬁgn%yﬁ; @E%}?ﬂ%ﬂ%ﬂ 361 L3 Uthydro

213- 5m dazol
IQ‘EZSF 5W%5 1] -piperidin- 1-yl11-2-ph en o

(Rb@(ﬂqahcmﬂler(ﬁ)’ d&%tﬂiﬁﬁd‘iﬁ-%ﬁ}[LQZH@GGMODC}LYI}-1,3-d~‘ihydr0-ind01" o

ﬁeetyl) pi peridin-2-y1]-[ 1,2,4] oxadi azol -3-y1)-
“perizenesul fonam de, WO 2007/ 063012PCT1EP20061068745
(R)- 115?4[3~(](ER)Bena_otr1{a®l ¥ 8>-1 1.8 AMpragfazol-5-yl]-piperidin- 1-y1}-2-phenoxy-
etﬁ’z!ﬂoﬂe”f yl - pyr| d| n 3 yl) [ 1,2,4] oxadiazol -5-yl]

ridin- Ega [0)4 et hanone, }(§ R) - 2- Phenoxgl
R S et i b oot ot S Aperdin Sy phenoxy-
etmg@qbazol 5-yl] - piperidin- 1-3/1}-ethanone, 5 _

SR Eon i o3t bl 3ogi 1.2 omadiaaot 5 1)

plpqlld‘me{‘ll-jd) -2-phknydy-ethahbdone, (R)- 1- {243-

(R() Al\'f |{§ é? AEI}%@{%y éceél_l)zﬂ de?% gﬁoﬁéZ Aﬁoﬂc%ﬁ)ol Rl_y yipyridin-2-yl)-

ac§t§m1d|@,(2 Phenoxy acetyl)- p| peridin-2- yl] 2, 4]
RO |14 gxadipzal-5-y 1-y11-2-ph
uororret yé’ﬁ%ﬁg’ ce am]é)g G }i]_PPffld’[r'g,_ yl}-2-phenoxy-

ety %“O%t h anesul f onyl - phenyl)- [ 1,2,4] oxadiazol-5-yl]

(R) {3 el i-di- Phenbxy-bretdh -fate iax2- ﬁ}-hﬁﬂ,ay@gadiazom-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-vyi}-[ 1,2,4] oxadiazol-3-yl}- IH-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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(R - 1- {213- (4-Methyl- 3-nitro-phenyl)- [ 1, 2,4]
oxadi azol -5-yl] -piperidin - 1-yl)-2-phenoxyet hanone,

WO%U%?O%O 1- {243- (4-Meth oxy- 3-nitro-phenylyeluproosocsias

oxadi azol -5-yl] -piperkdin- 1-yl}-2-
phenoxy- et hanone, (R)-N-(2- Hydroxy ethyl)-4- {54
(B Z-WSL%Wharﬁ:‘é@E'dﬁyl -pREPE)-PHLM;Z Atﬂ/«izl)l-S-[yl igerddin-1-yl}-2-
oxa - yl)- benzenesul f onanm (]RI;
p “Z‘OWéFﬁ’aBS%’gF et hyl )-N-met hy1-4- {51 1- (2-phen
(RIXY{ 2484 3,4 Dipiefiesxyeihenyl?-24 -] 1,2, 4Rflafol, 32yl piperidin-1-y1}-2-phenoxy-
X azoI 3-y1l) - benzenesul f onam de,
, N-Di net hyl-4- {54 1- then R
(lﬁxy{&éé@ﬁ&phlpm phen’)d)zzm[}l 241 {riazolp3-41] -piperttinzloyl-2-
p}?én)é ahandgpRzenesul fonam de, (R)-N, N-D|ethyl 4- {5- [

[ t di n- 2-
ot it o rhenebb b e oy
ethZnder ph ol in-4-yl-pyridin-4- "y1)- [ 1,2,4]

BRI P L BBl Bhbl a2 g 331 pperiin

yl@’:}ﬂﬁnﬁmﬁ tetrahydro-2HL 1,2] bipyridinyl-4'-yl)-]

(Ré 12 {f‘—kS ?ﬁ(?% ﬁég)ﬁ%}%ngié ZJH IPQQ%%I@ -yl]- Jplyelr dife tl'Brl}”‘Q -phenoxy-
etb@nctm; onor phol i n-4-yl - pyri d| n-4-yl1l)-[ 1, 2, 4]

(l?xﬁihzﬁi ?%l\ﬁfrbﬂp]hen][dﬁ OR} PEA]tHAId- Séﬂ,'l}l%ﬁ)’éﬁﬁﬁaﬂ?ﬂez Bﬁgff)oxy—

yl am'n o-pyri
ethyieazol - 5-yl | -piperidin- 1-y11-2-
@WKM(Eth%wﬂyﬁ)plﬁtﬂcﬁnD #3-1H-[1,2,4]triazol-3-yl }-benzoic acid
é] Eﬁgﬁgoxy acetyl)-piperidin-2-yl] -[ 1,2,4]
Xtt*¥2 ol - 3-y1} - pyri di ne- 2- carboxylic acid ethyl
(Iésl €2-] 5- %Hﬂl@)fe -B-tfifluof@nétbyl( pheAgipt2H - {hﬂﬁkrmmlr&yll piperidin-1-yl}-

&Igfg% p-3-yl] - 124] oxad|azol 1
Y enox y- et hanone, (R L‘I i} '

=G (5-p (Z—mawwf;tyl)fplaergimp Jdké Bz flltaa@ll]S ylH 3 dlhydro indol-
zogéperl din- 1-yl11-2- phenoxy-ethanone, (R)- 1-(3-

L b C e Ao P Bl e Zpithnony.

etEﬁQ;%%BOlZPCT/ EP2006/ 068745 - 155 - pi peri di n-2-one,

T S L RS R b iR i pheno-

ethid®onts (2- {314- (2- Met hyl -i ni dazol - 1-y1)-phenyl] -[

4%5 E‘ngn é(ﬁgdpr 9%, Q%X%ﬂ%oﬂapfpglliﬁ ) 4]Jxa§}a)z 5 yl}-benzenesulfonamide,
I-(3{pl6-4k DIOE_Q-WEWFP}QJIW_ &yngmm3grlhil 2 4] oxadlazol—S-yl}
choxped@hbid,n- 1- yll-ethanone, -

V-2
Niﬁjﬁ s%ﬁpaﬁb?g%‘ﬁy orplgli gwﬁ;lyé)?y%)ogﬁl' o1 Y- kin-2-y) -

acptap@deazi n- 2- one, 10 (R)-.2-Phenoxy- 1-(2- {3444

LB L RSl BUERY -t 2o bl mguphotipg ik 2o phenony:

etfqnop8; ( 1H-In dazol - 5- yl) [ 1,2,4] oxadiazol-5-yl]
2- Hélfb%f'lﬁi?}nﬁ ?&1 s uo%oﬂﬂ@?x@rl Fﬁéﬁ%}? @?‘{'1@4 trlazo{vg%l] (ﬂj]orpho]m 4ry1}

213471 6-yl oxadl azo
ethgsjoper i di n- 1-y11- 2- phenoxyl5 ethanone, (R)- 1- {243-

(R4 F3-[4-01-Phedr Jaﬁétyl)%@lzﬂhbhﬂk‘v-ﬂ!l@ﬂy M) oxdadibza@- 3l }- 1H-pyridin-2-
oxadi azol - 5-yl pI peri
°NShenoxy- et hanone, (R)-6- {54 1- (2 Phen

1- (B<[3-66 Meytigxypphaii) il 12;4 o yddiazdl- 32 - thjomxephioin-al- y13-2yitien oxy-
eﬂxlan%hg" hydr o- i ndol 2- one,

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

phenoxy-ethanone,
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20 (R -5- {54 1- (2-Phen oxy-acetyl)-piperidin-2-yl]
- 1, 2,4] oxadiazol-3-y1)-

WO%(?:}IIQ, drobenzmmdazol 2-one, (R -5- {5-] i!'CTfEP2006/063745

enoxy-acetyl)-pi peridin- 187 vll -[ 1,2, 4]
oxadi azol -3-y1 |- 1, 3- dlhydro |ndol2 one, (R -
4%5-1422- Ifh%nm(y édéty%eﬂﬁ&nb ARl 3- ﬁﬁi,)ﬂqm%dfa)mm 1}
boxadl '] "~ pi peridin- 2- phenoxy25
SYRHAD ?PaQPﬁg- 1- {2- [3- ( 1H—Ben20|n1dazol 5-y1)- [
2-Phendy- D@@@mﬂm&-yl-[1,2,p]qxemhzﬁuﬁ~y114hmmbrﬁhqjhemyl] ethanone,

LIS NI b (2ot 5 ) Pl LR Bomy cthanone,
Npi5pr i le(2aPhenoy g peylpipimmaayn-Et ikhbad] 0)@@121@@)}54-}@4&1(1{1152— vi)-

adetahijfié- Phen oxy-acetyl)-piperidin-2-yl] -[ 1,2, 4]
oxadi azol acet ar ni de,

R - 1-
S T bl s D goacelar e, (R Loty pheaony
et@¥@sheazol -5-yl] -piperidin- 1-yll-2-phen oxyet hanone,

NGBbighy s e RS B b a

bénRpnretulfdmuinide,( 2- Ph en oxy-acetyl)-nmorph olin-3- yl] -

NPt B e B A3 By s
Qnﬁmﬂﬂtqn@adﬁazol 3-yl1l)- 1H pyridin-2-one, (R)-2-Phen
49xY1- (i;t’%en&% :R:Q@Dyﬂi &laltinla-9] ‘t]l 2 4]oxad1azc>1 3- ylb\%enzenesu]fonamlde

t | d 1-
163 b REbsobe oA tadSes S YRpipers i 3-st} 2 phenony:
eth@ndid; thhanesulfonyl phenyl)-2H [ 1,2,4]

2 RS P b P D R R PR e

1-42-{3¢B-Liichibfo-phemdr{ 102, Aloadidjol 3 pheirmxaist-HapRhehoxy-
a% el- {215 (3, 4-Dichloro-phenyl)-2H1[ 1,2, 4]

rlazol peridin 11-2- phenoxyet hanone,
2 PlrynonL- Do pyricin ok 16 Eesr st Pt vl othaione,
2-Phéf%S: l1 ?Z i byncﬁhg,e{rl'-lf} f4]0§cad&§:&o‘1—% ANsnRYY.Al- b%ﬂ‘]o&ﬁanone

5&5 L%é% m}ir m&aéﬁxlbll 24l O}Ead@@l irpfﬁmlp%r%p 13y} phenoxy-ethanone,
1- {2}[31@6 IMkthoxylpyridin Bl ¥1)-61,D @Nsiadiazé1Ry-yl] Jpipdrazin-1- yl} 2-phenoxy-
tﬂ C%A Met hoxy- phenyl)-211- [ 1,2,4] triazol-3-yl]
© %1 &idin- 1- yl1}- 2- phenoxyethanone (R - 1-

1-{215 48 Maérphokip-ymytilin2Biy])1] 12, 4oxadiazi 5t ylB pipletazin-1-yl)-2-
phéﬂb &% de. 1-y11- 2- phen oxy- ethanone, 15 (R) 3- {51

en oxy- acet y1 eridin 1,2,4
: 11[2‘[31%M0f9 9@{%&1@2%1 )@lgorgo[ s%fﬂwad@@]déryll pmprazm-l ylf-2-

Imkgg -éfhalddd, oro 3- trlfluoronethyl phenyl)-2H4 1, 2, 4]
0 erid 0 t hanone,
i HEE hﬁd{c’ cflzﬁwﬁﬁ ' '9{%8 %ﬂ%iéﬁ TRIPGFaZn-1pylj-2:phenoxy- -
eﬁwﬂonb 1,2,4] triazol-3-yl)- 1, 3-dihydro- |ndoI20

R M G Sy R G e O RS —

ethanofig4 3- (4- Met hanesul f onyl - phenyl) [ 1, 2 4]

1-2% ¢} Agbiptiothk-4- dRHANE Tnan Y i,b;4¥6;&t1598?$y-§4 NAPA9Sn- 1-y1)-2-
phenoxy-ethanone, .
N-Methyl-4- {5-[ 1-(2-phenoxy-acetyl)-piperazin-2-yl}-[ 1,2 4} oxadiazol-3-vl }-
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-vl]-[ 1,2,4] oxadiazol-3-yl }- 2-trifluoromethyl-



25 4- {514- (2-Phenoxy-acetyl)-norpholin- 3-yl] -[
1,2,4] oxadiazol -3-y1}-benzenesul f onanai de, 1-

Woi(ﬁ) /o@.{giz 1,1-Di oxo-th ionorpholin-4-yl).-pyri F(]:Nﬁzo\ﬁk/lmsns
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4] oxadi azol -5-y1}- _1s5g._
nmor phol i n-4-y1) - 2- phenoxy- et hanone, N-(4-
pHeémlf-dcataffi@s) oxy-acetyl)-norph olin-3-yl] 41,2, 4]

QIR P 20 BSELADIS Redoeacay cer

l—t{Z-l[&-iMMahy]l-Zj nitn@phémgil)- hl-A4lok}1élﬁzqi*ﬁeﬂb-py[m‘m¢{}é}—Z—phenoxy—
mfd}%n oxy- 1- {3 [5 (3-trifluoronethyl-phenyl)-2H
triazol - '] -nmorph olin-4-yl}- ethanone,

I-(Rf344- M@hqu—@ Rippraenyy| | a&hmyaz@mﬂmwam Iy¥l}-2-phenoxy-
cthdnohe4] oxadi azol -3-yll- 1H pyridin-2- 35 one, 1-

Met h h 1,24 d I
TG R DRk btk e 1 317 phenory-
etBar{foheMet h anesul fonyl - phenyl ) -[ 1,2, 4]

5 R o DR IR ST £ty b aci

mghyl estes; 15[ 4-

L TG Y B 2ty 3o Epitlaine 2-carbonyic
aqjethylesistr i di n-4-yl | 1, 2, 4]
2-9 al2- I¢ oxa&hhanp

b B A DR Bt Rt S 9 S F pigtyaain: -5
© ?ﬂoﬂé’ram n- 1-y1)-2-phenoxy-et hanone, 5 N-(5-{5-[ 1-
1-(Z{PeMocphabedydipheh Al B2 40ex2diazdl- 3yl pdpéthzin- 1-y1}-2- pherIOXy-

%ﬁl azol - 3-y11l-pyridin-2-yl)- acetamde, 1- {2- [3

%1 M dazol - 1-yl-pyridin-4- yl1)- [1, 2, 4]

1- &cé?d[‘&ﬁbMﬁhxlﬂqm@aqoéﬂad) -phenylji[il- 224]ph&d1&10¢—3’5eﬂhgxpomm 1-yl)-2-
ﬂe 4- {51 (2- phen oxy
oxadi azol -

t I
ace QTSZ’@I%' D a G HhdasBr e Alothtisnci o) poipesmsei 32 phenoxy-
ctmmngcetyl) pi perazin-2-yl] - [ 1,2,4]

B s R D2 OXE[diaZQF %]yh “pyridin-2-31)-

p1pnraz:in~:—i?zﬁxhe3 yli- benzenesulfon am de, 1-

- gzg di az o f_f'ﬂj %—? I pe ra ﬁil%ﬁ y;f?haft’ﬁ%] i) %P Fginylsyl}-2-p henoxy-

ethanpasone, 2 Phen oxy- 1-12- (3-pyridin-4-yl- [1 2, 4]
1—%@{@@&&}’3(%%6%&6{ IBiT'ld:ln Bl Zsll] Fﬁﬁ Qﬂﬁol-ﬁlylé% y[ffirazm 1-yh)-

r o- pheny |azol
2-phy; nﬁéY&%aHQH% yl1}- phenoxyet hanone 2 Phen oxy- 1-

2-PRehdx M[{2dﬂ3n('42p 1d1- LyRpKdnyl)-[ 1,2,4]oxadiazol-5- yl] iperazin-1-yl}-
ottad| azol - gj- pi perazin-1- yl] et hanone %)

thfn Enoxy- 1- [2(3 pyridin-2-y14 1, 2, 4]

2-Biiaady-dz@at [%W&ﬁm@aa%hmﬁeﬂl}pheﬁym hApgoxatliaz25-lyB-piperazin-

phenyl) [ 1, 2, 4] oxadiazol - 5- yI]
1§1§e%"g%§§‘?n - - 2- pheno;?)/1 et hanone, 1- {2-

1-{2305¢ @~ mlmds,n ﬂr;bﬂ@di’ldln— £y))1.,2.4lozadiazg}- 5-y1] -piperazin-1-yl}-2-
phe¥diag@lome; YI 1 - piperazin- 1-yl}-2-phenoxyet hanone,
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-Mecthoxy-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-vl)-[ 1,2,4] oxadiazol-5-yl]-piperazin- 1-yl }- 2-
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1- {20- (6-Norphol in-4-yl-pyridM3-y1)- [ 1,2,4]
oxadi azol - 5- yl] -piperazin- 1- yl}-2- 25

wo?ﬁbg)ﬂ%ﬁ 5 et hanone, 1- 121346- I\/brphyl pyri cli npdi¥ddoshesras

oxadi azol -5-yl] - pi per -y1l1-2-
phenoxy- et hanone, 1- 1213- § droxynethyl phen y1) -

phenbxctanveadi azol - 5-yl | p| pera2| n- 1- y1) 2- phen
I%X% @-F {’%n[qn& Pl?e%o}(y-aceq]rlsg plp(e ityW[PE" 4P0xa ri 3y 3:!1%—2

trlfhmdmmzixhbrl-ﬁiemd) peparidzi n- 1- yl) 2- phenoxyet hanone,

4?5%_%_(%%%&%{%@{%0 yﬁ%& l;)lzirJ Zi n- &Qfl'%h@% IJ erazin- 1-yl}-2-phenoxy-

etpEmexy - et hanone, N Met hyl -4- {54
C LAz - -
(%’x%ﬁ. ISP Rhilo pRAE A2 oA dtiol S Bightacin-1-y)-2-phenoxy
%erthoxy ethyl) N-net hyl -4- {5- [ 1-(2-phernxy-

(RCBUYI3 (@W@Béhﬁlﬁzylaﬁhknyl){l lﬂ?oxﬁhlazol -5-yl]-piperazin-1-yl}-2-

oxadi azol - 3-y1} - benzenesul f onam de,
PR ERARMDr 0- phenyl ) - [ 1,2, 4] oxadiazol -5-y11-pip
(RF B£2-{3-[ 4 JH A plobA-yoxphatyR- IR, Goxadiaddl- S(yl)- piptratin-1-y1)-2-
Pl{e%ogf e acetyl) - pi perazi n- 2- yI] - [1, 2, 4]

oxa azo 2-triflu oroneth / _
oot @%ﬁ@@%ﬂrm@@lw}n@m 1 sepsridinang] | 1.2 4loradiazol-5-y1}

.2-fnchkyelAnbRENOXy - acet y1) - pi per azi n- 2- yI]
3-yI}-benzoic¢ acid allyl

oxadi azol - est
(R_ﬂ 1 %%i%?z&‘* WSy RIPSERin Dty pavi]-pl. A oxadiazol-5- 31)-piperazin- 1
yipRaieAdgl-ethaydile, - pi per azin- 1- yl)-2-phenoxyet hanone,
- 3:Nnit
i E IR D b nen

aceipatitampirechldridd, 24 3- (4 Chl or o- 3-ni tro- phenyl) -

0ok B PRt gt et o i 12 pron

© af(%ﬁphenoxy acetyl)-piperazin-2- yl] -[ 1,2,4]

( X1a PIH-BeMAdtribaNzoi1 [@Quqio;éla&amtilxd] ;ﬁﬁérﬁ{:m 14y1]] 2-phenoxy-
2- Phenoxy- acetyl) - pi perazin- 2-yl'] 1,
é‘ieazol 3-y1) - pyri di ne- 2- car boxyl i ¢ aci d et hyl

(R?SH {‘3 [3 Q}Pﬂiﬂml‘ﬁ yb~ []{,24]0&&11@%&3@@@@@11 1-yl}-2-phenoxy-

' eﬂlal%j}fgy‘%i‘% 6’1‘11[3 1, 2,4] oxadiazol -5-yl] -piperazin-

is.1-
(R) 21@[M(Mh@hnbﬂaqetgl)mlqumﬂlyl]-[[1 2 Apoxtidiazol-3-y1}-1,3-dihydro-

b%&ﬂi X 1} pi perazin-1-y1}-2- phenoxyet hanone
X 1&%% ® - Met hyl -i m dazol - 1-

(Ri 12 (2413- B&Q{[ﬂ &),_1@};(1 guyq_lpr@oé@r%ﬂ)myrldy&§ )é]- [1 2 4] c>]xad1az[ol-5 -yi}-
et:h‘a.ﬁgne hydrochloride

Rgié‘a- s -Hs?r%% O DTN 58 Bl s shnors-cibanone

(RetlhEr[dél-Fluoro-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperazin- 1-y1}-2-phenoxy-

ethanone,

(R)- 4-{5-[1-(2-Phenoxy-acetyl)-piperazin-2-yl]-[1,2,4]oxadiazol-3-yl}- 1H-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-methanesuifonyl-phenyl)-[ 1,2,4Joxadiazol-5-yl] -piperazin- I-yl }-2-

phenoxy-ethanone,

4-{5-[4- Acetyl- 1-(2-phenoxy-acetyl)-piperazin-2-vl]-[ 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-y1}-2-



10

15

20

25

30

35

445- {541-(2-Phenoxy- acetyl)-piperazin-2-yl] - [
1, 2,4] oxadiazol -3-yl1l}-pyridin-2-yl)- piperazin

Woit%zfa%ﬁ 1- {213-(6-1mdazol - 1-yl-pyridin-3- Pé'}l}zriobsmssus

oxadlazol 5-y1] - pi perazi n-1- y?? 2- phenoxyet hanone, 25
Henbo#y-cthdnobd- (4- Acetyl - pi perazin- 1-yl)-pyridin-3-yl]

Bl tb G éﬁ}bhﬁ#ﬁﬁ{a%‘zﬁ% o1 pietazin-1-51)-2-phenony

e@ﬁhﬁﬁ&pyrrol 1-yl - phenyl) - , 2,4] oxadi azol -5-yl]

BTS2 RO BB Ay i 1
thdner®| - 5-yl] -piperazin- 30 1-yl)-ethanone, 1- 7

1%%2%(2\ %})MB@H&MOS{I)I%S%E I—Pﬂcgdyﬁ%z;l{li}%%ﬂ'ﬂangﬁ}l] _piperazin-1-yl}-2-

}§W@ﬁﬁﬁ9mé?ﬂ%none -2- Phenoxy- 1- {2- [3-(2-thiom orph

I-QQJ[BL(AﬂLMéthmdélﬁM&iyﬂﬁhénﬂ)'l-)zﬂl[ 12 Aﬂmmagiﬁ]zﬁpeﬁzwi-yl}z phenoxy-
%1 razi nl-yl bet hanone, 35 1- {3-

%1 4%? Hydr oxynet hyl - pyrrol i di n- 1 y1) - pyridin-3-yl]

2-Fheityd]l- ﬁZéB‘ﬁ(?&Zrmﬂlucﬁ‘om]s}hyl phenyl)-2H-]1,2 4]triazol-3-yl]-piperazin- 1-vl}-

e ra2|n -y1l) - 2- phenoxy- et hanone, (R)- 1- {2-

tﬁ thh oxy-pyridin-3- yl1)-{1, 2,4] oxadi azol -5-yl]
bepeyalz[Zh(5-p- tyﬁﬁ -2B1- pPh il tixspd BhdhpipsrazinR) -yllzethanone,

2-PRARs 41 F@Eym%ﬂﬁbrémmyﬂ?m@mzﬁ [3112)4] Ena’koﬁs 4)-piperazin-1-y1}-

oxadi azo pi per aZi
etb@WO%OlZPCT/ EP2006/.068745 - 159 -

1- Qﬂ@ﬁ@%—%&h&b@nﬂ%ﬂ)@fﬂ - N2(#triafS113-31 -figerBA€N -y1}-2-phenoxy-ethanone,

ST Do 38 P F st Piogtreity Ly ab g thanone,

1-(R] 5-(4F1uo2e-[pBen {12 Hef hy# tBamil-3r @}-piperayin) 1 {yl 12-phdjoxy-ethanone,

PR A iy B B e ANIB 2 o

-ethanpng, 4] oxadi azol -5-yl] - pi perazin-

1- :[-2 th k3 g—maﬁeﬁ%idﬁéﬂ}@ﬁ?)ﬂgl 2 A1 Razofl 3-vi ]Zﬁéeraﬁlﬂ ll\/?l']@.hphenoxy—
pheny1l) 4] “oxadi azo

et %Vﬁﬁra2|n 1-y1}- 2 phenoxy- et hanone, 10 (R -1-(2-
1-{B 15+ 1-Bidokeviptamyd)- 28 11, 4jhieaey-3} yit-piptra2ind] - i ghéwady-ethanone,
1—?%—*\@' %% PRES %ﬁenyl) aHy[Jl)2 z]tngzo?@» )i]ypl%tepa%qlo el]-é &éno]i&—ethanone,

4-{B14-Blatly 1oty platrivxly-apstyk) glipatiznd2- ] 1.py o xdidmz -3+ $l}-behizamide,
(R} 12%1 Z%ﬁ%@azzgi S?ﬁii‘h 4%&&9%&9125 ]-4-methyl-piperazin-1-yl}-2-phenoxy-

phenoxy- et hanoh
mhmgmg,(z {316- (4- Acet yl - pi per azi n-

- (R ]y{lz)faoyzr Fﬁibfb %hb!ﬂ)}l) 1,24 c&aduhzol 5 -ylj- 4—mcthy1—p1perazm 1-yl}-2-

oxad |a pi‘per azi n-

phy E?H&C W@Hﬁ&y et hanone, (R)- N—(S {5- [ 1-(2-Phen

(Rf)éﬁy{SaBbMeﬂ)ﬂ-ﬂl-@eplﬂdoﬁy—ﬁe@tyl]) piferdziiZ24dl]-[ 1,2,4]oxadiazol-3-y1}-1,3-
91@&8' % gl} phenyl) - acetam de hydrochl ori de,
% 3% 1H Benzoi ni dazol - 5- yl)-[ 1,2, 4]

(Pévéatﬁ HlmMcﬁhsw 1} (2- pligperpatatyl)-pipetazin- 2nhkehl, b%«y@&hmio?nﬁ]-l 3-
&E%nz uﬁ% b3k, 1H—Benzotr|azol 5-y1)-[ 1,2,4]
oxad |azo peraz &_ phenoxyet hanone,
R@ A (@ﬁsazquwobé—z@rm 2op% az[olf 3]-dymhethyl piperazin- 1-y1}-2-
agiarlone; yl ] - pi perazin- 1-yl)-2-phenoxyet hanone

Wf b osri D 5 i ERE N o gingrin- Lyi)2

phtn&ﬂdmhmdm@ZS benzoi m dazol - 2-one, (R - 1- (2- {3-

(R&—%-%I:L])ﬁ%th(%l( gg[lga 3- r&%%y%%gp%h&nﬁ@)ﬂﬂﬂ b%}t@m%olyé 1&'1] -piperazin-1-yl}-

2-phepoxy-2thehemsxy - et hanone hydrochl ori de,
(R)-1-{2-[5-(4Methoxy-phenyl)-2H-[ 1,2,4] tr1azol- 3-yl]-4-methyl- piperazin- 1-yl }-2-
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(R - 1- {21343-Nitro-ph enyl)-[ 1,2,4]
oxad|azol 5-yl] -piperazin- 1-yl}-2-ph en oxy-eth an

WOQ&)'T%&OQ - 1- {213- (4-Fluoro-ph en yl)-[ 1, EC%PZ(}%/MSMS

oxadr azol -5-yl] - piperazin- gy11- 2- phen oxy
et hanone, (R)- 4- {51 1- (2-Phen oxy-
pR&Rixy ethddbREr azi n-2-yl] - [ 1,2,4] oxadi azol - 3-yl}-

i ﬁ%&'ﬁiﬁ HadosShen el Bk YL lsFgtol-3-yll-4-mpetyl-piperazia- 1y1)-2-

pheradiy@zicinobe,yl | - pi perazi n- 1-y1}-2-phenoxyet hanone,

O Lt SN R R 2 ilﬁﬁk%ﬁﬁ%ﬁ’i&et@yl“ﬂmerm I
yiiiZephsnpxetethanome, 4- {544- Acetyl - 1- (2-phen

t
LRI IR b Al S ok e
aqid Mgty eHetn- 4-y1-[ 1, 2, 4] oxadi azol - 5- yl) pi per azi n-
i il #e- Mt h |
R v N g e
pl yﬁech de.1_y1)-2-" WD 2007/ 063012PCT/ EP2006/ 068745
(R)-N60- {5- [ghiletvyl-1 2 hareoney-adeR)l)- piperazin-2-yl]- 1H-[ 1,2, 4] triazol-3-y1}-
P}{g’é’ éhﬂ&&gkg %?1 gyl) 2H [ 1,2,4] triazol-3-yl]

erazin henoxyet hanone, (R) - 2-Phen

‘(@xﬂr {514- l\{l@hylfs(% maqua@ efy D rpapdrgin Phdhy Hy 1] tfiazol-3-y1}-

z e tri azoI 3-yl] -piperazin- 1- 5 ylyet hanone
% -3-trifluoronet h)f henyl) - 2H4
ﬂ@F%ri%{l Zﬁhfmﬁarrap“féfrygzwlﬁeridlm% yi- 18!45??8‘53?«2 ?vré(Hobﬁélszmd
(K)23-95- [[ 42%&157@@’&&& Y sipetidinh ey 1 0;43d%diakol23-4]}- benzmc ac1d

0L T BE N, €2 et BN T D

(RD; 2 Fliloro-# &z[dH23pheinpxy-peqyy-pipenidint 2 i) F1, 24 Jloamdiamn]- 3- yl}-benzmc
Phenoxy- 112- (5-p-tolyl- 2H-[ 1, 2, 4]
1) - pi perazin - et han on e, Phen

| - 3-
By BL1- 3 ﬁ@:oww)fpme@c&m@muzﬁﬂ]@x@ymyolzﬁy{}mr@nqz
cdrbd 95613 yl'] -piperazin- 1-yl}- ethanone, 15 1- -
ph | - 3-
z&fﬁf KBy pediatridingt B adlmonzas %Lazmmme 2

cafBodyliti adio; phenyl) 2H [ 1,2,4]

r erqazli.n on
A8 L R SRS B Yo AL 4 R i,
3-{pi H€2-Bbemoxydacgtyl- Iﬁoxxﬂmhnxifyﬁt[ﬂ 2afjoxdjazal-3-yl -benzoic acid,
SR I il e
1o 4(2- {Pb%oxycasewl)fﬁhm gmorqdlzzeiﬁ -y1}-benzamide,

% @JPhgndﬂglace@l)Dtﬁk&ﬁb hohﬂ—@y%l] ]iﬂz,ﬁh%@m&hh MBramide,

iy

vt i pgn

t
phenamacshspipgragp: 2 ﬁ@ﬂﬂgd@z% ?zﬁ}z%@lm acid,
4-(2{ F|Agetol- D—(b-lpﬁalydx)y-&btﬂ) ﬂa.par;aéﬂn 2-yl1-[1,2,4]oxadiazol-3-yl benzoic acid,
(Ié rn%ﬂ.’)éf)él—aff' d?/% f AS eeir;'l%%(ly ra]uietyl %&%ﬁ%‘gﬂl‘? B X@q 18- [)iyZ -ﬁ?]ttrlazolu}yl} benzoic
acgbety1) - pi perazin-2-yl] -[ 1,2, 4]

(quﬂaﬁzlg%l_ | nﬂéﬁ% alt%&gﬁ %d%rftﬁ& 22 ﬁ(i% )é(% glza(z)?l 3 yl)}rjlcotmlc acid,

éﬂa%r nyD-phenyll- Pl ogad @ﬂrémd}relpeppb)nl yh-2-

' phknoﬁéjetﬂﬁn&lﬁf HU oro-phenyl)-[ 1,2, 4]

(1%{;[@ %F%{:ﬁg&é#éé pny?rtor]]%gep 13- EJ Qyﬁb?@j [F’i 4]oxadiazol-5-yl}-
pigidindndy-eabylythphges, azi n-2-yl | -[ 1, 2, 4]

(RSN AR 1S pBengia L Hipe erfd}%a %f e %&?’%ﬁ%ﬁ ey
benpamidp, 4] oxadl azol -3-y1}- 1,3- dihydro

(R BEMQH I A87 Pl {2 pRBEoxy-acetyl)-piperidin-2-yi]-[ 1,2,4] oxadiazol-3-y1}-
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(R - 1-{2-[3-( 1H Benzoi m dazol -5-y1)- [ 1, 2, 4]
oxadi azol - 5-y11- 4- net hyl - pi perazin- 1-yl}-2-

et hanone, 35 (R)- 1- {2- [3-(
WO %’]ﬁ%enz 2 FFTIE?2006/068745

triazol-5-y1)- [1, 2, oxadi azol - 5-y
- 4- et hyl - pi perazin- 1-y1]- 5. phenoxy- et hanone, (R)-
bédnzafdddet hyl - 245- (3 tr| fl uoronet hyl - phenyl) - 2H

BN s Ao e R 2o 3 e i -1 1.2 Al oxadiazol- 31y

benympdeeny 1) - 2H-[ 1,2, 4] triazol-3-yl]

BN bR 15 HE Bhsn D Eeridig-yi-(1241oxadinzol- 3-y1)-

bestramadey - ethanone (R - 1- {245-

(Ié)“NFt#rB?(g;ﬁ g#ﬂ A ﬁf‘pllénoh%ﬁélywe a5 e'23¥}¥£124}oxadmzol3 yi-

bergpmide, * { 21544- Met h anesul f onyl - phenyl)-2H [ 1, 2, 4]
RNa(QOH Xk 1"2h§1€62 1)lpip&ridin-2-y1]-[1,2,4]oxad
(l)r géeno%r(yﬂrg?hgﬁ%ge( ? @ ?2 Pl)\/gt hy]JIT1 y]([2 p %)F]a iazol3-
Yﬁ- 1) plpera2|n2yl] - 1H-[ 1, 2, 4]
(R)r—Na(ZeMeﬂroytft kﬂi@enNanethgb445@t(amheﬁsx}exqetﬂ)9@rp&ldﬁ 2-y1]-
hen oxy- -

25@("["% %E’l@e%b%n 49172 1H [1,2 4] triazol-3-y1)-

(R@hErM?FHPa( étlartildé phmomcem)( BLPCI{IQIIMQ wHt[Hy2 4] oxadiazol-3-y1}-

b&ugl%l&henoxy acetyl) p| perazin-2-yl] - 1H-[ 1 2, 4]
tr| az - met hanesul f onam_d

A Ry 55T hea s R e BIAPL p pl Hed iomadiagol-3-y1)
benziﬂrhde[l 2,4] triazol-3-yl)- benzam de, (R -4- {5- [

caor Pt AT PRy BBttt a1 2 ot sy

behzérdidehenoxy- acetyl ) -pi peridin-2-yl] - [ 1,2, 4]

ngﬁ%ﬁfog) (]Bﬁ 3 eﬂl Gzeﬂ‘lzegﬂogty ?8&9][) :P(q?r ﬁn 2&&% ﬂf ZQI XEI) Ha701-3- yl}—
Kenj cotinic acid, (R) 2- Fl uoro-4- {51
I z i 2. 41- -3

(R%ﬁl@ﬁ?;l?ﬁﬂ@? b% ?Z F)illgpg%{:rgb@ a%et)‘((f()%q_)%rid]i? %}ﬂ] [1,2,4]oxadiazol-3

FOZAPHEN oxy-acetyl)-piperidin-2- yl] - [1, 2, 4]

Xadpavedh 1 iR {2{140 1idin-
(11;(() a Oiy ezbr)(lgwé’éte%ox; {aget%%&gf%gry?d@ gbz y2 Yl]
[ ﬁ%]oia(%izf]‘ &S]( ]a? yI | - pyridine-2- carboxylic
(Rael-B-13-B- {Bloffhdling-4-¢azbdh@nphenyl]-[ 1,2,4] oxadiazol-5-y1}-piperidin- 1-y1)-
2@%%0%53%&1}’&1}) LRI peri din-2- yI] - 1H-[ 1,2,4] triazol- -

benzol ¢ acid, {5- [4 2-Phen

(Réxly(?a&f%r@ Hydrqxy- Rﬁflioﬂidglﬂyl Patbopyli enyll-[1,2,4]oxadiazol-5-yl}-

gﬁﬂh B ol i n 3oyt [ 1, 2,4]

i , .
3&31292%11!33 iﬁ‘&ﬁ E?eﬂfz%wéyalg?tal) Plaeﬂ%%a?—ayl {h2Bkedigzol-3-y1}-
bexyamaef y1) -t hi onor phol i n-3-yl] -[1, 2, 4]

11- b de -1 (2-P . .
REE C% Ly ey s A i Sy T H 205081 v pyridine2-
Ca-dwe@ﬁltamnwﬂwla}mﬂde,nzam de, 3-{5- [4-Acetyl- 1-
oxa{?” @%l*h%ﬁ?‘%%%%lﬁ R A fokaod Ehi) yridine 2
caybpxplitearisk maf& lgmidepi per azi n- 2-yl | 1 1,2, 4] oxad| azol -
b X I— 1
(R&4y{1§)f1 @JP@&@ ?%b& 1;%@9&13)11'% yii- 31 5{4}%%{121&« 3[ yli}’ yr ZﬁneZ

ac pi per azin-
(g% 20|c acid, (R-5- 151 1- (2-Phen
(R@édyfmewﬁhemmb&tﬂ)%@ﬂdﬂ ]2 -yi1-[ 1.2 APoxdftiazol-3-yl}-pyridine-2-

t d, 1-(2- {314- {Morph
e AR S ey T 1z ap P

(Roal@ BzIR-CMospholipe-gesai whinyl) - pyryﬂ1)~42yll “bheAbospdeetiangieiperidin-1-
314- ( 3- Hydr oxy- pyrrolidine-
2 phBlor t§€-gwr'%{ény|] " [1,2, 4] oxadiazol -5-y11-
plper|d|n 1-y1l)-2- phenoxy- ethanone
(R -N, NDethyl-4- {51 1- (2-phen
oxy-acetyl)-piperidin-2-yl] - [1,2,4]
oxadi azol - 3-y1)- benzam de, (R -NMethyl-4- {5- [ 1-
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WO 2007/ 063012PCT/ EP2006/ 068745 - 162 - benzam de,
(R -N NDi nmethyl-4- {54 1- (2-phen oxy-

Wog(ﬁﬁh)&b)u piperidin-2-yl] 4 1, 2,4] oxadi azol - P¥'1‘)Eb20061068745

zam de, (R)-N Ethyl-4- {526% -(2-phen
oxy-acetyl)-piperidin-2-yl] 2,4] oxadi azol -3-yl)-
15) h%mmiémétﬁhnéyu@(&é%ﬁaﬂaﬂ cdr’éényly pyrldm 4-y1)-

[]O‘i%\ﬁﬁ eé}a;o%éa yli—}plple)ﬁéﬁlk— -r%irl)ldglpﬂenoxy—ethanone

(BRI (22486 eagyacetyiypipeddint B4 J1,AQofddeirol-3- yl}—pyr1dme—2—
c %(Xy cet. ﬁ.#eﬁ erjdin-2-yl] 41, 2,4] oxadi azol -

VIR ASE ARy E%l ¢R) - N- (2- Met hoxy- et hyl ) - N-rret hyl -
(K)sH- Mewkwéﬂldﬁyplwnety@etp) -piperidinA2-2i]y1H-[1 2[4]triazol—3—yl}-

g. oxadl azol - 3-y1) - benzam de, (R) N-l\/bthyl 3- {5-
Nt

henox -acetyl)-piperidin-2-yl] - [ 2, 4]
g4 {% {3 Phwa}cmyawlp?wmﬂ Dddfhlii’éﬂﬁgadlazgl 3-yl}-
bdn24mide( 2- phenoxy-acetyl ) - pi peri di n- 2- yI] 4 1,2, 4]

! 2@%@1%%@%%“ § PRPIbLL RN oxadiago 1) pieravin: 1-yD)-2-
plexagy- atmhoﬁe ¥yl | benzam de, (Ry-N- Cycl opropyl-3- {54
OX&% g? (igy(Z— %%%tgéh‘)icep glrpleldzfulén —%}X]I\ﬂl 2 4][oxacﬁachl 3-yl}-benzamide,

(K)QN-I-MdihGIX?{5{[ﬂlj(B)pheBQX}{-&tjd_)rerpﬁBHZ-yl] [1,2 4]0xad1azol 3-y1}-

1 di ] - [1,2,4 di I
P e, PIRIN. (2 NBLh oxy-ethyl) N et
1%51\7{&11)!1-5( - bhé%rpbsawcvé@ty@)plmrgbm?dylﬂr{mw ?xadlapol 3- yl}
nidotdhafdid@xadi azol - 3-y1) - benzam de, (R)-1-(2-

(Iﬁilg—g? é@{g 91g5 31}@&}‘688%?%t%k2”§pﬂldm2¥)—l 1- ﬁ ZI 4]oxac11azol—3 -y}

nidotphaeridyy - et hanone, (R)- 1- (2 {343-(3- Hydroxy-p

e qhikds. gS-J%(‘iapg;%gg;‘r(%ce R Ripetidin®2 §11%1,2 4Joxadiazol- 3-y1}-
niyq)namléfhenoxy et hanone, (R)- N N-Di et hyl -3-" {51 1=
(Rg )2(}1 *}gy&é}? %?I)Y%lesﬁgla% Bh&i&g—%{c&g :I{ipéx}%{l-‘ﬁ%yu-[l,z,ztj oxadiazol-3-
ik n’(’Q“F:‘ﬁE €oxy- acetyl)-piperidin-2-yl] - [1,2,4]
(RY wn@aahoﬁy &tb}g)mxm&hﬁes-fs [pazlp@&ﬂéﬁycﬁo@@l)dplpendm -2-y1]-

RS st (00 o

(Ri—NLDyebpromnl—ﬁeESQ[I @aplixwoyy-beetglpipipetidire hy]- B2, dipxadiazol-3-yl}-
m »-[ 1- (2-Phenoxy-acetyl)-piperidin-2- yl] -
oxadlazol 3-yll-pyridine-2- 35 carboxylic
dr@z By( Hiydeoxy(mysolidus- 1-parboq ) pygdin-3-yll-[1.2.4]oxadiazol-5-yl}-
Mﬁ@q%m( %pH%hB%F ééﬂ'aﬁ‘or?e yl] 41,2, 4]
oxa | i.né-2- carboxyl i i d
%ﬁ&l’éﬂq&'@o"(ﬁfﬂy Y piperidin-2-yi]-[1,2,4] oxadlazol 3-yl}-benzamide,
(R§3E25- M- Bﬁ@idxy%o&yljép’qﬁimﬂﬂrp A 1,d[dNoxhdaddl-3-f - bénddmide,
agl ﬁz per | dl. ]l
(RE% eﬁlbe;&;&gtaﬁ%t dperidin- 2—y] -[1,2,4]oxadiazol-3-yl}-pyridine-2-
carboxyhc ac:1d 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-y1]-[ 1,2 ,4]oxadiazol-3-yl }-nicotinamide,
(R)-1-{2-[3-(3-Amino-phenyl)-[ 1,2,4] oxadiazol-5-yl}-piperidin- 1-y1 }-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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WO 2007/ 063012PCT/ EP2006/ 068745 - 163 - (R)- 1-(2-
{3-[243-Met h anesul fonyl -pyrrolidine- 1l-carb

wo YW ddsoy i din-4-y1]- [1,2,4] oxadiazol -5- TEP2006/068745
i (R~E

piperidin- 1-yl)-2-phen_ggy-eth an one,
{51 1- (2-Phenoxy-acetyl)-piperidin-2- yl] - [ 1,2, 4]
etB¥@6henazol - 3-y1) - pyri di ne-2- carboxylic acid

O} BT SR D A DY o252 phenony

ethan@eo| - 3 yl}- benzam de, 1N, N-Diethyl-4- {541- (2-ph
RAA- AR —I)‘}iegllﬂoggeﬁeztglhn% O‘?er%éirl:(z-éd]'l[ﬂz F1o¥hdiazol-3-yl1}-phenyl)-
aC{eBmIIldQI\/br phol i ne-4car bonyl) -phenyl] - [ 1,2, 4]
(18*RAi4259] 1-%~Mile}n0§y-ﬁ&r l\/g? ﬁg})erﬂizﬁ/ L3 )1 ]251 Zq-f@]zoxadlazol 3-y1}-phenyl)-

phengxy- et hanone
agtamideet y1) - pi perazin-2-yl] - [1,2, 4] oxadl azol -

(=X 1- {'Se[ﬂz(armsiaxy(a@tyib\lpmﬁm 2@1} |_{15l4]bxa&182d1139ﬂ}-pyr1dm 2-yD)-

cetyl)-piperidin-2-yl]
%%H?%zm 3-y1l- nicotinan de, (R) N-Ethyl 5- {5- [

(RD-N¢(3- {ﬁﬂdﬂmwn@@hvﬂyl)wﬁmﬂhﬂmﬂlﬂm [1,2:4]friaz@1-34yl }-phenyl)-
éﬁqg azol -3-yl1)- 15 nicotinam de, (R) I\I- Di et hyl - 5-

2- phenoxy-acet yl ) - pi peri di n- Ai Ogl 2, 411
x| a{i =(3- lime}rmma@%ylilmmdm Z(yﬁ)LM,ﬁoa 91 B-ylj-phenyl)-

m@maﬁ&uﬁﬁﬁzﬁn@éy acetyl) - pi perl di n 2 yl] - , 2, 4]
oxadi azol - 0‘%( ni cot i nam

RRN=( A Higcksgxepesfy)- E)erl{isﬂ 2{y1]1[1 %ﬁloﬁﬁ@ﬁz%ﬁyyl}-phenyl)
matahy- ) Ifqapadé. di n-2-y1] - [1, 2, 4] oxadl azoI 3

(1{)2_%}% %%gﬁ% 7 ce{%p@p? tgylglﬂ[? 2.4 f[)x afoléﬁ yi}-phenyl)-carbamic

acpkatyl ester] - 3- y1} - ni coti nam de,

(148 det—gg a/ %?ﬂé&o@%ﬂmﬁty}?{ ]gpelllcfm A %‘1@ E 92&] oxadiazol-3-yl}-phenyl)-carbamic ..

abi el - 3-y11- 25 ni cotinamide, (R- 1- (2-

- (R[)fi\’tis({g [W@rmbﬂy Xée&ﬁ gieﬁﬁm A-ymary-fen 4]tr1azol 3-yl}-phenyl)-

t}‘) py -yl] 4] oxa |azo| 5y
mEngResH P’i‘f‘mlile yl)-2- phenoxy et hanone, (R)- 4 {51 1-
(F():—’f Bhenox$- {5qﬂt021ﬁhdhbﬁﬁﬁtﬂﬂylﬁpﬂﬁrlﬁhﬂ 2'}’{1][ ]1}4[1%1‘214]&1&201 3-yl}-

i.azol - 3-y1} - benzam de,
Ph(e alghénc’)xy acetyl) - pi peri di.n- 2 yI] - [1, 2, 4]

(H)X%{:ﬁ Bz 6- PBenoky~dsetyD aripetdin 30yl]-RH- 4,2, Btiazol- 3 @ }-bhwsonitrile, and.
LU i g o
mhagnaqegtic YaGQ&PP?ﬁﬁsaéiﬁ?n‘éé%@fflﬂ)elﬁﬂfperl din-2- yl] -
1H- [1,2,4] triazol-3-yl)-benzam de, 4- {514- (2-Phen

oxy-grcet )@{)mﬁ@.frﬂi% aB¢drBm g'tél la.ﬂly of dldimé,14136, selected from the group
oxadi azfo 3-y1}-benzam {514- (2-Phen oxy- - -

COQRUEYRESL ¢ hi omor ph ol i n- 3 yI] -[1, 2,4]

(Roxia{Di- iz OlH-3yddzob e, 21€)ox@bazbi- 5 @] piperidin - I-y1}-2- phenoxy-

eth ggenoxy acetyl)-piperazin -2-yl] - [ 1,2,4]
oxadiazol - 3-y1} - benzam de, 5-151 1-

(R)A- %b&ab&ylm@@pyﬁaylbi lp%ﬂloetadua@l-ﬁh]'l] -p{pemdm 43y1}-2-phenoxy-

et}%%ﬁbaZ()l 3-yl1}-ni cotl n am de (R - {2-

R([g, Eﬁs Ani no- phenyl ) -
(Rosbatir Hzoh- lsergﬂxv-aﬁ?tpfamlmrfd]&%ﬂl1}%@%@%@%%&1&%(1@&0 indol-
2-6M),- 1- {24344- Anin o-phenyl)- [ 1,2, 4

]
RSB Bl peaid BB Sibetidn oY H 2 1 SRS 11 1 dihydro-

benzoimidazol-2-one,

{R)-5-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-vl]-[ 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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- 164 - ethanone, (R)- 1- {245- (3-Am n o-ph
enyl)-2H [ 1,2,4] triazol-3-yl] -piperidin-

WO%““%égjﬁﬁ phenoxyet hanone, (R) - N-(3- {5[ HFTIEPZOOGIOGSMS

enoxy-acetyl) - pi peri d|1% 2-yl] -[
oxadi azol - 3-y1} - phenyl)- 5 acetam de, (R) N-(4
ethaddue( 2- Phenoxy- acetyl) pi peri di n- 2- y1] [1 4]

Dt et G (B e e,

eth@sheazol - 3-y1J-pyri di n-2-yl)- acetam de, 10 (R)-N

s SO A S ARG e

o454 1- (2- Phenoxy- acetyl)-piperidin-2-yl]

SR e e Eﬁ’%ﬁsﬂﬁzﬂ} Pﬁ‘f’“"[’w
3120114:} oxadl azol- 3-yl)-phenyl)- 15

§U-§RRAM-d8u orbRkth yi- %her{zﬁ)' 28- [1 2, 4%1:1‘1&201 3-yl]-piperidin- 1-
yl Phenoxy acetyl)-piperidin

BQ%I 3-y1}-phenyl)-carb anic aC| d allyl ester,
(K)F@ '[2-('4( 1§ SBentoim(idaAdnend) yt, 2dpixgdihzdh PN -ipiienazin- 15/3}1]-2 -phenoxy-
ethl;r% 2, 4] oxadi azol -3-yl}-phenyl)-carbam c acid ally!
er’ 20 (R -N-(3- {54 1-(2-Phen
(ijy{&&b{g;-mem;gmm)ﬂplgmydql 2-yl HH 2,41 o:addkizol-3-yl }-benzamide,
5- {5 E?‘%QlPhgnéf a(%}?)' i g%-rldlﬁei Q@WQ§%]BQJWOF§ 1 {fibstinamide,

343715
(Racht )31{)5 [3r@eiPheaony- zceyylf PIPPHdP 7-y3- Wil-1d ¢ H srzoB 3yhjy phenyl) -
ahenid)nbirea, (R -3- {5- [ 1- (2-Phen oxy-

(@sﬁ}%}?gé{ﬁ;@gﬁq%})gg.%gg@.@@%& 3 yﬂ?!ﬁﬂi S EERaR 1) pheny-
me&ynam&byaiﬁudm peri din-2-yl]

%ﬁ%@éutéa%%océbt&%e %atl &%gttlb]{ ?hergcﬁd

rrraceu e salts and esters thereof
37 Compounds accordln to any of clains 1 -
sel et ed Forpeurds agewdipedo asy of ¢laigrsdi- 35, seie{cp@)ifrcmn the group
cm’n@ﬂ; gt I ndazol- 5-yl)- [ 1,2, 4] oxadl azol - 5-yl ]

1{{(3‘5'0% Eé ig’#ﬁzﬂvﬁ ﬁé@svzzﬂe‘ggd%?d%—y 2[14?} gﬂ%%%éw?ﬂsmyrﬂ]idm-l-ﬂ}-%

pheﬂbiapéﬂhdnﬁhe 1-y1)-2-ph en oxyet hanone, (R)-6-{5-[ 1-

L EE Py RSt GhRO St > dhalbedute ik phenory-

ethdrong, 1- (2- Phen oxy-acetyl)-piperidin-2-yl] -

1- i(Ré deh] ?g%gﬁ?g}b E]Zi}lQél oyéar(]i_éazo a)yl] p1pcr1d1n 1- yl} 2-phenoxy-

etleaglmw(z Phenoxy- acetyl) pi peridin-2-y1]- [ 1,2, 4]
03-PRenbkl-acdtyB-flp s 2= jrlﬂ“ﬂ@ba SPRiazbF-v1 111 dm 2-one,

PR R R SRS Mo
etR1e063012PCT/ EP2006/ 068745 - 165 - et hanone, (R)-
R IR ————
4-(Rfxa-2- {@441 K32¢z=hma>aydahmoym indwlghpl) il 23 guediazol 5-yi]-
pipekidin AL QX AV PP Bdnondif; 1H pyridin-2- 5 one,
4-(2-{(R)-2-[3-(4-Methoxy-phenyl)-[1,2.4] oxadiazol—S;yl] ~piperidin- 1-yl }-2-oxo-ethoxy)-
benzonitrile,
2-Methyl-5-{5-[(R)- 1-(2-phenoxy-acetyl)-piperidin-2-vyl]-[ 1,2,4]oxadiazol-3-yl }- 3H-
pyrimidin-4-one,
1-[(R)-2-(3-Furan-2-yl-[1,2,4Joxadiazol-5-yl)-piperidin- 1-yl]-2-phenoxy-ethanone,
1-[(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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(R - 1- {2- [5-(4-Flu oro-phenyl)-2H11, 2, 4]
triazol-3-yl] -piperidin-1-yl}- 2 phenoxyet hanone,

. wo ﬁo@;m@sogf‘enoxy 1- {21543-trill- PCT/EP2006/068745

or onet phenyl) - 2H41, 2, 4] tggazol 3- 34] - pi peri
1- ylI- ethanone 10 (R) 1- 6
1{{@1)@@%@11@ [dazpkhibdiva)-$1yi2{ #D, 4mgadiaaﬂoj yiPp¥peridin-1-y1}-2-
zin- 1-y1]-2- phenoxyethanone (R) -
P?%ﬁ? %mﬁﬂ%%oxy acety1) - pi peri di n-2-y1] - [1 2, 4]

1-¢¢e2-§3-02,5Diyikth i blz pypaadd; 3-y1)-[ 1,2.4] oxadiazol-5- yl]—piperid:in- 1-y1}-2-

enoxy-acetyl)-piperidin-2-yl1]- [ 1,2, 4]
p%%ég%az%ﬁ §@ -nicotin amde, (R -N(3- {5-

{
Z{th(@y%é@i) p -G pymzobi-pbr il Hozadiazpl-5-ylHpiperidin; 4y1}-
dﬁ&kﬁéol 3- yII phenyl)- 15 acetam de, and (R)-N-(3-

E é oxy-acetyl) peri di yl]
Rl 25 Meﬂtl)‘lrlé%mlsi yli}[lgh%wﬂ}mlﬁ Yl]—Plperldm 1-yl1}-2-phenoxy-

eth@idmanesul f onam de, and pharnaceutlcally accept abl e

e a A AR R

etbomsiest i-ng of 1-

5 gé g@% f’pﬁééﬁﬂégbﬁ&%ﬂ&% @ ‘E??‘&h %;éld}é%l% yB: H-pyrimidine-2,4-

dipenoxy- et hanone,

1-{@R2-pA s (zs%uﬁmf?adﬁ&myﬁtm 244136;&420%542;11}1?@@11&501 yﬁrztﬂ,ﬂlenoxy-

pi'peri di n-1 phénoxyeét hanone,
a??ﬁ?°213 (3- Fydroxy phenyl)-{1, 2, 4] oxadi azol - 5-y1] - pi

1- p(@‘)LZi(fﬂImikla}id[}l 22a]pPﬂd1hﬁX6L91 <’;I!1¢I®&ad14.zol—{55ylﬁ b@crldm 1-y1]-2-phenoxy-

ot 2- Phenoxy-acetyl) - pi peridin-2-yl]

© dfazol - 3- y1l1-1H pyri di n-2-one, 1- {(R) 2

6-{ B (- H(2Phenoxgheeetyl) )pipdridin 2 ¥] - [b,il,dﬁb)adiake153-yl}}4H—
11- 2- phenoxyet hanone, 30 3- {5-

bi;% ejrr]{y%iznoxy acetyl)-piperidin-2-yl] 11, 2, 4]
)alz 6} PRenpry-asetah- Iypfﬁid@mﬁrﬂl}:[béﬂh)xadw@@-bxlc’r 1A4-dihydro-

b&&gpﬂ?xgoggmpgqﬁg 3-di hydro- 1Hin dol-5-y1)-[

LA Jrfaﬁgﬁﬁ)zl i%q%}squ@hﬁwr%g )-phenyl]-[ 1,2, 4loxadiazol-5-yl}

p@éﬁhﬁﬂ,ﬁBQQ#whbthe&mn@hgnyl)ll 2, 4] oxadi azol - 5-yl ]

1- &30 pgf({%) QZ %’%erto%(pﬁ)acgtyﬁxp?pe%}cﬁ )ﬁygrl] [PSQfoox%}a%ll f yl}—p%enyl)
me@ﬂubhemﬁxy acetyl)-piperidin-2-yl1]- [ 1,2, 4]

1- f%{i@é@g Pﬂéxﬂo;&'ﬁg&ﬁ 'Biﬁérﬂrﬁ"zoﬁfu 2 HToxadiazol-3-y1}-phenyl)-

Furan
glidingi2.45 ?Vﬂ?rplperldln 1-yl] -2-phen o xy-ethan

4—@1{35 [(kjllc @-Pﬂa{&ylaﬁéyﬁgﬁﬁ{rﬁu?—‘}? YD, uﬂjxad&zoalaﬁl}l}%hé&lyl) 24

g
%‘[[ néﬁé”z %007/ 063012PCT/ EP2006/ 068745 - 166 -
1- (13-F1{1(>R) 5283 (KA1 NBiphghexytackty2)-Bipetilinatiyd 4012 Heyddiazbl-3-yl}-

Ph%%é%é&”%@%%%%ohm% yl] -piperidin- 1-y11l-2-

anone (R
5ﬁ@&%%%@ﬁ%é@ﬁﬁ%ﬂﬂ@@mm3mHmmmmM-

&ﬁgdlazol 5-y11- plper|d|n 1- y1)
& enoxy- et hanone

Secldl- Irzsiayquﬁyl) 12}%[11:]2 4&5?’&*6?151326]] mpégnd]m Jps%bamg@nw
eﬂknbﬂé et hanone,

- LAY "&gﬁf@%ﬁﬁwfﬁbah@ﬂ%Lﬂ%a%ahgzoxy-ethanone,
1- ZRPReEDO(B) - BanzofuidZol-2dyl B2H ([ 112:# yazak 81y Bpipdidih - 1Lyl Aphenoxy-
eﬂgﬁggaazol-S-Sll] -pi peridin- 1-y1)-

5-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]- 1H-[ 1,2.4]triazol-3-y1}- 1,3-dihydro-

benzoimidazol-2-one,
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10 ethanone, 5- {5- [ (R - 1-(2-Phen
oxy-acetyl)-pi peridin-2- yl] -[ 1,2, 4]

w09 #49! -3-y11l- 1Hpyrimdine-2,4- dione, Jermpoos06s745

{(R)-213- (6-Amin o-pyridin-3gyl)-[ 1,2, 4]
oxadi azol -5-yl] -piperidin- 1I- yl11-2- phenoxyethanone

143R)L2-[B- (0 etByl- (8- Henmﬁﬁahzbils%miﬂ [1,2,4]triazol-3-yl]-piperidin-1-yl}-2-
xadla ol -5-y1) - plper|d|n 1-yl] phen OoXYy-
. {5- [ (R- 1- (2-Ph
1e{(11a)e9-[ édétmmom)pﬂhmmjﬂ}-ZHyﬂ 1]2.4]tfiazb]-3, W]-piperidin- 1-yl}-2-phenoxy-
@% zol - 3-yl}-4H benzo [ 1,4] oxazin-3-one,
(2-Phen oxy- acetyl)-piperidin-2-y

593 2{5411g~b9<~éa1p-élznbxlsaﬁfmd) piveridigi hydr1dd-[ 2.8.4betazel-3- M]]}-P[hel[lyl) 3H-
[1%:»)5310;(9&1?5&&31'1@”6 ((1)R) ﬁ {|3 [3[(11214DI 0XO0-

i sot hi azol | - - phen - : s
1 TSSO gt el oahy {2 iyt nipvcin: L2
pler(o3y-eftmbti&)) - 1- (2- Phenoxy-acetyl) - pi peridi n-2-yl ]

318 SRy bl ST LY R D iR Gogicpic acia,
6-{5 [(R)2] -4]- Phematiyazoetyl)3pipaidip ki sy I)H-] 1,2, 4] triazol-3-yl }-4H-
@ﬁ,}gﬂz@ﬁ@ , 4-di one, 4-(3- {5 [ (R- 1-
?b e]nox aceélfml_l er|d|n2 41,2,4] L
Qé%)d%idmi@zym} plyarigmy6-31-2H- Ii:h igrol-3fyl)r ppenflin-1-y1]-2-
phénoag-elirandp@ne, 1-(3-Fl uoro-5- {5 [ (R- 1- (2-phen
d -vlll. -]..1, 2, 4 L
13@?@5 15 6%’ 5@5&%%@61 gwi}ﬁéﬁl%f-lﬁgfﬂrr&ﬂzpb #wa-pipsudinolral-2sphenoxy-
ethndneR) - 1- ( 2- Phenoxy acetyl)-piperidin-2-yl] - 1H["
Ry 2 R AL s 20 B S RS i henony

ethgigeer i di n- 1-y1} - 2- phenoxyet hanone, 35 1- {(R)-2-

ZlPﬁFIE)oex}lFf r@g%l(ésﬁ%ﬁ ﬁl[Zﬁ“ [ Azﬂgtﬁarzbfig %b [ﬁpgljuim 1-yl]-ethanone,

1 (B 4.5, s ot o b 413 L aflcigonk vl piperidin-1- W2
He,lhlo ethadod.] - piperidin- 1- yl} 2- phenoxyet hanone, 5-
AL R e S -
2-PEROQ71- g@:}@iﬁ;ﬁ&hﬁﬁﬁ@&@ﬂ%ﬁ{ﬂﬁ A trikfol-3-yl) ipdr{dR)-1 2ABethanone,
LGOS BT MR - L. o S b phenony:
ethanonR) - 245 (2 Arni no-pyriclin-4- yl) 2H1 1, 2, 4]

Zi’ﬁé@cﬁ@l I- ;f ?%%%i ]ﬂ ?%g)ygé&gﬂolng] cthanone,
LR 5-2 Buro-phemdlb P bl el s L Bpriging ]3I phonoky-
eﬂ@ggﬁ;ﬁbazol 2- one 1- {(R) 215 (3 [1, 3, 4]

LRI EL s Bl A2 Bt b St 2 phenors-

etif#roBhen oxy- acetyl) p| peridin-2-yl] - 1H[ 1,2, 4]
I- 2(@)@2@' (Z’J’M{eﬁ}ﬁ%%ﬁ}ﬁl Brﬁql[q 2qﬁ{r9a‘zol 3-yl]-piperidin-1-y1}-2-phenoxy-
ethanone,

1-{(R)-2-[5-(3-Fluoro- -phenyl)-2H-[ 1,2 4]triazol- 3-y1] plperldm 1- yl}—2—phenoxy
ethanone,
1-{(R)-2-[5-(3,4-Difluoro-phenyl)-2H-[ 1,2,4]triazol-3-yl] -piperidin- 1-y1 }-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] triazo]-3-yl}-3,4-dihydro- 1H-

quinazolin-2-one,
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10 6- {5- [(R)- 1- (2-Ph en"
oxy-acetyl)-pi peridin-2- yI] - 1H[ 1,2, 4]

wotzﬁdggbﬁibhz?’ yl}-4H benzo 1, 4] oxazi n- 3-one, PFT[EP%OO%OGSHS

2- (5-Imdazo [ 1, 2 a] ¥gi_di n-6-yl1-2H
triazol -3-y1)-piperidin- H] - 2- phenoxy- et hanone,

13- {5(R)- 245-Ph(eﬁo;£ynd¢c3dpyrpbﬂdm By LH-2H2 416riedi] 3- yl}—phenyl)—
trl a‘ﬁ’glﬂbelefﬂl i peridin- 1-y11l-2-phenoxy- 15
rt% 2-[5-( 1H Benzoi m dazol -5-y1)-2H |

1]{(]2) -3J[ 34(R4i Aammb - Baighn -4- i) - pE2 #Htixadiazol-5-yl]-morpholin-4-yl }-2-phenoxy-

- 2- phenoxyet hanone, 2-Phenoi cy 1 [(R-2- (5-p
yridih-3-y1-2H [ 1,2,4] ‘triazol- i peridin-
14 (R-3-[3-41 H-Baneeien idgzol-5-yD)-[ 1 24]oxad1azol ylﬁ) morpholin-4-yl}-2-phenoxy-
etilggg)ﬂezls (3, 5-Di naet hyl - |soxazol 4- yl) 2114 1, 2, 4]
triazol-3-yl] -piperidin. -
14 F;H%)n%)@ (gflﬂ%ﬁ%ﬂ]@ dgzolbﬁeﬂb—ky,z 4iox[a@1@}0125 -yl]-piperazin- 1- -yl}-2-phenoxy-
ethbndde, ophen-2-y1-2H1 1,2,4] triazol-3-yl)-piperidin-

5—g{§-§f@gi-ﬁ?@?ﬁ@%ffé@@iplp[xq@ ! {43 f18xadiazol-3-y1}-1,3-dihydro-indol-

2fomeazol - 3-y1) - pi peridin-1-yl] -eth an one, 1- {(R) 2-

T T e e e

ethamgnoxy- 1-[(R)-2-(5-pyrazin-2-y1-2H | 1 2, 4]

1=
LR PSS L o

peridin- 1-yl}-2-phen o xyethanone, 1- {(R) 2- [5-

2—(]?3615(3@ @ {p tﬁi(p‘ijbénﬁhb 1Ecai:bcﬁlﬂb]-pliefnlyﬂm-[ B2yl triazol-3-y1}-
erJ - phen oxyet hanone, 30 1-

n
ﬂ%? iyl Ehaﬁ}Bi{?m pyridin-4-y1)-2H [ 1, 2 4]
1-1(6R)a&-t{>5 {3-(MOIphCﬂlnpe‘Fcaibnnyll“Pml}}‘mﬂﬁl‘{éﬂcﬂmhh&q’h]eplpdmdm 1-yl)-
ﬁéﬁo FI u oro-ph enyl) 2H[ 1,2, 4]
rlaz pi peri di n- 1)-2-phen o et hanone,
licR){% @ ISz( xl@lger@ﬂpﬁdoqﬂé w&w@he}lylmq [ 28] wjazol-3-y1}-
pibéridia oll- 1&Qyﬂ;ﬂenoﬂy9ﬁfahah@ 1- yll - phen oxy- 35

4—&&?3 é@iji‘j BB?‘E%W[E’&F%Q)ZPIQ r]mm ./Iqu 1[1-1 il 2,4}!*_}'1&01—3 yi j—benzoyl)
plpenaamﬁ-oﬁe yl)- 1 4-di hydro- benzo [d] [ 1, 3]

Nggée}%lyt%)x% gl’) lgl et%%l' i[-l ({ga)[(%’){ll [(ﬁi)hgrl?(zeﬁy acgtyl) p1per1d1n 2-yl]- 1H-

[1t2r4]atz9@lol SWEI}GMJ@ hydro 1Hqui nazol i n-2-one, WO

o ({@ E.g % 5})@5&1%%9%%%?%%@? (C)jrllyl} gﬁerpjl]l 21(1 H-Q{’é Tniz@ﬁ? yl}-

o PiP‘T’ril ﬂl’ylk 2epbengRERIANONG. ni dazol i di ne- 2, 4- di one, 1-

30

35

1-{%-B- f@¥}31- (:zpﬁéﬂdxg tg'l)dplfiel‘idlﬁjﬁ-yl]lll-ﬂ-[QZ 4]triazol-3- yi}-benzoyl)-
ol'in-4-y1l) phenoxyethanone

pl&?éacg'lﬁg%afb?x¥ﬁﬁﬁn%en2m m dazol -5-y1)-[ 1,2, 4]

1-Gc i @ ol - EZBP]_;ld:Ijoxymcetgl) mpﬁmﬂlnéﬂwyﬂ}lI-EEhEQMazol 3-yl}-benzoyl)-
PR B 1 Sl g2 i)
2-Ryaomsrlo B)- 2 {5 [3 (thlazohdme—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-yi]-
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-v1}-
piperidin-1-yl)-ethanone,

4-(3-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-vyl}- 1H-[ 1.2 4} triazol-3-vl }-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- {5- [(R- 1- (2-Phenoxy-acetyl)-piperazin-2-yl] -|
1, 2,4] oxadiazol-3-yl1l- 1,3- dihydro-indol 10 2-one,

wo 2ot 243- (2-Am no-pyridin-4-y1)-[ 1,2, 4] per/mproesiossras

oxadi azol - 5-yl ] -piperazin- _}gyl)-2- phenoxyet hanone,
(3- 15-[(R)- 1- (2-Phen oxy- acetyl) pi peridin-2-yl]
yl-bedzataid¢, oxadi azol - 3-yl1}-phenoxy)-acetic acid, 15

NI S e b PSR 50 1 gy esor ) -2
pmcheﬂ-ylranhyl)bbyﬂaaﬂnddq anone, 1- ((R)-2-

N{@' ({:gml‘o'\é%%ﬁgﬂ k:%c?o g%b {59&_&[6 Efi‘ﬁgéﬂ&ﬁ% &?1{)@%@)%@-3&]—1}1-
[12.¢]trRyzop-3-y1 h@lz(alm%t hyl - pi per azi ne- ’

1%3 C{ﬁf[h?]w(i Hﬂgﬁwﬂcef}%tblbeﬁdl% Al IH- ?FQH}@@%&—ﬂ?—?gﬁl@ﬂ) -4-

erl enoxy et hanone

PllenY{EmPHQW&&/C%E%‘EW)? piperidin-2-yi] - 1H[ 1,2,4]

H(RRZQ3 4 bongigyAdine i Eb e ApRTIQH . 24 deo k-1

net h 3- 15 R - (2- phenoxy-
piggdi 1%1 ﬁﬁ)ngﬁ"r %’WP [ (1H% 1, 2,( 4] PREneXy
B4(B4{&A OR)- B{%Hheb@ryz@etyﬂ)dmpeﬁ&nﬂ-yﬂ RH-p1.2,4]triazol-3-y1}-benzoyl)-1,3,8-

1- car bonyl ) - phenyl ] - 2H
whib o aine BupgbRe o Loa bonyl)-pnenyl] [
1 iiyfii zslptﬁe(rlol?&yalétlham@ﬁéme 4cqrgonylsphenylla3H-[1.2¢4 tpapah 3-y1}-
es;xmﬁcjie nl%%{zJeﬂ'laﬁoﬁeW] - éH [41 2, gl] | _
1 azZz0 ri 1.Nn car nox I.C
ersoxy{ls R Ry iamt St Sarman e S
[11}14]&1'1&02 3@}—pfpleﬁgml-}§r})yelhémﬁenzOél) 30
I DOX acl am.de = .
LR P GRS e R e R B ke 1.2 4wzl
yli-ppefidin- Iyll)}ziphemﬂreﬂzargdnlepl peridin- 1-y1)-et hanone
|
1- E{}i) gsnlif%&@j asgg%th)fc} éié%?lghn&gﬂa( )il)gphéf&&][%@{l 2]415r1az01 3-yil-
piper EO]I yB-Zphenpxyre e@e 35 2-Phen oxy- 1-((R)-2-
1- @11;32 {i( IMWH J}g}\ﬁm‘ﬂ)hﬁﬁ{cbpﬂ%%nﬂﬁ?ﬁéﬂﬂ] -2RHH 2 41 triazo)-3-y1

i peridin- 1-yl)-ethanone,
pqgere(gn 1{51 IQ(é)eno_yty e pﬁ
5- ({JSGY(IE)GB(XLPhe@ch@DFplﬁelydﬂl-z ﬂLlE-I—IH [1,2,2]tdihzol-3-vl }-nicotinamide,

2L KBTRla It RO R Bl S AR ord 6L DIV Aoy acetamice,

N{(3-3heno- i}iﬁf{aﬁel-@phmq;@facsﬁyb Ppeidin-2-gIH{ [.2H] @cad}azol 3-y1}-
pﬂeh BZebaside, WO 2007/ 063012PCT/ EP2006/ 068745 - 169 -
Y benzam de hyl-3- {5
N(@ Féﬁ‘éfﬁoﬁcﬁ At in?) pbﬁwra&wl)zplmldm 21)41 [{.2,4poxggliazol-3-yl}-
Bz0ttadidel) - N- (2- pyridin-2-yl-ethyl)-benzam de,

N%‘%ﬂﬁ%ﬁf‘i@e@@é%@%}‘c' PREAR S0 g L bRt 33t ghenyD-

propioazmlide3- y1) - benzam de, 1-(3- {5- [ (R - 1- (2 Phen

R e e R

- isobutyramjde2- {513- (4- Hydroxy-p i peri di ne-

N%d%ﬁ&%@'{ﬁ E(@i)em(i bherdokd-acktyh. Apéidih - g}qrr gf’a X]éﬁazol-s yl}-

erl di n- phendxy- ét hanone,
Ph@R)’ afete‘?lqﬂhen oxy-acetyl)-piperidin-2-yl] - 1H
N{(3.-Hudtb-3-15-p@0L +-82-p ﬁén(b@fhl:@t?'ﬂ))pl dridin 8- yl|1HAPIR, S tifigd]-3-y1}-
h% BP’S] d[eca(Pe 2, 4-di one - 513- (Spiro (
p 5 gt‘ﬁ‘)‘ pi peri di ne- 4-car bonyl) - phenyl] -2H [
NI 2-Flddrot F-{ R EG)- B3 phen iypeetyDi piperidin-2-yll- 1H-[ 1,2,4] triazol-3-yl}-
%%)ac noxy et hanone, 2-Phen oxy- 1 ( (R -2-
PR yriclin-4- yl-pyrrolidine- arb
NdéAHI( héﬁ%ﬂheng:ﬁt acetyl)-piperidin-2-yl]-1H-[ 1 24]trlazol 3-yl}-pyridin-2-yl)-

acetamide,
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15 [ 1,2,4] triazol-3-yl)-piperidin- 1-yl)-eth an
one, 1((R) 2- {5-

‘Voh&mﬁﬁmﬁ@thanesulfonyl pyrroI|d|ne 1- carbonyl»C9&§QWJm$ﬁﬁ

-2E141, 2, 4] triazol-3- yl1}- p| Peri din-
1-yl1)- 2. phenoxy et hanone, 1-( (R)-2- {5- [3-(
1(S) 53(BJ-h-(@>Bhepyky-addrdl)-piperidinc 2y o1y ) 2pNe bl 3-yBHHenyl)-
4b triazol-3-yl1l}- piperidin-

‘ﬁ?ﬁ%¥5 Ilﬁhenoxy et hanone, 20 1-((R)-2- {5- [3-(

1((3){58[1#6?@9@%%% ﬂpdlemdm-l—dyﬂafﬂiifiﬂlﬂlfbl trizaeR§y] }-phichiyD) {

f i peridin

P r&%#habskgégé e?hanoﬁep - S 5 (2- Phen

ZCBIV:nOJgC H@)Z—ﬁ%—@gﬂﬂ@ﬂﬁﬁl@dﬂlpll. o;qu.lazpl -vD- lqupendm 1-ylJ-ethanone,

AtBirggnh - (a ml@hoggye%t p 3@]1@&»-2 vl 2[4&4}{)]%5d11z015 - Po&¥8Hhitrile,

o WA %ﬂ@lﬂ?}mgﬁ%ﬁ I&%@i%ﬂﬁéol Vil Pipsrisdp-d-¥}-2-phenoxy-

ethanode, (R) - 1- (2- phenoxy-acetyl)- pi peridin-2-y11l- [

3%{52[&@:135 ?Qllelgozjgyl ace )?) Eh )%{riéfl]f?-ﬁ-%ﬁ?[tlﬁfﬂ] g)?d-diazol—5—y1]—bcnzonitrile,

1({QRbh~éﬁrd23H3a1¢@1yymncpnfﬂeyh)dﬂﬁ#ie&ﬂﬂ]azel-$—ym;;ﬁpex}din-1-y1}—2-phenoxy-

aﬁ E@zol 3-y1}- phenyThacet am de, N—(3 {5 [(R)
henoxy-acetyl) - p| eridin-2-y ; - [ 1

LR E 55 Ao gl Pl b smashen. g hpegisin-{511-p-phenoxy

ethBlonel- (2-Phen oxy-acetyl)- plper|d|n 2- yI] - 1H |

1%‘1%) 45' ]ﬁ Eg lfgrzdgcly Bg%tc% 4[]3%2¥ i% 4] oxa 538 Utly§ yHI piperidin-1-yl}-2-phenoxy-

cth2ngteenoxy- acetyl) pi peri di nphenyl) - acet am de,

U 3 B e e ol LRRTA e cotpppporiain -
xz%cﬂl{asone[ (R - 1- (2-phen

gg«w @Tsef(mygﬁiwﬂi@gg@gzpl ek 1@'33_51] f\g&%ﬂ{f%}b phenoxy-

tE8Y&m de, WD 2007/ 063012PCT/ EP2006/ 068745 - 170 -

1-3€K)32-[§-82- Ami6 B)5- cllloro-pyrimidin-4-y1)- Fl 2,4]-0x|§l_dia¢[zoli3—§1] f]iperidm—l-yl}-fl— =

oxy-acetyl)-piperidin-2-yl] - 1
Pé??ﬁ&gﬁl X %) - phenyl)- azetidin-2-one, 143-151 1-

2+ Pﬁeﬁlﬁﬂbﬁ@)é’céﬁ -y ipzip e[ 102 AloRadibiol-3-dHpipetid-4yl]-cthanone,

S L "
ylbgthanensl - 3-y1)-piperidin- 1-yl] -ethan one, 4- {3-
2@&@9@: It {(k?ﬂ!aefh@fﬁéz%ﬁwaﬁen%qq@ HoRadapl bg 2 bn[pendm 1-yl}-

oxadi azo benzoni'triié,” 1- {(R)-
et%?@&% n o-pyrazin-2- y1) 11, 2, 4] oxadi azol - 3-yl ]
1-{ (@) e[ 3-¢iH-Bed zotdlid 2o PRSTOKY B o ARG AR ]- 33%1] bgmhﬁﬁ)-i yi=2-phenoxy-
ﬁﬁz Phen oxy- acetyl)-piperidin-2-yl]
oxadiazol -5- yl)-benzonitrik, 10 1- {(R)-215-
1- {(Il)HSfbﬁr Ehheqiylk pletinyd) 3-1y21loxddidzoR 34]1]-piperiiinz biyti&-phdnoxy-
grldln 1-y1}-2-phen oxy- ethanone, 1- {(R)-2- [5-
n yridin-3-yl)- 1,2, 4 xadiazgl-_3-y|¥
(&)ﬁeﬁ Eﬁ ydroxy pyrigiy R -bh4] cxpdiarrdrieyl]-piperidin- 1-y1}-2-phenoxy-
ethdniBhe2- [5- (2- Fydroxy gyrldln 4-y1) - h[1 2, 4]
- gﬁ‘%@ig Moty pyr RS 2 At dihoot AN i 1-y1}-2-phenoxy-
ethanone,
2-Phenoxy-1-[(R)-2-(5-quinoxalin-2-yl-[ 1,2,4] oxadiazol-3-yl)-piperidin- 1-yl]-ethanone,
1-{{R)-2-[5-(3-Methanesulfonyl-phenyl)-[ 1 24]oxad1azol 3-yl]-piperidin-1-yl}-2-
phenoxy-ethanone,
[-{(R)-2-[5-(6-Chloro-pyridin-3-yl)-[ 1,2,4Joxadiazo}- 3-yl]-piperidin- 1-yl }2-phenoxy-

ethanone,
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1- {(R)-245-(2-Hydroxy-6-nethyl -pyridin-4- yl) -
[1, 2,4] oxadiazol-3-yl] -piperidin- 1-yl)-

wo Reegyz et hanone, 1- {(R)-2- ngzoofmssms

[ 5- (4-Hydroxy-pyridin-2-yl)- 11, 2, 4] oxadlazo
-piperidin-1-yl)-2- phenoxyethanone 20 1-

1{{(1B)-223 Be 2otAlE6106-5t-Ei2, mroaacuuidlmﬂ) prp@nﬁﬁl)-i vi12-ghédoxy-

xadi azol -3-yl] -piperidin- 1-y
e% %Xy et hanone, 2-Phenoxy- 1- [ (R) 2-
2 (Phepyryal-i{ (R)22-y3- 12,4,5,—t41]ﬂu0vcaph®wbl- [-1,234]piadimopéry1]§piperidm- I-y1}-
et%ﬁé(&le et hanone 2- Phen oxy- 1- {(R)-245- (411 , 4]

rrazol- 1-y ghenyl) 1, 2, 4] oxadi azol - 3-yl ]
2-Bhiepesyt HildR)- 2:{ Y&y dramethyl-peadin- ﬁm@dlaﬂoxaﬁaazol 3-yl]-piperidin-
144 Egmggege (4- tetrazol- 1-yl-phenyl)- {1, 2,4]

1@@%’&-%% ?{qﬁg]eﬂ icﬁq%ilﬂg&rl]I}l,_Zﬁgylcadgltzglaggﬁ]eplpemdm 1-yl]-2-phenoxy-
ethxmghieazol - 3-yl ] - pi peri d| n 1- yl1-2- phen
LS IR Ao 2 O T Rl egehenoxy-
ctBanarehanone, 1- {(R)- 2I [ 5- (6-Hydroxy-pyri dl_ nh2 yl) -
A LB AR 20V 2P BRI RS B DR s phenoxy-
etPaT!LOHZ 4] oxadi azol - 3-yl ]

Qépz.ets iidirokmy 4 yt-pt, @hﬁﬁﬁ&ﬁﬁﬂmﬁ eperﬁﬁl 2-yihephexdxy-cthanone,
14

s B 2 v%—wg@ln%aumend}n 1-y1}-2-phenoxy-
eth{fdne245- (3- Met h anesul fonyl - phenyl)- [1, 2, 4]

lﬁﬁ%%feﬁl %E%mﬁ%?? (y% ﬂﬁ%}cx{aa]iazol 3-yl]-piperidin- 1-y1}-2-phenoxy-

&e@al oro-pyridin-3-yl)- [ 1,2,4] oxadi azol -3-yl]

LR g%? P PR B g pprdin 1.1} >

ply eQDBéﬁ Pi%zol -6-y1-[ 1, 2,4]

6- az0}-PB L rE&m-‘Iz— 1,22 phane
%%ﬁ) & E%Or?évn&g@?p (R)MZ][[S 2‘%&4 56]%{? |ylf}l4uH

beaF p‘ﬁ%’ﬂ?ﬂ “Pe, 2, 4] oxadl azol - 3-y11- pi peri di n-
1- 1@4}55 e3Hh dmadeo[ 55 Bixﬁhﬂmﬁyyi) [Lt.2,#[dRdiddd-3-y]-piperidin-1-yt}-2-

%3; aﬁ111‘9r[°§30m=:t hyl - pyridin-3-y1)1 1, 2, 4]

PISxad 826 -pi peridinl-yl}-et hanone 1-1 (R -2-

N((t% {%e[ﬁlzb1{(21P1@n@§cy-@¢mélip@zudu152yﬂ [1,224}0¥adiazol-5-y1}-pyridin-2-yl)-
Qazol - 3- yl) plperldln 1- yI] 2 phen oxyethanone

é&éﬁz CS; Napht hyri d 4]

1-4 o 10;973 I;squ ayr#iazm 317151) Uzz’ﬂﬁ’éi‘fh%@rf’ yibplperldm 1-y1}-
2-phidiR ﬁzanamé (lR) -(5- [ é 6] Napht hyrldl n-2- yﬁ [

6 Q ﬁ%ﬁ% B RS Rl i ) 2ttt P ST ‘E?ﬁwdm
qumm)lnqaﬂﬁedmdmn 1- yl] -2-phen oxy-eth an one, 1-

T Pt PR DA Ry HE—

ethanone,
7-{3-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yI]-[ 1,2,4] oxadiazol-5-y1 }-3,4-dihydro- 1H-
quinoxalin-2-one,

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

6-{3-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-y1]-[ 1,2, 4joxadiazol-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-y1}- 1,2-dihydro-



10

15

20

25

30

35

15 et hanone, 1- {(R)-215- ( 1H Benzoi m dazol -5-y1)-[
1, 2,4] oxadiazol-3-yl] -piperidin-

Wo(hoMk%soazphenoxyet hanone, 1- {(R)-215- . pCT/EP2006/068745

Di chl oro- pyri dazin-4-yl)7p .1, 2, 4]
oxadi azol -3-yl] -piperidin- 1-y11l-2-
iphesiekynet hanone, 20 6- {3- [(R 1- (2- Phenoxy

13{?1%{1?][%@'@@ Ldin: d%n fﬁ}ll)o 112 %Loxgﬁd%;i’%a% HfRhidin-1-y1}-2-phenoxy-

Q@HQMQ15 (SFLInaldazo [4,5-b] pyridin-6-y1)- [ 1,2,4]

AL IR bt g g 12
p ?Kﬁﬁéi PO peridin-2-yll - [ 1,2,4]
45(8 pi-(@-mého;@té 1)np eMdih= 2-?? [4964] 8xAdiE0l-3-yl }-phenyl)-2,4-
?ﬁ | or o- 3- hydr oxy- pyridazin-4-yl)-]
ore%:y|] -piperidin- 1-y1}-
I-Z3HB€[0E)(j{-(@»tﬂh&ﬂ@i}@acety@-—pib&idih(ﬂ}d—]-[1,—2,4] @xddienl-5-yl }-phenyl)-

%ﬁ%%}%dﬁ¥??rldln -yl] -[ 1,2, 4]

oxa 1 aZo 1,4-dih ydrqu|noxaI|ne 2, 3-di one,
140RE2- {5 BY1.2-Digxo (1856 +iyethiozctidpy2i - phedsiii)l, . 4lpxadiadol-3-y1)-

P ﬂ&lfnalz 1) ﬁpﬂén]oxy«%'t}%()hg' n- 1- yélpﬁeph en

17;(%@{?’3[&1}) bw(%%’#lrbﬂ‘??ﬁ’ @egml)rplpf:rﬂimzz( al]] é»@éﬁpg%qml 5-yl}-phenyl)-
Midin3-duegli hydr o- 1Hqui noxal i n-2- one, 1- {(R) 2-

1% ol T eyt %éeﬁwewp%széﬁb%éﬂ-iaé@% G Spiphentn 1.3

dhRiro-iid{zZdl-Pheareoxy - acetyl) piperidin-2-yl] -[1,2, 4]

0 | _ -
PRI I P ) A s v
lﬁmﬁﬁdﬂdﬂtﬁ 1@mn;pyr|d|ne 2- carbonitrile, 4- 131 (R)-
1~3){@é%’~§lgﬁm&uy1-ﬁq?ﬁ/&br ) qfll ZﬂA]Bxa"dlé{;Jol 3-yl]-pibeAdth-1-y1}-2-
PheRO Y- SBROIRPCT] EP2006/ 068745 - 172 - indazol - 3- one,
2Phe1{c(xl§)} AR)-2-[5-(1H-pyrazol-3-y1)-[1,2,4]oxadiazol-3-yi]-piperidin- 1-y1}-
tF 2 Am no- pyridin-4-y1)11, 2, 4] oxadi azol - 3-y1] - pi per
P y1l1l- 2- phenoxyet hanone, 1-

1{{(1'9}2 25#55 wﬂ&masmelp%fmmmemmw yll-fipddidin-1-y1}-2-phenoxy-
L.azol - 3-yl] plperldln 1-y11-2- S
et hanone,

3( .
1{{@5F:§ F.(25 @mﬂéﬁ@%pmlﬁwﬂﬂ%ﬂ@}cﬁdm@ ol w2
pI%N3 _@g@ﬂoﬁgyl} phenyl) -2, 4- di hydro- 2, 4]

[
Ié{g)a%gé{iﬁe%I&éf &)éﬂ'aﬁélz?) )ﬁ ﬂﬁa]gxﬂazo?g yl] piperidin-1-yl}-2-

ghy-athahorte, Wild - phenyl) |n1dazoI|d|ne 2,4-dione, 10

AR P 1G e s 2 s

ethamdieazol - 3-y11- pi peridin- 1-y1)-2-phenoxy- et hanone,
e et R B s e P 1 2 onor

}11( %9 { 3%%%@&;@8&@% c?é%llsé p3’|5pseer1f;cg3|dnﬁ02m tﬁ/c group
cdﬂmbﬁﬁg@fllﬂ dazol - 2- one,
2-Methyl-5-{5-[(R)- 1-(2-phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-y1 }-3H-
pyrimidin-4-one,
1-{(R)-2-[3-(5-Methyl-isoxazol-3-yl)-[ 1,2,4] oxadiazol-5-yl]-piperidin- 1- y1}-2-phenoxy-
ethanone, '
2-Phenoxy-1-{(R}-2-[3-(1H-pyrazol-3-yl)- [1 ,2.4joxadiazol-5-yl] -piperidin-1-yl }-
ethanone,
1-{(R)-2-[3-(6- Amino-pyridin-3-yl)-[1,2,4] oxadiazol-5-yl] -piperidin- 1-yl}-2-phenoxy-
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3-(3- {3-[(R-1-(2-Phenoxy-acetyl)-piperidin-2-yl] -
[ 1,2,4] oxadiazol-5-yl11-phenyl)- imdazolidine-2,4-

woSh@heser2 1-{ (R - 2-[5- (1- Met hyl - 1H pyrazol - 3- v&¥xmlp2006/068745

1,2, 4] oxadiazol -3-yl] -piperj;gin- 1-y1}-2-
phenoxy- et hanone, 20 2- Phenoxy- 1-
ethene215- (1H pyrazol -3-y1)- [ 1, 2,4] oxadi azol - 3-yl]

R e S R L L T B

Z{pﬁperldln- 1- y11 2- phenoxyethanone

nglg%%i %%ﬂé “pi perl i np[}iizal ]?x%z%l%—]ﬂ]'zg{peﬁd& - fh1)-2-phenoxy-

CIHRRMEX Y - ethanone 1-
6{{6 RIR2 ﬁz@eﬁ&l}hycktﬁfbwﬁ@;ﬁ@ vB- 1>HL£1 b, 41tridzdt)3-v1}-4H-
oxaﬂg%zo - -y -piperidin-1 -
X AHYKe, and 1- {(R)- 2-

1{{5{)( 3 4 6-iyh inb sy RiZo-3- - 9H) F1[ 21412 dkp1-858d pipaadin3t-y1 1 2- phenoxy-
othRipgridin- 1- yl)-2-phen oxyethanone, 30 and
arnﬁceutlcally acceptabl e salts and esters thereof.
ISQKMLHc&namdM Y 2Hnly . B4] tndzal-feyl tpiped@in- 1-yl }-2-phenoxy-
dﬁg&ﬁﬁ;ed fromthe group consisting of 2- N@thyl -

{5- %& phen oxy-acetyl)-piperidin-2 ¥ g .
Na@- uaqo ooterd{ Rz bi(2-Pheyyany- rPIREAdiA-21Yioridl-1 BB4jtriazol-3-yl}-
phenfR)=atetafnddd andet h yl -i soxazol -3-y1)-[ 1,2, 4]

13@3%% ﬁgrd¥%\lym£'}fg§ ﬁﬁl 8%1}8)?%%%& POEN iperidin-1-y1}-2-phenoxy-

ethihgner azol - 3- y1)41 2, 4]oxad|azol 5-yl'] -piperidin-

mfcgﬁkﬂ%m Shegs ablg.gmf) ﬁaferﬁ]t%ei%" azol - 5-y1] - pi per

i di n- I-yl 2 phenoxy-
20074063 Emwépzéwmwe of ggmpourdspf feymaula (D) as defined in

o PR, ol prees o Shpimg i ithld
{(R) -245- (2- Ami no- pyri di ps4- y&é 2H[1, 2, 4]
triazol - 3- y1] pi peridin-l*yd]y2- phenoxy- 5 ethanone,

6-{5-[ (R) - 1- (2- Pheno Rperidin-2-y1]-1H
[1,2,4] triazol-3-yl1- 4 ben o[l 4] oxazin-3-one, 1-
{(R)-2-[5-(6-Am no-pyri di 72H [1, 2, 4]
triazol-3-yl]-pi-peridin-1- - henﬂmyethanone, 10
1-{(R)-.245- (1H Benzoi m dazol - 5 yl) 2 [1, 2, 4]
~triazol -3-y1]-pi peridin- I-yl} 2- phenoxyet hanone,
with 4 2oinbb@tidofformata (1)

[(R)-1-(2-phenoxy-acetyl)-piperidin-2-yl]-1H41, 2, 4]
triazol -3-yl | phenyl)-acetanm de, and 1-
{(R)-245- (2- Hydroxy-pyridin-4tyl)- [1,2,4]
oxadi azol - 3-y1] - pi peri d > C;-phenoxy- 15

et hanone, _

O

1.~

R ()

wherein R%, R%, R, R R, R®, R, and X are as defined in any of claims I- 39 and Lis
halogen:

4]1.  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.



and pharmaceutically acceptable salts and esters
wo 20§ AR5EE 40. A process for the manuf acgicgerRbso68745
compounds of fornula (I) asjgefined in any of clains
1 - 39, which process conprises reacting a conpound
of Af0r Mgt g {dublis BdoXiiRe 1o 20 W ddima 1CoIBOUNE a®fherapeutic active
formula (ifi) wherein"RI, R2, le, R4, le, R6, |ég,
subsi#feX are as defined in any of claims 1- 39 and L is
hal ogen. 41. Conpounds according to any of
cl ayns Tompihndwbenrdmaw act sfRamBbY -B8928r e @E8&Sapeutic active
b’accor_in}gto cl ai m 40. V\gl? . o . R lated By T,
SEbSSSFT 06 307 SPEFPEPSG08) FEB7HE S 59iscaq Witgh g ey ated by T-
CPTdcanitiiorg to any of clains 1 - 39 for use as
therapeutic active substances. 11. Conpounds accordi ng
t o jany cl aj - 4S tiq LvVe. :
R
of méilzemsets fahibehharpeutisdolér gdo pyyiacscQRTIMIN of Biseaspswhich are
mﬂd%@%ébﬁ%ﬂ’ Bf ipgefmpounds according to any of clains 1
- r the preparation of nedi canents for the
~ therapeutic and/or prophylactic treatnment of %i%ﬁases i
10 whi*€h  arl®c REtel BERPIBYS ECOPTRS FhR b HHIEs 116460 e Preparation

of mM¥ERRkn EIFPOLRKIS 2R cRENNG propramttfirceingdri® ! Byper @9cemia,

for the pre aggtion of dicanEHtsggﬁr.Hhe nulin d dent
cp RIS TGRS BRY FCCT O CRURU TR ft Salin dependen
diablip erefiity g ebtaty, Alpscesdot Gherancasehsoyydérns e, dictdbeiie syn drome,
..ahd associated .p _ath ol q . I.nsulin g _ ) PR,
byo GBS hudterr v B2 mae Y B R gl R g v hear
failureesidteanceilwendr one, netabolic syndrone,

hyper|i pi dem a, hypezchol esteroiem a, fatty Ever

di sease, atherosclerosis, congestive heart failure

and renal failure.

W



