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N- Piper idine derivates a s CCR3 nodul ators Field of
i nvention The present invention relates to certain
wa@orsomsds of fornmula I-1f, to processes for pPEPSEIONT 000411
such compounds, to their use in the treatnent of
obesity, psychiatric and neurol ogi cal disorders, and
to pharmaceutical conpositions containing them
Background,of the |nv nt.i on Mel ani onc ratin
hor ngneN(’ RERPF 4 TR e g@%af“%’éaf%iafrg
i sol at ed fron1fish over 15 years ago. In mamuals, MCH
gene expression is | ocalised to the ventral aspect of
Fiel zona inserta 'and the |ateral hypothalamc area
——£%g§%¥6ﬂ;%t al ., Mol ecular and Cel |l ul ar Neurosci ences,
vol. 4 , 271-284 (1993)). The latter region of the

brain is associated with the control of behaviours
The rspntainventiongekates tr icﬁﬂﬁilngCOmPQWndaeruﬁamum}d-Iﬁm tohprocesses for

prep ntggrﬁlﬁ: %%\%]'f@é%q Batke Helr useNén g Stie%grggégl )? fb@g%é Tpasgéhiatric and
neurdibgibalulisorifis, @m@id(}giaﬁlﬂhce@ﬁbal\ﬁo&ﬂ@dsﬂwﬂamhﬁu emot

been fully define recent work has indicated that MCH
pronotes eating and wei ght gain (US 5, 849, 708). Thus,

Bmk%%ﬁnﬂ%@ﬂkﬂiv@%ﬂﬂiSts have been proposed as treatnents
nervosa and wei ght | oss due to Al DS,

M renal di sease or 02 herapy.. Si m_ | arl ant agoni st s
clagin %PPI&E%I VG et Yelifpepede bt §H%§#ﬁﬂ>lated from fish
over QB eSSI gé 0%1213'{/ mﬁgawe&g?é@sﬁgqp &‘clc% 1§/e%f t%qﬁé D&heAl gspect of

the zbﬂi aughouhd tthe 10eal RypdtAghbid Beeal(BectsRicnal., m&ulcﬁmnd Cellular
area | mpor t ant in processi ng noci Ceptl on, I ndi cat es

Neurpragncegyeal. <, ai’c?tlr%é (ﬂﬁ?@ﬁg’fhel\lmﬂbm;egmcnf tla@bltaunpcasﬂmdatadfwnh the
cont RSB ke B I8 REH i ote sy
ek ot S BT &’ uk %5%&?'13%%%7@32%%&%%%6 (1994

Althdwgteh®d bﬁﬂogldehﬁdtf\h@dnlmﬁmhiﬂﬂim&‘s noMeb® Oy Me@iR, recent work has
MCHIr) is present in rodent species (Tan et al.

(
indicated bt MCPopronietps 7a{ng) anpiggeighy gain {USI £849,20Ki ?ﬂgus, MCH and its

there is i ncreased. feedin res onse.to
seonieiye Gl IGRBRUED o PF T ER G for UGG PHOTH S PRI Ioss due to
t f
DS SRt P S, TR 5
treatri@@i ZoMbres By 200 Drhd 24drdgrs charaedtsdd onconviutisive egtrigoand excessive

ant agoni sts have been denonstrated to bl ock the
body g glitn YLl rrueiestigns eHopnd lerugkové theypraigjpcluding the spinal cord,

an mgyﬂﬁﬁ@r&%& in processing nociception, indicates that agents acting through MCHIr,

such as compounds of formula I, will be useful in treating pain.

Two receptors for MCH (MCHI1r (Shimomura et al. Biochem Biophys Res Commun 1999
Aug 11;261(3):622-6) & MCH2r (Hilol et al. J Biol Chem. 2001 Jun 8;276(23):20125-9))
have been identified in humans, while only one (MCH1r) is present in rodent species (Tan
et al. Genomics 2002 Jun;79(6):785-92). In mice lacking MCHIr, there is no increased
feeding response to MCH, and a lean phenotype is seen, suggesting that this receptor is

responsible for mediating the feeding effect of MCH (Marsh et al. Proc. Natl. Acad. Sci.
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2002 Mar 8;438(3):129-35), and to reduce body weight &
adi posity in diet-induced obese rats (Borowsky et al.
wdoaneo3bed. 2002 Aug; 8(8): 825-30). The consePUHSENS/000411

of distribution and sequence of MCHIr suggest a
simlar role for this recepfor in man and rodent
speci es. Hence, MCH receptor antagoni sts have been
proposed as a treatnment for obesity and other

isorders characteri sed by excessive eating and body

USAM@pa%tMav@ APT84GS) il cHieios., AR meeptor tagonists have been

t t bst eridi n
comlgs GHERLL A At B o TRV B RSO 0 o
20023¢3r 8’*438’ Yo ef5)aknd do el 8Fp L
Bost on, M UsS A)pr%sagn{esﬁ)da@n]s%-l‘%&gggpt or g%?&g&mﬁie t 1Hduced obese
rats (B@roWd’k@' epal. Aatriral Med . 2008eNtg; $(B):8D8S0Y).YTheWonkert itéon of distribution
i structure: WD 01/14333 and (B 2 373 186

foll owin
and s§f¥IcH 9& %@Hﬂr Segaselm sisniler relndor Biy rapPIgr fomanland radent species.

HenceI Eff(ﬁg rec% %or L &R aggniéﬁg 023 égé%plawé%iﬁse?] é’ei‘tgt?@ﬁ for obesity and other
dlsor%%aaénsgd@Mcegﬁvé ERRSAA b AF V\Ce}%lg'lz al kyl group

optionally substituted by one or noré substituents
i ndependent|y sel ected from cyano, hydroxyl, Cl1-C
(such as net hoxy or ethoxy Cl-C al kylthio

WO gé}égéx%dlﬁgpw| Gertagy 1 sglgsn?utggfli—@g%qutegsqg@ﬁo eridines which are

al koxycar bonyl (such as
allegg'[y?)hoxycar )an %0&§% phenyl (itself optionally

substi tuted by one or nore of halogen, nitro, cyano,
Cl- C6 al kyl.,, Cl-C6 hal oal kyl (such as CF3),
An abﬁmy@@ @éél%yl\é Mamhl ,Qﬁobfethz:ﬂ% MSGﬁeﬂiﬂgamBos@h MA, USA

l\g&%oxy, %1{}2 (C1-C6 al kyl), CLO ) NH2, car boxy or

prese@tf 't‘% $FERIBo pgonigy forthe é’é\tf'é%’é‘ tt?a@’z@f(t:GOfaPR"éﬁyi with the

folloR P! Bahla substituted by phenyl (itself optionally
substituted by one or nore of hal ogen, nitro, cyano,

Cl- C6 al kyl, Ci1-C6 hal oal kyl, phenyl (C -C6 al kyl),
koxy, Cl-C6 hal oal koxy S(O 2(C1l-C6 al kyl),

N
) N gar hoxy or Cl-C6 al koxycarbonyl); or Rl
representh a t0 14- menmbered saturated or
unsat urated r*ng system whi ch optionally conprises up
to two ring carbon atons that form carbonyl groups and

WO (N) !llfg3oarr)1tdl(§§] 3'3’7\3 186 disclose that compounds of the following formula:

R'-@Q), -(CR R)—T-—< N—ZR

wherein

Zis CR'R’, C(O) or CR*R’-Z};

Z!is Ci4 alkylene (such as CHy), C.4 alkenylene (such as CH=CH) or C(O)NH;

R! represents a C;-Cy, alkyl group optionally substituted by one or more substituents
independently selected from cyano, hydroxyl, C1-Cs alkoxy (such as methoxy or ethoxy),
C1-Cs alkylthio (such as methylthio), Cs; cycloalkyl (such as cyclopropyl), Ci-Ce
alkoxycarbonyl (such as methoxycarbonyl) and phenyl (itself optionally substituted by one
or more of halogen, nitro, cyano, C;-Cg alkyl, C1-Cs haloalkyl (such as CF3), phenyl(C;-Cg
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further conprises up to 4 ring heteroatons
i ndependently sel ected from nitrogen, oxygen and

W@ eioplen33o wherein the ring systemis optional | PCT/SE2005/000411
substituted by one or nore substituents independently
sel ected from hal ogen, cyafo, nitro, oxo, hydroxyl,
Cl-C8 al kyl, Ci-C hydroxyal kyl, C1-C6 hal oal kyl, Cl1-6
al koxy (C -C6 al kyl), C3- C7 cycl oal kyl (C 1-C6 al kyl),

B I
IS B0 G Ul G, 0L RN o

carbey @i O1-Chakaxysesponyk®rCe al kyl ), 3Tyl S(O) 2( Cl- C6

R!'r @H}&m} §('20§ § AR lé’¥8‘§5§]? u%%%&%gﬁ? wlp%?g Qtselé?%gnany substituted

by o dranyte, of(Bh}o@ﬁn alit@)Xyand; @&@m@ml@ €} HhieakL pﬁenyl C1-Cs alkyl),
al koxy C hal oal kox ydr oxyal koxy,

Ci-Cal le&)ar 67@7@5 Salealkpxyt éép)@iceéfealaﬂwby C@Wnycarboxy or C-Ce

1k yl oxy, Cl-C6 al kylthio, C3-C7 cycloal kyl ~-Ce
2 O’QQE“% (I)”, C3- 06 al kynyl thio, Cl-C6

R! re@késylhts ar baoyl4atbndereChatGhtdal@ankytheasdany Isymnﬁqmmch optionally
SOBH, -NR7R8, -C(O) NR23R24, S(O) 2NR18R19, S(O) 2R20,
COMPRSAT PPy t@&r%%fborcﬁoeié thek Suiye &PHORY) groupy |ang ghich optionally

furth&eécﬁﬁ %ﬁ to 4% ﬁét&o‘é\ﬁﬁlsf ﬂ{cfég cf%ﬁtl?rsg ec%ﬁdfr m dut&)/gen oxygen

heterocyc les are opti y’su Itu
and syiphuprwineeia tbé rihglspgen is opm;)n:ldy}dsmmuterd by one oy &lvde substituents

.. Cl- | kyl , . Cl- | oal kyl . phenyl (C,1-C6 al kyl),
naerhaGRShilhen el RIENCC L P s o,
hydr@e(yﬁ)}dyl-l @,-Cs HahAMY1, 0, &&m@yé&#@ém%ﬂ)bwty c%lbélkggbl '06 alkyl),

rep resents an O&QGH or sul phur atom or - a

C1- Cmbtylttu(o@x CoptyyRRe- Rgm(lca):umy@w@l Csl allsxl)ocllcs mkym(mz(c]-

Co il R o R dRr o PG e HREUERCo ation,

heterad}QIyIS(rO)@(deC&ﬂlk?l)kYﬁyl@]’l@{ap,alE%l)S(@?Z Fﬁ%t&o&?cﬂgﬁém Salkyl)S(O),,

C3- C7 cycl oal kyl optionally substituted

Co-Caplkgryl, Frilaplkdiancarbax yypubspituird 61 @(@}moc -NgtelEloXR Ci-Cs
A X4
hydm]’ﬁglepegd mR y%%bwyé@v\%ﬁé éigéﬁarﬁ’%éo’fys heterocyclyloxy,

Ci- C¢ naﬁqﬁhd:e ntCyCy CeydalVk@)-Cy  AlkyDHfiofy CCoa,l Qﬂk&@lﬂmﬂ C1-Cs
or 0 en they are CHR 12, the

alkyle %B@‘%‘rmmcaﬁa haoRlRiRebeiamizo arsD AR R GHOMRR,

S(O)MlﬁR@ CHg@)zﬁ” I&%@) %Bfﬂ&%f‘ a@gcwalrl%\;}y%a}bggﬁ% Iilchh?terocyclyl'

whergn thq;g:g;pgqmg) apfl axd hetgRocyN{31 a‘noheb(ds arceopbidAally substltuted by one or

more of halogen, oxo, hydroxy, nitro, cyano, C;-Cg alkyl, C;-C¢ haloalkyl, phenyl(C;-Cs

alkyl), C;-Cg alkoxy, C;-Cs haloalkoxy, S(O)2(C;-Cs alkyl), C(O)NH,, carboxy or C;-Cs

alkoxycarbonyl;

misQorl;

Q represents an oxygen or sulphur atom or a group NR?, C(0), C(O)NR’, NR9C(O) or

CH=CH;

nis 0, 1,2, 3,4, 5 or 6 provided that when n is 0, then m is 0;

each R? and R® independently represents a hydrogen atom or a C;-Cy4 alkyl group, or

(CR’R?), represents Cs-C; cycloalkyl optionally substituted by C;-C; alkyl;

T represents a group NR!°, C(O)NR'®, NRU'C(O)NR! or C(O)NR°NR!,
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R4 and R5 each independently represent a hydrogen atom

or a Cl1-C4 alkyl group; R6 is aryl or heterocyclyl,
whoiok/02380 onal | y substituted by one or nore ofPCT/SE2005/000411

hal ogen, cyano, nitro, oxo, hydroxyl, C1-C alkyl,

Cl- C6 hydroxyal kyl, Cl1-C hal oal kyl, Cl1-6 al koxyCQ Ce

al kyl), C3-C7 cycloal kyl (d-C 6 alkyl), C1-C 6

al kylthio(C 1-C6 al kyl), C1-C6 al kyl carbonyl oxyCCr Ce

I I c
5 L SR, QUCCER S by 94 Ky Gy

kyl
Ci- Calaucyl Pr Ch&@wdoyl&wCSC@ Q) 1orCE=8); loy) Jhem thely(ae 1:}11@8 the R

suf) B04) s RS SPUANNO, P SR, B € BB o chn
whlcﬁhstHXCHg I Haa kR H, 6 CFe St %Hﬂh&?%%ay%a@@t least two
yl gar oxysubst ituted f C6 al koxy, aryl oxy,

fX]hé‘i eXoeydtXyhesHz; Cl- C al kyI thi o, C3-C7 cycl oal ky*QC 6

R ol bl sspg i bl fen R on 4 Gagi alivhgrour:
R® isSEBIHbr h&B@ both(ap@bhﬂlyzsu%azt%tecﬁbfo néNR léR o¥4ha1§é&9) cyano,

2R15 , car box xycar bon

nitro oovep, HEEERBl Fo1CH ALH 1Bl Y ey R agar i habﬁlky};r{?ah Cilloxy(Cr-Cs
alkylget gLeeyel Clg&%@?ﬂgbésn%ﬁﬁpt bogélnyalﬁ%%%(&? Lt‘r* aﬁé&l) C1-Cé
alkylc“érbﬁieymy@ansylalkmermccﬁc - AKES @I, Qe MY Ce ally,
hetergarpn by AASBINRIAG s B hetriocsryTS (sl el aryl(Ci-

.2 - -
C BRI AROEC & 0, ERA oo
substitatedaC ¢k alk@x.y CGl-Eﬁdrak)aylejxlyy C,-@CB hgiirogyalkony, kgH-Cs GBey@iarboxy-

subst%%l o%églé‘% Jé}pé’lry PE,%Q{%% heny/\rgg%ﬁyiél;r(y laelc—?%sgc’loalkyl(cl_
Cs ag?jﬁfhﬁ%y a, lﬁ%@o CE?—tt? ?%E}\Vﬂ:arb% ﬁé%nfi(y Ct?-@gkﬂélﬁgkﬁcﬂrbonyl-
annnphs.-é -N:R alh& F@@aﬁl R%ges;i@aﬁah% S‘iy )@‘ aR%?@(Obrcarboxyl Ci-
B T g
mOIenbsemK@anaMwb)sntu@&Ey ahK @f(ﬁbor@bf%ldg%hoﬂid@)éyano C1-Cs alkyl,

S(Q 2(Cl-C6 al kyl), car boxy or
Ci-Ca ?<199<1 ¥la PRA(CCootlkd). d‘aﬂ?aﬁ ket iealh 931961«1@151’ Al Pe(saCs alkyl),

v f, or asolvate of a salt
C(O) &9{)0 de'r (,Slo(bsﬁ Cgl%roﬁgl O NR1O and RL is

R’, 1‘8pr’ dh‘a‘a RY, Rﬂfbﬂl? tR}P ela”phla?n}zl tpt?én ,iIRs® nod R3* ateaurelependently
hydroag%tn é( aliyfm((il u&ath oalkyE Eh%rmkl roxyfﬁlc( pt((? rC7a Cctylzl\(l)laltk%ll Cs-C;
cycloalkyl(C;-C4 alkyl) or phenyl(C;-C¢ alkyl); and,

RY and R% are, independently, C;-Cs alkyl, C;-Cs hydroxyalkyl, Cs-Cg cycloalkyl, C5-C
cycloalkyl(C;-C4 alkyl) or C;-Cg alkyl optionally substituted by phenyl;

R? and R* are, independently, C;-Cs alkyl or phenyl (optionally substituted by one or
more of halogen, nitro, cyano, C;-Cg alkyl, C;-Cs haloalkyl, phenyl(C;-Cs alkyl), C;-Cs
alkoxy, C;-Cg haloalkoxy, S(0)(C;-Cs¢ alkyl), C(O)NH,;, carboxy or C;-Cg
alkoxycarbonyl);

or a pharmaceutically acceptable salt thereof, or solvate thereof, or a solvate of a salt

thereof;
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Conpound 2- (4-chl orophenoxy) - -
{1-14-(1,2,3-thi adi azol -4-yl ) benzyl ] pi peridin-4-yl}-
wa@ewsamsse i s specially disclosed. Hence, all POIPE2ONZIEN0411
di scl osed in these applications as exanples are
di sclaimed fromthe conmpound clains of the present
invention. There is an unnet need for MCH receptor
ant agoni sts that are nore potent, nore selective, nore
providedarai wid € iaodopRYuge Hles %pﬁbﬁja@lfy%ﬁlgﬁﬁh%& KGR is not O,
conpounds in this field. Summary of the inve tlgn I't
havg ectiyiy epmedulagdrs pheheproakénemecdptaraastivity t o pr ovi de
conpounds, which are useful in treating obesity and
Confiplad ed Zi(éﬁaﬂéﬁjpﬁendk%-@h{ 1a£4—(192,@Ltﬁﬁaﬁ%mwﬁ%ﬂlﬁ%&ﬁﬁn-4-y1}-
i sorders and pain. i s object has been reached’in
acetpmile i& spasiplyudisclodedf Bene, alllcotmpobfidhdiveobakin (e atditations as
faor use. as.a recept or antagoni st. According to
exafaﬁS% #& disg Eiq/%g'%n ﬁﬁ SOMAQHY ql%‘ﬁlSéDfﬁhﬁanﬁ%lEdﬂY?é‘glpn-
formulation is provided conprising a conpound of
I Jt. | acceptahl e .
Theieds B uipbe dea o METE r2ROFLIRERH S ik PERCRUER, fgpe sective
morabjperdilable dndeproduce iésk eide etfbers tiem lafowa coanpsinas irtthis field.
formula | to If is provided, in the preparation of a
nmedi canent for the treatnent or prophylaxis of
Sun&@d bt theisvedgsQci ated with obesity. According to yet
another aspect of the invention, a nethod is provided
of treating obesity, psychiatric disorders, anxiety,

i L BP0 PG50 BHB O e i
obes$i§ hind QBlafe@ Ntisord&H) ﬂ)&%/@ﬁiﬁﬁﬁcadlgorﬂ‘@ﬂs,aﬁﬁgolggﬁ% i RRfers W pain. This

_neurological disorders and pain related disorders,
objegidipgbeen mrychathinrthat eeomppumdptformacell 6ot hhve besinf movidee for use
und of Formula | to If to a patient -
asaﬁﬁﬂﬁg%g&;ﬁg?%ggﬁ ccording to another aspect of the
i nvention, a process for the preparation of conpounds
of formula | to If is provided. According to a further
Accordisgcle ¥rotheaasperj it the Anveatipp tanplaprmacentioal deranwation is provided
d [ Ly, I i .abe li.Cc.syn ne,.
combit »COnfBRLa o o MBE 1yb 15, BE} Bharn b ARG aRUDER Rajuvant,
diluemting cars¢rer i ng a phar macol ogi cally effective anpbunt of
a compound of forrmula | to If to a patient in need
t her eof .

According to a further aspect of the invention, the use of a compound of formula I to If is

provided, in the preparation of a medicament for the treatment or prophylaxis of conditions

associated with obesity.

According to yet another aspect of the invention, a method is provided of treating obesity,
psychiatric disorders, anxiety, anxio-depressive disorders, depression, bipolar disorder,
ADHD, cognitive disorders, memory disorders, schizophrenia, epilepsy, and related
conditions, and neurological disorders and pain related disorders, comprising administering
a pharmacologically effective amount of a compound of Formula I to If to a patient in need

thereof.
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Compounds of the present invention have the advantage
that they may be nore potent, nore selective, nore
wedosogssous i n vivo, be |ess toxic, be | ongerPESE005/000411

produce fewer side effects, be nore easily absorbed,

be | ess netabolised and/or @ave a better

phar macoki netic profile than, or have other useful

phar macol ogi cal or physi cochem cal properties over,
Accérdimpoiarmsthen avpect 6f theeniantion, AptocedIeDE HepriephraBibn bR @ompounds

i nvention The present invention relates to conmpounds
of fogmutaidodbiserayidedr nul a | wherein X represents phenyl,

napht hyl pyrrolyl, imdazolyl, furyl, thienyl,

t hi azol yl, isothiazolyl, thiadiazolyl, pyrazolyl,
Accardagofoyd furtteexsgaet B thepiiedion, apuétBdd &Y bsoviddd & Beailg, obesity,

pyri dazinyl, quinolinyl, isoquinolyl, quinazolyl,
typei ﬁd@mt?s, s i5Plie apiiomse b Prevptidreof| type 11 diabetes comprising
scmBEREHTE L PEG e o RRALE L ARE o PELMARRY of forputa 1o 110 2
patidnaimneed thekedf. al kyl group optionally substituted by one

or nore fluoro, a Cl-4 al koxy group optionally

substituted by one or nore fluoro, a group CONRaRb in

i -

o o A, (S Eee ot I p e Higre poten
morg $edectivermorieciBerdssauistineivos be lesetoxishbajdngepdveingx produce fewer side

ot U ol B U B DBl B £ PR b Shohine
profitd BN YL MRVEWthé! usefuli ghvfrh&ompi dHB o Yhy8ic@Hdmical properties over,
optional ly independently substituted at the aryl
compeuagp KBQWR N eSO aftor e cyano, hal o, trifl uoronet hoxy, |
di f 1 uoronet hoxy or trifluoromethyl, Y is OCH2, SCH2
(wherein the heteroatomis connected to X), CH2CH2 or
DesdrigtiGilof Wednedntioaach carbon in Y is optionally
substituted by 1 or 2 nmethyl groups and/or 1 or 2
The preggiit ¢nveryop E51ates iorRoEAqUAGS %ft%qgmraé;fm@ﬂ@@ip, A
represents (CH2)n, wherein nis O or 1 and B
represents (CH2)m wherein mis 0 or 1, R2 represents
H or, wheAA and B d&¥e identical and represents CH2,
R20repr sentf Hdr F, z represents phenyl or a
x_ hetlerocycligggroup selected fromthienyl, furyl,
Yyri oyl , razinyl, pyridazinyl, pyrrolyl, imdazolyl,
t hi azRqI yl ’Rzi sot hi azol yl, thiadiazolyl, pyximdinyl,

@

wherein X represents phenyl, naphthyl pyrrolyl, imidazolyl, furyl, thienyl, thiazolyl,
isothiazolyl, thiadiazolyl, pyrazolyl, oxazolyl, isoxazolyl, pyridyl, pyrazinyl, pyrimidinyl,
pyridazinyl, quinolinyl, isoquinolyl, quinazolyl, indolyl, benzofuranyl, benzo[b]thienyl or
benzimidazolyl,

wherein each X is optionally substituted by one or more of the following: cyano, halo, a
Ci4 alkyl group optionally substituted by one or more fluoro, a Cj4 alkoxy group
optionally substituted by one or more fluoro, a group CONR*R® in which R?® and R
independently represent a Cj.3 alkyl group, phenyl, phenoxy, 2-pyridyl or 3-pyridyl,
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pyrazol yl, oxazolyl, isoxazolyl wherein each Z is
optionally substituted by one o r nore of the

wo edos09438): cyano, halo, a Cl-4 al kyl group opPCTDBEA0DF000411
substituted by one or nore fluoro, a Cl-4 al koxy group
optionally substituted by ope or nore fluoro, W
represents phenyl or a heterocyclic group sel ected
fromthienyl, furyl, pyridyl, pyrazinyl, pyridazinyl,

) Momit daveiich Ri 3pehy! ror 3-pyridyl
WhGI{é}hﬁr adi az%nlaytl , %i/s?il m EC?I Erllyl %}?aygiaﬁ?@yh (%5)31/ or J-pyridyl) may

optidngBy he @lllyﬂtltlvth‘ébmflml@adﬂommwy@m |omnal ly subst i t ut ed by

X re%?c%ﬁtrs &%eg%}fﬁe&%qryﬂ g%g%ﬁ%g@%;@ﬁ ogpogpggl;y:independently
subsfifutsd Gt ﬁleC]aIfll a!'ﬂﬁﬂ%éé 9 OYRe OBt i RBR! |c¥an°djb§51bt Lthﬁ(;io@ﬁnethoxy,

one or nore fluoro, | s optionall substituted
d1ﬂumqrmptlao>t}f¢1ftnﬂgpmmthw1| sul fonyl or a

oty St S Bito ot ng?q(vngestgg 48 Kb ¢tk or crecH
whex%ﬁﬂézféﬁﬁfa?oonoﬂ%t‘i’ G@bplic AP ssbs@infed 3 ﬁleﬂﬂﬁ ér%gjgfs Ad/or 1 or 2

wel | as phar rraceutl cally accept ab e sa ts t
ﬂuOIWth the proviso that 2-(4-chlorophenoxy)-iV-{

3~t hi.adi azal - 4-yl ) benzyl ] pi peri di n-
R reﬁ’r Fr}’tgg?f %C&éalgg X uded. " Particul ar groups now

A reprosdn@NCHL ) yWwHeeis aneo 6f 1 ¥ad . regrosdhls RN dviReeih M i 1s 0 gr 1,

conmpounds of fornula | are further deflned It wi

R” reprrents £how wheRtA anbh aggridensicabandepiesenss ﬁ{;& Iheren@e@ts HorF,
Z reﬁﬁ@s%ﬁ% ]tﬁféﬂgf)&r z{ l?ettcerow'c'ilg g ec{elaefrox}d IPI'Tuen ﬁ pyridyl, pyrazinyl,

alr s’ or |nents
pyridaeingl, nlpstoty, oimidesobiln éthtaeblyl n 1§Ulﬁlaﬁﬂbpdltfﬂﬁdihzd}§1 t p@rimidinyl,
represents a phenyl or pyridyl group

M R eTe LI T
the f%lgd\f)/(llng%%t RA8Ya ] Jlkﬁ%%é}ﬂﬁfﬁg? rs%ﬁs'i1'tlfté&18§ 8RB bMWore fluoro,

epresents a dip
a Cy.gilgxy gnonplopabmglly sybssimgted bpbhe najnloyesﬂmrbj tuted at the
nor e oro chl or.o,

|
W bl AR a5yt PREroRUo eenimgs ottt o Lo Hyl, pyridyl
pyraz2in}IS Qgﬁ%aﬁﬁylsc'ﬁ%rrfﬂgpt hnhﬂthlChtlﬁﬁ%lﬁet ﬁbﬁﬂz‘%ml' S’trh1ad1azoly1
e

connec I'S hydrogen
pyrimgidin)l pyxazapl @gemlsl (smplyl wﬁmren n:anh V¥ i§ OQhorlallamumeuted by

sen
one TR0 AhE AR AT o RS FRloE e 100 Bl P gp en PR BB S by oe
or mb2 Mepoes ent, alldd)(? rerdup ci)tlbﬁalBhﬁﬂiéhtu@éd By bed Sf aeyEti6ro, or W is
group selectedfromthleﬁ fury grrol wher ei n
optiogaldy, sybstiguted with a trifluoromet ylsulfonyl or a 2,2-difluoro-1,3-dioxolane ring
(fused with two adjacent aromatic carbon atoms in W), as well as tautomers, optical
isomers and racemates thereof as well as pharmaceutically acceptable salts thereof,
with the proviso that 2-(4-chlorophenoxy)-N-{1-[4-(1,2,3-thiadiazol-4-yl)benzyl] piperidin-

4-yl}acetamide is excluded.

Particular groups now follow in which some of X, Y, Z, W, R! and R? in compounds of
formula I are further defined. It will be understood that such group definitions may be used
where appropriate with any of the other group definitions, claims or embodiments defined

hereinbefore or hereinafter.
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optionally substituted by cyano, fluoro, chloro or
trifluoronethyl, : . Wrepresents phenyl or a
whedosnosyec| i ¢ group sel ected fromthienyl, furBCT/SE2005/000411

pyridyl, pyrazinyl, pyridazinyl, pyrrolyl, imdazolyl,
t hiazolyl, isothiazolyl, t&iadiazolyl, pyrimdinyl,
pyrazol yl, oxazolyl, isoxazolyl wherein each Wis
optionally substituted by one or nore of the

In onef @hbadiivegt of feniayverfilonpKorepeRbata phehfll 610 ﬁfﬂ%ﬂ h@op substituted

.. difluoronmethoxy or_trifluoronethyl, or with one
with ppe t p1, o F9RRT ngwﬂqgr%wch&roonén uoromethoxy, difluoromethoxy or

tnﬂuox%grfe g bPerQ%ﬂg%e’%ltsdA &?g&@ﬁﬁe{h%lgorq 8'13&1%1 metfl_}’lp group, optionally

ceht aromatic ca
substltptedramhe utrylcablip(saby ept ablmorsalcl ano, tiedrd e6itlord, Mrifluoromethoxy,
anot her errbﬁdl ment of the invention, X represents

difluorgmsthayy|or tgfiparemetyl: . i soqui nol yI qui nazol yl ,
Y is o@ﬁglaﬁ sc?ﬁn(%efhui Whhoh Hﬁnﬁﬁéréﬁﬁhﬂ@%omﬁ fod to X), CHCH; or

benzi m dazoly erein eac I'S option
CH=CHubsti t ut ed by one or nore of the foll ow ng: cyano,

hal o, a Cl-4 al kyl group optionally substituted by one
R! IShéﬁirOl%B’F@rfT}e%’llo a Cl-4 al koxy group opti onal |y

A repr%égét(@[-ﬁ ,,Rg/hg)}r% JP]EES df;%{ecﬁ% e%#? ysg?tgg gvrhgﬂ%l Eg\l%acﬁbl

R? rep@bdnts Hoprowpen X dnsl Kﬁblzdemtlcél@ﬂid (eth&reatsrﬂﬂh R, hejresenat Kior F,

2 is DGR G PSeTE i B4R ) FOrBABFEY YY) BYO| W Ciiycash Z i

optlonélgpﬁﬂ)‘éﬁﬁft&i Wmﬂdmr&l&o%'tﬁfﬂoﬂfm&h ylR2 represents . ..
and B are identical and repfesents CH2 R2

W elllf@ﬁm@s @h@lg’l Ho@ heteIECY@ICp genyd saleciedh év@nothyalyl.c flgyb upyridyl,

proif) SRR SR, smbdlt DAL SR o

pynnutifnlyf | pieazorAL BydzoWl ! REXLBBM twwhePREN ¥ACOW s Bﬁﬁ&faﬁ?)ﬁﬁbétﬁuted by
group selected fromthienyl, furyl, pyrid

one or Fglg/qrggf ﬁlyq folwrnilgj &Fn%y |ﬂu0{py ph]@q)lgq mﬂmrgg);_e@ho)w,’ difluoromethoxy or
tnﬂuofotﬂe 1{ Wltfl oft H}fﬁﬁ%%rﬁéthxlé@é?%b/ﬁ %&Qfe 2, 2P¥ flwﬂ' %?—?&dxolane ring

, 0Xazo I SO erern eac

(fused Q@ﬁhl twmaddﬁ}Ceﬁu.dItSﬁlaﬂidez@bbrbakomlenOW),m)r e of the
fol | ow ng: 1;]%ano fluoro, chloro, trlfluororrethoxy,

as wellgsmhappegrutiskyacerriatis salisotseoky| , or with one

trifluoronethyl sul fonyl or one
2,2-difluoro-1, 3-dioxolane ring (fused with two
In anothdj @vdodiraey mdtthe in@ntion XtrepsedentsViaphasylwatiholsyl, isoquinolyl,

R U R B TR A - A

whereiR REEW IX & oftiohhBy kul@fiRiRl by one or more of the following: cyano, halo, a
Ci4 alkyl group optionally substituted by one or more fluoro, a Cj4 alkoxy group
optionally substituted by one or more fluoro, ox a group CONR’R” in which R* and R®
independently represent a C;_3 alkyl group,

Y is OCH; or SCH; (wherein the heteroatom is connected to X), CH,CH, or CH=CH,

R' is hydrogen or methyl,

A represents (CHz),, wherein nis 0 or 1 and B represents (CHz)y,, wherein mis O or 1,

R? represents H or, when A and B are identical arad represents CHa, R, represents H or F,

Z is phenyl or a heterocyclic group selected from. thienyl, furyl, pyrrolyl wherein each Z is

optionally substituted by cyano, fluoro, chloro or trifluoromethyl,
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optionally substituted by one or nore hal ogen and is

further substituted by a phenyl, phenoxy, 2-pyridyl or
wW@2@g09dgd group, wherein the substituents (i.RBCT/SE2005/000411

phenyl, phenoxy, 2- pyridyl or 3-pyridyl) may

optionally be further substgtuted by one or nore

fluoro, chloro or cyano Y is OCH2 or SCH2 (wherein the

het eroatomis connected to X), CH2CH2 or CH=CH, Rl is

W rEHEERBE Phekyl "B Wbeteﬁc&@l&rcgjﬁl\ﬁ Ss\?\%gé@) ﬁom""ﬂﬁéﬂé)l n flﬂ‘i’l S'p_?'ndyl

or 1 and B represents ( erein mis
pyrazieyly e pgridazinylor pymbleh AmadatoBlar ﬁliilzd)éjﬂl i sathizolyl, thiadiazolyl,

Pynrwgfwﬁgﬁsgyéfql%kw%l r es t\?lg%lﬁl?ltr 4l r& Iis opﬁﬁn;aﬂylsugsrtitgted by
one dMhbR! df'thd‘ftﬁfo@\hﬁ% Q34Ho, 11&0%0 QR dr8 @ik rothkied Wy£ #iRBrethoxy or

cyano, fluoro | 6ro or trifluoronethyl, epresents
trlﬂupmémthyloor withene tmi&tmbm@thglsulfpnﬁeir ot 8- fiflontot hB-eimyolane ring

fur. a2| inyl, pyrrolyl,
(fusedrwlﬁja?qo%j%ace%{%drrg% %{%@Pﬁ?’s S)% t hi adi azol yI,
as welly/iid pHagknAdEutic AW a@é@dtyﬁle sANCAZARAKOE, | soxazol yl wherein
each Wis optionally substituted by one or nore of the

fol | ow ng: cyano fluoro, chloro, trifluoromnethoxy,

In y&' 54 qurer ome({?%)ﬁ ttl{e' delégtrigrrekh%lpresgr{ts W %ﬁ‘en?f‘ r pyridyl group

tri
optioRal2y dulf)dtnmﬂe@-bly aned bﬂmﬂrarlﬁldgeﬁga_r(df MSﬁﬂthw tsllibstlmlﬁed by a phenyl,

adj acent _aromati c. carbon atons in
phe B?Fgéa%*iﬁm 08 érmgndéfi amamhér%rarhessubﬁ%@ﬁ%ﬁ : mﬁe@ﬂephenoxy, 2-
I
pyridOES oA fay BRoh NN Aler L EARIAIUS of plhElbro, choro or
cyanehl or o, trlfluoronethoxy, di f 1 uor omet hoxy or

¥ is Qi SOHA RIS T RPvpas GRS oAb TG
1351‘1?/&}0 ﬁgy&@ﬁ%{l by one or nore cyano, fluoro, chloro,

[Ffuor onet hoxy, difluoromethoxy or trifluoronethyl,
A reprsseml-(icﬁzbh wheren 1 fse) drelt andoB trepresentsoQFHEG l\z\éﬂrdnom)i} D oRJl

RY ICIB%EG dﬁ’g‘%r NN ?r esen&ent\%ﬁ;ﬁ@] rﬁpﬁ%%h%%ise aRo fepr@efnts sHorF,
Z is ﬂ]ﬁﬁ&?&%‘ﬁ&eﬁc%ﬂ: Mse’fe%&ﬂfr&n@ﬁ%m&p ?lﬁ%l %ﬁro@[‘@herem each Z is

resents C presents H or F, hi enyl,
optiohgj $ub@ntupﬁ)drh’ymwno fiyore shse ot mfmebthmlr a

W ?/‘%sl%r Psciéﬁér}y(l: & ouHetgr(?)lcy(le ﬁ}ce%réurpo @‘el@é’téh dt¥orh 81¥ern?/f,i PL}{rlyl’, pyridyl,
pyrazinyl, pyridazinyl, pyrrolyl, imidazolyl, thiazolyl, isothiazolyl, thiadiazolyl,
pyrimidinyl, pyrazolyl, oxazolyl, isoxazolyl wherein each W is optionally substituted by
one or more of the following: cyano, fluoro, chloro, trifluoromethoxy, difluoromethoxy or
trifluoromethyl, or with one trifluoromethylsulfonyl or one 2,2-difluoro-1,3-dioxolane ring
(fused with two adjacent aromatic carbon atoms in W),

as well as pharmaceutically acceptable salts, thereof.

In one embodiment of the invention, X represents a phenyl group substituted with one or
more cyano, fluoro, chloro, trifluoromethoxy, difluoromethoxy or trifluoromethyl, or X
represents a diphenylmethyl or a dipyridinylmethyl group, optionally substituted at the aryl
group(s) by one or more cyano, fluoro, chloro, trifluoromethoxy, difluoromethoxy or

trifluoromethyl,
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pyrrolyl, imdazolyl, thiazolyl, isothiazolyl,
t hi adi azol yl, pyrimdinyl, pyrazolyl, oxazolyl,

w0 s@ga2BBy| wherein each Wis optionally substPCT/SE®05§00411
one or nore of the follow ng: cyano, fluoro, chloro,
trifluoromethoxy, difluoropgthoxy or trifluoronethyl,
or wwth one trifluoronethylsul fonyl or one
2,2-difluoro-1, 3-dioxolane ring (fused with two

Y is ORQEAGE AhicABERE b oafod Q%nﬂé&g@ﬁoi)@),w, as wel | as

L pharmaceutically acceptable salts " thereof. In a
R'is fydragemr enbodi ment of the invention, X represents a

Ao B R i § B R ReiRgen ol D BHRECHD R i5Ghor 1

R’ reptdskits BPEQNBAW andB at i '
1repg rso up, optional ?ril su bslt ?%Ct%g gmalt%p%ﬁ%itggg% @3%%5%(1 gs) HorF,

Zis thigpybderydpr ppr@ykyano, fluoro, chloro,

trifluoronethgx di f.l uor onet h or trifluoranethyl, .
W repkfspls BRI A Hitrecy i SR Bl S Yot Yo gidazinyl,
rrolfA] ithflaBYIST, ARl y A idBR ARSI PN HiS aditF YN py ARG ERIVD Pyrh1d. 8%
Py guand B.?eprese%.té (CH2 ﬁn ,ayther%l Rym IS go@rl, %2 azolyl,
isoxazplyh vlsEpinscach oW, isvpriionallysubgitated bydenst iavamoemndf the following:

r S r nt.s or F, . Z.s .
cymol fRS T ERRE kgl AR ih Rl i SiSigpsyiugr i one
trifluotanmtegeuifayp e e 2-difllebarDaikbiage GingtiRfusel etitiedwo adjacent

fro ridyl, razi nyl, pyridazinyl, pyrrolyl,
aromapg:,p%lg%!agpln}s IPW%ZOI yl, isothiazolyl, thiadiazolyl,
as welP¥ Mh&%&ioalﬂyé&ﬁﬁbmk 's%l@%é&low , I soxazolyl wherein

each Wis optionally substituted by one o r nore of
the follow ng: cyano, fluoro, chloro, ,

' difl h i fl hyl_,
R T A e M T
or moré: Aafl, s Lhllord; HiRBRIARRLY, Qﬂ]xf(fr&ﬁ@tﬂoﬂyt V\(é}l tf’i‘ﬁggromethyl, or X

adj acent aromatic carbon atons in W, as
represgfisip drhenylieshyl ereups eptienslly ssihstitsted etheo pheryh geougi($)dry one or

odi nt.of the invention,. repr.esents hen
more SRO AR et BB bRRA w5 S o BB,
Y is OCH, @inowhikch itHd hedéroameiiexyanddtdd tgononmet hrty or
trifluoronmethyl, or Xrepresents a di phenyl net hyl

1.
R'is hyf9gpn. optional |y substituted (at the phenyl group(s))
A reprB¥nQNE RS, WRER; ! in m i

oo LB SR R0 on LR B R ey Wil ingior 1
R repi¢ésérss B@dRwhem Avdniddhareidehiebleamdatmetenss CRRNRE teplesents ¥ or F,

. Blh.i S ijﬂr ogen, . _—
Z1s 2,5-t 1en}{l ere%osmon 2 is linked to group W),
W represents phenyl or a heterocyclic group selected from pyridyl, pyrazinyl, pyridazinyl,
pyrrolyl, imidazolyl, thiazolyl, isothiazolyl, thiadiazolyl, pyrimi dinyl, pyrazolyl, oxazolyl,
isoxazolyl wherein each W is optionally substituted by one or more of the following:
cyano, fluoro, chloro, trifluoromethoxy, difluoromethoxy or tri fluoromethyl, or with one
trifluoromethylsulfonyl or one 2,2-difluoro-1,3-dioxolane ring (fused with two adjacent

aromatic carbon atoms in W),

as well as pharmaceutically acceptable salts thereof.

In another embodiment of the invention, X represents a phenyl group substituted with one

or more cyano, fluoro, chloro, trifluoromethoxy, difluoromethoxy or trifluoromethyl, or X
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A represents (CH2)n " wherein nis O or 1 and B
represents (CH2)m wherein mis 0 or 1, R2 represents
wo@s/oosken A and B are identical and represeneGI/SERIFRR0411
represents Hor F, Zis 2,5-furyl (where position 2 is
linked to group W, Wreprepents phenyl or a
heterocyclic group selected frompyridyl, pyrazinyl,
pyridazinyl, pyrrolyl, imdazolyl, thiazolyl,
[ [ :
e A ot S RSP T PMIAEP b s by one
or meiglyhnae, ftuedo, ehlao.grifinomorethoxdy, difleofonhdtiondyrog triffy@omethyl,

. flyoro, chloro, trifluoronmethoxy, difluoronethoxy or
¥ s Dt GipBirb i hertigplom BieOBa R BPPuor omot hyl sl T oy
lequggﬁn?,z-difluoro-l,3-dioxo|ane ring (fused with two
adj ace

nt aromatic carbon atons in W, as well as
A reprasente(€ 81, odietojyn adc@ pt hbhdBgepresent @B, wheneip et is 0 or 1,

2 _anot her. enbodi nent, .of the invention, X resents a
R* reBRRROS ook AnBid 1 Are e P oD erie B dpaRgresents H or T,
Zis i,bq@m(wﬁale?bgﬁoﬁ Riif likedaanBidipw,, di fluoromet hoxy or
trifluoromethyl, or X represents a di phenyl net hyl

W regraseips pbgnyil onaltiejereqislie igtaupesdlegtedtfham plyddyll pypesingl, pyridazinyl,

: no,, flugrg. chloro, . ..
e e Vg
isoxa¥oly$ weldrin(daoh VIl Bhoptiv@alle sebstiadtednblySore0 8N el @f tthe Xdlowing:

Rl _is hydrogen, A represents (CH2)n, wherein n is 0 or
cyanq, Buerogchlgps égﬂﬂ@r@n{e xyhditprprpsthexypoiprifinorgepethyl, or with one

tﬁﬂuﬁﬁﬂﬁeﬁﬁﬁﬁﬁl% Q)E‘ﬁ)n%@-dﬁ]@ﬂg-1%-@?)%&;39%.%?0@%?”‘?@ two adjacent

represents represents
arompiic cabyh aloims imfWEh t he heteroatomis connected to W,

repgresent s enyl or. a heterogcyclic group selected
as We\fﬂ %ﬁ‘ﬁ}ﬁ‘ﬂn?‘éﬁlflp?ﬁgﬁ%iﬁ’tﬂ?}?,Salbvi‘?rﬁagi nyl, pyrrolyl,
i m dazolyl, thiazolyl, isothiazolyl, thiadiazolyl,
pyrimdinyl, pyrazolyl, oxazolyl, isoxazolyl wherein
In yeg an¢ihgy ¢robedimennel thy isvention.t Xireptedentsonpheny! poup sobstitited with
fol | owm ng: ano,. .fluor chloro, t.rifluoronethoxy,
one grtppGorana: Y- shioter SiipsParBioRy digorofRieRg,p Hfluoromethyl
or Xtreprekdned @ ity sty tbu lopABfally substituted at the phenyl group(s) by
2,2-difluoro-1,3-dioxolane ring (fused with two
one Qi dpere spinca floa cllora itdepremeibexy.riiffjoromsthgay pr grifluoromethyl,

Yis @?@%g&c‘%&cbQ@ol#éf?rg%ﬁuﬁﬁtg%?ll}n%%?ltg§< thereof .l n one group

npounds s pytrolyl and in
R!isagdtdgen, group of conpounds, Z is 1,3-1H pyrrolyl (in
A repvygs!e(r:rps (“&ﬁ),f,‘ \?vthgrre?nartl (i)sn(} (I)rs 1 gr?dn]g ?gptrgs%n%so(c 2)m, Wherein mis O or 1,
R? represents H or, when A and B are identical and represents CH,, R, represents H or F,
Zis 1,3-1H pyrrolyl (in which the heteroatom is connected to W),
W represents phenyl or a heterocyclic group selécted from pyridyl, pyrazinyl, pyridazinyl,
pyrrolyl, imidazolyl, thiazolyl, isothiazolyl, thiadiazolyl, pyrimidinyl, pyrazolyl, oxazolyl,
isoxazolyl wherein each W is optionally substituted by one or more of the following:
cyano, fluoro, chloro, trifluoromethoxy, difluoromethoxy or trifluoromethyl, or with one
trifluoromethylsulfonyl or one 2,2-difluoro-1,3-dioxolane ring (fused with two adjacent

aromatic carbon atoms in W),

as well as pharmaceutically acceptable salts thereof.
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In yet another group of conpounds of forrmula I, Y is
OCH2. In a further group of conmpounds of Fornmula I, W
WO go0plea3gd or 2-pyridyl, optionally substitut eBCHYEWNE000411

or nore of the follow ng: cyano, fluoro, chloro,
trifluoronmethoxy, difluorongthoxy, trifluoronmethyl or
trifluoronethylsulfonyl. The invention also relates to
conmpounds of the general forrmula la (la) wherein X
represents a 5-10 nenbered aryl or a heterocyclic
group selected frompyrrolyl, imdazolyl, furyl,

In onehgreny bpf CQIhP(aZ@IS)DIf forimaunt hiZaiz @Iy;xblyl tahd adamknér)group of compounds

ol X zol. rid pyrazi nyl ,

zis B P Bt O SRt o0 R S 8 ol y1

qui nazol yl, indolyl, benzofuranyl, benzo[bjthienyl,

benzi m dazol yl , mhereln each X is optionally
In yef gpethet groepl 0%90r@n@1r@s ohfareubf ], thie GGHL.owi ng: cyano,

hal o, a Cl-4 al kyl group optionally substituted by one

or nore fluoro, a Cl-4 al koxy group optionally
In asfusbi gtupdoDyo@peuts SOFSmidIAAr OV B SHeRY Q@;ﬁi} '

whi ch %a[?nd Rb ?nde endent |y represent apo - E¥H 6buondb,
subsHfugsh by piengt mqspeioky , folowing: wyrner flworpy chigyo,, tnﬂuoromethoxy,

phenyl

mﬂu ﬁ%&%ﬂﬁgﬁ%@%ﬁ%@ﬁbg?ﬁéﬁﬁ§?%%@ﬁ?aﬂ&myopt|onalIy be
substltuted by fluoro, chloro or cyano, Y is OCH2,

%gép th in which the heteroatomis connected to X),
@42 7O @40 RIPPERGs AdnensrldorpHale i s
optionally substituted by 1-2 nethyl groups and/or 1-2
fluoride, Rl represents H or a Cl-4 al kyl group,Z
r epr esen henyl__oW a heterocyclic group sel ected
frgm thienyl fuﬁ@l pyridyl, pyrazinyl, pyridazinyl,
X _P ol ' dazonI thiazolyl, isothiazolyl,

Y'hi adl"azolyl , pyrinidinyl, pyrazol yl, oxazolyl,

i soxazol yl wherein each Z is optionally substituted by

one or nore of the follow ng: cyano, halo, a Cl-4

al kyl group optiogggly substituted by one or nore

fluoro, a Cl-4 al koxy group optionally substituted by
WhereimeXas@prme & $-d0mymhstedpybeenhatemogelid gronp aelected from pyrrolyl,

0 I| up, sel cted fro thj enyl, urI,
iy 5 A Ry RS SO gL Vesagihy prazoist,
1soxdzbly@,2 Oinﬁdyll Sﬁfﬂﬁt@?ﬁ” )ﬁynrrﬁﬂlh?ﬁ' Wd)ihnypy rdu‘iﬂo@h?]){' risoquinolyl,
yrazo oxazol I Soxazo wher el n°each W
qum%zﬁlylolﬁé@lw bensu TN é@lzsgbfthlenyl benzimidazolyl,

wherein each X is optionally substituted by one or more of the following: cyano, halo, a

The

Ci4 alkyl group optionally substituted by one or more fluoro, a C;4 alkoxy group
optionally substituted by one or more fluoro, a group CONR’R® in which R® and R®
independently represent a Cj; alkyl group, phenyl, phenoxy, 2-pyridyl or 3-pyridyl,
wherein the aromatic substituents (i.e. phenyl, phenoxy, 2-pyridyl or 3-pyridyl) may
optionally be substituted by fluoro, chloro or cyano,

Y is OCH,, SCH; (both in which the heteroatom is connected to X), CH,CH, or CH=CH,
wherein each carbon in Y is optionally substituted by 1-2 methyl groups and/or 1-2
fluoride,

R' represents H or a Cy.4 alkyl group,
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one or nore of the follow ng: cyano, halo, a Cl-4
al kyl group optionally substituted by one or nore
wo bawsom33@ Cl- 4 al koxy group optionally substipai/sE2oby000411

one or nore fluoro, as well as tautoners, optica
i somers and racemates thergaf as well as
phar maceutically acceptable salts, thereof, with the
provi so that 2-(4-chlorophenoxy) -

y4 repre{sénté Ahéilyl 2r ahteﬂétc%%lﬁzgﬁ)uﬁséd%ét@@m ih?éng@ ey lrbgn dyl, pyraziny],

4-yl }acetam de i s excluded. Particular dgroups
pyridaznylowpymolyhi dmidsaelsl, othixgold, Bothidzodyld fRiadiavolyl, pyrimidinyl,
efined. |t wll

pyrazfRIRAURES Yo Rk SR 7L e Prally Bihettied tyethsaszanore of

the followirgs: @paia Ihfalor’;lb € Walklyl gidvip %tlbﬂﬁlﬁi@@ﬁtu%Wone or more fluoro,
definitions, clains or enbodi nents defined

aCy 4@&%&&%@@10@&1%%&%@#@%@@raOIpzﬂ'LIOm;ul ar gr oup of
of mul X repre ent .
W B 90y A T AR, B, iy

pyrazfrﬂyUorMnclBhin(yI 0, pylfoll 1] UnhidaRINOX thiadbllyl, UGERAREHOKY tleadlazolyl

i fluorongethyl Y is OCH2 or SCH2 {both in i ch
Pynmﬁé’f‘)é‘r 84t YI’SO%%bé%%ZQlMI w}lel@ma@ W lsoppicqaalhmabsgtuted by

one opﬁl‘gf@gﬁﬁe%llwdfn?y%yang Ha?o élkgll gifu pg %i)@yrfa ﬁzs‘%%llltyql by one

group sel ecte m thi en’y
or moythBuaiona Eag hlkExy groupbplmmlllly)guBs&lhﬁIhdﬂaytoﬁd obmdr}e/ﬁlﬁtﬁo
[ romet hyl , Wrepresents phen I

a5 weljdigh o@f@%ﬁ‘i@ﬁ%ﬁﬁ%{ﬁ :&%géla@‘dwas fhegraf i Wl s Phémprouticaly

accepmrelga},tg theydoRzi nyl , pyridazinyl, pyrrolyl, imdazolyl,
t hi azol yI , i sot hi azol yl, thiadi azol yl, pyrimdinyl,

with the peowésoythat Zyk%gl@pmphencga)eéfzb] -A- (M&éFthladlaeabhylbbd:r&yl]plpendm-
9%|9 a I bstituted by one or nore of the
4 yl}a;e OW nge\‘j(c@éa%o fluoro, chloro, trifluoronethoxy,
di fl uoronmet hoxy or trifluoronmethyl,as well as
phar maceutically acceptable salts thereof In anot her
P amc\b‘é? Bram Aovg felify én vehighp semel of oX, 7ff(;)rzr,rﬂIIVa and\ R'Xn compounds of

formuf &?I nyﬁeﬁ@&ﬁfeﬁyho\? 1 B Gr?&eﬁsrtoaﬁq )}?at %gg e iont 9 may be

I'soquin
used \bhmz cafpprcquy&te, whikreng [of/thé‘l lo&ﬁ:)ﬂ gro®y dORMzbAN, dﬁaﬁﬁ’ﬂs)& ,embodiments
defi n_each X |s _optionally substituted by one or

cline "é’lr&ef?rﬁé’rflﬁqe}”&W%g cyano, halo, a Cl-4 al kyl group
optionally substituted by one or nore fluoro, a Cl-4

al koxy group
In a particular group of compounds of formula Ia, X represents a phenyl or pyridyl group

substituted with one or more cyano, fluoro, chloro, trifluoromethoxy, difluoromethoxy or
trifluoromethyl,

Y is OCH; or SCHj; (both in which the heteroatom is connected to X) CH,CH,; or CH=CH,
R'is hydrogen or methyl,

Z is phenyl or a heterocyclic group selected from thienyl, furyl, pyridyl, pyrrolyl wherein
each Z is optionally substituted by cyano, fluoro, chloro or trifluoromethyl, |
W represents phenyl or a heterocyclic group selected from thienyl, furyl, pyridyl,
pyrazinyl, pyridazinyl, pyrrolyl, imidazolyl, thiazolyl, isothiazolyl, thiadiazolyl,
pyrimidinyl, pyrazolyl, oxazolyl, isoxazolyl wherein each W is optionally substituted by
one or more of the following: cyano, fluoro, chloro, trifluoromethoxy, difluoromethoxy or

trifluoromethyl,
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optionally substituted by one or nore fluoro, a group

CONRaRb in which Ra and Rb i ndependently represent a
W@1005apd890 group, Y is OCH2 or SCH2 (both in wTRE20NE000411

heteroatomis connected to X) CH2CH2 or CH=CH, Rl is

hydrogen or nmethyl, Z is pheayl or a heterocyclic

group selected fromthienyl, furyl, pyridyl, pyrrolyl

wherein each Z is optionally substituted by cyano,

as well 48 hRarntREQ@II9 ack lp'tzfﬂl@é%ﬂt@ﬁ?etr , Wrepresents phenyl
or a heterocyclic group select “fromthienyl, furyl,

pyridyl, pyrazinyl, pyridazinyl, pyrrolyl, imdazolyl,
In ahbindz ai/t oule{rsé%ﬁ? atffo&}ﬂl ouhBd %@'1% b4l 1a Wrﬂeﬁ] %1'{% haphthyl or a

pyraz , 0Xazo |soxazolyl erern eac
hetetq@tylomaag Isylestnthsfrom ufvébliny!, dpeguinolyip rq@ireizolyh eindolyl, benzofuranyl,
oro, chloro, trifluoronethoxy,

benztﬁ’?)?}tlt%’?ﬂn%rtl?%‘%wgf‘qu?r fluoronethyl, as well as
wheRIAESRCRUL  spbh Ml yAGARRIuARI 8y S/ Bﬁu{ochBPBIe fol1Bw cyano, halo, a

anot her group of “conpounds “of for Xrep es
Ci 4aaﬂp)ﬂeglgﬂlupo¢ptpytally1ydubglntgt¢p bytdnenat Inyors ufisdrot at €d4 lajkoay group

optlcglalls sru%ap lia gigﬁg ogxg??%%bsghga%edamgéu& ﬁg‘fﬂ%’k g thl?)( )ii and R®

1nde§¢ﬂl§htl @ﬂé&n(éC%alRF‘l@g}Mﬁp phenoxy, 2-pyridyl or 3-
rldy@% may optionally be further substituted by on
Yis EHg trath inchish ghedretargatam, is Yonsec@®OHR XOrCIGCHD, or CH=CH,

1:(;bot h i n whi the heteroatomis connected to X)
R m@ “8‘3%5 , RL is hydrogen or nethyl, Z is phenyl
Z is @heigy] R teticders6 dh@ gb@;u RSt EEbRGh MRl e@&idyl foyEélyl wherein
yrrolyl wherein each Z is optionall

eachS% {g;lscgg)tlllpgg sq})}sum cyngdturo, (ghlqsp or mﬂuoromethyl

w fe?fefséﬂtg e;fﬂ‘gﬁsrpﬁlr fa} \(;l\{rﬁte%ﬁclg}ﬁﬁ ér%yﬁh%p%tecﬁ I;f{o&gn/ te%§1°°1569§1' C pyridyl,

pyraplylyHZImIﬁd,azmyTI d8yzdolny | , 1r@1‘ﬂt§1i<ﬂ&ly| ,thllaml‘}lﬁz deﬂnazolyl thiadiazolyl,
azolyl, isothiazolyl, thiadiazoly yrim

P.‘/ﬂr&ﬁ*%&‘opwazcldk%wwl lt%&%zlowwr%@ac@ szc_sa@mwwlﬂss substituted by

one SPIbRNGY 4h¥, féﬂlmfn L0, NG ctﬁ&ronﬁifﬁbogémgﬂgx{r,%hl?é’f’bl%gthoxy or

cyano, uor o, |l oro, trifluorohe
tnﬂdemabybnethoxy or trifluoronethyl, as well as

o5 wE G AP perce Y AR eRRBlsrat tedbounds. of formui a 1a, X
represents a phenyl group substituted with one or nore

In yegiyaggﬁlgff Lor )&p(r:rgnlro%%gs ofI {ol o ﬂ%oge repr%)s(é/nts a phenyl or pyridyl group

optionally subst1tuted by on or more halogen and substituted by a phenyl, phenoxy, 2-

pyridyl or 3-pyridyl group, wherein the substituents (i.e. phenyl, phenoxy, 2-pyridyl or 3-

pyridyl) may optionally be further substituted by on or more fluoro, chloro or cyano,

Y is OCH,; or SCH; (both in which the heteroatom is connected to X) CH,CH, or CH=CH,

R' is hydrogen or methyl,

Z is phenyl or a heterocyclic group selected from thienyl, furyl, pyridyl, pyrrolyl wherein

each Z is optionally substituted by cyano, fluoro, chloro or trifluoromethyl,

W represents phenyl or a heterocyclic group selected from thienyl, furyl, pyridyl,

pyrazinyl, pyridazinyl, pyrrolyl, imidazolyl, thiazolyl, isothiazolyl, thiadiazolyl,

pyrimidinyl, pyrazolyl, oxazolyl, isoxazolyl wherein each W is optionally substituted by
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trifluoromethyl, Y is preferably OCH (in which the
heteroatomis connected to X), Rl is hydrogen, Z is
Wa biostgdszo furyl or pyrrolyl, Wrepresents phenpCT/sE2085/000411
heterocyclic group selected frompyridyl, pyrazinyl,
pyridazinyl, pyrrolyl, imdagplyl, thiazolyl,
i sot hiazolyl, thiadiazolyl, pyrimdinyl, pyrazolyl,
oxazol yl, isoxazolyl wherein each Wis optionally
oneStHasbretaftiRg fdllovane éf}f an8 B8] cHIAS, friHdofh@fox £ ¥lRromethoxy or
fluoro, chloro, tfifluoronethoxy, difluoronet’hoxy or
triflppsomaiiaylo et hyI as wel |l as pharmaceutically

pt t her eof n anot.her particul ar group
as Vgefqlcasoprpg%m%c 3 1?5f lgl IS%l Re8hr esents a phenyl

group substltut ed with one or nore cyano, fluoro,

tn § Pl b, 007 OrieBbenits o PR ek keieereot bibory! group

sub§t20iRe 6l el 0h® oXimor&Eyhrd, Muefd G8lbro Ztn'ﬂ%o%mréﬂ‘i g/e Bfﬂuoromethoxy or
(mhere position 2 is |'inked to group W, presents

mﬂﬁﬁl@ﬁ}qt ¥Wr a heter ocycl ic gr oup sel ect ed from pyridyl,

Y 1@%&?6%%11% bCI@%{)}% %gézhgr ypet@%/% adzo(sllnglcitgc? é&ﬁl mi di nyl ,

193@@@@&3«, , oxazolyl, isoxazolyl wherein each Wis
ti onal lf/ substltuted by one or nore of the
O

ZlSft eRBs TCRMAFYYL, fluoro, chloro, trifluororrethoxy,
W r@h g%é{rrg{: glg%{ylga ;@%cr:(gcr flé gﬁ%élsggfe%d fréi gﬁ&yll razmyl pyridazinyl,
pynfourlt neidapdyh, Ithlali(ﬂyl g;otiuqmod)ﬂ ttmma‘zlm)dSpyﬁmﬂ‘dﬂ’fMﬁaioayl dxazolyl,

substituted with one nmor e

is0x; e@p{ﬁ%\%@%@l&%&@h 9\% %r(g)r‘u%ggl 1 pistigHed |lwxcgpe or more of the following:
cyal‘i’d fflu@% QAR H. QXY ubfortdihdxlyUGER tn‘i%hmgy %tﬁ&%ﬁ:ﬁﬂﬂ

whi ch the heteroatomis connec
as wellcs phermacguiieally, &cépiablé sqlisttbereoposi tion 2 is |inked
to group W, Wrepresents phenyl or a heterocyclic
group selected frompyridyl, pyrazinyl, pyridazinyl,

In appthiedpatticuld gaap|or |oon¥ﬂ3>hﬁds° by |f®rn'11ﬁ9t153' Xzﬁbi’élsents a phenyl group
s,ubsttlrt]llltzfj:lc(iI Iw%tzhol)gel or IF;])(/)E‘é cn}]/a(ljllonf\ﬁuorop)é}rﬂ%?g ltlyllﬂuorgl);%tzh%x)}//, difluoromethoxy or
trifluoromethyl,

Y is OCH; (in which the heteroatom is connected to X),

R'is hydrogen,

Z is 2,5-thienyl (whefe position 2 is linked to group W),

W represents phenyl or a heterocyclic group selected from pyridyl, pyrazinyl, pyridazinyl,
pyrrolyl, imidazolyl, thiazolyl, isothiazolyl, thiadiazolyl, pyrimidinyl, pyrazolyl, oxazolyl,
isoxazolyl wherein each W is optionally substituted by one or more of the following:

cyano, fluoro, chloro, trifluoromethoxy, difluoromethoxy or trifluoromethyl,

as well as pharmaceutically acceptable salts thereof.

In a further particular group of compounds of formula Ia, X represents a phenyl group
substituted with one or more cyano, fluoro, chloro, trifluoromethoxy, difluoromethoxy or
trifluoromethyl,

Y is OCH, (in which the heteroatom is connected to X),
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i soxazol yl wherein each Wis optionally substituted by
one or nore of the follow ng: cyano, fluoro, chloro,
wao eooSloessomet hoxy, difl uoronet hoxy or trifl uorPeesERpb;/000411

as well as pharmaceutically acceptable salts thereof.
In another particular group @ conpounds of formula
la, X represents a phenyl group substituted with one
or nore cyano, fluoro, chloro, trifluoronethoxy,

R' idh{dMgeQmet hoxy or trifluoromethyl, Y iS OCH2 Rl is
hydrogen, Z is 1,3-1H pyrrolyl (in which the

Z isRei-@rryh(vamre posutmm@cs bukeddo Bfoup\Wp.epr esent s phenyl or

W el BEACh o€ SR ONB SR et ol L R R i, DYy dazinyl,
pyrﬂoﬁ@tﬁ‘ﬂuaéiﬂlyl' ’thlﬁftil?ld i daRhIy1, ﬂbﬁdﬁﬂo%lingi/nmwﬁﬁz rXiolyl oxazolyl,

oXazol yl, 1soxazo wher €l n each opt i ona
isoxeriigt Mthetedn dagh OM elscxvptlmaléy chbstitwed diyl one ngmocmja)lﬁdhe following:

fl trif di f | t ho»
cyaq, P FERsS P SRRty H g e ot BERPpmet, ©"
as vRUIGR Phakh&caatdlE, 4RE5R8E sallstheesr.gr oup of conpounds of

formula la, Zis pyrrolyl and in another group of
conpounds, Zis 1,3- IH pyrrolyl (in which the

In agg{h%f Eﬂét?c@(l) Sg'gr%g C(‘::q?lgpo ds of s et ago{t;e%?{%lg[%ouﬁl&%éd group

subsmiftute@ RRA.CHI01ES 0O fnolr® E:mﬂoa ﬂharo Wllo‘ﬁo ﬁﬁﬁﬁ&ﬂonﬂh&ypﬁiﬂu@bﬁmethoxy or
opt| onal |y substituted by one or nore of the
tiflggPmstiivhg: cyano, fluoro, chloro, trifl uoromnet hoxy,

‘Ylscbq{gor onmet hoxy or trifluoronethyl. The invention

er relates to conpounds of the general formula
R! 1$b1/drbgenmher ein X represents a di phenyl nethyl or a

zis b lbinviab (o b hGerogh t&ﬁ%@?‘)ﬂ'}lf%‘if 6ior Tor e
W rté?}?ilé%%asofrilggrrrlg% of h hﬁziek@y@%f&@éelegﬂeﬁ giéﬁ BPE&J\}E?%MB%I pyridazinyl,

pyrrabt el dazntyli ﬁﬁwhﬁewédambylm;ammapﬁmﬂm-pyrazolyl oxazolyl,
1soxilzo§¥ e{i‘rg%a&b R’g&g S‘;Pglﬁg?lb’s s@:?si} u(%ezia :bp/ﬁcglrseggrs}nlotreu%? ?h ¥ollow1ng

cyano, fluoro, chloro, trifluoromethoxy, difluoromethoxy or trifluoromethyl,

as well as pharmaceutically acceptable salts thereof.

In one group of compounds of formula Ia, Z is pyrrolyl and in another group of

compounds, Z is 1,3-1H pyrrolyl (in which the heteroatom is connected to W).

In yet another group of compounds of formula Ia, Y is OCH,.

In a further group of compounds of Formula Ia, W is phenyl or 2-pyridyl, optionally
substituted by one or more of the following: cyano, fluoro, chloro, trifluoromethoxy,

difluoromethoxy or trifluoromethyl.

The invention further relates to compounds of the general formula Ib



10

15

20

25

Rl represents H or a Cl-4al kyl group, A represents
(CH2)n, wherein nis 0 or 1 and B represents (CH2) m
wob@sevas3mis 0 or 1, R2 represents H or, whenP@I/sEad0i000411
are identical and represents CH2, R2 represents H or
F, Z represents phenyl or a heterocyclic group
selected fromthienyl, furyl, pyridyl, pyrazinyl,
pyridazinyl, pyrrolyl, imdazolyl, thiazolyl,
i sot hi azg A)(J\ AARadi azol yl, pyrimdinyl, pyrazolyl,
olylf, is azoZyI wherein each Z is optionally
;iglt ted one or nore of the foll ow ng: cyano,
al kyl group optionally substituted by one
oro, a -4 al koxy group optionally
substftut €8 by one or nore fluoro, Wrepresents phenyl
or a het% cyclic group selected fromthienyl, furyl,
pyridyl, %ﬁr azi nyl, pyridazinyl, pyrrolyl, imdazolyl,
wheidi aXOlrhresdrzOt i @AM e
pyrazol y oxazol P ?ﬂsrgitgmgloa@? aazmgiée(}g‘lldﬁﬁ%glcwygvg%hp’ optionally
mdeE‘?ﬁqlb Auhstijuted, b’cﬁtthft atyb grayp(:9nley ong ommpe @hno fHelo, trifluoromethoxy,

a Cl-4 al kyl group optionally
dlﬂuo%rh%%gl? d;EﬁiHéé%rge@?’Pnore fluoro, a Cl-4 al koxy group
Y is QpCHE Bty (wlbsﬂ whidiede B¥teBiRoMlis BB R Il Yo e Wi of CH=CH,
optionally substituted with atrlfluoromethyi ony

whexgin gach carber in)¥ris-dptisnaliyosublstitwed bng o@ﬂumeﬂhyl/vgtdupt and/or 1 or 2
fluorddl acent aromatic carbon atonms in W, as well as
tautoners, optical isoners and racemates thereof as

R! remédenaﬂphamaﬂgylg@abl y acceptabl e salts thereof. The
i nvention further relates to conpounds of the general

A reprsaqhit a6 leramar isitord anddd eenserests{hEh, Whnequhtnylrs Oorl,
R? relpYEde st o, 'Vfﬂe‘iila& 9&% I ark F&ﬁ\é 1ca1tagd%%eﬁen¥srﬂil§%g }yﬁ:presents HorF,

i'sothiazo thiadi azo
Z reprsmn&pﬂeyllyl ony hetdlgdcyclﬂxygmnp lecte@Yﬂ’ohmm,érﬂwfuryl ;iyndyl pyrazinyl,

azi ui nol i nyl, i so ui nol yl ui nazol
pyricRAsT e YL, CFBRRRYT. BeRaarle/ PRIERAIy o adazlyl, pyrimidinyl,
pyrailﬁglg oRhARAC | Yk az MK BdBinGAER fZXshozm?H{ilr)p%E ithted baY one or more of

tituted by one or nore o
the £ Qléfp‘@mgacmmhdbky C1grbkyp goppiapriahdljy mbbtsmneﬁmyaﬁlehy e fluoro,

re fluor.o C grou ional l'y
a G- ‘é 16 Yﬁﬁugé)pﬂﬁh%lﬁ'e %’Fu?ﬂ%i‘jgb rlfo‘?rdngrﬁ%&o%p CONRaRb in
W refresshiRahend BP 4 W@@&S@ﬂ:ﬁ@t éﬁbuf)epél&st&mfrcﬁ‘n C’Hne%ylal f@ﬂ/l pyridyl,
group, phenyl, phenoxy,” 2-pyridyl or 3-pyridyl
Pyra%lélv eiPyIdREN Y o PETIOlYls ub@ldlaml&ht ghigzolgl, pBIEhlythlyl thiadiazolyl,

pynrﬁlaﬁ‘[ﬁxﬁfyrago@]! r&x‘i%lylo so%&aggl i w¥161)em Bdch W is optionally substituted by

one or more of the following: cyano, halo, a Cy4 alkyl group optionally substituted by one

or more fluoro, a Cy4 alkoxy group optionally substituted by one or more fluoro, or W is
optionally substituted with a trifluoromethylsulfonyl or a 2,2-difluoro-1,3-dioxolane ring
(fused with two adjacent aromatic carbon atoms in W),

as well as tautomers, optical isomers and racemates thereof as well as pharmaceutically

acceptable salts thereof.

The invention further relates to compounds of the general formula Ic



10

15

20

25

optionally be substituted by fluoro, chloro or cyano,

or X represents a di phenyl nethyl or a
walr@godasnyl met hyl group, optionally substitutBdI/sE2003i@0411
aryl group(s) by one or nore cyano, hal o,
trifluoromethoxy, difluorondighoxy or trifluoronethyl,
Yis OCH2, SCH2 (both in which the heteroatomis
connected to X), CH2CH2 or CH=CH, wherein each carbon
inYis o \LogaLLy wbstituted by 1 or 2 nethyl groups
an@/ or E*Qlubro Rl represents H or a Cl-4al kyl

x_ 9rgup, repgesents (CH2)n, wherein nis 0 and B

p )m wherein mis 0, R2 represents H, Z
reprelsents| phenyl or a heterocyclic group sel ected
fronﬂﬁhieﬁ%ﬂ furyl, pyridyl, pyrazinyl, pyridazinyl,
pyrrol yl n1dazo|y| t hi azol yl, isothiazolyl,
t hi adi az&1YI pyr|n1d|nyl pyrazol yl, oxazolyl,

wheﬂeﬁPWZ&bYéseﬂ@ epRind, eﬁ‘ﬁﬁ‘xtﬁ r@n%[?}l' :Jﬁ% U !ﬁﬁjyg t’"ﬁfe%?l B¥iazolyl,

one or nore of thé foll
isothzdziolyll, driadigzadpl pyraadblyy, csmbshyl tlSﬂDEldOM p)melybrpyamnrgfl pyrimidinyl,

N L TN T AT TR

tmnzhﬁk@ﬁ@?yc|lc group sel ected fromthienyl, furyl
pyrazin pyridazinyl, pyrrol yI im dazol yl,

pyri
wherghj %gl R}I is opsign# Ya&LthSmutedt by 9d¢ Qe aore of @lycr fqﬂommgzlcyano halo, a

a mhereln each W
Cr BUFAOND oBRAM sl SRIORE' e WETRST TERRY Dl Gualigy sroue
opt1oﬁ:1y£Hy1 Os,ubhlaiuﬂ:d By Ghedorakdoyd fiyofd)pa @RUpO UI@N]S’(“I@UQSWMCHIM and RP
nore fl uoro 1-4 al koxy group optionally

a C
mde%ﬁ%‘%ﬁx JERESHY rferiof i e, uhieayls plieppxy Sporidrapt y’> pyridyl,
wheréﬂlbﬁgé fta]%rﬁguémsﬁg%tig?%niéor(angﬁb%gﬁf h%‘l#e‘?xgk&o%ﬂyﬁ(a?lv\gr 3-pyridyl) may

uor o- | use
opt1oad]1§abeﬁt1bsa1tmﬁdﬂay¢luom kxh}mr@bnuysanbnox\/\) as wel | as

taut o optic |so s an mat es t her as,
X req@Hiring GHOTRURENY] B5F FPYRCRBbmabY b e, PaSopbstyed at the
11439 f ol fb%rnfo%éaé ! MREURY dﬁﬁﬁ)
= ggr n%tlg)%y (1d) wherei n}%fl(orglggdésents %ﬁgﬁﬁ naphty thoxy ot
tnﬂupg,qm@hyh,, i m dazol yI furyl, thi enyl th| azol yl ,

v is ORI 5% Bty b fith ﬁ?béﬂo@’f ; azwf/ 550 Yht,Crty or Cr=CEL

wher@ﬂlgée{éﬁlzdaﬂﬂn 1nqg|1§‘ %bﬁél%/e{lly éu%@tﬁﬂibe? ﬁy {or 9%%§P§%hps and/or 1 or 2
ﬂmxgn oly benzof uranyl, benzo[ib/tHhienyl or

R! represents H or a Cj4alkyl group,

A represents (CHy)y,, wherein n is 0 and B represents (CH,),,, wherein m is 0,

R? represents H,

Z represents phenyl or a heterocyclic group selected from thienyl, furyl, pyridyl, pyrazinyl,
pyridazinyl, pyrrolyl, imidazolyl, thiazolyl, isothiazolyl, thiadiazolyl, pyrimidinyl,
pyrazolyl, oxazolyl, isoxazolyl wherein each Z is optionally substituted by one or more of
the following: cyano, halo, a C;.4 alkyl group optionally substituted by one or more fluoro,
a C1.4 alkoxy group optionally substituted by one or more fluoro,

W represents phenyl or a heterocyclic group selected from thienyl, furyl, pyridyl,
pyrazinyl, pyridazinyl, pyrrolyl, imidazolyl, thiazolyl, isothiazolyl, thiadiazolyl,

pyrimidinyl, pyrazolyl, oxazolyl, isoxazolyl wherein each W is optionally substituted by
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benzi m dazol yl, wherein each X is optionally

substituted by one or nore of the follow ng: cyano,
Wh2006/0983C1- 4 al kyl group optionally substitutkCI/BE20031€0411

or nore fluoro, a Cl-4 al koxy group optionally

substituted by one or nore fl9uoro, a group CONRaRb in

whi ch Ra and Rb i ndependently represent a Cl-3 al kyl

group, phenyl, phenoxy, 2-pyridyl or 3-pyridyl,
one mhmom of thén éol&dmmt tgar®yhalol & @GNSkl ig r(fh cﬂﬂif%'ﬂ)ﬂlly sybstituted by one

ﬂOﬁy gﬁ pyrjdyl or 3-pyridyl) may tlona be

ot mQEPo POy Sa<RPiugiosp o P’é"#lb’ Wbs‘@?&ﬁb Yy one Xr more fluoro, or W is

| met h _
opi 0] 6o S JBL IR s Lo S AGTB R paspine i
(fusednmtbrtwmac@acmanatrpnﬂab Qarban hlo#gy edrer JW%Ywell as tautomers optical

. di flyoronet hoxy or. trifluoronethyl,

lsom(“‘ﬁcﬁnﬁ TGRS HCIent ahwel 28 ah@ma%umw@@mﬂam@s@kgs thereof.
CH2CH2 or CH=CH, wherein each carbon in Y is
optionally substituted by 1 or 2 nethyl groups and/or

The invention fufthere]atéd torpreaadt of tHe genarabfdsylilagaoup, A
represents (CH2)n, wherein nis 0 and B represents
(CH2) m > wherein n1is 1, or vice versa, R2 represents

H, Z represent sphen or a heterocyclic group selected
fromthy enyN furdl, pyridyl, pyrazinyl, pyridazinyl,
ré dazol yI t hi azol yl, isothiazolyl,
“yhi agiaz ., pyrim di nyl, pyr azol yl, oxazol yI

i soxdzol yl wherein each Z is optlonally substltuted by
one &7 noR® of the follow ng:. cyano, halo, a Cl-4
al kyl gqgﬂp optionally substituted by one or nore
fluoro Cl-4 al koxy group optionally substituted by

wheré@a € X0 ﬁ'elﬁ‘%ﬁtsf | s hEP! 85851 r
het erocyclic p:rhouﬁ; s\eﬁf)e??egi rgr;ﬁ tﬁaﬂ%&lyp u?¥1 thlenyl thiazolyl,

1soth1'§§.<plyh);h1ad1959q]a/ ¥ Wazoly)ly pp(mylnysloxamlyk qplyyltlyl pmadﬁlglt)lminnndlnyl
ek e SRR By AL e R S o

benzmrpdmlw I y subst i tuted by one or nore of the
follo cyang, halo, a Cl-4 alkyl group optionally
whergig sagh ‘tsé?i’tWaHMéubiﬂtWﬁﬂ @Yf ¢ngoeromore oflthe fallkwing: gyamephalo, a

Cre SR1 8R! U BBat) LS 0ol AUERCH B W o
Optlotlﬂﬂ}'as@sﬁmthdf Ihyooe lor hmoﬂmrane giong COMRER® Wh tybhit VR and RP
. adi acent aronati n atons in as wel |l as
1ndepFré(#ﬁ1gxerregr’es%tt a C§I1 3 a ky group, phenyl, phenoxy, 2-pyridyl or 3-pyridyl,
wherein the aromatic substituents (i.e. phenyl, phenoxy, 2-pyridyl or 3-pyridyl) may
optionally be substituted by fluoro, chloro or cyano, or

X represents a diphenylmethyl or a dipyridinomethyl group, optionally substituted at the
aryl group(s) by one or more cyano, halo, trifluoromethoxy, difluoromethoxy or
trifluoromethyl,

Y is OCHz, SCH, (both in which the heteroatom is connected to X), CH,CH, or CH=CH,
wherein each carbon in Y is optionally substituted by 1 or 2 methyl groups and/or 1 or 2
fluoro,

R! represents H or a C;_salkyl group,

A represents (CH,),, wherein n is 0 and B represents (CHz)m, wherein m is 1, or vice versa,

R? represents H,
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i somers and racemates thereof as well as
phar maceutically acceptable salts thereof. The
w0 poos9izan further relates to conpounds of thePQESE003/000411
formula le (le) wherein X represents phenyl, naphtyl,
pyrrolyl, imdazolyl, furyl 2othienyl, thiazolyl,
i sothiazolyl, thiadiazolyl, pyrazolyl, oxazolyl,
i soxazol yl, pyridyl, pyrazinyl, pyrimdinyl,
I y
2 opSisaptont] or SWLERIUAN e300 B8N, (B ATER by, oy,
pyrideahmil, mm’alz)d)}'lyl imidaeolgl, n tlmazxﬁy])( |1$)t1ﬂ|amlyhalt}hyd1azolyl pyrimidinyl,

bstit f t he fol : )
LRI o S SH b S
the f@ﬂo%@ecj"dn%boﬁﬂo 8 CClatkydb yo HoRH Ry leshﬂﬁé‘cllcgﬁgﬁgr more fluoro,

substituted by one or nore oro, a group
a Crwhlkoky muam@umalﬂsnmenmw 9ner epmesefitora, C1- 3 al kyl

W SR WD P A b e R selpred. BiRempist, furst, pyriay,
pyra@ﬂﬂgsmfﬁyndgmﬁ%lrl ?,Wrroq)ﬂ 3imida6iyl,) HezoRR! | RBALAIRE thladlazolyl

tituted uoro, chloro or cyano, orX represents
pyrigidimyBheyrprohsk wlaz@ryl dsenagglyl mhq:ydmmady W g8 oppipnally substituted by

t t
e SR SRR, S TPl Sy i v
or miord flheror 81@RL hikoxyYerbsp %al@@d%stﬁth@ﬁ&by Bney\lbf gfdrd Flgoro, or W is
eroatomis connected t

OPU%ﬁﬁy SPpStisules vl Bdﬁﬂ“ﬂmmqt@}’lé‘ﬂf?fb’ﬁzﬂflaﬂ@cfbﬂtl@lioul 3dlignplane ring
r
(fusegieggtg g‘é’ﬁe ‘ésl&}ﬁl&ecl)]rg QU%%’E@;E%&% étrogasp,ﬁl TX{’}; s tautomers, optical
isomespmdsarenmtdSHiEcreR? as wpll as phdrmakeutiatlg m@mﬂﬂs saifsehetbof :
or a heterocyclic group selected fromthienyl, furyl,
pyridyl, pyrazinyl, pyridazinyl, pyrrolyl, imdazolyl,
The InRb@ZA ﬁihheﬂ reRkdY t%zc%ﬁﬂounég‘éﬁﬂé %éﬁ’ér)d formMfal IE‘ di nyl,
pyrazol yl, oxazolyl, isoxazolyl "wherein each Z is
optionally substituted by one or nore of the
fol l owi ng; cyano, hgjo, a Cl-4 alkyl group optionally
sugstit edc 0 or nore fluoro, a Cl-4 al koxy group
opfli onal] |y slubstituted b y one or nore fluoro, W
enyl or a heterocyclic group sel ected
| furyl, pyridyl, pyrazinyl, pyridazinyl,
pyrr eyl , Renldazolyl, t hi azol yl, isothiazolyl,
thiadiazolyl,
(Ie)

wherein X represents phenyl, naphtyl, pyrrolyl, imidazolyl, furyl, thienyl, thiazolyl,
isothiazolyl, thiadiazolyl, pyrazolyl, oxazolyl, isoxazolyl, pyridyl, pyrazinyl, pyrimidinyl,
pyridazinyl, quinolinyl, isoquinolyl, quinazolyl, indolyl, benzofuranyl, benzo[b]thienyl or
benzimidazolyl, |

wherein each X is optionally substituted by one or more of the following: cyano, halo, a
Ci4 alkyl group optionally substituted by one or more fluoro, a C;4 alkoxy group
optionally substituted by one or more fluoro, a group CONR’R® in which R* and R®
independently represent a C;.3 alkyl group, phenyl, phenoxy, 2-pyridyl or 3-pyridyl,
wherein the aromatic substituents (i.e. phenyl, phenoxy, 2-pyridyl or 3-pyridyl) may

optionally be substituted by fluoro, chloro or cyano, or
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pyri mdinyl, pyrazolyl, oxazolyl, isoxazolyl wherein
each Wis optionally substituted by one or nore of the
wo edos09438): cyano, halo, a Cl-4 al kyl group opPCTDBEA0DF000411
substituted by one or nore fluoro, a Cl-4 al koxy group
optionally substituted by orrg or nore fluoro, or Wis
optionally substituted with a trifluoronethyl sul fonyl
or a 2,2-difluoro-I, 3-di oxol ane ring (fused with two
t C :
X 1o aRe A PRSPy A o ol BPapgioned at i
aryl wedolip@} tpsh aonea oe utoczal dyynac degd, ahhﬂutﬂahmmoky,erc’eﬂﬂoroiﬂemoxy or
¢ ﬂl nven‘i&_l en further relates to conmpounds of the general
TGOS S | f (I1f) wherein X represents phenyl, naphtyl,
I Z [ [ _
Y OIS LRE Ok W lon BNl 38} Vo o Cit-CH.
wheiegogahalayon jayY iiglpptiorzyly anbsytuted by 1 or 2 methyl groups and/or 1 or 2
fluo yrim dinyl, pyridazinyl, quinolinyl, isoquinolyl,
ui nazol yl , indonI benzof uranyl, benzo[ /thienyl or
R! Wh@l}g@g;p alk}mk?&?ﬂ n each X is optionally
substituted by one or nore of the follow ng: cyano,
AanldeB bothaemse@tsaLEH;@IRzgtmﬁﬁnc@Fl onal |y substituted by one

Cl-4 al k ti
z e T b a S O e S 1Rt et pyrsci.
pyridsingh) Ryrangd, Renitingdepengenidiyl, r ﬁd@ﬂﬁﬁ'ﬁﬂﬂ atﬁ;édlé%zo@idkybynnndmyl
group, phenyl, phenoxy, 2-p rldyl or 3-pyridyl,
nya%ﬂé]r @W@ﬂelsawathvdleg%@w Zehﬂt@tlpnaléy sybtsiged by one or more of

the fgpg\ﬂfﬂ?%’aa%ap%z{lb,?a?/ 511(?1 ﬁ%ﬁlb%\f} &ﬁn%@é %Lgvrg{l{u chayll Xne or more fluoro,
a C1 elioey group o@tldlilzlﬂl‘}@il}ﬁgttﬁﬁehﬁy (g’fe Gy Iﬁohﬂamuo@lm nyl met hyl ]

ou opti gna substituted at the ar roup
w fghfé %ﬁ* rPg‘F’éY c%r% hefesgayclig r group operied ofyszcg/mgthlenyS fuer pyridyl,
pyragth{l u%ﬂﬁ%?@ﬁy lpgfroﬁ/g' fl&tﬂ&ﬁ?ﬂ?f h¥thiazdly %ﬁlﬁ:mthladlazolyl

(bofh i'n wh 't eroatonTI’'s conn cte
pynrmdmylrlzpymzcﬂ}‘l;@khzol\yle isexmobgl whemibeach W ¥ Dpnonally substituted by

ti | ong bstituted b r th and/ o
one G3gpe3Tid WIRE Yapy dloneis Gl BTt QQFIR%HISYgSrU@ﬁtbmm}SE by one
or mbﬁapﬂ@é‘rﬁ g, )(9 agrd\ﬂ)eéﬁioﬁaﬂy' sﬁbgnﬁfed]bya&% & more fluoro, or W is
resentS wherein mis or R2 repr esent s’

0PUOIH Y subygbigiie “aﬂnda B‘n‘ém@omdmlandﬁinyhnd ar%;@’rdeﬂlmmsl THR xRne ring
e t ese ts phe
(Cusef PIFRR0 Tkt afnpmid ERPER"ToBirh Mg wilh g tautomers, optieal

1sompis raindy:hcenmyﬂsaﬂer&yﬂ as well as pharmaceutically acceptable salts thereof.

The invention further relates to compounds of the general formula If

A w
0 \T/\Z/
v :
\Y ril
R1 R2
(If)

wherein X represents phenyl, naphtyl, pyrrolyl, imidazolyl, furyl, thienyl, thiazolyl,
isothiazolyl, thiadiazolyl, pyrazolyl, oxazolyl, isoxazolyl, pyridyl, pyrazinyl, pyrimidinyl,
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pyridazinyl, pyrrolyl, imdazolyl, thiazolyl,
i sot hiazolyl, thiadiazolyl, pyrimdinyl, pyrazolyl,
W@x@3090380 | soxazol yl wherein each Z is opti onatT/§E2005/000411

substituted by one or nore of the follow ng: cyano,

hal o, a Cl-4 al kyl group op22onally substituted by one

or nore fluoro, a Cl-4 al koxy group optionally

substituted by one or nore fluoro, Wrepresents phenyl
pyri@zineyL h?ﬁﬁcﬂﬁgzy,cllscb@mylu Quisetgl adidi o mehmfﬁfb\ﬁlyl c};eﬁﬁ?’[lb{thlenyl or

pyr pyrazinyl pyrlda2|nyl pyrrolyl, 1 mdazo
benanmda@avy| i sothlazolyl t hi adi azol yl, pyri m dlnyl

BBl NGRS | SBIBASI  SR S YHAS o, o,

Cia 2111@-1 dgrbhplct’f;ﬁrohaﬂiy dubstohtad ey bRy dif wsad Mhdl taW@I 4 alkoxy group
adj acent _aromatic carbon atons in W, as vvei
optiqnglly sHRstiuted Y ©BF oF sBeRer Bucind ar growprCERR" Rerleowhnzh Ra and R

. | It t
iniefn s SODREIRCL LA RAGEERLAR S sighis,  SSLERY o ppman,
wheqahaltheaamm:itrcalslhbsnaeﬁe p((13b|pﬁeraﬂJ @h@ﬂ&t}f Ip@yﬁaylt 8 FPpyridyl) may

har ceutl cally acceptable salt of
OPU%%E FUt hﬂ}‘%rol chl ?IiosOf Y0 €% anpl e, an
X relﬁighegla@g %éﬂeﬁ lltx)}gsdli“;a ﬂrﬁf %1]: ﬁg éﬁ)nala% sulx\ﬂftﬁ:ted at the

aryl sabuP(\‘b) tH’y amei nn I mersi cymro olnzga,n |tnﬂaorcdnat1@ty, aa1ﬂuoromethoxy or
trifld ﬁ%ﬁﬁ 10- canphorsul foni ¢ acid; cycl ohexyl sul fam c
& ﬂhosphorlc aci d; di met hyl phosphoric aci d:

Y is @d}@) @mﬁ%b{h%'&ma?ﬂfé hekerbéféig% cohf ééféd ﬁ%% CH,CH, or CH=CH,

hydr'ochl ori de; sacchari de aci anes nic
whethydgach carhion iacY i§ opticaialby hlllttstmnedabydl, o lnpdhiyli groapd skid/or 1 or 2
ﬂuo1 2- et hanedi sul fonic acid; (+/-)-canphorsul fonic acid;
8thanesu|fon|c acid; nitric acid; p-xylenesulfonic

R! re?ﬁélséhts?hﬁﬁﬁ@{ h]%ﬂ'%ﬁjﬁ fonic acid;
5- napht hal enedi Sul foni ¢ acid; 1- napht hal enesul f oni c

A repgeseats @Hw&p mhhmren ésuorf badB a@rclsenmfefﬁléﬁaswhémm misOorl,

R sefepds SR e PR G G e e pfierts Hor

Z repa@dedts phafijlasriahet@bliclié Brompiseledel | ‘i*rorﬁ'tﬁﬂé Efl ﬁfr'yfj ’pyndyl pyrazinyl,
(- P malic acid; D,L - malic acid | uconi c
Pymdaélpa L) dunidazalyl.s phierelyk aﬂso&naa@lorl t h’@laépp@hbe @yrimidinyl,

yraz%ll}@' %&zo@d gi ?{ féf? Wﬂh%ﬂl eJc ri'}él t{dna 2 gﬁbs%ttgt%glby one or more of

enco oners, reo a
the folkmmg syand, }ram; en®it ekl Igﬁflipafptmﬁalw |shbs’tﬁut€iﬂ by Wne%rinfore fluoro,

ferent pro tions of the separate enantioners,
acw&H ?Xé'gfalélh8?%‘51‘?@%“%9@%%?‘?%%?@%?9@9 as well as

W réﬂi’é’sreHECEHédy@ abd ¥ ﬁé‘t&%@?/ent I%go'ﬁgl Eéle&tﬁ@rﬁ‘afn tﬂll%ﬁgie MRy B yridyl,

separat éd using con tec ues
pyrazermlo nmaydpzapthy pyrrdlylactimodaadlytr ythtaadollyls afsotiiazolyl, thiadiazolyl,

pyrimidinyl, pyrazolyl, oxazolyl, isoxazolyl wherein each W is substituted by a
trifluoromethylsulfonyl or a 2,2-difluoro-1,3-dioxolane ring (fused with two adjacent
aromatic carbon atoms in W), as well as tautomers, optical isomers and racemates thereof

as well as pharmaceutically acceptable salts thereof,

The term “pharmaceutically acceptable salt” refers to pharmaceutically acceptable acid

addition salts. A suitable pharmaceutically acceptable salt of a compound of Formula I-If
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The enantionmers nmay be isol ated by separation of

racemate for exanple by fractional crystallisation,
wo e®shuBson or HPLC. The diastereoners may b ePCHSEADFO411

by separation of isoner m xtures for instance by

fractional crystallisation,2HHPLC or flash

chromat ography. Alternatively the stereoi soners may be

made by chiral synthesis fromchiral starting
TR St QOE o Pt LIPUARES i suffciently
basigiferexampls amicid-eddjion salnivith st éncegirdo oeorzaaieadid slohded

within the scope of the invention. The follo¥v| ng

¢ selfalit apRby tdYERH SREfT! i id:

NPT R e P A S LA N L
dimétimdpleesphaic t dmed;t gr mueabskmfohlcd eoial; ei—l@lsltnber Laysitie ah@dtochloride;

granched or cyclic alkyl . npl es of said al kyl
sacc 1%&@1%@:{1@{94%31@{%% acigs %\y rormc ac1d hydrochloric acid; sulphuric

AR N T
amd,DﬂS&E’héhesuﬂf#‘aﬁW&Pd/'2—&1@%}‘1@1{6%1!11%1% Q&iﬁyll 5= ﬁ%&lﬁﬁﬁe%&%ﬁ%ﬁe&ld 1-

stated or indicated, the term "al koxy' notes a group
naphthadgrieydlfonyh ecid a-rxaplk@nhlenssubfemdeefmd;néx&nﬂé:rmsalfoﬁinIae&ls maleic acid;
ot herwi se_stated or .indicated, the term "hal 0" shall

D-glitamic prido L Btai peif Rel-ehiiepicrasids Larsmnine; gbyséns; shlicylic acid;

taftafé o\"/’\n@%&aﬂé % ?ecinﬁ(\'c{) %glty:()jhen%L {%% 15'%\% cﬁ']?}%rrgﬁo %?F‘P angl I]?f ~gluconic

~acidll H- pyrrol 3-yl)nmethyl ] pi peridin-4-yl }acetam de

2- (3-chl or ophenoxy) -i V-[ 1- ({1-
[4-(trifluoromethyl)phenyl]-1 Hpyrrol-3- vyl
Thropghaus e :pﬂepéycamrnam ghe] @pgtcadncbaems a given chermcal formula or name

shall ng:(?m?&rs %glq {frlg{)éy%/\ tﬁfﬁé’eﬁnﬁ é)lpHc 1%%@%)( hen tesI thereof as well

as mﬂtt(erS éh Hﬁf@@h@i‘@p&ﬁons & the [s dpa(r%e %Bb&[d?ﬁ’&%nw&rel such isomers and
H-pyrrol-3-ylJnethyl }piperidiri- 4- yl)acetam de
enanjoas Gty dpHeH geypharmpgentigally acceptable salts thereof. Isomers may be

sepa.lla ej}d%s rf%ﬁc; B?%éo%{ﬁﬁ%e?%ﬁh&%’s} Eg rgm)é é%raphl}_/l- & frac%onsl crystallisation.

The Ene(rﬁlonia:tso rreyy hisn ivoja)ed bﬁ/lsel{)a[rhudrﬁoﬁ hdcefrRph €6Y lekaple by fractional
I—{-EX J]met&g&p eridin- 4-

crystalli t10n resol tion or HPL. e diastereomers may be isolated by separation of

isomer mixtures for instance by fractional crystallisation, HPL.C or flash chromatography.

Alternatively the stereoisomers may be made by chiral synthesis from chiral starting

materials under conditions, which will not cause racemisation or epimerisation, or by

derivatisation, with a chiral reagent. All stereoisomers are included within the scope of the

invention.

The following definitions shall apply throughout the specification and the appended

claims.

Unless otherwise stated or indicated, the term “alkyl” denotes either a straight, branched or

cyclic alkyl group. Examples of said alkyl include methyl, ethyl, n-propyl, isopropyl,
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yl ) acet am de 2-(3-chl orophenoxy) -

-[1-(4-pyridin-2-yl benzyl) pi peridi n-4-yl]acetanm de
wWQ@2(03/0213B®r ophenoxy) - PCT/SE2005/000411

-(I-{[5-C4-chl orophenyl ) -2-furyl ] et hyl }pi peridi n-4-yl

) acet am de 2-(3-chl orophenoxy)- -[I1-({ | -

4-(trifluoronethoxy)phenyl]-I Hpyrrol-3- vyl

} et hyl ) pi peri di n-4-yl ] acet am de

cycloﬁ é;?’lr (rflgﬁ , %B)-ecglgﬁ]}z’;ﬁe]'céuéggr zllngil' bytyl, l%referxied allyl groups are methyl,

ethyl, r¢84.dbdpwomyl ad cxyiary Wafyl.- ( 3- pyri d| n- 2-yl benzyl ) pi peri
di n-4-yl ] acet am de
2- (3-chl orophenoxy)-i V- (I -{[ 5-C2, 4-di chl or ophenyl ) - 2-f
I
Unles¥! o)ﬂe}m%E Qbéke}di’érﬁ%ﬁi@d’téh 4he term " lkcm(_y[I ﬁ)ggs A SR h) alkcyl (wherem

yl ) acet am de2- orop enoxy

alkyltsrasﬁbﬁmckﬁim/hyl )-1 H pyrazol -3-yl]-2-
t hi enyl } net hyl ) pi peridi n-4-yl]acetam de
N-(I-{[|-(4-Dbronophenyl)-I

Unleskt diNérvv@de- Sadel] Wﬁﬁﬂicb@dpﬁﬁé qhﬂn 4“h¥1lc)”' SndiBmean ﬂuorhne chlorine,

chl or ophenoxy) acet am de 2- ( 3-chl or ophenoxy) - - et
broming pr jogire. [ 4- (trlfluoronethyl)phenyl]-l H pyrrol - 3- vyl

} et hyl ) pi peri di n-4-yl]acetam de

2-[ (3-chl orophenyl )t hi o] -

Specifi torfpdunidd of the gxfl\l'ebhmcﬁmbﬂﬁﬂis bhé Qflirﬂo}e bf tie BYlldwhg3- V!
i_peridin acet am
2-3- %Mmﬂepafﬁ el &ri@xp)ﬂermdfhﬂ-pynol[ ﬁ y@)trrrqthyllmpmbm Hypil )asbiengide
1 H pyrrol -3- yl}nethyl)piperidin-4-yl]acetam de
2-(3-ch @@W@@XYNW-@HHM&MM@M@&M)PM@H—(H—pyrrol 3-

S e ) o2
2-(3-c ?Rh%é’lﬁfyf)ll\%ﬂ]?&e t&‘fr‘]]on)l(?v ?1 AR % 'é\lt pyrrol 3- yﬁmet tylr}lpflple%%ru? 4-

ynmmﬁhhagthyl)plperldln 4- yI] acetanlde
2- (3-cyanophenoxy) - N-[ 1-(

2-(3- Cgl %ﬁ&%hgﬁ)@ 'Mgﬁ?{%&%&& &F@g&égﬂ? LH- ?ZHH 5 %Jl]'rrgethyl}p1pendm—4-

yDace@an{i8e f | uor ophenoxy) - N-[ | - ({
| -[4-(trifluoronethyl)phenyl]-lI Hpyrrol-3-
2-(3-cilofoptichysdy)N-pe i 1d[ﬂ(ﬂrﬂdo}@ﬁ&h?ﬂpﬁﬁim -2-y1}-1H-pyrrol-3-

henox N-T1-({5 net hyl - trlfluororreth
yl}megﬂ)p;pe;ﬁ Wfé( e y) N1 -({5-] yi -5

2-(3-chlorophenoxy)-N-(1-{[1-(3-chlorophenyl)-1 H-pyrrol-3-ylJmethyl } piperidin—4-

yl)acetamide
2-(3-chlorophenoxy)-N-[1-(4-pyridin-2-ylbenzyl)piperidin-4-yl]acetamide
2-(3-chlorophenoxy)-N-(1-{[5-(4-chlorophenyl)-2-furylJmethyl } piperidin-4-yl)acetamide

2-(3-chlorophenoxy)-N-[1-({ 1-[4~(trifluoromethoxy)phenyl]-1H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamnide

2-(3-chlorophenoxy)-N-{ 1-[3-(X H-pyrrol-1-yl)benzyl]piperidin-4-yl } acetamide
2-(3-chlorophenoxy)-N-[1-(3-py/ridin-2-ylbenzyl)piperidin-4-yl]acetamide

2-(3-chlorophenoxy)-N-(1-{[5-(2,4-dichlorophenyl)-2-furyl]methyl } piperidin-4-

ylacetamide



10

15

20

25

t hi enyl } met hyl ) pi peri di n-4-yl ] acet am de
2-(2-chl orophenoxy)-N-[1-({

wo 2qod/09a380 f | uor onet hyl ) phenyl ] -1 H- pyrrol - 3- yPCT/SE2005/000411
}met hyl ) pi peridi n-4-yl]acetam de
2-(3-chl orophenoxy)-N-[I-({25[4-(trifluoronethoxy)phen
yl]1-2-furyl }nmet hyl) pi peri di n-4- yl]acetam de
2- (3-chl or ophenoxy) - N- (I -{[I - (4-cyanophenyl) - |

2_(3-%?%5%?%%%%%]%23%% 'th?[Sé@r?g‘uj ggé hM:Bor O%R}e SH_-Y PFur
thieryyll |meshylypiperidie-yljavetkmide
yl ) acet am de2- ( 3- cyanophenoxy) - N-[ I - ({

N-(1L¢{[ 44-brsthbdphens 1 med- b?ﬁfown?l]ﬁ{éﬁiyl }ﬂlpéﬁdiw nrygy-233-
met hyl ) pi peri di n-4-yl Jacetam d
Chlo@P{‘g‘l%‘B{ %P@Eﬁ%oxy) N-(I -{[!I (5 chloropyri mdin -
H pyrrol - 3-yl ] met hyl } pi peridi n- 4-yl)acetam de
2-(3311{030};&1@@7{:}6;1%@1@&1})1-%{{ « £1-{4-(trifluoromethyl)phenyl]-1 H-pyrrol-3-

| - t tly henyl ] - |
ynnﬁﬂb@p pgﬁl'd %;]%g%ﬁﬁ I)OPDEP?/d:Il n- 4-yl] propanani de
RTe T AR e AW CAR AR AR

I I ]acryl am de
yl}rﬁ@twgﬂ%:d%ﬁ‘g’?g%ﬁggmod%ﬂ ]N. [ y({| [4-(trifluorometliyl)

2- (pfﬂﬁﬁ% j]g)%y)per Pl[éh%tn]ﬂiﬁt)mlj%et}ﬁxl)cphenyl] 1H-pyrrol-3-

yl}n@t}(ﬂ)pﬁ)eddusé)gﬂapqthmfdenoxy) N-[I-({I-[4-(trifluoronethy
| ) phenyl]-1 H pyrrol-3-

2-[3 ir}fmetdmyétmt andk {i-M=[y L aifludomethyl)phenyl]-1H- 1-3-
_X |sopro}9?mt?e g];< )NI\(I]-{?I@I(({I [4H(l?tr}|/121? Sg}rlgnet%}l]rilo )p

yl}n}?M)IP}ReFI - }rret hyl ) pi peri di n-4-yl ] acet am de
2-(2- cyanophenoxy) N-[1-({1-[4-(trifluoronethyl)phenyl
2- [31(tr1ﬂup|rq§9qth@1y)ﬁlenpky]}]ﬁe[tlf(;{rli&(mé}uommthylwsﬂr@ueﬁaﬂﬂrﬂépyrml 3-

yl}“?e’fﬁ)?’fﬂ%f’%o%tyﬂ gL Ayl )phenyl]-1 Hpyrrol-3- yl

2- (%%ép%ﬁ PR %gﬁéﬁ@(@él?o‘igﬁfé‘{ﬁ‘yﬂphenyl] 1H-pyrrol-3-
yl}mettyl)piperitith-4 & 1Taédistpigemet hi yl ) phenyl ] -1 H-pynd - 3-

2-(3-fluorophenoxy)-N-[1-({ 1-[4-(triftuoromethyl)phenyl]-1H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide

2-(3-cyanophenoxy)-N-[1-({ 5-[ 1-methyl-5-(trifluoromethyl)-1H-pyrazol-3-y1]-2-
thienyl ymethyl)piperidin-4-yl]acetamide

2-(2-chlorophenoxy)-N-[1-({ 1-[4-(trifluoromethyl)phenyl]- 1 H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide

2-(3-chlorophenoxy)-N-[1-({ 5-[4-(trifluoromethox y)phenyl]-2-furyl }methyl)piperidin-4-
yl]acetamide
2-(3-chlorophenoxy)-N-(1-{[1-(4-cyanophenyl)-1H-pyrrol-3-yl]lmethyl } piperidin-4-
yl)acetamide

2-(3-cyanophenoxy)-N-(1-{[5-(2,4-dichlorophenyl)-2-furyllmethyl } piperidin-4-

yl)acetamide
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yl }methyl)piperidin-4-yl] acetam de
2-[ (5-chl oropyridin-2-yl)oxy] -

WO 05094334 4- (tri fl uoronet hyl ) phenyl]-1 H pyrr oPEBSE2005/000411
yl }met hyl ) pi peri di n-4-yl ] acet anm de
2- (3-chl or ophenoxy) - 26
-[I-({I-[6-(trifluoromethyl)pyridin-3-yl]-I
H pyrrol -3- yl }methyl)piperidin-4-yl]acetan de

2-(3- c&alﬁdphﬁﬁ@ﬂyJ«Niﬁ} YgpWQtnﬂuoromethoxy)phenyl] 1H—pyrrol 3-
| uor onet hyl ) phenyl ] H pyrrol - 3-

4-(t
ylm e)t'fll}}l eﬁ‘ﬂ[l - T(}é]rillﬁﬁi tgmided- y| ] acet ami de,
2- (

4- chl or ophenoxy) - 2- net hyl -
2-(3-ch]droghenofy- I(Tt(th{ﬁl-t@i}rzb}mm/yiln)lqlnhe@yjrl}fllfi—pymn? 9llm3thyl } piperidin-
4. yl)agﬁt;m({ehyl ) pi peridin-4-yl ] propanam de, 2- ( 3- chl or ophenox

f hyl h |
3-G-ch oy AL Tt s M e aeny Ty I%%nr@n v hoshyDpiperidin.

4- yl]pr({p]angmj{d% [4-(trifl uor orret hyl) phenyl ] -1 _f-pyrrol-3 - vyl
} et hyl ) pi peri di n-4-yl]acetam de 2- (3 chl or ophenoxy) -

8- g A B e

yl}meBry(Jpipehidor-oryiaagianide V- [ (3i ?, 4i ?) - 3-fl uoro-1- ({1-[4-(t
~rifluororriethyl)phenyl] IH-pyrroI 3- vl

2-(3,5}dRtdy b 1 1 g B}
0 PR pheny 1

yl}mthYE)MPFﬂﬁW*ﬂHﬁ@ﬁmWI Yphenyl] - I H, -pyitol-3-
yl }met hyl ) pyrrolidin-3-yl]acetam de
2-2, 6ziue@prenylph@mmwe{u1\14{<mﬂ41(ordn{ethyl>phenyu 1H-pyrrol-3-

ri.ftl u neth sulf onyl]plienyl }-1I -pyrrol-3-
yl}meﬁ\yg)&’é’tp ‘g YHEFHT4- yI Yacet ani de
| oro

2 <3-1$E§°@zfpglew PGt EL- - Gupemsiay Debgy - omypph-Bol -
yl}meﬁﬂﬁrl)ﬁﬁkﬂﬁin}ép—'yﬂ%étﬁﬂaedf yl ) acet anmi de and

arfmaceutically acceptable salts thereof. Methods of

2B P A R b B Ra A 20 RS (e

yl}memgl)pmmnd:g 4mt]bmdzsnidlslov\ever the invention is not
limted to these nmethods, the conpounds may al so be

2-(isoquirepiar Bgloxg)-deEC({il fad tiMiorshet S iphah - 178h At&is-
conpounds 1 n_the
yl}methyl)piperidin-4-yl]acetamide

2-(3,4-difluorophenoxy)-N-[1-({ 1-[4-(trifluoromettayl)phenyl]-1H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide

2-[(5-chloropyridin-2-yl)oxy]-N-[1-({ 1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3- -
yl}methyl)piperidin-4-yl]acetamide

2-(3-chlorophenoxy)-N-[1-({ 1-[6-(trifluoromethyl)pyridin-3-yl]-1H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide

2-(biphenyl-3-yloxy)-N-[1-({ 1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-

yl Jmethyl)piperidin-4-yl]acetamide,

2-(4-chlorophenoxy)-2-methyl-N-[1-({ 1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-
yl}methyl)piperidin-4-yl]propanamide,
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prior art. Conpounds of forrmula | as well as la-If may
be prepared b y reacting a conpound of formula Ilin
wonioshoeg3o Y and R, R, A and B are as previ ouRCTSE2005/000411
defined, with a conpound of formula Il 51 in which Z
andW are as previously def2nhed. For exanple, a
conpound of formula Il and a conpound of fornula I may
be reacted together at a tenperature in the range of
2-(3- cﬁ@r@;ﬂleﬁ&aﬁs‘N—mIJ@fE;Aﬁ(thﬂubﬂ@n{eﬂﬁyllgﬂgﬂﬁ] ) %9%1 §0 10 8Q0C
in the presence of a sol vent or ‘exanplé net hanol ,
yltmetioNjaz 3;ylireptagrdadi oxane, in the presence of a
reduci ng agent, for exanple sodi um cyanoborohydri de
2-(dipheptlinethak ) yNd dt(y b4 -(sifmpoimey])phen glddiEdpyrrol-3-
|acet orohydride (optionally polynmer supported).
yl}me&ﬁ?’ll f’gg j;]‘& ic anount of an acid, e. g acetic
e adde he reaction m xture.

2-(3- CNOF@*\%?W#Y«}@S&%%@%@ 1oﬁ°{1f[éﬁmﬂ1@f¢m@§h)dh1hlenﬁ1§-1lfépwﬁ01 3-
gﬁE?‘% eacting a conpound of fornula IV,
yl}me[f@mggﬁne{ S’?:]ﬁ CEZ A, % Z a% Ware as previously

> SBHASAINIER's Hioh LEB B ToR e PP Pl

yl}me'thyl)ptpeﬁthMyﬂaaaarﬂrcl%w ously defined and in which Q
represents a hydroxy or a nmercapto group. For exanpl e,

2-(3 4alinesTBphEdx OE NI (riiudRendh AIsERRAYING: Afp Rfrﬂv%fi@u' a Vv

¥ be reacted together at a tenpera ure [ e range

ylimegpylpprokidin5ydetamide er abl y in the range of 2Q0C to
8Q0C in the presence of a solvent, for exanple

2-(3- Chbmphnaoxm—l‘bmtdﬁeh‘b[(tlﬁiﬂlmramethymkiﬁfonmb{llﬁnplr}-1H—pyrrol-3—

ichlo thane.jn the presence of a suitable
yl)met%‘%ﬁplﬁg flig- %Vﬁa?eé%fmd@ base, e.g. KO Bu, Cs2C0B, K2CO or
tignally in the presence of a catayltic anount
2-(3- cgl?)rqg'he xy&%{\{ (1- {E/ 1-(2,2- dlﬂl.lOIPO 1,3-benzodioxol-5-yl)-1H-pyrrol-3-

yl]methyl } piperidin-4-yl)acetamide

and pharmaceutically acceptable salts thereof.

Methods of preparation

The compounds of the invention may be prepared as outlinec below according to any of
the following methods. However, the invention is not limuited to these methods, the
compounds may also be prepared as described for structurally related compounds in the

prior art.

Compounds of formula I as well as Ia-If may be prepared by reacting a compound of

formula IT

A

0 \-ITJ

v J_ !
R1 Rz

I
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Al ternatively, conpounds of forrmula | may be prepared
by reacting a conpound of fornmula VI, in which RlL, R2,
WGO200809@3@nd W are as previously defined w th BCT/SE2005/000411
compound of forrmula VII I 5 VIl in which X and Y are
as previously defined and i @8which S is a hydroxy
group o r a chlorine atom 20 For exanple, a conpound
of formula VI and a conmpound of formula VII, in which
in wich %, Yaahy B By Agmaip arem)prbgoliseAasamkdt oget her at a
. te@oeratar in the range of 00C to 150 OC, preferably
with; 4,cqmpotp Hg@rawlazﬁh to 800C in the presence of a
solvent, for exanple TEDF, DCM DCM water (i.e. a two
phase system) or DMF, optionally in the presence o f a
O<§25Zsujtable i norgani ¢ or organi c base, e.g. DEPEA or
TEA, and a standard am de coupling reagent, e.g. HATU,
THTYU, EDC, or DCC, the latter two of which may
~optionally be polynmer supported. Alternatively,
in whishZoamdd¥ a0é af premiouslyldefisedvel | as la-1f may be
obt ai ned by reaction of conpounds of fornula VII, in
which S is chlorine, with conpounds of forrmula VI in
For @hmplerd ¢ t TiiFngdi or
1, 2-%?chlcg?%dé§%a%feﬁiﬁgultahlgl agggdsgnc e %gl\{lgam?gg may be reacted
togethppigaigmperturoriy dre mnpasf)°@ tay 1 SO RAferlEA, in KREERgO0f 20°C to

0 un f.formula Il may be prepared:-b
S0 R Pres B HSETE o S SR RB el X, iR 1B Or diorane, in
the [Besunee asf prredhdms lagedteltbN @amplet gbcﬁurﬁﬁ%ﬁ{%%gg%oﬂglddde (optionally

formula VI| e.g. by using one of the
POLYREr PPRoEtd} ©f deastium bisiacetox ynehydeidet optiondllyc polymendsipported).

Opti&mﬁiﬂggﬁ %y'{ag’?lgvdfl}@'{}ﬁg ﬂ_y:%%} rarcgc:ﬁ ;}Ipé) lr'lairg%tzc’ géﬂ;l%rﬂ%faél:s%ﬁi Ié(g t}tgyreaction

mixtyreact i on of a conpound of fornmula JX with a conpound
of formula X in which Wis as previously defined. I X X
For exanple, a conpound of formula I X and a conpound

AlterfhtiVe®y, Bhibottn Yt BEIERG R well as Ta-1f may be prepared by reacting a

compound of formula IV,

A W
0 \T/\Z/
Py
|
R1

R2

1Y

in which R', R%, A, B, Z and W are as previously defined and where L is a leaving group
such as halo or methanesulfonyloxy, with a compound of formula V
Q
X/
\%

in which X is as previously defined and in which Q represents a hydroxy or a mercapto

group.
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together at a tenperature in the range of 20C to 90C
in acetic acid. Alternatively, conpounds of fornmula I
woreaps0e03pr epar ed by reaction of a conpound of POF/8EA085/000411

XI, in which Zis as previously defined and in which T
IS bromne or iodine wth g9 conpound of formula Xin
which Wis as previously defined. HO WO CH XI XI| For
exanpl e, a conmpound of forrmula XI and a conpound of
formul a Xmay be reacted together under palladi um
catal ysis using a nethod described e.g. in Feuerstein,

For exvngile,ad comff@tndadfefbrmulacivi andt2 coBipound 65 Jorn2DP V. may be reacted

oact bR S e SRSt SHED iy haherian o60°C i
o I
80°C ﬁl ﬁe 'HP&'&H&% &fa EQ v ﬁ)r)ékarglb%or rmpg é?\;%n&%e H{ﬁ\éh%v ¥ DCM

def i ned a conpound I n Wi
orl Zﬂldﬂ@oatham thfmmtsy:ndaetbﬁ nedtabld indfgabid otHbreXlil base, e.g. KOt:Bu,

CoaCCip ARG MR PR LD td EHccRoe Bt s e e S0

wherein L and S are a s previously described, e.g. by
usi ng one of the nehods hereinbefore described for the
Alternpéealy.i eempounsle ngfofomawleol rhay rbgl prepated dryd raActidd/ a compound of
fomuﬁo\ppounds of formula VIIl, in which R2 represents a
orine atom(and A and B are both representing CH)
epared starting with fluorination (using e.g.
SEL FL@(R(tn) Reagent) of the silyl enol ether of
i done, as described e.g. by van Neil, MB. et al.

N l\/bd Chem 1999, 42, 2087-2104, followed by
| r ductlve ani mati on ofthe so forned -fluoro .
Rl pRferidone, e.g. as decribed hereinafter in the

eri nental Section. Conpounds of formula V, V, Vi
Ip
and | X-XV are either comercially avail able or can

in which R, R®, A, B, Z and W are as previously defined with a compound of formula V1T

in which X and Y are as previously defined and in which S is a hydroxy group or a

chlorine atom.

For example, a compound of formula VI and a compound of formula VII, in which S is a
hydroxy group, may be reacted together at a temperature in the range of 0°C to 150 °C,
preferably in the range of 20°C to 80°C in the presence of a solvent, for example TEIF,
DCM, DCM/water (i.e. a two phase system) or DMF, optionally in the presence of a
suitable inorganic or organic base, e.g. DIPEA or TEA, and a standard amide coupling
reagent, e.g. HATU, TBTU, EDC, or DCC, the latter two of which may optionally be
polymer supported.
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be prepared by nmethods well known to those skilled in
the art. Optionally, the ring nitrogen in fornmula VIII
wWOoreaps40203pr ot ected prior to reaction with a conpousE20ed/ 000411

formula V. Am ne protecting groups are known to those
skilled in the art, for exanple the benzyl, t-Boc, or
Cbz groups. The conpounds of the invention nay be
isolated fromtheir reaction m xtures using

Alte,i?'rpaff'l"(/@];/t cBRBbudRCAIMER: T = Weﬁoésﬁﬁlnﬁrrﬁ ﬁx dBfained by reaction of
separ af ed Usi ng conventi onal nique

comphlumhmfdgnapllaw 1y inf which iSoisadhlarines tath d:(Bmdutnﬂs of formula VI in an

.___Enanti omer be i t y se aratlon of racenate
inert gVt BHE, dioxansy 13l ngikk%ﬂ rdghlpeasthape ép fhetpmgience of a
suitdMle 18 chcs}eorgaIﬁ\éstee féz@ KX Ar 0s.

tures st ance y

separation of "I soner
fractional cryst allisation, HPLC or flash

0 ernatively the stereois S V.
Confpa 85 8RR whkbR etparefityirtatinesa ccumups Aptomats VAT
rials under conditions which will not cause
acenjsation or epinerisation, or by derivatisation,
ith chiral reagent. Persons skilled in the art wll
N a eciate that, in order to obtain conpounds of the
| indention in an alternative and in sone occasions,
T moR@ conveni ent manner, the individual process steps
i oned hereinbefore may be perfornmed in a different
order, and/or the individual reactions may be
perforned at a different stage in the overall route
g c hem cal transformati-ons nmay -be performed upon
in w }Gfﬂf%r’ t A, Rrae g orani@siy defineds withosewipeuad of formula VI e.g. by
erei r rticu agti rtai
using S, BF GO afedbds hBeBbior eGiulk§ G 8Lnghi B hampognas of

fom’mll@IVfE:ﬁhdaVIIa further aspect of the present invention
as useful internedi ates: 2-(3-chlorophenoxy)-
- pi peri di n-4- ylacetanide 2- (3-cyanophenoxy) -

CompoRhdebt Erins - i

OHJE-O?:%- {)uor opﬁaenoxﬁs 5] p| per| 2 5% }ipyfrglcycletnélﬁf q&y. lffépéefﬂared by

reactporo pﬁemompumd/ebfq:muilzdm 4vitH acem@nindia of formula X in which W is as
-4-yl -2-(pyridin-3-yl oxy)acet am de

mﬁVKﬁgégﬁﬁaF -4-yl -2-[3-(trifluoronet hoxy)phenoxy] acet ai n

i de 2-phenoxy-i V- pi peridin-4-yl acetam de
2- (39chl or ophenoxy) - N-met hyl - - pi peri di n-4-yl acet am de

W

o— H,N
IX X

For example, a compound of formula IX and a compound of formula X may be reacted

together at a temperature in the range of 20°C to 90°C in acetic acid.

Alternatively, compounds of formula IIT may be prepared by reaction of a compound of
formula XTI, in which Z is as previously defined and in which T is bromine or iodine with a

compound of formula XII in which W is as previously defined.
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2-[(3-chl orophenyl ) thio]-Lf-piperidin-4-ylacetam de
[ -[5-(trifluoronethyl)pyridin-2-yl]-I
wWOoR@§0YBBE- 3- car bal dehyde | - (5-chl oropyri m di nPQF/gE2003/000411
H pyrrol e- 3- car bal dehyde 4-( 3- fornyl-lkkpyrro
1-yl)benzonitrile 2-chloro- H[I-({
[ -[4-(trifluoronethyl)phenyl]-I
H pyrrol - 3-yl }met hyl ) pi peridi n-4- yl]acetam de |- ({
| -[4-(trifluoromethyl)phenyl]-I
H pyrrol - 3- yl}nethyl)plperldln 4-am ne :
ydrochl ori \B/
O“rt-putyl [1-({1-[49(txifluoronethyl)phenyl]-IH pyrrol-
-yIT}nethyI)plperoaln 4- yl]carbamate
| -(6-trifluoronethyl-pyridin-3-yl)-I
Kﬂpyrrole 3-car ba hyde 2-(3, 4-difl uorophenoxy) -
-pyrrolidin-3-ylacetam de
| -(2,2-di fluoro-benzo[l, 3] di oxol -5-yl)-I
For bk:m&plépil eodpowidoal ﬂ)ﬁlﬁulﬂte)ﬂ and a compound of formula XII may be reacted
(4- trlfluoronethanesulfonyl henyl ) - |
togerh%yanf%q palizdpnm saplysityreenerh anclerhéisatbed e gt ieFeuerstein, M et al,,
TetraRYENELLNOTEY) BEsd Sgppted fromtheir reaction m xtures
usi ng convent’ onal’ technlques Persons skilled in the
art will appreciate that, in order to obtain conpounds
of the invention in an. alter ive and in_sone
AlneaplyEf pBIh el SR B S T RnIAgY, coMeovTil of frmula T may be
prepRfeACRS feasli GPSf MBHpORRIMOHBLRPLPE wikdh PSs Q@ i&ﬁdﬂasgl defined
in adifferent order, and/or the |nd|V|duaI ction
withreagorproupd of Semrada XTIV an wihidheWennd Barage prervmdsby dﬁfmedll I
route (i.e. chemcal transformati ons may be perforned
upon different internediates to those associ at ed
4;he einbefore with a particular reaction). The
O” expression "inert solvent" refers to a solvent, which
dogs—ppt react with ﬁhe starting materials, reagents,
HOt er fedi at es or products in a manner, whi ch adversely
affects the yield of the desired
ﬁighuct.Pharnaceuti%H( preparati ons The conmpounds of
the invention will normally be adm nistered via the
oral, parenteral, intravenous, intranuscular,

Compobuodst Gifrfennsladw Ay bt lpﬁpafd’dj Bcicahiing a/\@()&ﬁllaodm'df‘df &bl;mula VI with a
rout e and/ or

rectal i nal_, ﬁF dermal and/ or nasa
compeund: afifar &%?552" » VEFTEIRE- ot tags 2 pRErvirysbidgsesbed, e.g. by using one
of tHeY BRI R tHeRDSLEFNIPIs St fob ehef ta&t}’cﬁ'ﬁ ?ﬁ&ﬁﬁl%u%ﬂg P ftflae VI and

as a free base, or a pharnaceutlca
VIL

0]
L/Y
S
XV

Compounds of formula VIII, in which R* represents a fluorine atom (and A and B are both
representing CH;) may be prepared starting with fluorination (using e.g.
SELECTFLUOR™ Reagent) of the silyl enol ether of piperidone, as described e.g. by van
Neil, ML.B. et al. J. Med. Chem. 1999, 42, 2087-2104, followed by reductive amination of
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acceptabl e inorganic or organic addition salt, in a
phar maceutical ly acceptabl e dosage form Dependi ng
W@ p@s/094380 di sorder and patient to be treated aPdI/sEE®05/000411
route of adm nistration, the conpositions nay be
adm ni stered at varying dose®. Suitable daily doses of
t he conpounds of the invention in the therapeutic
treatment of humans are about 0.001-10 ny/ kg body
the W81 Bned PEERBFR i YerlioBd - 3,50k K RiBEY H%?éiﬂzﬁ% o #le Experimental
formul ations are preferred particularly tae?ets or
Secttepsul es whi ch may be fornul ated by nethods known to
those skilled in the art to provide doses of the
active conpound in the range of 0.5 ng to 500ng for
CongoanBs 6f forfiila & M Hnd 0300, : i
and 250 ng. Accéﬁji[’n\g to daﬁgﬁ%%égﬁgggﬁ%@?%%g%ﬁgle or can
be prapaeast hyonethhds well knaws do phosw sldBet @ thhartmaceut i cal
formul ation including any of the conpounds of the
i nvention, or pharmaceutically acceptabl e derivatives
Optiohsilahe ring @eBhed Ul Coriuld) VITARER®E Wrbealeh Yok QSE&&% & with a
adj uvants, diluents and/or carriers. The conpounds o
comppind o PNV Haphmaine prasectingraspymscrravknpwottbdrose skilled in the art,

foreggﬁgmggé&ﬁqg@&smmg%\%u?re useful in the treatnent

I sor associ ate A obesi ty, psychiatric
di sorders, neurol ogical disorders and pain.
Phar nacol ogi cal. rqperties The conpounds of fornul a
The |coppogpgds lﬁ)g etgﬁlm%d‘rt ophBay (heatsplaiad dompeeis ggaction mixtures using
e e e il BhiSial techniques,
e.g. cxbgeinatogeaptly sor deacsionate eoystalliiation.d Enantiendts zaphr Bai idolated by

epile and_.rel ate ondi Li ons, and neurol agi cal
sepafifion Hapeentilc rﬁOIaeg‘aHai% kY Ela?“m? PDﬁFaih%lEP%rrsgqlgﬁwn or HPLC. The

diastBRyRRdmay DENE1908R byRRp K RSP BF Sofles GARGIresHBP MS%E@P' Fractional
chorea and Al zhei nmer' s  di sease. The conpounds area 46

crystgBisatien. PLCuereflagh elypmatngraphyatiitentativélyi thmstereoisomers may be
di ., ofeprpductive and endocr.i ne disorders, .
mad§ ByUTAR S0hY s, oD GAPH inkRe J0flp Tt SRoerrmpeieRs SHiSH watl not

causg Bt midalibe ot bpidlerisyidig 6B by Aoy L0 NS BdheraPtedent.
potentially useful as agents for ceasing consunption
of tobacco, treating nicotine dependence and/ or

P LSBE P Y] SO0 L i
in ancatqynatnetsandaiy @h&oo@laisi_rfhs) aﬁn&etobﬁvérfmeﬂﬁﬁlef, rthM@rileHual process
Step%%ﬁt&%%% glglfFl(&é)e gr%omngya cI: }e)grfct)rgleedcig Sasdai%fler%gt grfders, r!ltr)llé/lo? grie individual
reactions may be performed at a different stage in the overall route (i.e. chemical
transformations may be performed upon different intermediates to those associated

hereinbefore with a particular reaction).

Certain compounds of formulae II, III, IV and VI are novel and are claimed as a further

aspect of the present invention as useful intermediates:

2-(3-chlorophenoxy)-N-piperidin-4-ylacetamide
2-(3-cyanophenoxy)-N-piperidin-4-ylacetamide
2-(3-fluorophenoxy)-N-piperidin-4-ylacetamide



are also potentially useful as agents for treating or
preventing diarrhea. The conpounds are al so
w@oiosneidad | y useful as agents for reduci ng t hePCT/SE2005/000411
craving/rel apse for addictive substances that include,
but are not limted to psychgpotor-acti ve agents such
as nicotine, alcohol, cocaine, anphetam nes, opiates,
benzodi azepi nes and barbiturates. The conpounds are
2-(28H36ro H@ﬁtybg}%% fg}?ﬁ;ﬂ{g‘@&aﬁ%ﬂs for treating drug

addlc I on and/ use. Accordingly, it is
N- @sdnablybﬁ(pypdmv&gtbxa)a«:eﬂamdmd and net hod of

tre ich. will n redyci ng craving for
N-pipg glé’bn%ﬂeav@d&@%@@e&é’ﬁ% W%@gua%t exacer bat e
;mkﬁéx$YﬂB@kH&&L [RSRRAAGE rate caused by the abused
ance and |ch has favourabl e pharmacodynam c

2- (%ﬂﬂ@@phﬁ:ﬂ@@&%mnﬂml%ﬂmpam@n&l ykacq:mm&h:t ially useful as

2L SR BT R R o IR cept e, i nol anmat or y
1- [Sa{?‘i‘ﬂlﬁk%ﬁféﬂﬁﬂj@lyﬁdﬁﬁwwampghgreagJagrbajd@hym;ot her aspect

resent i1 nvention provides a conmpound of Formula

1- (5rdﬂ¢ropbﬁdm@@@ -2a%))-d Hreytirelardesrrbaliiehysef ur t her aspect the
~ | ti s the use of a conpound of
4 6%’@2{11[{ &'}ﬁ?ﬁ 1&%&%@%@% ation of a nedicanent for

2-childre-N[ ed] et irifluofuraghyl)shen §1] AfH-p PesI-3-y1  nidsslyy@ pi pdridie4-
di sorders such as psychotic disorders, anxiety,

Yllaggigpisledepr essi ve disorders, depression, bipol ar

1-((diaqt ormﬁaﬂ%gggrgﬂupmvp%%h §$§1?ﬁ%ﬁ&1)g‘g£§&%é AL agfcder s,

zophrenl a, sy, i ons,
dihydeechddrolgi cal di sorders such as denentia, nulti pI e

rer TP kbt rerpeaDahenHimmiot af Sueihubpagian -

yllchiB&nd@i ng but not linmted to acute and chronic
noci ceptive, inflammatory and neuropathic pain and
1- (6rﬁ‘1§rlarqmeth3dm17mdns—8rbg) hHrpymiode- éfqa[’cgllck:hpﬁmr macol ogi cal | y

eff tiv ou Formula I-1f to a
2 (3 é‘ﬂfo ﬁnwg{i}\g?ﬁlér?@gfl% egalg{ 1 further aspect the
1- (2p.>r @ﬂ@eio-bmam B TR0l dmi@g rffﬂ&bcaqr&ﬁdeﬂ]&&@t i ng

sity, psychiatric disorders such £sychot| c

1- (4dP§BP@§?e§haU&H%f@WPhW) bﬂdé’m?é%éroaé)am pdader s
depressi on, bipolar disorder, ADHD, cognitive
di sorders, nenory disorders, schizophrenia, epilepsy,
The almhgoelhds ed tho nigivéntons ma&ﬂb‘b dldted AEing aheiflire@LABRI Mixtures using

convsentlonzﬂ techmques Persons skilled in the art will appreciate that, in order to obtain
compounds of the invention in an alternative and in some occasions, more convenient
manner, the individual process steps mentioned hereinbefore may be performed in a
different order, and/or the individual reactions may be performed at a different stage in the
overall route (i.e. chemical transformations may be performed upon different intermediates
to those associated hereinbefore with a particular reaction). The expression “inert solvent”
refers to a solvent, which does not react with the starting materials, reagents, intermediates

or products in a manner, which adversely affects the yield of the desired product.



10

15

20

25

30

denmentia, nmultiple sclerosis, Parkinson's disease,
Hunti ngton's chorea and Al zhei ner's di sease and pain
wo etoapned3adi sorders, including but not |inmted POI/SE0F000411
and chroni c nociceptive, inflammatory and neuropat hic
pain and m graine, conprisingdadmnistering a
phar macol ogi cal ly effective anmount of a conpound of
Formula I-1f to a patient in need thereof. The
PhatniRotod rédardtimspr esent i nvention are particularly
suitable for the treatnent of obesity, e.g. by
Ther guapaungh obfthe fpentiee veHdndowily s ahministeaed tventecealpfparenteral,

: ' ' revention_ of. rebound., The
lnﬁ%%hg%%ﬁ@gggﬁﬁéﬁéﬁSﬁ@geﬁ§ﬂyﬁvg5g?dﬁhﬁhyugﬂggebgaﬁ%éﬂmf%,rmxd,
vagipak venidepmal @iesrseisidueaindR viNHUsRHoNeh 8 foddioP pharmaceutical
e. g, weight gain caused by antipsychotic (neuroleptic)
PfeRaFagWﬁéﬁW1ngm@ agbyp brgreriensfeithige ap p desrhase, mrenphiasmaceutically
l; e p reverse wei ght. gain
acckss é%llgcé}ggﬁ\?\n@hgrgflrgfl %‘g‘i\ﬁ?@s § %% i Bn? 1BY %gﬂ%cteﬁg?allgs?ﬁ? gitable dosage
fornt.h®eperdiagt upav ethe i a3ofled Varde aticiethobe OfediddahliNthe route of
g obesi%y, type |1 diabetes, Metabolic syndrome and a
adm steas nofhem%éw@ﬁlttl@ﬁ@rrtayd)@ adpiggsigrst & A6 AOsEH-ng
adm ni stering a pharmacol ogically effective anmunt of
a conpound of Fornmula I-I1f to a patient in need
Suitalple rdsely. dagosriof e icompThuedsaply thEhmveivpoinds héraphgic treatment of

[ t {ned with t h ti
norg Y PRk TR 18 e bR weteby deioehDy 0P 8 RabpS weight
associated with the devel opnent and progress of

at heroscl erosi s such a s hypertension,

Oralhippap]atigns) aeenpraterredyprrtiplae tabdets odicapreiesswhinld may be formulated
bt e, .a Cco nd of . the present . .

by 654 VaonliPle SR RBao M SRORE 1A it et o Bistu gompound in
the fahgé ofibf5emE so Shematfae Beghple 1l POB ¥sd, S mEato &3S 95 Rd, 30.mg, 100

satiety, or gut notility. The conpounds of the
lng@ﬁw%ﬁvpgn may be conbi ned with another therapeutic

agent that decreases the ratio of LDLrHDL or an agent

that causes a decrease in circulating |levels of
AcctiBing ok efsttherobhspetinopalic arvieation thereligaBbesrontkd iat ptfrmaceutical

t he. co upds of the invention may al so be conbi ned
form gy FRAUPRE. R S5HPSCTRRRI ol Uik TEABPT.CA IAgnaceutically
accep@bRt &hiva@vBl HeReANgi Qﬁﬁfﬂﬁﬁﬁﬂéiéﬂ_%tﬁw‘%mﬂgia%epﬁ%ﬁe adjuvants,

. I'nvention may be used al ongsi erapi es
dilugnyeand/eraaepeers. of met abol i c syndrone or type 2 diabetes
and its associated conplications; these include

The compounds of the invention may also be combined with other therapeutic agents,
which are useful in the treatment of disorders associated with obesity, psychiatric

disorders, neurological disorders and pain.

Pharmacoloegical properties

The compounds of formula I-If are useful for the treatment of obesity, psychiatric disorders
such as psychotic disorders, anxiety, anxio-depressive disorders, depression, cognitive
disorders, memory disorders, schizophrenia, epilepsy, and related conditions, and
neurological disorders such as dementia, multiple sclerosis, Raynaud's syndrome,

Parkinson’s disease, Huntington’s chorea and Alzheimer’s disease. The compounds are
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bi guani de drugs, insulin (synthetic insulin
anal ogues), oral antihyperglycemcs (these are divided
wo paos/opi3andi al gl ucose regul ators and al pha- gl BCDSEW8SI@0411
i nhi bitors) and PPAR nodul ati ng agents. In another
aspect of the invention, thesonpound of Formula I-1f,
or a pharmaceutically acceptable salt, solvate,
sol vate of such a salt or a prodrug thereof, nmay be

also astirHasliyen&dull PordBROGEAMCAN oM ihiindnd RARL SRR | B8roductive and
agent for exanple tesaglitazar. PPAR nodul ating agents
endqcpip Wéorders, and diseaseb irplateddtot e areRRAROL| auidagaairdingastinal systems.
anma aqoni_s or, phar maceyti cal ly .acceptabl e salts,
The SRR EE s 3 Bee PO CRER o ents B FBinG o R of tobceo,
treatfigl hiobife BEYYRdBhRN A PEIOIting TG ROMEh&hFal symptoms, reducing the
pharmaceutical ly acceptable salts, solvates,” sol vates
cravre ionakcafinetandors rtbemokisstagenteolhacempetnidsknamalsp reliminate the
. . < ddi tian the conbinpation of the invention
mcrér?% 1@%&%& hlgtnrg(%:ﬁglr?]ﬂg e ‘?%Ba%es( ﬂ“eacegfiﬁt]fan%fl Sgakpe. %@ compounds
are gNogSRditi MUl @ a@drEOfor Behiifesr preGaiRURg IRh. t he
present invention In conbination with a
chol esterol -1 owering agent. The chol esterol -1 oweri ng
] = . ol i caty . e
The SRt LS 5 A, MR P P SRS findifanse o
addibtyrer smhytaBeesethhtyinglude asut lare n@rizpied ® psydsh@sejctive agents such as
. Sui tailb y.the HMG CoA reductase inhibitor iis a statin
nicofilyy, QPR PBSy FREPSHITHNES APiFlRE. BEedidteRinis| anddiareiurates. The
compditdh kN al NP1 ATChsFAR ARG ABSE Yeatidb HRud Rk
fc):herri cal rmdllg(lf)i cat iygnss of th%&Hm (f%a,& angﬂ%t asleggns and/or drug
abusenhi bitors, such as esters, prodrugs and netabolites,
whet her active or inactive. The present invention also
i ncludes a conpound of the present invention in
Accér@inipiy)at isatesithislb t@PrdvﬁHh! Deémpowid dd¥embihealor ReAttheaE ivllich will be
_transport system (I BAT inhibitor). The present
activeri AtIERS £TR6Eng ey thgeabused shstamad, ofd whishplass et exacerbate the
' t] ] I nat; Lth a bile acid hinding
sy B 1Bl FRE AL B2 gt Pyl e Bk rnd B e fovourabie
pharinheodyhesgneffedstventi on there is provided a conbi nati on
treatnment conprising the adm nistration of an

effective ambunt of a compound of the Formula I-If, or
. S . .
The Sy ARAIERSRY 6 ARy LAY Ba for SRt AL SR LUALE. ncucng

but oy diestitesk taniduite angb lkehromixe Bericaptiive yindlaoemtadyl anddicutgathiopain and
. carrier, wth the sinultaneous, sequential or separate
TIEARHi ni stration one or nore

In another aspect the present invention provides a compound of Formula I-If for use as a

medicament.

In a further aspect the present invention provides the use of a compound of Formula I-If in
the preparation of a medicament for the treatment or prophylaxis of obesity, psychiatric
disorders such as psychotic disorders, anxiety, anxio-depressive disorders, depression,
bipolar disorder, ADHD, cognitive disorders, memory disorders, schizophrenia, epilepsy,
and related conditions, neurological disorders such as dementia, multiple sclerosis,

Parkinson’s disease, Huntington’s chorea and Alzheimer’s disease and pain related
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of the follow ng agents selected from a CETP
(chol esteryl ester transfer protein) inhibitor; a
wW@E h@be%3sr ol absorption antagonist; a MIP (m cPOBESEAD5/000411
transfer protein) inhibitor; a nicotinic acid
derivative, including slow rgd ease and conbi nati on
products; a phytosterol conpound ; probucol; an
anti-obesity conmpound, for exanple orlistat (EP
ciso ey GO R ITRCR, B0 o s nPpplRe fnflagmatory and
neurgpathicgpain eénd i migraimee compgsiag zadmin{si@ing & phiahnhdcologiatly effective

exanpl e |isinoptj| am pril, an i otensin
aan@%ﬁ%ﬁ@Pﬂ%ﬂP@é@ﬁ#EPgﬁiﬁ%5haP@H@Fg@ea%ﬂ%@we-, an al pha

andrenergi c bl ocker, a beta andrenergic bl ocker for

exanpl e netoprol ol and netoprol ol succinate, a m xed

In aaptghdptteeraaspedi ¢ pgisentbiroekgon movidedremettgidcof treating obesity,

timul ant, cal cjium channel bl ocker for exanpl ) )
psyc?néa:t%cdicfgﬁog‘]%e’rs CRTas, p§yé:58Bf Scﬁﬁ‘afék APXielyp a@%‘gﬁgq:;gesswe disorders,
depré @S Hipdr anfsozddrdesantiay) Cdgéﬁﬁﬁﬁei | dis@rdeA) UrdrhGoy adisorders,

diuretic or a vasodilator; a CBl antagonist or invérse
schizophpnéa, | enilsps Bx anp elatedormaditinms, amndt hewrolpgicahi disorders such as

C .at | r . antagpnist: a P N
o RSN ARREETPIR ) L EOBI L o e
diseax anml @alnXilatedR dids¥Rrs,andliRal tihanotain$SRl to acute and chronic

.serotonin antagoni st;or a pharmaceutically acceptable
nocigetive, igHARRAEOrYsHIAQUECRSENIS patn andsmIgraige, comppriiRg giministering a
_ o . . o '
ohacHBEASPE A POHERAR, bbbt Dby Ry RARREEHL e Pk n e
thereofii mal , such as man in need of such therapeutic
treatnment. Therefore in an additional feature of the
invention, there is provided a nethod for the

The tcoRPbIEARL 00thd Y&er: tHvRRESLE sclr@g)‘Qnictu?arﬁls %%ﬁé 8k the treatment of
conplications in a warm bl ooded ani mal’, such as man,

obesjty, pgebly afdustion afrappetterandvibidyhweighpmhsieenance of weight reduction

and 81%\%&{0?} & rleggurtlc? THe éjorr?]_g]olurrrlﬁls of the present invention may also be used to

prevent or reverse medication-induced weight gain, e.g. weight gain caused by

antipsychotic (neuroleptic) treatment(s). The compounds of the present invention may also

be used to prevent or reverse weight gain associated with smoking cessation

In another aspect the present invention provides a method of treating obesity, type II
diabetes, Metabolic syndrome and a method of preventing type II diabetes comprising
administering a pharmacologically effective amount of a compound of Formula I-If to a

patient in need thereof.

Combination Therapy

The compounds of the invention may be combined with another therapeutic agent that is
useful in the treatment of disorders associated with the development and progress of
atherosclerosis such as hypertension, hyperlipidaemias, dyslipidaemias, diabetes and

obesity. For example, a compound of the present invention may be used in combination
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effective anmount of a conmpound of Formula I-1f, or a
phar maceutically acceptable salt, solvate, solvate of
W@ mh/0g033@l t or a prodrug thereof in simnmultanePCBESE2005/000411
sequential or separate administration with an
effective anmount of a conpougnd from one of the other
cl asses of conpounds described in this conbination
section, or a pharmaceutically acceptable salt,
sol vate, solvate of such a salt or a prodrug thereof.
withThexogfponad ithataaffetdi themnegenénat ipaysit, fheabsoneioh] emjety, or gut
t.he % is provjded a nethod of treating hyperlipidemc
mo“i‘@hgri P COREOHIs OL iBF MVSNHERBHY hi¢i Gombined whh agothamtherapeutic agent
ich conprises adm nister.ing ..
thar JEEL B UEIL O 3L IRBL RO TR SR A i bacing Lovels
of LBOLdRéleRtekol! fn paients IR IIRERY %&ﬁids%h@@&ﬁg&ﬁﬁk %ﬁﬁﬁl itnyention may
sol vate, solvate of such a salt or a prodrug thereo
also jba eimhih¢damétbutherapeqie niems uwsed seprmatempticativns treRtddod micro-
.wWth an effective anpbunt of a conpound from one of the
angiopafies.¢| asses of conpounds described in this
combi nation section or a pharnmaceutically acceptable
I C sal t, or.,a prodr
The S bbous ol B oy RRtotihR B, y o R EdpSpBeRE T e wroatment o
metabolie syhdromt har pe s2 mﬁ@&dﬁeﬁldait@fhaﬁmgdﬂc? hicatiolns; these include
. CQ sition which conprises a conpound of Fornula
blgu‘l“llir’? ,8“’&5’ lgsﬂﬁh?%@?&gﬁewwa@é‘&g&&r@ apgihypergbicomics, (these are
divicRal 8 Srdia Uglﬁc@ses?ééuﬁﬁ&saﬁrﬁf QA Hﬁg%lhp@sﬁc?a% ’inﬁi%ﬁo%% and PPAR
conpound frontone o e ot her asses of conpoun
modylesng ageats. i n t hi s conbi nation section or a o
pharmaceutical |y acceptable salt, solvate, solvate of
such a salt or a prodrug thereof, in association with
In ardtiRAEEHRE V8 the HveNti8e CRRBRIPBuRY |of FdkmAla LAY bf §'pharmaceutically
According to a further aspect of the present | nvention
acceptplele salit.ssopratsy iseledtesofiduch esal or 9iprgdmgdberpol mutydfe administered in

- I - bbapor. & pharmaceut.i cal |y .accept.abl e [ 1, :
sssof b 4 EPoR® I R Rl iar BERE Ko Bt 3ol g P modulating
agendnéhcudzompouid Asommnel ab hhePaRIellpd 2988 Qhmma agonist, or

oundsdescri bed in this conbination section or a

Phaﬂ“g‘ggﬁ%%@%ﬁ?“@a@&ﬁ Sl prokistes, salvatessefi sunhesalisopry arasinegs thereof.
. ) 1 t
suispePrAxsabl 8o 2R B Bl ERTEAL et s ot

solvagesanfisdgusadts i prociongy theienfareayelbkeompalithd aef For mul a
I-1f, or a pharmaceutically acceptable salt, solvate,
sol vate of such a salt or a prodrug thereof, in a

In addifish MBI dorblaaMM (I e MveRtGPMRAYNGE flfSQcE”_ ANBoBlindtlf with a
ot her cl asses of conpounds described in this

sulfopyitsiandh¢ present invention also includes a compound of the present invention in

combination with a cholesterol-lowering agent. The cholesterol-lowering agents referred to

in this application include but are not limited to inhibitors of HMG-CoA reductase (3-

hydroxy-3-methylglutaryl coenzyme A reductase). Suitably the HMG-CoA reductase

inhibitor is a statin for example rosuvastatin.

In the present application, the term ‘“‘cholesterol-lowering agent” also includes chemical
modifications of the HMG-CoA reductase inhibitors, such as esters, prodrugs and

metabolites, whether active or inactive.
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section or a pharmaceutically acceptable salt,
sol vate, solvate of such a salt or a prodrug thereof;

w0 poog/ogsaond unit dosage forny and c) contai nePCTBEQ85/000411
for containing said first and second dosage forns.
According to a further aspegg of the present invention
there is provided a kit conprising: a) a conpound of
Formula 1-1f, or a pharmaceutically acceptable salt,

t; RV - 3 0 o
e R oPPR i T8 gBT Sy H9ghFL  bopbination
withcaw tihdbifori of thef ilgab bilardcid crosspert fsystam (B AT dotiipoom)dThe present
. fromone qof ,the other .cl.asses of conpounds described . )
inventon, Aise 1o fae FORPUOLCRT, B, POPSeR SRUPHAE dfl(GogRamayion with a bile
acid dafRMY Rbhe salt, solvate, solvate of such a salt or a

prodrug thereof, in a second unit dosage form and c)
cont ai ner neans for containing said first and second

dosage forns.. Accordi ng to apother feature of the . )
AceiBES: o PR B0 GimaOF Hoe Tees<Bf 18 eBuRp abrig isrorovided
combifgtidrortféatedt - tdmp@¥ing tRO addBARHEARAl bY AL BRLADL Camount of a
salt, solvate, solvate of such a salt or a prodrug

compqmerft the dioamuylael-Bs ot h@hamppseutiontho aentptabies sali, setvaten solvate of

t.hi ' [ t r.. a pharnmaceutically..
son 148 GO O34 R 8 Ul B RE S SRy ocopvl
diluemt odeargjet, Indthethd simultahdisRQuUEAGEIWT&epdrar JdREhBEHEHM one or more
use in the treatnent of netabolic syndrone or type

far
. OfthQQﬂ}%Egégené%qucf@f§§§bci ated conplications in a

a CEW® BhALQ ﬁgstal}}aggﬁer{,ﬁ%;ﬁw}i RidIR}. According to another

feature of the invention there 15 provided the use of

a chodesternbahsnrptioh antagodistr mul a | -1f, or a pharmaceutically
eptabl e salt, solvate, .solvate of such a salt or a

aMﬁﬁwﬁw&om&rg@ T Pé%%‘ngﬁ‘glbdtpr;t he ot her conpounds
a nicOBHe abideRriv At v iR RIENING tl1eRs SHET dMbin&orfproducts;

pharmaceutically acceptable salt, solvate, 'sol vate of
a phygosterohcaapaundr; a prodrug thereof, inthe manufacture of
probﬁco’i‘e‘ji cament for use in the treatnment of .

yperlipi daem c conditions in a warm bl ooded ani mal ,

an afticibesity BMpodd; Ofcli X@niple rfiviak NP aspgak) ohdt BButramine (GB
2184?][ esent_invention there is provided a conbination

LatHEHP 4eB2P8i ng the administration of an

' f Qun or d-1f, or
o ok, Tkl - SOPRNTS Syl LAl et caco
inhibgbr dorc bxanslallisimmprib apd adiniygil; her eodiotedsini Bn@tdptor antagonist, an

together with har maceuti cal |y acceptabl e dil| uent or
ancr S5 [t PR BG eSSl Y, Geceptable o) L UEnt, O campe
metopfHBIN A I AiPRolOf sBedindd,’ §CId%8d 2aPU Db aff€nergic blocker, an

andrenergic stimulant, calcium channe] blocker for example felodipine, an AT-1 receptor

blocker for example candesartan and candesartan cilexetil, a saluretic, a diuretic or a
vasodilator;

a CB1 antagonist or inverse agonist, for example rimonabant;

another melanin concentrating hormone (MCH) antagonist;

a PDK inhibitor; or

modulators of nuclear receptors for example LXR, FXR, RXR, and RORalpha;

an SSRI;

a serotonin antagonist;
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of the other conpounds described in this conbination
section, or a pharmaceutically acceptable salt,

W@ i03a91830 sol vate of such a salt or a prodrug P¢ESEW®HF000411
optionally together with a pharmaceutically acceptable
diluent or carrier to a war® bl ooded ani mal, such as
man in need of such therapeutic treatnent. '

Experi nental section The invention will now be

or a GRSGHdcEeEtallR abEpebIEEA, |soWhﬁehsélbﬁtefé¥| éu@lﬂ‘"a"‘&lt%&ad‘mo%?ug thereof,

that are not to be construed as limting t
optiqnallgnfogether wifbr e \nhathanesticadly acpeptabie Ah]@lelatc et yarBur to a warm-

eloofdp sk Rl samie s T P B Rs SREmERE or tmot hanc.

DI PEA di -isopropyl ethyl am ne DVA di net hyl acetam de
DMVF iV, i V-di met hyl f ormani de DTT dithiothreitol EDCHC
Thergfoge mmngld(iglogp Hye Hithe pm@pyppcﬁxe}g@dﬁ proviided a method for the

T, edi ani traacetlca
eeat B B DS L B AR R BPRERT By Blobded animal
suchi asrmmatm @wvedEDbf mch?ﬁtﬁafﬂialtg#ma@&bﬁfpr@es firahesahgd & &0dYhimal an
azabenzotri azol -1 -

effecutv ARV RY P HOBHIOHRG O %é%)@app@ofrﬁ (98 GsPramecetical mageptable salt,
solvRTRILYRd 6f AR (£8 ﬂrg)irug thereof in simultaneous, sequential or separate

administration with an effective amount of a compound from one of the other classes of
compounds described in this combination section, or a pharmaceutically acceptable salt,

solvate, solvate of such a salt or a prodrug thereof.

Therefore in an additional feature of the invention, there is provided a method of treating
hyperlipidemic conditions in a warm-blooded animal, such as man, in need of such
treatment which comprises administering to said animal an effective amount of a
compound of Formula I-If, or a pharmaceutically acceptable salt, solvate, solvate of such a
salt or a prodrug thereof in simultaneous, sequential or separate administration with an
effective amount of a compound from one of the other classes of compounds described in
this combination section or a pharmaceutically acceptable salt, solvate, solvate of such a -

salt or a prodrug thereof.

According to a further aspect of the invention there is provided a pharmaceutical
composition which comprises a compound of Formula I-If, or a pharmaceutically
acceptable salt, solvate, solvate of such a salt or a prodrug thereof, and a compound from
one of the other classes of compounds described in this combination section or a
pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof, in

association with a pharmaceutically acceptable diluent or carrier.

According to a further aspect of the present invention there is provided a kit comprising a
compound of Formula I-If, or a pharmaceutically acceptable salt, solvate, solvate of such a

salt or a prodrug thereof, and a compound from one of the other classes of compounds
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HEPES N- 2- hydr oxyet hyl pi perazi ne-N -2-ethanesul fonic
acid HPLC high performance |iquid chromatography LC

wo p@aiogh3ahr omat ogr aphy MP- BH( QAc) 3 nacr opor ousP@DEE2983/000411
bound tri acet oxyborohydri de (avail able from Argonaut)

M5 mass spectroscopy Pol - BH3EN _
(pol ystyryl met hyl ) tri nmet hyl ammoni um cyanobor ohydri de
(loading 4.1-4.3 mmol BH3CN g) Pol - CHO

desciibB@ REHhisoxiva#dh dekidCorROinsh¥deBRelly 2845 181e%afk Ss WML, solvate
C}{Jgg SELECTFLUOR(t m) Reagent:

of sychetfialiop perdsyng thefdafior o- | , 4- di azoni abi cycl o[ 2. 2. 2] oct a
n bis(tetrafluoroborate) TBTUN, N, N , N
-tetranet hyl - O (benzotriazol -1-yl)uroni um

Accb@lidgab lauof Ak Fdce ofl 8 préseft iNYEABnNBerd K brovided a kit comprisine:
tri fg?uoroacetig&gci d H{F t et r ahydr of urﬁgh TLC thin P &

a) a|caipppurchploReryge dghyorvEitimesdusicallt adcaptabid yalt,Isahate, solvate of

Tr | I thyl anj nopet hang Tween
Sump%@oox%’?%ﬁéﬁ{gﬁr%‘iatfgrﬁ WERGTAE WY tert ri . room
b) atcenipeural fioe @@tof thabthentRskebbf b6APEUNIS dBEOFLSnNGlse&dcfhbination
doubl et dd doubl et of doubl ets
section or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug
thereof; in a second unit dosage form; and

¢) container means for containing said first and second dosage forms.

According to a further aspect of the present invention there is provided a kit comprising:

a) a compound of Formula I-If, or a pharmaceutically acceptable salt, solvate, solvate of
such a salt or a prodrug thereof, together with a pharmaceutically acceptable diluent or
carrier, in a first unit dosage form; v

b) a compound from one of the other classes of compounds described in this combination
section or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug
thereof, in a second unit dosage form; and ‘

¢) container means for containing said first and second dosage forms.

According to another feature of the invention there is provided the use of a compound of
the Formula I-If, or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a
prodrug thereof, and one of the other compounds described in this combination section, or
a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof, in
the manufacture of a medicament for use in the treatment of metabolic syndrome or type 2

diabetes and its associated complications in a warm-blooded animal, such as man.

According to another feature of the invention there is provided the use of a compound of
the Formula I-If, or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a
prodrug thereof, and one of the other compounds described in this combination section, or

a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof, in
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mnmultiplet q quartet s singlet t triplet General

Experi nental Procedures Flash colum chromat ography
werpboyss VERCK normal phase silica gel 60 A (BOFSE085/000411

mm) or a Biotage Horizon Pioneer(r) HPFC system

equi pped wi th FLASH 12+M or4fLASH 25+M or 40+M silica

cartriclges. Mass spectra were recorded on a Waters

M cromass ZQ singl e quadrupol e equi pped with a

| terf > I

e FRRTRA R o281 3, LSRR RS ASEL PR Bhcons
a wagmaltloeded apimg, suchhasand@ynkot ek UVD 170S WV- Vi s

detector. Colum: Chronolith Performance RP-1 8e, 4.6

X 100 mm_Mbbile phase A: Acetonitrile, HVTobile phase

% F

sl W TERGAhec o oS et e 14 R HELY D qmbinio
treatpeent Qomgdsmg the sdminiptrajpar aft av effEAVE, alﬁhunndﬁla d:dfnﬁﬂmd of the

Fon Y, SR SRS SR D 2 oo

prod&ﬂéa’fhgl‘r;ﬁe)gq{pti%ﬂalgy ﬁcrﬁtgﬁnxgeg ﬁﬁ%p%né@%gﬁﬂ}l &é%ta%% 8FdrP By carrier,

Wlthdlw siftiltapeousnseguerinl op seppeata bdminisHRLON OSIalnmiﬂBLUVet_@mSAnt of one

of i oBRE Ly eBhox, Br bk i G tors SRR ) b afnaceuticaly

acceplablnsalt el vdnt, @opzlalfel &1l suat h edlt &ﬁﬁpx@@ﬂ% tH8deBE, cﬁptféﬂ%/g fogether with
Fraction _Lynx system equi pped wth ELS and

a pherapaseyticaly asrepiiblodiducngosearier te m warpbpofgd apimaginsucirise man in
drg;%& " 5A) CH3CN and B: 5% CF 3CN + 95%

fee 0,1 hl;lﬁlqk&%% ‘t?aﬁ 8 gradl ent from 100% B to 100% A in
10 mi nutes at 25 noL/mn flowrate. 1H NVR and 13C NWMR

Exod ectra were obtained at 298 K on a Varian Unity Pl us
—%ﬁ@%——@ﬂea a Varian Inova 500 MHz or a Varian Unity
The Fﬂdéﬁtl@rpgfﬂmwoﬁe ées@ﬁH In lﬁxﬁ%?%}ggﬂh'\fh@ f@flo&/ﬁ{# 3{1&116)‘13%31 that are

Gem ni 2000 3 . em cal ts are give
not tajbe lgonstmied af hHmmng@sum\watlorpeak as internal standard:
CDA 3 dH 7.26, dc 77.2; MeCOHJ 4 dH 3.31, dc 49.0;

Abbreviations

aq. aqueous

Ac acetyl

Bu butyl

tBoc tert-butyloxycarbonyl

Cbz benzyloxycarbonyl

CHO Chinese hamster ovary (cells)
DCM dichloromethane

DIPEA di-isopropyl ethyl amine

DMA dimethyl acetamide

DMF N,N-dimethylformamide

DTIT dithiothreitol

EDC.HC1 1-ethyl-3-(3-dimethylaminopropyl)carbodiimide hydrochloride
EDTA ethylenediamine tetraacetic acid

ELS evaporative light scattering
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5 DVMO-J 6 dH 2.50; dc 39.5 ppm M crowave heati ng was
perfornmed using single node heating in a Smth Creator

wo e@soMssconal Chemi stry, Uppsal a, Sweden. Q QPETSEAD5/000411
nanmes (I UPAC) were generated using the software ACD
Narme version 6.00. Nanes/rejerence nunbers of starting
materials (CAS no), either commercially avail able or
prepared according to literature procedures. s

EST °- [ 4- (trlflugkafgb eyl ] - 2-fural dehyde,
306935- 95- 5; H®S‘lcg{ﬂbrophenyl) 2- fural dehyde,
Et 56300-69-7; tthyt - butyl pi peridin-4-yl carbamate,

73874-95-0; 3-am nopyrrolidine- 1-carboxylic acid
GDI%ert but y! egg%¥mm§§ 4i8BosP82t9; 3- (3- chl or ophenyl)

HATRY 0panoi ¢ acod%za%ﬁ%&n% Zicm R 28N3el mt%ga?ﬁsgg%h)uin 6

acrylic acid 4473-90- o; orfoacetic aci
3, 5-di f | uor ojrefilobro-#iokphadet- 0; 2- hydr oxybenzonitrile,

11-20-1 nol 9- 04-5;
:HEKS 6- d|-|soprg§@#bﬂg PUCE5W8Y§£%§ 3-i sopropyl phenol
HEP@@S 45-1; 4- Naf%?%ﬁfl&%%lr %érék%é Nep_dfpneddtohic acid

4- am no- benzonitrile
HPLE f or nyl - 2- fhurgillpbrf@nmme Hquid,cheorgRegraphy;

c 2 am no- 5- chj. §p§%#%3d|n31 5428-89-7;

4-pyridi n- 2- 127406- 56- 8;

MP-BH(@Ach or Ophﬁiﬂprrcilrsfpé[ﬁhéinbkﬁd& tri Bhdritie {Aailable from
(trlfluoronethoxy)BFenyl]-l H pyrrol e- 3-car aldehyde
439094- 17- 4, EQHM1 pyrrol -1- 5 yl)benzal dehyde,

129747-77-9; yl benzal dehyde, 85553-53- 3;
MS5 (2, 4- dlCh?be%%g%§P$%é fural dehyde, 56300-69-7;
Pol-BH(@Nbr onop h@]@Ws)yrylnH{m)tﬁmle&xy&inmambﬂ\l dahysteohydride

477850- 19- 4; trifl thvl) -1
H pyr azol - 9??{‘{1 %Eﬁ%% %é%a'ﬁg\yﬁﬁéﬁgﬁe y1)75202- 93- 4;
Pol-@fJ i ne, 62 i%ef}zyléxahgx%ﬁgmrﬁdd%tﬁeﬂe am ne,

50541-93-0; chloroa 74-04-9;
2- chloroan||ﬂn@thSQ6&nﬁmﬂzﬂa&@oroan|I|ne 108-42-9;

SEL%CE&%Q& gﬁ?g}ggntgﬁh@?gogge?%x@éaﬁw Sphinisronithisyalgl2 32 loctan

2, 5- d|nethOMMsémhgﬁ@ﬂﬂ%ghﬁfurancarboxaldehyde
50634- 05-4; 3-11 uor ophen 372-20- 3; 108-43-0;

TBTS8L hydr oxy- beN ZHnNt,rN1—letralﬁé’myBQ)-(bpnzotriazol 1-yDuronium
5- trlfluoronehjﬁ r|d|ne 2-yl am ne, 74784- 70- 6;
3- hydr oxypyr cdf 5” ¥800- 2: 3-chl or ot hi ophenol ,
TEA2037-31- 2; pheiflamia®8- 95- 2 rt-butyl
4- an1nop|per|d|ne I-carboxylate 87120-72-7;
TFA3. (tri fl uor omdlueenegytistasitbl |, 827- 99- 6;
4- et hoxyani 4-94-9;
THTS am no- 6- (t%#?ﬁﬁ%é%ﬁgthyl)pyrldlne 106877- 33- 2;

TLC3, 4- di f | uor oalrengér,chzofddo@3plyy 3- phenyl phenol ,
580-51-8; 2-chl oro-5- hYdroxypyr|d|ne

™S chloro(trimethyl)silane

Tris trishydroxymethylaminomethane
Tween polyoxyethylene sorbitan monolaurate
z tert

It. room temperature

sat. saturated

br broad

bs broad singlet
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41288-96-4; 3-chl orophenol, 108-43-0;
2- (4-chl or ophenoxy) - 2- net hyl propanoi ¢ acid, 882- 09-7;

W0 200503801  4- oxopi peri di ne-1-carboxyl ate, 790BOFSF2083/000411
chl oxo(trinmethyl)silane, 75- 77-4,
(3-chl orophenoxy) acetic aci4l 588-32-9; Sel ectfl uor
Reagent, 140681-55-6, chloroacetic acid, 79-11-8;
3-chl orophenol, 108-43-0; 3,4-difluoro-jphenol,

d 2713-33-9; enklbutyl azetidin-3-yl carbamate,

91188-13-5; 4-(trifluoronethylsulfonyl)aniline,

dd  473-27-8; 2doublptafiderblebenzol |, 3] di oxol - 5-yI ani ne,

1544-85-0 P @%gglon of Intermedi ates Exanmpl e A

2- (3-chl or opnenoxy) -i V- pi peridin-4-yl acetam de i)

q i V-(I-benzyhpimpgri di n-4-yl)-2-chl oroacet am de
Chl oroacetyl chloride (1.68 nL, 21.1 nmol) was added

8 dropwi se tosi#gtirred sol ution of 1-

t benzylplperhﬁial4 amne (3.65 g, 19.2 mmol) in DCM (65
m.). The m xture was stirred for 2 h at it. whereafter
addi tional DCM (100 nlL) was added. The organi c phase

washed th NaHCO3 (3 x 100 nL, aq., sat.), dried

Gene%i’ g FrgcediHgent rated to give 4.43 g (86% of

F t sy Oﬂmt

fash rrcgtgl éél? tzglzlhl“:(‘)vvas ‘133 |I?1h§1to ednext st e‘g"r%%k Kot nga{ ﬁel 60 A (40-63

Hm) puri Biotzgei HorizdHPNRe{@NEPFE kydieB. dduippdd FithlFEASH 12+4M or

- 35 5 4.00 (s, 2 3.53 (m |
FLAS& ?2%2&; o q:?lcaz p&rtn@(ggsg 1\/{2?5@ spegtra (INegg r?mrdgi—pn a Waters
Mi oilna%glz
. bef]s?xy%ﬁ pi per [ %?lg%ggﬁ%é%%?%] QM)%GP gg (Cezrllu xy%szlalséee alna rospray.
Hﬁmﬁ@@(Eﬁﬂﬂ§§|un1t rt-butoxide (2.24 g, 19.0 nmol) was

added portionw‘ise to a solution of 3- chloropheno
(2.33 g, 18.1 mol) in THF (75 nL) and the m xture was

I-IPL@tahﬁlgéﬁé %rer berfortdd of &l @%ﬁké@k%k%‘tﬁgné d%l?z%cgér@g&lmp with a

er|d|n 4-y chl oroace
Gynk%k Wmdi Gk \ib@cﬁon ﬂqﬁ:umaocm;mm ]%aﬂﬁbetdamheommme 46 x

100 By 3ot bigke B8 oRRiRe. AU ot B Bl R Belagh Fiovg: 3 mimin,
Injectibn &old: ROWASD@EERA: {gszl, bﬁ&@ds%f urther stirring at
rt. for 1 h. Water (50 nL) was added and the m xture

was concentr at ed. The aqueous reS|due mas extracted

poris e i 5 T b TP I s

SPD-Mas UV-vis. detector equipped with a Waters X- terra® Prep MS C;3 Column, 250

mm x 50 mm (10 um) or on a Waters Prep LC 2000 with UV-detection, equipped with a
Kromasil 10 um C8 250 mm x 20 mm column, or on a semi preparative HPLC, Shimadzu
LC-8A, Shimadzu SPD-10A UV-vis.-detector equipped with a Waters Symmetry® 100

mm x 19 mm C18 5 um column.

Automated HPLC purification was dones using a Waters Fraction Lynx system equipped
with UV, ELS and MS detection and an Ace C8 Su 10 cm x 21,2 id column. The mobile
phase was A: 95% CH;CN and B: 5% CFH;CN +95% 0,1 M NH4OAc with a gradient from
100% B to 100% A in 10 minutes at 25 mL/min flow rate.
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concentrated and the residue was purified on silica

gel eluted with DCM MeOH (98:2) to give 5.15 g (87%
w@booskeo3sd t | e conpound as a off-white solid. 1PCTMIR005/000411

(DMSO-d<j) d 7.96 (br d, IH), 7.22-7.35 (m 6H),

6.99-7.04 (m 2H), 6.93 (m44H), 4.49 (s, 2H), 3.63

(m IH), 3.44 (s, 2H), 2.74 (m 2H), 1.99 (m 2H),

1.68 (m 2H), 1.43-1.55 (m 2H). M5 (ESI) 360 (M +

'"H NMR ahd P MSIS‘&&Q RREOSBANEN at 298 orr a Vaflan fmtly Plus 400 mHz,
peri di n-4-ylacetam de 1-Chl oroet chloro mat e
ora(\/pgn

e Inpva 540 Hitrot 3 Masien Abhity Pleo6G) Miﬁlzmrlacﬂruhér Avance 300 MHz

or \}\l-r\%P )k§ nz: é%)ﬁﬁ ingpm#mg}}eérgg%l afhift areqgiyeny in ppny withothp solvent
residudl Qéﬂchisofn%hﬂaﬁﬁlcfa?@ (@]bbba&fj 7t2|3e 5@7’5“2“ rl\@e@‘ﬁsd4h§ﬂa§ %?, dc 49.0;

at reflux for . The reaction m xure
DM 80+ 8a0r, 6@I3aﬁdnpmet hanol (70 nL) was added and heated
to reflux for 17 h (over night). The reaction mxture

was concentrated and the resi due was di ssolved in HC
icidiwlavd Sdacty i) i i Wi, t
MCI%W%E :Prxgz)l Yﬂér%gg\%ﬁégg%@ glﬁla em%g nﬁ)‘)él% g@gﬁrgl_zidm a. %ﬁ?eétor from
PersotzeDdhemestyx Uppstlgweideln Et OAc (2 x 150 nl). The
conbi ned organi ¢ phases were concentrated and the

residue was purified on silica gel eluted with first

CherRfeM M6 (f9PAL) Hakd g&e@&t&yusl}}%hk/%%&)% :RODFRMB ivglis%o 6.00.

1%TEA and flnaIIy Wi th cont al ni ng
to give 2.25 g (73% of the title conmpound. 1H

N@Nygﬁérgﬁ%%u(mnl%ersz Sta%l %éna(t%:aals F&&S 114)? f@t&fl’scon%?g‘;{maély@gaﬂable or

prepfret] a¢ddyding tOBtetdfirePrceddreds (M 2H), 1.62 (m 2H),
1.24-1.39 (m 2H). M5 (ESI) 269 (M+ H+). Using the
nmet hod descri bed |n Exarrpl e A the conpounds of

5-[4]%@?@}0 et %déﬁ})gﬁ” BRI BN 8 LIAM gichiorophenyl)-2-

benzy p orodcet a

furaldgpdepriasoe- ﬁ@hknakﬁ—buﬁxalﬁ)[bdﬂdﬁl 4 ylcarbamate 73874-95-0; 3-amino-
acet anmi deThe crude

pyoriin EE RO et ol Ster, isbgeh-1 53 chirsptens Bpropanoic
s ARG Bl bkt BB LB S RLfi 7
11-8;TBA-difloonpphenal ha7 13 $4-6; CamypborybenzronB4its, \Glak20- Itw:)qumolin—S—ol,
2130 E8) 7 MBS COBELTE, MMy SO s, o
aminobenzotrifluoride, 455-14-1; 4-amino-benzonitrile, 873-74-5; 5-formyl-2-furylboronic
acid, 27329-70-0; 2-amino-5-chloropyrimidine, 5428-89-7; 4-pyridin-2-ylbenzaldehyde,
127406-56-8; 5-(4-chlorophenyl)-2-furaldehyde, 34035-03-5; 1-[4-
(trifluoromethoxy)phenyl]-1H-pyrrole-3-carbaldehyde, — 439094-17-4;  3-(1H-pyrrol-1-
ylDbenzaldehyde, 129747-77-9; 3-pyridin-2-ylbenzaldehyde, 85553-53-3; 5-(2,4-
dichlorophenyl)-2-furaldehyde, 56300-69-7, 1-(4-bromophenyl)-1H-pyrrole-3-
carbaldehyde, 477850-19-4; 5-[1-methyl-5-(trifluoromethyl)-1H-pyrazol-3-yl]thiophene-2-
carbaldehyde, 175202-93-4; aniline, 62-53-3; 1-benzylpiperidin-4-amine, 50541-93-0;
chloroacetyl chloride, 74-04-9; 2-chloroaniline, 95-51-2; 3-chloroaniline, 108-42-9; 1-
chloroethyl chloroformate, 50893-53-3; 2-chlorophenol, 95-57-8; 3-chlorophenol, 108-43-
0; 2,5—dimethoxy-S—tetrahydrofurancarboxaldehyde, 50634-05-4; 3-fluorophenol, 372-20-
3; 108-43-0; 3-hydroxy-benzonitrile, 873-62-1; S5-trifluoromethyl-pyridine-2-ylamine,
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s 7.33 (br d, IH), 7.13-7.25 (m 2H), 6.49 (d br, IH),
6.34* (d br, IH, 4.49 (s, 2H, 4.01 (m IH, 3.89*

W@ 2005099330 3. 12-3. 25 (m 3H), 2.85-2.95* (m 2HyCT/SE2005/000411
2.70-2.82 (m 2H), 2.06-2.16* (m 2H), 1.88-2.03 (m
2H),1.42-1.58 (m 2H). 13G4HNVR (CDA 3, conformer
m xture, * denotes m nor conforner peaks) d 166. 4,

157.3, 130.9, 126.1, 119.6, 119.5*, 118.4, 118. 3*,

7478417'1036 83- h%ér&ggﬁdlﬁe, 1@3?@ > f&sl&ogciﬁx f}ol é%éh 3P 23%h§nol 108-

260. 2
95-2; zz;nfbutyll %om;ﬂpqrmdy)e—l hhqbopydnted%?i% Mhde(tmﬁtdﬁomeﬂ’xb&y)phenol

O T R NN A

3,4—d1télg(_5ﬁ2)§lhdhlol‘ 927]1%1% (@%h)anﬁgﬁieﬂ‘o'l nedd.y1-w BhnBEM.- Mh?droxypyndme

containing 1 , to give the ti

41288%1@&1@@1%0@611@% BG40 Zﬁﬂelhﬂarqphmom)épm)ethﬁplrdﬂvmlc acid, 882-

09-7; I(t%?gut% L@o{oﬁf -g—Hér!}) W]Zl?el’ 3989%63% fmogngﬁndhggyl;mgne 75-

2 1: 4
77-4; ((B clﬁbﬁoghénc& zfcgﬁé:mﬁ%d d5§f§g%ﬁg1 3@1)30&1@16()14 Rleaﬁént ml406)81 -55-6,

chlorog%w@c@d 79418; 13101}191)09 argd, H&48-03 édnf@ommhemmb 2313 33-9; tert-

butyl %%?12%7-%— lsp‘qu\z}é{'a 422&?518%%?—% %‘@}inil{lpﬁ_o)n_le 5] nglajmlhne, 4273-27-8;

2,2-diRudrd-behk il Sdioxdxs ytantihqilgedigdin- 4- yl acet anmi de The
crude product was purified on silica gel eluted with
first DCMI\/E(]—I (9:1) followed by DCM MeOH ( 8: 2)

at aj i to give the title conpound in 24%
Prepaf S0 Mirfighnieidtel steps): 1H NVR (CDQ3) d 7.37-7.39

(mIH) 7.20-7.26 (m | H), 695700(m(2H)H)
87-6. 89 IH, 4.52 (s, 2H), 4.09 (m IH),
ExamB‘eztAo 3. 60 <(3m(m3H)H)3 03 (m( 2H)H)2.20 (m 2H), 1.92-

> C-Ronp 2y pigE bR YR 3770 o 40, 28, 6. v

(ESI) 269.2 (M+ I—H) . Exanple E

i) N-(1-benzylpiperidin-4-yl)-2-chloroacetamide

Chloroacetyl chloride (1.68 mL, 21.1 mmol) was added dropwise to a stirred solution of 1-
benzylpiperidin-4-amine (3.65 g, 19.2 mmol) in DCM (65 mL). The mixture was stirred
for 2 h at rt. whereafter additional DCM (100 mL) was added. "The organic phase was
washed with NaHCOs3 (3 x 100 mL, aq., sat.), dried over MgSO4 amnd concentrated to give
4.43 g (86%) of the title compound as an off-white solid. This material was used in the
next step without further purification.
'H NMR (DMSO-ds) & 8.11 (br d, 1 H), 7.20-7.35 (m, SH), 4.00 (s, 2H), 3.53 (m, 1H),
3.44 (s, 2H), 2.73 (m, 2H), 2.00, (m, 2H), 1.69 (m, 2H), 1.34-1.48 (m, 2H). MS (ESI) 267
M + HY.

ii) N-(1-benzylpiperidin-4-yl)-2-(3-chlorophenoxy)acetamide
Potassium zerz-butoxide (2.24 g, 19.0 mmol) was added portionwsise to a solution of 3-
chlorophenol (2.33 g, 18.1 mmol) in THF (75 mL) and the mixture was stirred at rt. until a
clear solution was obtained. N-(1-benzylpiperidin-4-yl)-2-chloroacetamide (4.39 g, 16.5

mmol) dissolved in THF (50 mL) was added dropwise over 10 muinutes and the mixture
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N- pi peridi n-4-yl -2-(pyridin-3-yloxy)acetam de i)
tert-butgl
wa2qo§oi3sr oacet yl ) am no] pi peri di ne-| - car boxy| ap@I/8E£2005/000411
m xture of tert-bntyl 4-am nopiperidine-|-carboxyl ate
(5.0 g, 25 mmol) and chl oroggetyl chloride (3.1 g,
27.5 mol) in DCM (50 nL) was stirred at rt. under N2
at nrosphere until TLC indicated that starting naterial
s R et Ao IR) FOhR RS B2 g D v
added dpbwwtcelly furthet berringl af e forvials. Weten (F0mLY Inens raddédare] thasnixture

o B DA SR
o 2, Pyl 0 L
concentkdd and fhe residiiwps purified on silica gel eluted with DCM:MeOH (98:2) to
eive et BYFASETEfiRt SR bR PR 01 "ol ) “was

'H mmq:gfgblii{goggﬁzgl(g%é er‘ﬁr) &f 113y, YR oXY RYY i68H)N6.96 1 OB G %%9}6?93 (m,

and the m xture was stirr
1H), 4049 @0 2Hh).ni62 $mt 819~ 3.Bdit(s;12H), 2.74 (m, 2H), 1.99 (m, 2H), 1.68 (m, 2H),

- hl e 1 NQ] pi.peridine-I-carboxylate (2.0
143'3§§7&§2m®$&2ﬁ?—@ @gd'pfﬁﬁ) was added dropw se over 5
m nutes and the m xture was stirred at rt. until LG M
i ndi cated that starti ng mat eri al was consuned. The

mi $i) 3r(@-chieropberexy) Npieeridio-d Hacetamidiue was di ssol ved

i | d, with Et OA
Lot (AR Tla@1d B0 S BRGEN L Qaflhor o
benzylpiperidin-#§1)B0-ohibrophen@d)ddaddl 4. ard 1 tanasol)iatdedhloroethane

The residue was purified on silica gel eluted with
(70 pothe gnixiure ovag higated ot gpflua ofgr ~ brh.t ke treeqtion mixure was

conc%@%&i;é}gism ma%?() ?@ 4§Ls( %}(ﬁ&?ﬂ@%g%ég Q%e:fﬁ{%o’r lz.h5(£ver night).

The feacti@HnjxtdrehMBas3cddberftmteBid the .r8dduenwa Hssolde®h HAI diluted with

watez%wqp) _ ﬁ?ncf gx’tra%@d’ w1;!tT1 ]5-3%_01(23)9 7% rrrlllL).Z'ﬁlé acg/lﬁeo(usESplh%seSV\S/g I’E’l%e basic

with IMPINRRIHL Gh & eftr¥dted Wil BIGK O (B x Y501 R CRIAE8:HBInd® ofbanic phases
solution of tert-bxxtyl

were£ofipgniipterddingd-tise yasop )veasqtuyifipd wn sdjcpi gekelutidneith ficsa THOMyMeOH

late 0 _ L) in .DCM ) dded _
o1 Bipbd 1P AFIBITTRS sl B {2 il 5 Begvcon
(7:3)icofiabBt L UITRA, 15ledvd 2.08 ¢RI BY bfethe WAE c6@PowiEd. The
1 reaction m xture was
H NMR (DMSO-ds) 8 7.97 (br d, 1H), 7.31 (t, 1H), 7.02-7.05 (m, 2H), 6.92 (dd, 1H), 4.49
(s, 2H), 3.66 (m, 1H), 2.90 (m, 2H), 2.46 (m, 2H), 1.62 (m, 2H), 1.24-1.39 (m, 2H).

MS (ESI) 269 (M -+ H*).

Using the method described in Example A, the compounds of Examples B and D were
similarly prepared from N-(1-benzylpiperidin-4-yl)-2-chloroacetamide and the appropriate

phenols:

Example B
2-(3-cyanophenoxy)-N-piperidin-4-ylacetamide
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concentrated and the residue was di ssolved in EtQAc
(200 nL) and washed with M NaOH (2x 50 nlL) and brine

W@ 2@s51000830 Aft er drying (Na2SO4) the organi c pheGESE®S5/000411
evaporated to dryness. The aqueous phase was extracted
with DCM (3x 80 nL) and the4zonbi ned organi c phases
were washed with brine, dried (Na2SO4) and evapor at ed.
The conbined residues were dissolved in DCM filtered

The 2R[c8YSRRE a8
o g rTRE D QS RSV HADORIELIER, oo

by DEOVIAde @ &802)g10m@a1mng6 ‘%gTEGB«%d Bhallyheith DCM:Me@pb(7ri) castaining
1% T8 oo S F SRR T YR RO Th MR (VoD 0

OB, (hfornt bt chhs Sl (il pelihh 43%, 11,
7.33Zb6@, 1(H), 728)7.23 (BH)np.42H) br,11IBR 6 Bdi* (2 Hy,. 1H)3C.48NR 2H), 4.01 (m,
16D, 6485 o A4, 848528 . D). mpasi § om0 U, B p 2 16

(m, gm)e 1reethosi Hesgy i hed. ggn(nﬁ&@gpl e E, the conpounds of

13 Exanples F and G were sinilarly prepared from
C NMR (@D conformer mixture, * denotes minor conformer peaks) § 166.4, 157.3,

130. ?hLécngﬁgpfi‘C]j@e%k) ATk APLP8 BE X 8% 6, D090 46F 464, 450,

32,5136 pk peridin-4-yl-2-[3-(trifluoromethoxy)phenoxy] acet a
m de Overal |eId (two steps) 56% 1U NWVR (MeOD-J 4)
MS &S) 2.7 (M4+ 6.86-7.03 (m 3H), 4.54 (s, 2H),
3.81-3.95 (m IH) 301313(m 2H), 2.60-2.73 (m
2H), 1.78-1.92 (m 2H), 1.40-1.57 (m 2H). 13C NW\R
Examyﬁ(l}J 4) d 169.7, 160.4, 151.4, 131.8, 121.9 (q, /
55 Hz), 114,09, 1144 1094 684 48. 0, 45.8, 32.09.
2- (31t730(ﬂ!!1*3n031)9lepwdm=ﬂylacemﬁlp| e G

The érugg g’&ﬁ%‘% /O{V\i(hﬁkﬁ/ﬁéd( %‘é g%é% élelgéig{eg %1&?%‘? [[%M%’Shd@(lt) Wilowed
by IJCRBMEOBY (911) cdibainidg 4% (NH; Z(Ia% ) @hd8 1&11811)9 GmtﬂnD(mbi)MeOH (8:2)
contgpb?é_l% &%j(f%)j%gbﬁl[veghggﬂé%l md %/E%ﬁ_o er:gl Xl?bi (gwo steps).

11 NIR- @D A30s §:271ER - B), 58-B64 6], §H),467.419(br4§, 81), 3%5%s, 20), 3.97
(m, 1H), 3.07 (m, 2H), 2.71 (m, 2H), 1.95 (m, 2H), 1.76 (m, 4H), 1.44-1.31 (m, 2H). 1*C
NMR (CDCls) § 166.9, 163.7 (d, J = 247 Hz), 158.4 (d, J = 11 Hz), 130.8 (d, J = 10 Hz),
110.3, 109.2 (d, J =21 Hz), 102.9 (d, J = 26 Hz), 67.6, 46.7, 45.4, 33.3.

MS (ESI) 253.3 (M + H").

Example D

2-(2-chlorophenoxy)-N-piperidin-4-ylacetamide

The crude product was purified on silica gel eluted with first DCM:MeOH (9:1) followed
by DCM:MeOH (8:2) containing 1% TEA to give the title compound in 24% overall yield
(two steps):

'H NMR (CDCl3) § 7.37-7.39 (m, 1H), 7.20-7.26 (m, 1H), 6.95-7.00 (m, 2H), 6.87-6.89
(m, 1H), 4.52 (s, 2H), 4.09 (m, 1H), 3.40-3.60 (m, 3H), 3.03 (m, 2H), 2.20 (m, 2H), 1.92-
2.0 (m, 2H). ‘

*C NMR (CDCL) § 167.5, 152.8, 130.6, 128.3, 123.3, 123.2, 114.4, 68.3, 44.3, 43.0, 28.6.
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MS (ESI) 235.3 (M+ H+) . Exanple H
1-[4-(trifluoromethyl)phenyl]-Ii
WO popsoi3ae 3- car bal dehyde To a sol ution of PCT/SE2005/000411
, b- di met hoxy- 3-t et rahydr of urancar boxal dehyde (8.0 g,
49.9 mmol ) in acetic acid (4820 nL) was added
4- am nobenzotrifluoride (8.05 g, 49.9 mmol) and the
.mxture was heated at reflux under an atnosphere of

MS (BSTy269en(MrtHET). HPLC i ndicated that starting nateri al
was consuned. The reaction m xture was concentrated
and the residue was dissolved in EtOAc (500n) and

d wwth 2M NaOH (aq) (100 nlL) and brine. The
Exagé Igﬁi c phase was dried (Na SO4) and then evaporat ed

N-piparidinymylsz-.(pﬁiﬁmnnaﬂoekyﬁcmlﬂgri fied on Si2 el uted
with DCM inally DCM MeOH (98:2) to give 8.56 ¢
( 7‘%W—Bf‘tﬁHd(‘thlen%cwl%wwﬂpwmmmarbmtpur ity).
IH NVR (CDC3) d 9.87 (s, IH), 7.76 (m 2H), 7.72 (m
A mixtre ofzegsputyhd-ppinopiper n@ﬁrcaﬂb{)xylzﬁe 840 g5 hhl)ol) ﬂlﬁﬂ:HNMBacetyl

chlon%lg?gi % f‘].#%?noi) ﬂz)éél\/i &%)1 %"?‘) %?%%grf%a _at gts ugggz I)quz)tmosphere until

TLC #?Rcated ﬂ:ﬁﬂstirt1nglﬁat5nall\@as(c§ﬁk\)m&ff@2 § Mzﬁlgé(;%}gldﬁeﬁéﬂcﬂluted with
e

he met hgd descri bed_in Exanp
1\4[@(1‘.9.&( |w1thJsat g NaH@OmThgﬁgga@q,\]@y@r wansdparateg and the solvent
o R g e P iy R ot sive
6g(85ﬂ@rco?plna tifleeccanmrvatli ¢ ani ne: Exan'pl e | |-phenyl-I

-3 272 (M + Ht

'H N@gﬁ;,ﬁgﬁﬁ%% 5] dehy%%@?,/c}s; oo 5185,75.79%5.96 (on) 31, 1.82-2.0 (m,
bal dehydelH NVR (DVBO-J 6) d 9.78 (s,
2, qurﬁ%‘sﬁmr . 768774 (m IH, 7.50-7.60 (m

MS(E$D,277(M7+Hﬁ) 6.66 (m IH. Ms (ESI) 206.2 (M+
Ht) . 5 Exarrple K

ii) tert-butyl 4-{[(pyridin-3-yloxy)acetyllamino}piperidine-1-carboxylate

Potassium tert-butoxide (1.14 g, 10.1 mmol) was added to a solution of 3-hydroxypyridine
(1.03 g, 10.8 mmol) in THF (50 mL) and the mixture was stirred at rt for 20 minutes. fert-
Butyl 4-[(chloroacetyl)amino]piperidine-1-carboxylate (2.0 g, 7.2 mmol) in THF (20 mL)
was added dropwise over 5 minutes and the mixture was stirred at rt. until LC-MS
indicated that starting material was consumed. The mixture was concentrated and the
residue was dissolved in H,O (100 mL) and subsequently extracted with BtOAc (3x 70
mL). The combined organic phases were washed with brine (60 mL), dried (Na,SO,) and
concentrated. The residue was purified on silica gel eluted with DCM:MeOH (9:1) to give
1.01 g (42%) of the title compound.

'H NMR (CDCl3) & 8.41-8.24 (m, 2H), 7.32-7.18 (m, 2H), 6.43 (br d, J = 7.5 Hz, 1H), 4.52
(s, 2H), 4.18-3.95 (m, 3H), 2.87 (m, 2H), 1.93 (m, 2H), 1.45 (s, 9H), 1.50-1.30 (m, 2H).
MS (ESI) 336 (M + H".
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| - (3-chl orophenyl)-1//-pyrrol e-3-carbal dehyde 1H NWMR
(CDhA3) d 9.85 (s, IH), 7.65 (m IH, 7.45-7.36 (m

WQ@R05/070336- 7. 28 (m 2H), 7.07 (m IH), 6.80 (npCT/6§2005/000411
13C NWR (CDOI 3) d 185.5, 140.6, 135.7, 131.1, 128.6,

127.5, 127.0, 122.3, 121.5, 4919.3, o 110.1. MS (ESI)
206 (M + H+) . Exanple L | -[5-(tr ifl uor onethyl)pyr
idin-2-yl]-1 Hr- yrrolescarbaldehydes I\/IS(ESI) 241

Miifl) Nepiperifadayl-2-Wytidid3 XoepAae
I(—l-pyr}r‘zll)g 3- caﬁ%al dyzylde (ESI') 202 (M + H) . 0

I 1 1 -
o Exaioy Mg O S Ml e ot

(1.0119) ; % Ogmael)(is DGM)(30 &aIg)bWanddbd—l)F FA?(S?iﬁL]{ and ﬂhblkmxﬁlrg @as stirred at

1t. uﬁlg% L?:R/[le%lﬁl(%ateﬁ;gtgs?a% ér%at Eg?aﬁrf:él?léulgyd % rgactljéggnu?cture was
cone’bn(rateﬁozmﬂythe LerﬁMé rv@ds (!113@61\)&1)89&2,9{0}&& el %IL)% %&%@de")&’lth 1M

Nan—iLD(Zx 750_|_ 5‘11() na[nd| b;)me 65(33 @IQ)mAftelﬂ) drymgl@@zﬁm {heDaliganic dphase was

evaﬂo?% é'to %gyga és Tﬁ)éga@ég?u 6 &%g%ﬁgg‘{tj’ f@t-gfl %&g/b(i pg_)mL) and the

combfmednqiai® phade6-wdrk f\i/asﬂé@ lWiththndJ Wriedi MNa3S @) anld evaporated. The
- 3- car bal dehyde To a sol ution of

COmQP%a:j‘igl HfoXFLe3 d%Sé@lw%ya ek diltcsed 19adt Avapdrpigd. [The 2egidue was
p 20 60T | RS EY OB BB ERER 90101 g0 o

giveghdo6 g (65%) of the title compound as a sticky oil. The material was solidified by
treatment with DCM/Et,0 followed by evaporation. oo :
"H NMR (MeOD-d,) § 8.32 (d, J = 2.4 Hz, 1H), 8.18 (m, 1H), 7.50-7.35 (m, 2H), 4.61 (s,
2H), 3.89 (m, 1H), 3.09 (m, 2H), 2.69 (m, 2H), 1.88 (m, 2H), 1.52 (m, 2H).

BC NMR (MeOD-d,) § 169.4, 156.1, 143.2,138.9, 125.8, 123.5, 68.3, 47.9, 45.7, 32.7.
MS (ESI) 236 (M + H".

Using the method described in Example E, the compounds of Examples F and G were
similarly prepared from tert—butyl 4-[(chloroacetyl)amino]piperidine-1-carboxylate and the

appropriate phenols:

Example F

N-piperidin-4-yl-2-[3-(trifluoromethoxy)phenoxy]acetanﬁde

Overall yield (two steps) 56%.

"H NMR (MeOD-d) § 7.33-7.44 (m, 1H), 6.86-7.03 (m, 3H), 4.54 (s, 2H), 3.81-3.95 (m,
1H), 3.01-3.13 (m, 2H), 2.60-2.73 (m, 2H), 1.78-1.92 (m, 2H), 1.40-1.57 (m, 2H).

C NMR (MeOD-dy) & 169.7, 160.4, 151.4, 131.8, 121.9 (q, J = 255 Hz), 114.9, 1144,
109.4, 68.4, 48.0, 45.8, 32.9. MS (ESI) 319.2 (M + H™.

Example G
2-phenoxy-N-piperidin-4-ylacetamide
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the m xture was heated at 60C under an atnosphere of

nitrogen until HPLC indicated that the starting
wOorai0end@Bo was consuned. The reaction m xture WeSI/SE2005/000411

concentrated and the residue was purified on SiQ2

eluted with heptane: EtOAc (7D 30) and finally

hept ane: Et OAc (60:40). Relevant fractions were

conbi ned, concentrated, treated with Et20 and filtered

Overall giele(tdo4®pg) 450% of the title conpound. 1H NI\/R‘

.. (CDd 3 9.89 (s, IH), 8.88 (d, IH, 7.94 (m IH)),

Hfﬁh@é(m/l?@pﬂ -, 8 §.975.Q(my $H), 7723+7.3¢ e, RH), 4.68 &8 2 3.81-3.96 (m,
I 14

1) 317 0t 0 755300 noD. Tzl s (il 4458 55 Eheprny

13 NMR:@@OM}) 211612 }]39*2 21?6‘ 6H¥22 8, 11h%.5368 ¥Bef 5395 281 (M

e Q72 di fT°uor ophénoxy)
MS(E§I’)r26I543c(M+3-I+91 acet am de i)
3-(2-chl oro-acetyl am no)-pyrrolidine-I|-carboxylic acid
tert-butyl ester To a solution of
Exaﬁgﬂmmo pyrrolidine-I-carboxylic acid tert-butyl ester
, 26.3 mol) and triethylanmine (3.19 g, 31.5

1- Hnﬁ#ﬁﬂ)mrmng@wpbm L Hrpyrretéeddaxhabdehyidee chl or oacet yI

o SBEL% 253y IS o R R IRICE S b g

acetitnhdill (12 ML} ndk calded 4F MhinoB&fk‘éﬁ{fﬁio@lﬂeQB 05t &r 49 9%nmol) and the
material. The sol vent was renpoved and the resi due was

mixpléea%&e@téa at ﬁefbgwl(l@@@nm_lposm@ée of gisogen phasHPhgsindicated that

staﬂ%%sﬁg%ﬁ%ybrsf%ﬂg&gé%fﬁ% eg{i/tgc?) ﬁgg@w%&z?omcmtre@‘ & 'and the residue

was elisspbedtin djOe ((5091ﬁ1é$ sind Mhé@wlmlm/IVN@HL(ﬁq)‘ (1ed rﬁD) énd brine.
Si 2 .col um eI W|th DCM MeCH to give 2.
The (oggz%lc B asphvgast @Wéh%fi t}}qn)evaporated to dryness. T he resadue was

purified 81’1 5% 4elqteﬁl\$’i§1{ D'O(M%H@yl%ﬁ ?E@MJI\%‘GIENLS ?Z FJ %lvé §T5%e 72%) of

-carboxylic acid tertbut ester
the t3lejcatifdund (Hfhencd, HRLG putfy).5. 9 nmmol ) in THF (20 nL)

‘e R TSP G R (o 2 72 Gt ED ot an o T (m, 1),

6. 84C(ﬁ1 1@1&{1" nut es.

" | oro-acetyl am no) - pyrrolidine-|-carboxylic acid
C NMR {BDO)) SektSed, (18242 129.45q A7 #1861 Biz)] IRITOIF 2710(q1l)= #@%), 126.8,

e rea xture was heated at 400C
123% 4d ?ﬂg'@][ég 188@32%3 b@-id M5. The m xture was
MsS @dippeso- ¢@dl to roomtenperature, water (50 ni) was
added and the 'm xture was concentrated to ca 50 nL to

renove THF.
Using the method described in Example H, the compounds of Examples I, J, K, L, M, N,

and O were similarly prepared from 2,5-dimethoxy-3-tetrahydrofuran-carboxaldehyde and

the appropriate aromatic amine:

Example I
1-phenyl-1H-pyrrole-3-carbaldehyde
MS (ESI) 272 (M + H".

Example J
1-(2-chlorophenyl)-1H-pyrrole-3-carbaldehyde
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Water (50 nL) and Et QAc (50 nlL) was added and the

phases were separated. The aqueous phase was extracted
wawdokognsdmddi ti onal 2x 50 nL Et CAc. The conbi NRCI/SE2005/000411

organi ¢ phases were washed with I M NaOH (50 niL), brine

and finally dried over Na2S@. Evaporation of the

sol vent gave a dark residue that was purified on a

Si2 colum eluting with DCM MeOH 97:3 to give 1.16 g

IHrﬁ]@?é’DMfd- bk &s C 'dﬁoii.) 7. .
PR DR Ry ! 76877 % (Pl T S 30
7.17qns dH)t 6.66 (mf 1H).

-[.2- 4-di f | .uor o- phenoxy) - acet yl am no] - pyrrol i di ne- |
MS 5%58@3%@&&%% tert-butyl ester (1.16 g, 3.25 mmol)

in DCM (30 nL) was added TFA (5 nlL) and the m xture

was stirred at roomtenperature for 45 mnutes, after
Examiple K LC-MS indicated full conversion to product. The

reacti on m re s_ev rated to dryness and the
1-3; qrgggqué-)ig#ggﬁ]\g&éa-@?ﬁ%i €200 m%). The organic
1 S, i bgi
RS ER RO I A SR Pl s o o

(m, THE 6c&¥B(adudwas purified on a Si2 colum el uting

first with MeOH 8:2 and then DCM MeOH 8: 2
c W:ﬁpﬂé@ é%ml‘t%@)1.35I59Ilé\lldntl2$-?a€%7|-§)n]sz7v%r182-3’ 121.5, 119.3,
110.§vaporated to dryness, redissolved in CHCI 3 (30 n)

and stirred wwth 5M NaCH (10 nL) for ca 1 h. The
MS (H&13266 @dreHSepar at ed and the organi c phase was dri ed

over MgSO4 and evaporated to dryness to give 0.54 g of

the title conpound as an oil. 1H NVR (CD3CD) d 7.19

Exaffple tH). 6.95 (m IH, 6.78 (m IH, 4.48 (s, 2H),
4°37 (m IH), 2.7-3.1 (m 4H), 2.12 (m IH), 1.70 (m
1-[S4(taifles-opEShy) p RS dint 2-y - HH ipyy rol&3acarbaldehyde

= - ol f | o- benzo[ |, 3] di oxol -5-yl) -1
MS ﬁ%#}o&gf%ﬁg};r bal dehyde To a sol ution of
2, 5-di et hoxy- 3-t et rahydr of urancar boxal dehyde (1.0 g,

6.4 nmol) in acetic acid (40 nL) was added
Example M f | uor o- benzo[ |, 3] di oxol -5-ylanine (1.0 g, 5.8

' h d
L b DRSS BReA R naicat ed chat

MS @Sy 20ngvineHeEY. i al was consuned. The reaction mxture
was concentrated and theresi due was purified on Si Q2
eluted with heptane: EtQAc (4:1) to give 0.64 g (44%

Exaﬁﬁ)lélkle title conpound.
1-(5-chloropyrimidin-2-yl)-1H-pyrrole-3-carbaldehyde

'H NMR (CDCls) 8 9.90 (s, 1H), 8.63 (s, 2H), 8.36 (m, 1H), 7.76 (m, 1H), 6.78 (m, 1H).
C NMR (CDCls) § 185.8, 157.2, 153.6, 129.5, 128.2, 127.6, 121.6, 110.2.

Example O

4-(3-formyl-1H-pyrrol-1-yl)benzonitrile

'H NMR (CDCL) § 9.88 (s, 1H), 7.80 (d, 2H), 7.73 (m, 1H), 7.55 (d, 2H), 7.15 (m, 1H),
6.86 (m, 1H).

C NMR (CDCls) § 185.4, 134.1, 129.2, 126.6, 124.6, 121.8, 121.1, 118.0, 110.8.

MS (ESI, direct inlet) 197.2 (M + H").
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IHNVR (CDA 3) d 9.85 (s, IH), 7.58 (m IH, 7.16 (m
3H), 7.00 (m IH, 6.80 (m IH. 13C NW\R (CDCl 3) d
wad®ss9o3im4d. 6, 142.9, 136.1, 135.4, 132.0, 128rGI/SE2005/000411

127.4, 122.9, 117.1, 110.3, 110.2, 104.4. Ms (ESI) 252

(M+ H+) . Exanple S 52

| -(4-trifluoromethanesul fonyl - phenyl) -1

r-pyrrol e-3-carbal dehyde To a solution o f

2, 5-di met hoxy- 3-t et rahydr of urancar boxal dehyde (0.78 g,

4.89 mmol ) in acetic acid (15 nL) was added
iExanqﬂePifluoronethylsulfonyl)aniIine (1.0 g, 4.44 mol)

ng the xture, d at  6Q0C u n at nosphere
1- (6ot Pt iR B e Bl S corsalghe s ng
To dTBé18fibRlof W2 dRRRRGIRY.tet?dMS df STRGEhQitbdXaldeHy & VRS & 13.6 mmol) in
concentrated and the resi due was purified on Si

acetig| agicedOunb-h whe pddade3-En@act-(difliprdméthyhiwsdidiye (2.0 g, 12.3 mmol) and

the IPC g%r l%eavléz;fsl l}zeﬁ 'dfq”pf)gé’ EBE\HOAC/ 1?1% ;tplr%nm @f r(1 | Vegntg)sff@_g% fhdicated that

the s(taﬁ*uné Hater Hs COhsdridd. The 2818 od fnikife 67'5% contedRattdhind the residue
IH, 6.78 (m IH. M5 (ESI) 304 (M+ Ht).

was mﬂfiﬂgmﬂf@ze@u@awmhehaptaw(ﬂw GT@PpMeank yijnally heptane:EtOAc

(6030, B e SRR s pormpizes: oﬁ%camgﬁte}da&rswsﬂwaw Et20 and filtered to

gived- 483gc5d%y@mhemmwbmp‘dum peridin-4-yl acetanide (0.3 g,
and 1-phenyl -1 Hpyrrol e- 3-carbal dehyde (0.2

'H wl(@ﬁﬁbﬁp &%@ leés&B%é@t Hﬁ) diMnioo 1Bt A& AEHLY.7S (m, 1H),

7SR MRG0 s8R, TM iR 24,1350,

129.6C%y. Il%lfpim@@ iina’? @tﬁ-ﬁB'}ﬁg A2 3= WH%)O'T?P'F%g S(]éZSI) 241

‘NaHCO8 m., aq., sat was added, the aqueous
(M HS). extract ed with DCM (2 x 10 ml) and concent r at ed
The residue was purified on silica gel eluting with
DCMI\/E()—I(95:5) togive 0.1 g (21% of the title
xa P 1H NVR (MeOD-d ) d 7.37-7.50 (m 4H),
7.18- 30 (m 2H), 7.12-15 (m 2H), 6.97-7.04 (m 2H)
2-(38- diﬂu()dwphmlebiy)-N-m'rgﬁdid-Wlacétatﬁdes, 2H), 3.77 (m

| A7 . . 96 2H) , 2.1 m., 2 1.84
Dr- oot basyfinkinof iy Pestifing Bengfoile fla Grhiutypester

To ak@ﬁltﬂm or%larﬁmoléﬁr&mlﬁegi—cﬁboi% doid letBbuyl és@é’r (3 89 g, 26.3 mmol)
121.8, 120 3, 120.2, 116.5, 114.5,

and tipthylamgg (3, 1955 34.5 151@109) ingCHI (5$1mb) was added drop wise chloroacetyl
chloride (2.30 mL, 28.9 mmol) under an atmosphere of nitrogen. The mixture was stirred

at room temperature until LC-MS indicated full conversion of starting material. The
solvent was removed and the residue was redissolved in DCM (200 mL). The organic
phase was washed with aqueous saturated NaHCOj3 (2x 100 mL), brine (100 mL) and dried
over NaySO, before evaporating to dryness. The residue was purified on a SiO, column
eluting with DCM/MeOH 97:3 to give 2.3 g (33%) of the title compound.

ii) 3-[2-(3,4-difluoro-phenoxy)-acetylamino]-pyrrolidine-1-carboxylic acid tert-
butyl ester.
To a solution of 3,4-difluorophenol (0.77 g, 5.9 mmol) in THF (20 mL) was added KO'Bu
(0.66 g, 5.9 mmol) and the resulting dark red solution was stirred at room temperature for

ca 15 minutes. 3-(2-Chloro-acetylamino)-pyrrolidine-1-carboxylic acid tert-butyl ester
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M5 (ESI) 424 (M+ Ht). 5 Using the synthetic nethod

described in Exanple 1, the conpounds of Exanples 2-6
wWORNs/0%360 | arly prepared from ~ PCT/SE2005/000411

2- (3-chl or ophenoxy) -i V- pi peri di n-4-yl acetam de and t he

approri ate al dehyde: Exanples2 10 2-(3-chl orophenoxy) -

N-[1-({1-[4-(trifluoronethyl)phenyl] -Lff-pyrrol-3-

yl } et hyl) pi peri din-4-yl]acetani de The residue after

a. 4\% lSmemﬁ) PUTHF (ﬁﬁn&? g%ios aH&@d gﬁi th€ :réhtcgglé \ghn%tglﬂeﬁlgﬁé 1%%19&' at 40°C

ive 0.7
untliuudﬁegl cgmp?eterhe L/ VES. |’.Elhe mstuter wnynlm»eedi wi ¢dol @ Faoxt tHnﬁ?perature

warlh (RS B 6Pt BrirBiEie s conan B DML g0 rymove TEE,

Wat;éf (S(Thﬁgi 'ai}di ga@ﬁlmﬂﬂ? s %d&&l m&rﬁi the lph‘?ses %Jé(%fu%%%g aqueous

phase pgs exiraqied Wltgfl %additlgllal (Z’Aq S(Bla)L Eﬂ)&d: The cblh'l))meé .obghnic phases

weré %Vfﬁgggv rr\]mt@ ﬁ N%éﬁ%p)rﬁig %%%e %ng @ngh;( dﬁf’-é; g'vaf Z‘F\@R Evaporation of

the (sNBQ?& Gaye th HaBk ZesidBO. tﬁat %3 phrified® ofl: g 118?139 colﬂ-rg:? e?utmg with

=33 Hz), 128.1 sé = 4 Hz),

DCM%Meﬂﬂ 97 ﬁ@gwe 1pg Oq@zqf the title tompounds. 4, 115 4,
114. 4, 114.3, 68.2, 54.2, 51.6, 45.4, 29.5 M5 (ESI)
492 (M + H+) . Exarrpl e 3 25 2-(3-chl orophenoxy) -

( Im)[z I(3,(lﬂlﬂﬂbhmhmhﬁmzv)pﬁrfbmuhrsaylaaetuhha@t hyl } pi peri

c[ (gl The residue after worku

To § Piitioayo 121 G Aedk Tgero-Bh ek hssaniim DOVPYEOLI(e:Byboxylic acid

tert-Bii§] e@LLYRNG o 183 LARSH YR TS A §0aqdel HL gf}]& d th

: Wltl]ltg, eEt Zg subseque%viﬁ dppgﬁﬁ?]g“)gl ve 656 ?5 ) and the

mixigfe phe stmrrt:d et wonpEmpdratee for Wﬁnﬁlmbmfteﬂ v&bhlcdl IZC-'MS Indd&hted full
'_?, 6.95-7.06 (m

con\fe’%lon @ E%)dkl%h T %eacl& %5uz(.t§re Wajeva orgtied(tg drgrp,q)ss alg:l t}ag residue was

dlssélmad iﬁ_mo%?—b 623)0(11?5]5% 2pile, or%argg pﬁi@e v?ié')was%e& ng%[ %?PH (2x 50 mL),

bnnqééo gl(mL)_L@gd o;ubgqggegﬂy ﬂg@d@vei%azsghm gyapb®ed3, The residue was

purlﬁg(iz oR"a éi%]i c%iumn eluting first with DCM/MeOH 8:2 and then DCM/MeOH 8:2

containing 2% NHj; (aq). Relevant fractions were evaporated to dryness, redissolved in

CHCI; (30 mL) and stirred with SM NaOH (10 mL) for ca 1 h. The phases were separated

and the organic phase was dried over MgSQOy and evaporated to dryness to give 0.54 g of

the title compound as an oil.

"H NMR (CD;0D) § 7.19 (q, 1H), 6.95 (m, 1H), 6.78 (m, 1H), 4.48 (s, 2H), 4.37 (m, 1H),

2.7-3.1 (m, 4H), 2.12 (m, 1H), 1.70 (m, 1H)

MS (ESI+) 257.1 M + H").

Example R
1-(2,2-diﬂuoro-benzo[1,3]dioxol-S-yl)-1H—pyrrole—3-carbaldehyde

To a solution of 2,5-dimethoxy-3-tetrahydrofurancarboxaldehyde (1.0 g, 6.4 mmol) in
acetic acid (40 mL) was added 2,2-difluoro-benzo[1,3]dioxol-5-ylamine (1.0 g, 5.8 mmol)
and the mixture was heated at 60°C under an atmosphere of nitrogen until HPLC indicated

that starting material was consumed. The reaction mixture was concentrated and the
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120.6, 116.5, 115.8, 114.3, 112.6, 68.3, 56.0, 52.9,
47.9, 31.9. M5 (ESI) 454 (M+ H+) . 5 Exanple 4
w@2@3neisBor ophenoxy) - N-(I-{[I-(2-chl or ophenyl B€T/SE2005/000411
r-pyrrol-3-yl]nmethyl}piperidin-4- yl)acetanide The
resi due after work-up was pus4fied on silica gel
eluting with DCM MeOH (95:5) to give 0.20 g (64% of
the title conmpound. o 1H NMR (%\/IS%;&G} d c;73 97- ; 99
esi rifledb@n BiGAel Wwith heptadetE : -
residum wdshhy. ®Aelatad with b gtH)’ O~ A1 i %i)rﬁzogsﬁbzg?mét%) of the

.. 7.34 IH), 7.00-7.04 (m .89-6
“ﬂeé%so‘%“g-br,mlm, 4. 49 (s,( 2H), 3.63 (m IH), 3.32 (s,

H R (CPER) 6D 83 1 PSR 10046 oy 1A, 00N, somsoem, 1.

*C EMR (GPUhos aRhSNexy - 1439 136(1 ! 1]35[453'1(35.@, 158.6U847.4, 1229, 117.1,

onet hyl ) pyr idin-2-yl]-1 -pyr rp-3- . '
110. #W&HW)‘]@M&(E&I)@S&(M-}EM am de The residue after

wor k-up was purified on silica gel eluting with first

DCM MeCH (98:2) followed by DCM MeCH (95:5),
Exagphc®ntrated, triturated with Et20 and subsequently

dried O to give 0.29 g (63% of the title conmpound as
1-(-fxiflypropmethamiesu fonylntRny BOET - Pyreblé 36carbaldehydd H) , 7. 95

- . , , . 1.25 _
To al( ﬁ)h’ldo?? 85 %%?1%&%&%%3&6@@%80a&‘gj%allci_%xygq (Q?@ (g[nﬁ)8,9 mmol) in
aceti6 .a8il-(@54RAL() rwas24dded %éﬁﬂﬁ&on%tﬁyl%%ﬁo%%lf&%ﬁén% Q.O %441@: mmol) and

. oH). 2.18 (m
the “%?‘ﬁ‘ée-ng?*’e @%9‘28 agz gb?c ?@@r ramatrp&mne@) ofthitr6gerOyntil BPIK; indicated that

starti%ggn%eﬁ %14 %g c(}ﬂsuf%eéf #q%gqlqﬁs%)%ugyag f;@%?g%%d apd the residue
was Bt’mﬂﬂzi) on 1SR, G:lutbd 8y Bk hédian®FEt3Ae . (@:1) ¥dfoWed %;r%rgséal{iﬁtion from

110.4, 67.6, 55,2, 52.0, 46.3, 32.0. M5 (ESI) 4 +
Etof}ﬁlsépwéﬁamﬁ%e 858 2230 %) ok thsrtefsreamepapind.

5t i Sold) 01 Il 0. 25540 gy i o 10, 7
(m, 1HpsM8WELS] Bet (Mor K up was purified on silica gel

eluting with first DCM MeOH (98: 2)

Working Examples

Example 1
2-(3-chlorophenoxy)-N-{l-[(l-phenyl-1H-pyrrol-3-yl)methyl]piperidin-4-y1}acetamide
2~(3-chlorophenoxy)-N-piperidin-4-ylacetamide (0.3 g, 1.1 mmol) and 1-phenyl-1H-
pyrrole-3-carbaldehyde (0.2 g, 1.2 mmol) was dissolved in dichloroethane (7 mL).
Sodiumtriacetox yborohydride (0.37 g, 1.75 mmol) was then added and the mixture was
stirred at rt. until LC-MS indicated that starting material was consumed. NaHCO; (10 mL,
ag., sat.) was added, the aqueous phase was extracted with DCM (2 x 10 mL) and
concentrated. The residue was purified on silica gel eluting with DCM:MeOH (95:5) to
give 0.1 g (21%) of the title compound.

'H NMR (MeOD-dy) 6 7.37-7.50 (m, 4H), 7.18-7.30 (m, 2H), 7.12-15 (m, 2H), 6.97-7.04
(m, 2H), 6.89 (dd, 1H), 6.28 (m, 1H), 4.48 (s, 2H), 3.77 (m, 1H), 3.47 (s, 2H), 2.96 (m,
2H), 2.15 (m, 2H), 1.84 (m, 2H), 1.53-1.68 (m, 2H).
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foll owed by DCM MeCH (95:5), concentrated, triturated

with Et20 and subsequently dried to give 0.30 g (70%
w@booskeo3sd t | e conpound as an of f-white, sem soPCTISE2005/000411

material. 1H NWVR (CDA3) 7.14-7.36 (m 5H), 6.91-7.02

(m 4H), 6.79 (m IH), 6.425%r d, IH, s 6.28 (m

IH, 4.43 (s, 2H), 3.90 (m IH, 3.45 (s, 2H), 2.88

(m 2H), 2.15 (m 2H), 1.94 (m 2H), 1.47-1.60 (m

%i)sml(l@% OMxé) (%ngg 1?0 56948 ’82;@% 03 12%47% 130, 713126% 122.8, 121.8,

120.8,122008, 120,316 §1Y14}5 1S3 513.’]]1688 5392529, 4'5778 81.95. 2,

46, 0. MB (ESI) 458 (M + H+) . 0 Example 7
MS %35(154%&63%@ noxy) - i S/ [ 2(4- pyEi di n- 22yl benzy?;rgi Seri

di n-4-yl ] acet am de
~2-(3-chl orophenoxy) -i V- pi peri di n-4-yl acetam de (60.0
Usingghe @yr@lmlqmthpdaiwcmquyn iBkample 1ythbenmpbusdsydfExaaDld 2-6 were

. 0,268 di,ssol ve
sini i e BOR 448 Shonepr Sasot it dov Rinumon and feeepproriae
aldeﬁ@d@ture was stirred at roomtenperature for about 12
h. A saturated aqueous sol ution of NH4Ac (10 nlL) was
added and the m xture was extracted with Et OAc. The
Exaﬁ@i’é’ﬁned organi ¢ phase was washed with water, dried
Na2SO4 and concentrated. Autonated HPLC

2-(3mﬂo Hi Ee&io V-€{ -1 (tpifflu®rbiet1sy] NI pyrivl3el i d
e e P Sl L S oSt

yl}H}eﬂ}yl)P?P@Hd{Iw-YQ}afetawﬁe (m 2H), 7.38 (d, 2H), 7.20
The gégldu% %ter gro?‘rlg_lﬂ( glas E‘Eﬁlﬁeéo% éll%ﬁfgell E}IgutedgﬂiégDsfﬂ:h\%H ?9549) to give
0.7 2.(F3%] of thtititle2cdndpdund &H) ,stizkP Dil( nfThe khaterdalSday titurated with a
mlxtT% og Jh%g%g%t&%g Ilé/ﬁ(z)‘fgg%l/ 3 %n%??&/gtb lgtzg %’f;ltét?lon of the solid

mate%ﬁhf@@rdéd?@ 1%0 zglngthg ’tltk]:%gméouﬂd :1553. &ﬂhltg: %éh(? M GZ SZ 162 8,

'H NMRr@/IdOE da)/ §t7h&1'—7é718(|rrd 4@1); 7f5r70(m mm ﬁele(ndslH)e’% egi(hdd), 7.05-

in ds..0
6.9 LIRS (b e Pt 423 (s, S5 P08 T 11Dy, 3% o, 261, 3.12 m,
2H), &@mg@_gr QEAeRPXY); i V- pi peridin-4- ylacetam de and
" the appropriate al dehyde:
C NMR (MeOD-dy) 6 170.2, 160.0, 143.9, 135.9, 131.7, 128.9 (q, J = 33 Hz), 128.1 (q, J
=4 Hz), 1254 (q, J = 271 Hz), 123.1, 122.8, 121.7, 121.1, 116.4, 1154, 114.4, 114.3,
68.2,54.2,51.6,45.4,29.5.

MS (ESI) 492 (M + H).

Example 3
2-(3-chlorophenoxy)-N-(1-{[1-(4-methoxyphenyl)-1H-pyrrol-3-ylJmethyl}piperidin-4-
yDacetamide

The residue after workup was purified on silica gel eluting with DCM:MeOH (95:5). The
relevant fractions were concentrated, triturated with Et,O and subsequently dried to give
0.26 g (48%) of the title compound.

'H NMR (MeOD-dy) § 7.32-7.38 (m, 2H), 7.26 (m, 1H), 6.95-7.06 (m, 6H), 6.91 (dd, 1H),
6.25 (m, 1H), 4.50 (s, 2H), 3.81 (s, 3H), 3.79 (m, 1H), 3.48 (s, 2H), 2.98 (m, 2H), 2.17 (m,
2H), 1.87 (m, 2H), 1.53-1.68 (m, 2H).
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0 Exanpl e 82-(3-chl orophenoxy) -
N-(l-{[5-(4-chl orophenyl)-2-furyl]nmethyl}piperidin-4-

w@Q bdoaos3anmi de 1H NVR (400 MHz, CDCl 3) d 7.56 Pam/SEidP3/000411
7.3 (m 2H), 7.21 (t, IH, 6.99 (d, IH, 6.91 (m
IH, 6.77 (dd, IH, 6.56 (dsglH), 6.35 (d, IH), 6.26
(d, IH), 4.43 (s, 2H), 3.87 (m IH, s 3.58 (s, 2H),
2.86(m 2H), 2.24 (t, 2H), 1.93 (m 2H), 1.54 (m

e %@R F'}@ Sll%% %”#%03%93%233%5713%61%&25 1%?% §22.5, 1212,

120. 6,212663 114.8, I14.3,132@®, 6813 58.0, $:®[9M$7 9631.9, 55.1, 5|1 9,
46. 2 C- M5 [ MtHf 459. 1; "457.0. o Exanple 9
MS @S@Mmﬁ‘ Henoxy) -
N-[I-({l-[4-(trifluoronethoxy)phenyl]-Ifl r-pyrrol-3-
yl }met hyl ) pi peridin-4-yl]acetamide ' ' 1H NVR (400
Example4 CDCI 3) d 7.36 (m 2H), 7.26 (m 2H) 7.21 (t,
IH, 6. 96-7, . 6.93 L,
2- (Sﬁ%olglbenopyb-%@( &g—(%;hphl?qqp’%em(flagﬂ{ gyrmlDS ylgmgn%yé}l—_n!)lpendm-m
3.54 (s, 2H), 2.98 (m 2H), 2.23 (m 2H), 1.94
yl)ad(ewnmdf%—|), 1.62 (m 2H). 13C NMR (100 Mz, cbd 3) d.
The teBidug afttssvcmk-up%aSSpmiﬁed 8n silB%. gkl el@thgBwithZ2CHI:MeOH (95:5) to

1.5, 121.3, 119.6, 119.3, 115.7,
give ﬁ%é glc64%”§ff§‘ %t% ehpQul 51767 46,2, 31.6. LC-MS
'H NNYRHIDMSO843 36 T7.bF- 75@@(191{ 1@1[>Emapﬁ 64 8, 11H), 7.37-7.51 (m, 3H), 7.29-

2- (3- chl or ophenoxy)
7.34 (py LH»17.00-y I0% Kem 2¥)] pi8Per.92(m; 2H); 6} Heesttanide 4149 (VRH), 3.63 (m,

15), 73“%22@(”%%) lz%’iclng);_@ (1r9499 %ﬂﬁ% "o Qr’% 21%)114]86_&%5 (%ng;{). MS (ESI)"

458MBH6 35 (t, 2H), 4.46 (s, 2H), 3.93 (m IH), 3.53
(s 2.82 (m 2H), 2.18 (m 2H), 1.94 (m 2H),
1. 53 m 2H). 5 13C NMR (100 MHz, CDO 3) d. 167.0,
Exar@% , 141.0, 140.6, 135.5, 130.8, 129.6, 126. 3,
, 121.0, 119.5, 119.4, 115.8, 113.0, 110.6, 67.7,

2-(3-6RloPoplichoty) NG[lS({l&B-(ﬂr:ﬂhard&ﬁethMob&ﬁdﬁ% Wl-LiMyrdelk3-1
yl}mEz(hyl)plperlldlm-4 yllacetamide

The residue after work-up was purified on silica gel eluting with first DCM:MeOH (98:2)
followed by DCM:MeOH (95:5), concentrated, triturated with Et,O and subsequently dried
to give 0.29 g (63%) of the title compound as an brown solid.

'H NMR (CDCls) § 8.67 (br s, 1H), 7.95 (m, 1H), 7.45-7.51 (m, 2H), 7.36 (d, 1H), 7.25
(m, 1H), 7.02 (br d, 1H), 6.94 (br s, 1H), 6.81 (m, 1H), 6.34-6.42 (m, 2H), 4.46 (s, 2H),
3.91 (m, 1H), 3.46 (s, 2H), 2.90 (m, 2H), 2.18 (m, 2H), 1.96 (m, 2H), 1.48-1.62 (m, 2H).
BC NMR (CDCls) § 166.9, 157.9, 153.3, 146.3 (q, J = 4 Hz), 135.9 (g, J = 3 Hz), 135.3,
130.7, 123.7 (q, J = 271 Hz), 122.7 (q, J = 33 Hz), 122.6, 118.6, 117.6, 115.6, 114.0,
112.9, 1104, 67.6, 55.2, 52.0, 46.3, 32.0.

MS (ESI) 493 (M + H).

Example 6
2-(3-chlorophenoxy)-N-(1-{[1-(3-chlorophenyl)-1H-pyrrol-3-ylJmethyl}piperidin-4-

yDacetamide
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0 2-(3-chl orophenoxy) -
N-[I-(3-pyridin-2-yl benzyl)piperidin-4-yl]acetam delH
WORMSOAB60 MHz, CDCl 3) d 8.67 (m IH), 7.93 (s, PCHSE2005/000411
7.85 (m IH), 7.73 (m 2H), 7.40 (m 2H), 7.22 (m
2H), 7.00 (m IH, 6.92 (t,51H, 6.78 (dd, IH), 6.39
(d, IH, 4.43 (s, 2H), 3.91 (m IH), 3.57 (s, 2H),
2.83 (m 2H), 2.18 (m 2H), 1.92 (m 2H), 1.52 (m
The 1%'s-i)due & WME L R8s g@ﬂ%ﬁecpgpsﬁ)ca%el éﬁlﬁn%wﬂﬁ 8r) DAM/MEOH (98:2)
.9, 139.6, 139. 136.9, 135.5, s I30.8, 129.9,
followes b9 DOMMeOH98:50, congehtBated, Mtumted P0thFEt, D BBd Fpbsequently dried

o gigpfa8 % ot i elmppund s fhod e, KrpropHmvTy-
'H N'Nm ZEC )(527 419 QT AP STy 03 &%rm&wmyﬂﬂpmwd 1H),

acet am de  TH NWVR (400
6.28 (m 1]&»44;3 (62H)d3.90Kgn, 1]%1)25745«351 2H)H]. ,88'(11122H0,dz 15 Hn, 2H), 1.94 (m,

. Q5 IH, 7.00 IH), 6.92 I'H, 6.78 (dd,
2H),ﬁ,4)9-1,é(?§3, - IH), gmsz(H?j IH), gm44(H)s 2H) :(388

13 r(img’sdc?b.n(i:hg%%é (3315"25') 14125 8?35(@1 1%@ '\Jma/é 5251%"9 1358, 122.3, 120.1,

120.6;000B) 188.3611719, 1155, 0]2. 8,52124 am 5132153158 546.2.32.M MS (ESI) 458
.8, 130.6, 128.8, 128.0, 127.4, 122.7, 115.7,
M+H3: 0, 112.2, 111.2, 67.7, 55.0, 52.0, 46.2, 32.2.
LC-M5 [ MH] + 495.0; [M 492.9. Exanple 13 20
2- (3-chl or ophenoxy) -
Examp{e|7({5 [l1-methyl-5-(trifluoronethyl)-I

2T RSO I s i -y hyprdiperiAins 4y ageiomids

2-(3- Mﬂérogﬁag x3)- ]\dplFeIZ&'in(ﬂglacdtbhde(mO (g, @@3 n@n@@ aﬁlﬂm Byridin-2-
H) IH), 6.39 &D
ylber(zgidequ)e ( Q)glg( 8. 268 H;uno@ werg gissqlppd i 47qu( DQM NaBH(OAc)3

9 2 (

55 20 o T e ks b ol Toverare e
aboufl4% h6A dab@ra@dd atBéous, sohididn8of WERAL, (IQZﬁLﬁwaiaﬁd&l and the mixture

122.7, 115.7, 113.0, 104.8, 67.7, 57.3, 52.3, 46,
was e}gra?teds‘ﬁltb EteAvs Thgombined O&gan[qvph@eﬂasowaéa@éwmh wafer, dried

) [ [338] Ydala!

over ?%Iéz;s(rc%ll ﬁg&y o??r%?%ﬁf:%/ p%%t;éﬁ%?é] iz‘rIPié DLAFRRAS Ydake ! the pure title
compound as a solid (50 mg, 51%).
'H NMR (400 MHz, CDCl3) 6 8.65 (m, 1H), 7.91 (d, 2H), 7.70 (m, 2H), 7.38 (d, 2H), 7.20
(m, 2H), 6.98 (d, 1H), 6.91 (s, 1H), 6.77 (m,1H), 6.40 (d, lH), 4.42 (s, 2H), 3.89 (m, 1H),
3.52 (s, 2H), 2.79 (m, 2H), 2.14 (t, 2H), 1.92 (m, 2H), 1.51 (m, 2H).
3¢ NMR (100 MHz, CDCls) §, 167.0, 158.0, 157.5, 149.8, 139.6, 138.5, 136.9, 135.4,
130.8, 129.6, 127.0, 122.6, 122.2, 120.6, 1 15.7, 113.0, 67.7, 62.8, 52.3, 46.5, 32.3.

LC-MS [M+H]"436.1, [M] 434.1
Using the synthetic and purification methods described in Example 7, the compounds of
Examples 8-13 were similarly prepared from 2-(3-chlorophenoxy)-N-piperidin-4-

ylacetamide and the appropriate aldehyde:

Example 8
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yl ) acet am de2- ( 3- chl or ophenoxy) -

LT- pi peridin-4-ylacetam de (53.7 ng, 0.200 mml) was
wale@soosedd i n MeOH (0.67 m ), |-(4-bronophenyl PET/SE2005/000411
H pyrrol e- 3- car bal dehyde (75 ng, 0.300 nmol) dissol ved
in DCM (3 m) and acetic act8 (0.1 nl) was added to a

process vial charged with pol yner-supported
cyanobor ohydride (93 ng, 4.3 mol /g, Nova Bi ochem.
2-(3l¢ttorophitndsy) Wos1-fE5aidechl 6 phé£90-1-aliryiendth b freridinA-

m crowave oven. After flltratl on PS—Isocyanate (50 ng,

- YDagetamidgyp| | Argonaut) and PS-Trisanmine (50 mg, 0.22

R Ly Bl S UG bl 2 Dl atorto o B 699 (&, 18D, 691

DHY, 607 7c@t OH), $es6(dt ), t6.49 @, Ae1Pevedad,
(oo, R, i6E 77 )S ( H)> @(QI)‘PH)Q ﬁ'ﬂ”o“nﬂﬂumlm

3. 584QS|)2H)252‘Z§ (el @H 42—94 (t6213)4 109 (n, I%H) 6. 270t ad). | H), 4. 44

vc S it My By e 7 05158 0 Y53 8 523135 e 1980, 1305, 12936,

5 2 |
ol s 0 0 S A TN

(3
LC-MS{M')%héﬁ%Nl} IMI 457 8yr r ol - 3-
yl } met hyl ) pi peridin-4-yl]acetam de i)
i V- (I - benzyl pi peri di n-4-yl)-2-chl oro-
Exahhpﬁeﬂhyl acet am de Chl oroacetyl chloride (1.1 m, 14
ropwi se to a stirred solution of 1-

2 Gblerpphenarg i ot (el emiiucsamas e IHng-1ED pymost-3-

A y Russell, M G N et at. J.
yl}n%g’qﬁ{éﬁ&‘m ‘88@5&4@% 981) in DCM (50 ml) at 0 OC. The
"H NMR: (406 MEs, SZ!DG?lg)e&l 766 (dh, BB 7126 (MNBIEURDN (t, 1H), 6.96-7.02 (m,
ditional was added and the organic
3H)apg\%3sénmb§ \ﬁa"é%@l} Wi r6 {odBl) §R8vm, Hd), 4.4%fs, PH)d3.P3dm, 1H),

RO, SR BT )

C NIMR 11 0eMHIS €0DCR) Bha 6max 158 0en46ig, hau, flusuheso s, 122.6, 122.0,
urlflcat|on 1H NVR ( DMBO- d<5 , conp | ex rotaneric
122,55 1 s d21.3, HOt1d8-3uil DV ¥igtlarkd2. Eioéawsﬁw 51.6046.2, 3g6.

LC- gf@g%f@ 56?&!;)[1\4%%2&* (s 4ZPI:I;S, (2. 4§H)(s, 2I1-|)8, (r2n. 8:3H)( br
s, 2.84 (s, 3H), 2.72* (s, 3H), 1.95-2.12 (m

Exar%'f)QeIO | 56- 1. 84 (m 3H), 1.43 (m 2H).

2-(3-chlorophenoxy)-N-{1-[3-(1H-pyrrol-1-yl)benzyl]piperidin-4-yl}acetamide

'"H NMR (400 MHz, CDCl3) § 7.40-7.15 (m, 5H), 7.11 (m, 2H), 7.02 (m, 1H), 6.95 (t,

1H), 6.81 (m, 1H), 6.38 (bd, 1H), 6.35 (t, 2H), 4.46 (s, 2H), 3.93 (m, 1H), 3.53 (s, 2H),

2.82 (m, 2H), 2.18 (m, 2H), 1.94 (m, 2H), 1.53 (m, 2H).

3C NMR (100 MHz, CDCL;) § 167.0, 158.0, 141.0, 140.6, 135.5, 130.8, 129.6, 126.3,

122.7,121.0, 119.5, 119.4, 115.8, 113.0, 110.6, 67.7, 62.9, 52.4, 46.5, 32.4.

LC-MS [M+H]" 424.2; [M] 422.1

Example 11
2-(3-chlorophenoxy)-N-[1-(3-pyridin-2-ylbenzyl)piperidin-4-yllacetamide
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M5 (ESI) 281.3 (M+ H+) . ii)

N- (I - benzyl pi peri di n-4-yl)-2-(3-chl orophenoxy)-i V-neth
W@ b@ser@sl dePot assi um tert-butoxide (1.05 g, 9rGI/smob3/000411

was added portionwi se to a solution of 3- chl orophenol

(1.2 g, 9.3 mol) in THF (15 nL) and the m xture was

stirred until a clear solution was obtained.

A- (1 -benzyl pi peri di n®-yl ~-chl oro- -nethyl acetam de

'H NMR5(490 MH3, 61%) ?'@@Pgﬁﬁe@H ”7%4? giﬁo ?.@15_ S1 dff% (m, 2H),

dropw se and the 'm xture Wwas’ stir
7.40 () 2H),)7. 2% &n 221 d.0ar(ch, tlhle GIOX(tUTH), e (ed] ﬂ&DI@E9Mt1IH) 4.43 (s,

o, mmaéﬁ kR e e R AT e
USRS LTI P 9800 OB £913 09, 1355,

130. sqmmt,)me@ 127291 126,65 122:6p02MB, 129.9 105.77; whd0e639| 6312, 418, 46.5,
NVR (DMSO-df , conplex rotameric mixture, * denotes
32.3ni nor rot aner peaks) d 7 20- 7.36 (m 6H), 6.95-7.03

+ 466 87 4. 90% 2H), 4.84 (s,
LCI(/I@[%\/%?H@I%% [bemﬁé S5 II—I),(:S>,.47L_I)(S, 2H),(33.45

(s, 2H), 2.87 (br s, IH, 2.84 (s, 3H), 2.72* (s, 3H),
1@13- 2.08 (m 2H), 1.58-1.84 (m 3H), 1.42 (m 2H. M5
Examplg12 373 3 (M + H+) . iii) 2-(3-chi orophenoxy)-

2-(3 ém&m)heha&ﬁm?mgb (Zﬁdiﬁh%ﬂéﬂﬁﬁz-%m?gjeﬂgéggﬁgﬁberidin-4-

chl or of or mat e was a
yDacetamideon of N Cl-

' NP YREE GBS D177 @158, 7 Mol P7 b B s 0. 7.05

@, 1H§07 ammam) ke @, 4! e 78%%, hept&ds al, 118 bws (HOiH)’- 4544 (s, 2H),

he reaction m'xare was c¢oncentrated and meth

3.88 6J®OIHL)3 Glas, 2HdH @B Talme 2D 2285 (o2 kB fLIAMmy RRH), 1f5(4r(ml. Zﬂﬂ)

“c SRHEID MY cRCia" Bk Lol T £ R, FiAREs Wt Thos. 1306,

128.8@0810, 1 2P4MA). ﬁﬁ%@ﬂf?@tﬁ@ 2'\"1&{12'5672@5(5?0 X528 489 t%‘?

aqueous phase was nmade basi ¢ w th NaOH and extrac
LC-M)St[M—*El]bA% P2[MI'892.84). The conbi ned organi c phases
were concentrated and the residue was purified on
silica gel eluted with first DCM MeOH (9:1) foll owed
Exaxhyleﬂ@\/l MeOH (8:2) containing 1% NH3 (aqg.) and finall y
cont ai ni na}l%TEA to give 0.82

2- (3-€b19wphﬁ10ﬁﬁ)sNtﬁ(1tq{§'[1:-@?ﬁ§bﬂnﬂ-(fa usrogethiyhyl Hipyngvnl- 3-yl]-2-
thlﬂ‘.)ﬁ?%&?”ﬁg’%@?ﬁ gxlﬂ)]’ﬂggf%%ﬁéc m xture, * denotes m nor

'H NMR (400 MHz, CDCls) § 7.24 (dd, 1H), 7.01 (m, 2H), 6.92 (m, 2 H), 6.80 (dd, 1H),
6.59 (s, 1H), 6.39 (d, 1H), 4.45 (s, 2H), 4.00 (s, 3H), 3.92 (m, 1 H), 3.71 (s, 2H), 2.89 (m,
2H), 2.22 (m, 2H), 1.93 (m, 2H), 1.54 (m, 2H).

BC NMR (100 MHz, CDCls) § 167.1, 158.0, 145.6, 138.8, 135.5, 130.8, 129.1, 127.5,
126.3, 122.7, 115.7, 113.0, 104.8, 67.7, 57.3, 52.3, 46.3, 38.7, 32.3

LC-MS [M+H]*513.1; [M] 511.0.

Example 14
2-(3-chlorophenoxy)-N-(1-{[1-(4-bromophenyl)-1H-pyrrol-3-yllmethyl}piperidin-4-

ylacetamide
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7.29 (m IH, 6.86-7.03 (m 3H), 4.86* (s, 2 H, 4.81
(s, 2H, 4.45 (m IH, 3.81* (m IH, 3.11 (m 2H
wQ@2®6/096830 3H), 2.86* (s, 3H), 2.61-2.73 (m 2HCT/SE2005/000411
1.56-1.86 (m 4H). Ms (ESI) 283.2 (M+ H+).iv
2-(3-chl orophenoxy)- N-nmethgd- N-[I -({I [4-(tr ifl
uor onet hyl ) phenyl ] -1 -
pyrrol-3-yl}methyl)pi peridin-4-yl]acetan de
2- (3%hb¥o&ﬂiéh@i§9m"%ﬁ%ﬂd)rr g[@&dﬁiﬂlde (B PRI, B IV0AmAloR R MidBlved in

MeQH r(p£l7 umi)orie@!hlgmwpbﬂwl)}lH—pbhpW3-oarba1:dehwebe7|5dmg4oma3oo mmol)

N D ST A RPN N M

polyﬁﬁﬁs@}ﬁﬁ)ﬁ@d@ ﬁ’ndﬂé@o i‘iﬁélg% H@349§tﬂnﬁ{ % Novh BiodiRn d)”i‘h'% mixture

Elover ni t was adde
was hzée%mjé i@ha@emwa@esemar me\daw @‘h:nDelﬁe( zlltxatizm RS)Isocyanate

d ,ordan wer e ncen ted
(50 I-Bgs iO@gH{\Fgog é& &%m@ d rgd1 ?i ?r}s&ugnge n?% Argonaut) was
addeDEd/Lddveike RBeatred lﬁhﬂeﬁﬁﬂeﬂll@a/tldﬁcé@@%tlﬁﬁau@nétéh HPIE purification
0.56 g (79% of the title conpound as a off-white

g“£§h@ﬂ@¢°@ﬂ¥@@ﬂd (MeQD-d”, conplex rotaneric mxture,

UG8 YOGS S REGSR, 24 o2l 58 04l 2altf 679 aa,
1H), (634 (o) 1H% 636 (day $H) | g (4. ﬁ{b; 3 g;? (Eng m)x,-ZI)H) 4, &g(s( gHZ 24189 (d, 21,

2155 2t bt (4 2651 5221118”%1’{)(3 Sy, 271002 24 (m 21,
LC- Msiiﬁ/[ﬁ{]@%oéﬁ\sdhﬂ[wlsgfé N gMeCD- 7, compl ex

rotameric mXxture mnor rot amer peaks) d
169 9*, 169.8, 160.5, 160.0*, 144.5, 136.0*, 135.9,
%& 131.5, 128.0 (q, J = 4 Hz), 128.0 (q, = 33
Exa'HBel 25.8 (q, J = 271 Hz), 123.2, 122.6*, 122.5,

5o 40y o gy o

68°1*, 67.77
ylimgthyDpipgidip-fgllacetside*. M5 (ESI) 506.3 (M + H+).
Exanpl e 16
2 [(3 chl orophenyl )thio]-iV-[I-({l-[4-(trifluoronethyl

Phenyl- bex‘i%yﬂbibéﬁﬂnﬁdt 11) 2-chloro-N-methylacetamide
peridin- ] acet am de "i)

Chlomaeptybggl,@ydfp(bé ki mngql) W2s [ad@dcdﬂopwoqgrte rey$tirted edlatien of 1-
benzglalglergfﬁlﬁg ?tpl%gﬁwuéngﬁf%e gbjgé,? iljﬂt mnh (])'?rggargd ag' %escnm l)y f@/a ssell, M.
G. N. et al. J. Med. Chem, 1999, 42, 4981) in DCM (50 mL) at 0 °C. The mixture was
stirred for 1 h at rt. whereupon additional DCM (100 mL) was added and the organic phase
was washed with NaHCO; (50 mL, aq., sat.), dried over MgSO, and concentrated to give
3.4 g (quant.) of the title compound as a thick slightly yellow oil which was used in the
next step without further purification.

'"H NMR (DMSO-ds, complex rotameric mixture, * denotes minor rotamer peaks) 6 7.20-
7.38 (m, 5H), 4.40* (s, 2H), 4.35 (s, 2H), 4.18 (m, 1H), 3.58* (m, 1H), 3.48* (s, 2H), 3.47
(s, 2H), 2.88 (br s, 1H), 2.84 (s, 3H), 2.72* (s, 3H), 1.95-2.12 (m, 2H), 1.56-1.84 (m, 3H),
1.43 (m, 2H).

MS (ESI) 281.3 (M + H").

i) N-(1-benzylpiperidin-4-yl)-2-(3-chlorophenoxy)-N-methylacetamide
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chl orot hi ophenol (1.8 g, 12.4 nmol) in THF (20 nmL) and
the m xture was stirred until a clear solution was
w@bdioaiovsed - (| - benzyl pi peri di n-4-yl) - 2-chl or oaP€L/ammo00&000411
(3 g, 11.3 nmmol) dissolved in THF (25 nlL) was added
dropwi se and the m xture wagi stirred over night at rt.
HPLC i ndicated that starting material was consuned The
"sol vent was rem)vedby evaporation and the residue was

PotaBdifinf z'eﬁtd)lﬁ’ékﬁé §1 ngé@ 3 %IHB?C{NA@ E@e@%rﬁ/@rgﬁsé Sl?o':P 2030litfn of 3-

give 2. the title conpound.
ChIO(QyD@IuS)(l@ g, 913)n71n<219 i HFOHP, mb) &8l (he lhmturb H)as sﬁrrEd uQti a clear

solu{lﬁa Wét's_bog%ir@,?Nz (:jrbfbeggylg%il(@lg %&?&-22&51@0 -%et%g)gqatarg}ﬁg_(QS g, 53
mmc(l%ﬁsd‘lkl’éd in THF (25 13-w4h Qaed arpwidd Hdothe mixture was stirred for 1.5

N- pi peri di n-4-yl acetam de 1- Chl oroethyl chloroformate
h. Wetery(1g mlp. way ﬂ)and/;glga nmitde W& extwoledtwitnEgdAc (2 x 50 mL) and

the b S B RS OMREn P WAL oVLNAGHL (3 X2y mlg, The organic

phasmmis)cohcfbntrateddihd hereei@td dae pidhebi-3ilida delldh@ed¥hUbEM:MeOH
irred first at rt. for 1 h and then heated at

(95: @éf) |gus@ % %B (quafﬁlt) off{le fidaeqmpaingdias go6-whie edittent r at ed

1 added d fl
s RO AR B BN I0aDES ot Bl i 720,

7. 36r(ﬂlaGHD @O 0B g 215 SOME ant Hjtﬁdoﬂ(bd2ﬂb1€4 gEeGl EIH%?_ MB(m, 1H),
solved in toluene and evgﬁor ated to- ness

he
3. 55r é@ullﬁ)né 4 Eds. D, RS @i RHD-el8Wirhs, D& é (adHAL2 W 5, 3ED),
1.932.04 gﬁ‘ gg)l 34{{}{; g§q ayer was separated and

conc and éS| e mag purified on silica
MS@ESD@'TEUSGW-MHTL)‘I first DCM MeOH (8:2) foll owed by

DCM MeOH (8:2) cont ai ni ng 0.5% NH3 (25% aqg.) and then

pure MeOH to give 0.30 (21% of the title corrpound

1 Hilgl\ﬁb(- G%Leﬂoyér)-?@-nzeﬁégi Nl ?%%ﬁ'qm-éﬁ 5%%&@1?{1%% 5 7 6

1- cmwpemyp chlpx@ﬂm@me O3 | g,18 84 nrhol) swad Hlddd 1d- 4. Sdutiom of N-(1-

benzyﬁ?]i%lzdg}i%%ll)( %—ﬁ% 9]'205‘%%16?()('\/5-]\7—11’16 hylaceta}rude 4.1 g, 11.4 mmol) in
dlchlulrcﬂeltha{n{: 34 Ad§ bhd tHeUpIxATE WY hi Rbe E‘M{ahtd( i PY T redetion mixcure

yl }met hyl ) pi peri di n-4-yl ] acet am de
was garfeentrabed @md;mﬁ@xay@l) @Baind])-waspidded anid heated toare8tamivdlefor 1 h (over

n
nighlp P iR B R o R er SRl megpricu way dilsypict e
with (Vﬁht&5(59 mll) ind’rﬁildrz)cte&aﬁltﬁi Begp(yeds mIoli T @q&@ﬁd’lﬁﬁ‘z@e (Whs made
. .Sodi umtrl acetoxg1 orohydride (0,31 g, 1.5 mmol) .

bas1q,\géth DpfAd agd gxtracted with EtOAC (2 x 50 mL). The combined organic phases
were concentrated and the residue was purified on silica gel eluted with first DCM:MeOH
(9:1) followed by DCM:MeOH (8:2) containing 1% NH; (aq.) and finally with
DCM:MeOH (7:3) containing 1% TEA, to give 0.82 g (65%) of the title compound after
drying.

"H NMR (MeOD-dy, complex rotameric mixture, * denotes minor rotamer peaks) § 7.2 1-
7.29 (m, 1H), 6.86-7.03 (m, 3H), 4.86* (s, 2 H), 4.81 (s, 2H), 4.45 (m, 1H), 3.81* (m, 1H),
3.11 (m, 2H), 2.96 (s, 3H), 2.86* (s, 3H), 2.61-2.73 (m, 2H), 1.56-1.86 (m, 4H). MS (EST)
283.2 M + H.
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the m xture was stirred at rt. for 3 h and 45 mn.

Sat. ag. NaHCO3 (11 nlL) was added and the aqueous
wWpbwseo0sds extracted with DCM The organi c | ayRCT/SEX05/000411

separated and dried over Mg2SO4 and concentrated. The

residue was purified on silgxra gel eluting wwth O

DCM MeOH (95:5) to give 0.25 g (47% of the title

conpound.1 NWR (CDC13) d 7.61-7.72 (m 2H), 7.41-7.51

éf‘%vé??.%&if%‘?*f%efﬁﬁaé‘??-fg%thg?ﬁnﬁEgg{ﬁgf@@g&g@emnwl].lg-
3. pirrob3- ﬂH@thprlﬁﬁilﬁ% -4AtacetamiBe 2. 91 (m 2H),

2- G-@Npmpﬁs e {“@@@i‘“@’}l’l&e& 3- 4IY1ai‘§6m$ ey % Tvbo emc% and 1-[4-
(tnﬂ&&%n@thyi%ﬁer@l](«ﬂﬁ{ 110 e3§ c!ﬂ%éldf%%? H@)Z(ZH %2%47“‘5‘&’% 9\.17[5;) dissolved in

dichlbd@tine 2@ mb.). de%um tn&&t@gbeﬂoh&dﬁdéi(OZé}Z 8.71.8 miBdl) was MBded and
ESI

the XE%! SOSP%%%%X )lﬁft ﬁ?ﬁﬁ@l@%&lﬂmk 394534} pv@p added

d thd- aubOBS Pidse RvasPEfthAhdar &b
" (%d cgﬁ?op?hg}%x% -1 V- pfbggﬁgﬁf}% yl agrélf)arghg oﬁl Pied organic

phas@; Wege mmpgntxatmgl 41;1(4 3the oremidue | wipypuridled on silica gel elutmg with

DR b e TR R0 e o

compiotn8 afe @ff-Whise @ﬂﬂed and the reaction stirred for a
further 3h at 15 anbient tenperature. The reaction was

"H NMR{(MeQD-dneeomaden mtanglic wikxhradMmignptasitingn thtarher peaks) § 7.73

(@ 2By HAGLE AT DL ), YOS FhoA0 BULER g 636 o,

1H), alwm@,gzm ursoE(ts Q{qj Mbﬁ%n?f EH{)( 3@%@3&9 1%1)3N31513I((siqm)t§1¢0 (m, 2H),
295% 3, %86*2@931{)7241@ %(@J—EH)W% 85208 (my 4. 6. 77- 7. 08

BRI e FEA TR N TACR e

169. 93=H)169B ﬁeo(srmé@bi} 1411353'\!% dﬂi@ls@, 131@*1% 9, 1218563(@ J = 4 Hz),
135. 4, 134.0, 130.8, 124.5, 122

128. Olflfﬁ b 319’152)7 12?:138(‘11-7 3 281 Q{Z):ll%ﬁ %» 12216%, d22ﬁ982@4 620.3, 120.1,
120.0°1%6.32F1 81+, 484.3; 18812 -65M, 653! b5744968 43MH35 %28530.1, 201,

28.9, 28.1%*.
MS (ESI) 506.3 (M + H").

Example 16
2-[(3-chlorophenyl)thio]-N-[1-({1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide

1) N-(1-benzylpiperidin-4-yl)-2-[(3-chlorophenyl)thio]acetamide
Potassium zerz-butoxide (1.26 g, 11.3 mmol) was added portionwise to a solution of 3-
chlorothiophenol (1.8 g, 12.4 mmol) in THF (20 mL) and the mixture was stirred until a
clear solution was obtained. N-(1-benzylpiperidin-4-yl)-2-chloroacetamide (3 g, 11.3
mmol) dissolved in THF (25 mL) was added dropwise and the mixture was stirred over

night at rt. HPLC indicated that starting material was consumed The ‘solvent was removed
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This method used in the preparation of the conpound of

Exanple , with m nor variations, was used on a 0.1-1
worwb/o9sal e for the synthesis of the conpoundsP@f/SE2005/000411

Exanpl es 18-26. 30 Exanple 18

2-(pyndin-3-yloxy)-N[I-({le}4-(trifluoronethyl)phenyl

]-1Hpyrrol - 3-

yl }met hyl ) pi peri di n-4-yl ] acet anm de. 1HNMR (CDC 3) d

by e%al%%?at{?ﬁ?g{i @ezrg%iﬁn@ \&%glgt’mf%&% %n gl%@g %%%lllégda—%ﬂt?g),éﬁwﬁ)l{ (95:5) to

give 8,359 (570)Idflthe dtleddonipqundH) , 3. 85- 3. 92 ( m IH), 3.42

l t

m i C0a T Fo 5o Grasrpesh$ ot o attian 15 ééﬁ%:, G436,
| -[4-(t

o 20 SPETEIR0eH pRST k-(4-(1111uoro

MS QESImm(MpHH Y.i di n-4-yl]acetam de 1HNMR (CDC 3) d

7.63 (d, 2H), 7.43 (d, 2H) 7.30 (t, IH), 7.04 (m 2H)),
6.78-6.89 (m o 3H), 6.38 (d, IH, 6.30 (m IH, 4.45

(Sll)% -chl &%ﬁeggl)%&]-lgglpeﬁdﬂﬁ4 Facet% 1de2 87 (d, 2H),

1.48 13CNMVR
1-Chi@pahg) chlogofossat, (1158g.36.7150mdl) was z@lded&@ 8, Sollﬁﬁ)rl( of N-(1-

oty et be b S0y 2 o i

dlchlbilé’atl%ne X808 nfk.) 25121 Be mRtfte was- stirred Girst at 32 13- $ HMRAA(HSh heated at
542.4 (M+tH 1 ) Exanple 20

reflup £p3l it Fher nee@mmmw@mmmyqtew@d methanglZ3Q mli)iwasadded and
heatf%fe E({q}‘éfl\{%h{ )ip Irhpérrn? &ﬂleA E’R%%c} a1 aor}/]ea ni t 6?088&1 r\xgixt%re was

concSntﬁﬁe({ and Itid) resYdLﬁowéﬁ dissdivd id -télGehd and H)/apo?atécz t& &Lryness The
7.32-7.29 (m 2 6.77-6.

resuléng zesidhe Vay didutad “(lgl%% ang veaéh@rf yzth(ﬁ:i%h NlapH @qzbz Tp@, organic
layexivb%%s at%@d(a‘ﬁd c%E%enn%l\/gliA‘aggtt? g&g}ﬁe }va?@élﬂid &lf')sihca gel eluted with
first DCM: MeOH (8 2) followed by DCM:MeOH (8:2) containing 0.5% NH; (25% aq.)
and then pure MeOH to give 0.30 g (21%) of the title compound.

'H NMR (CDCls) § 7.09-7.30 (m, 4H), 6.58 (br d, 1H), 3.86 (m, 1H), 3.60 (s, 2H), 2.98
(m, 2H), 2.55-2.76 (m, 2H), 1.81 (m, 2H), 1.64 (br s, 1H) 1.14-1.34 (m, 2H).

MS (ESI) 286.2 (M + H").

iii) 2-[(3-chlorophenyl)thio]-N-[1-({1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-

yl}methyl)piperidin-4-yllacetamide
2-[(3-Chlorophenyl)thio]-N-piperidin-4-ylacetamide (0.30 g, 1.1 mmol) and 1-[4-
(trifluoromethyl)phenyl]-1H-pyrrole-3-carbaldehyde (0.25 g, 1.1 mmol) was dissolved in
dichloroethane (7 mL). Sodium triacetoxyborohydride (0.31 g, 1.5 mmol) was added and
the mixture was stirred at rt. for 3 h and 45 min. Sat. ag. NaHCO; (11 mL) was added and
the aqueous phase was extracted with DCM. The organic layer was separated and dried
over MgySO, and concentrated. The residue was purified on silica gel eluting with
DCM:MeOH (95:5) to give 0.25 g (47%) of the title compound.
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5 Exanple 21
2- (3-cyanophenoxy) -N-[| - ({l-[4-(trifluoronethyl)phenyl
W@ 20051090880 ol - 3- yl } et hyl ) pi peri di n-4-yl ] acet aPeTI8E2005/000411
IHNMR (CDAI 3) d 7.65 (d, 2H), 7.45 (m 3H), 7.35 (d,
IH, 7.22 (m 2H), 7.05 (de42H), 6.35 (m 2H), 4.44
(s 2H), 3.86-3.98 (m IH), 3.64 (s, 2H), 2.90 (d,
2.18 (t, 2H), 1.95 0 (m 2H), 1.55 (m 2H).13CNWR

NTﬁlﬁg@ﬁ@ ) 39 90992l S0ty AR5 18 910k B gl dar, 699.7.10

(m, 2HR 8.38- 6 (i]l%r?d 1HD96.81 (ﬁ)lQHZ,, 3.12.8.85, (rn],]l&)43 6113. ﬁﬁ%ge? 4;5 (s, 2H),

2.75- 13%;@,112@ Mgnﬁ{)1761926(m 2H)1361§9(m 2H) -

e e T T

3 Hz),ll—]NMR 10600113%. 1( 7J65211de2H)zz 771487 ( d19 ZH)L876 215:—?{ dds55.2, 51.8,
r% 7,05 (d, 23) 6-6.8 (m o 3H),6.4 (br.d, I'H,
4.7, F- 364, |1H), 444(3 2H) , 384393(mIH) 364

d, 2H), 2.15 (t, 2H), 1.95 (m 2H),1.55
MS(Eﬁﬁ)S(%:%(Mls IV(R(CDCJ 3) : d 167.1, 163.8 (d, J=246),

158. J=11.3), 143.2, 130.8 (d, J=10.1), 127.4 (q,

8) '127.1 (q, J=3.4), 124.4 (q, J=270), 123.7,
Examﬂ*gﬁ'? 119.2, 118.4, 113.1, 110.4, 109.3 (d, J=22.7),

2- (3-cﬁﬁ30 %)J-NZ@ I\jH%-(4 Qialé(pl;é'ﬁ?ﬁ ll-gf)yﬂml %Gylﬁnel%gl}ﬁlpﬁrlm 4-
yl)ace@m(iéyanophenoxy) N-[I-({5-[|-nethyl-5-(trifluorometh
- | -3-yl]-2- .
26Nl NP P Rt B Remidn (16800270 domgD pid G- formyl- LT
yrrol(lcjagne’ﬁ):oxﬁtrﬂe 42. 2(éq) Wk, d1s7soﬁ%d (ﬁsﬂ ,Dd:M) %) Eﬂ)lé‘m{ IE‘ft Qdﬂ)sur for 5-10

Imnutqs WZIBI'ZI@)“(I;D%)ﬁ (2 |5|)méql) ‘@!1 gddeg}apd t@ g@c@orgglrgqﬁ fOIr |—g further 3h at

amble%t’_sglglgé%glr% Hﬂ“hez E%agg%%ﬁémﬁed i%ﬁé% @ijtﬁ DQCE'M( l& ml) and the
filtrate concentrated in vacuo. Flash silica chromatography on a 9g ox 40g Biotage
cartridge eluting with EtOAc/MeOH/TEA (100/2/0.2) yielded the product as a white foam
(81mg, 65%).

'HNMR (CDCls) & 7.67 (d, 2H), 7.43 (d, 2H), 7.22 (t, 1H), 6.77-7.08 (m, S5H), 6.32-6.38
(m, 2H), 4.43 (s, 2H), 3.89 (m, lHj, 3.42 (s, 2H), 2.86 (d, 2H), 2.13 (t, 2H)>, 1.92(m, 2H),
1.50 (m, 2H).

PCNMR (CDCls): 8 167.0, 158.0, 143.7, 135.4, 134.0, 130.8, 124.5, 122.6 , 119.7, 119.0,
118.7,118.1, 115.8, 113.8, 113.0, 108.5, 67.7, 55.4, 52.2, 46.5, 32.3.

MS (ESI): 449.3 (M+H")

This method used in the preparation of the compound of Example 17, with minor
variations, was used on a 0.1-1 mmol scale for the synthesis of the compounds of
Examples 18-26.

Example 18
2-(pyridin-3-yloxy)-N-[1-({1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-
yl}methyl)piperidin-4-ylJacetamide.
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5 Exanpl e 24
2-(2-chl orophenoxy)-N-[I|-({l-[4-(trifluoronethyl)pheny
WO keosmbe3g0 r ol - 3- yl } net hyl ) pi peri di n- 4-yl ] acet Bei/sE2005/000411
IHNMR (CDAI 3) d 7.65 (d, 2H), 7.45 (d, 2H), 7.40 (d,
IH, 7.25 (t, IH, 7.05 (d,e®H), 6.95 (t, IH, 6.8-6.9
(m 2H), 6.35 (s, IH), 4.48 (s, 2H), 3.84-3.93 (m
3.62 (s, 2H), 2.78 (d, o 2H), 2.25 (t, 2H), 1.95

fﬂ%@% 3053 [, 454 s BRI, 219 188§ 2031826 (m,

2H), J+RB. @), 2H) 433(d( 4H), 527 (), 1ED34.47 (4,231)13.83-300(m, 11k, F.42 (s, 2H),
68.2, 55.5, 52.0, 46.1,

287%% 23%%11%%5@)114 %%2%7)1@ (3R e 25

nox NI 5-[4-(trifluoromethoxy)phen
MS @‘is](l)gﬁ?ugyl} thylyg pi p[eri <(3I|{ n- [ 4-yl]acetam de 1HNWVR
(CDA 3) d765(d, 2H), 7.212 (m 3H), 7.00 (m IH)),

9§3t 6.78 (dd, IH, o 6.57 (d, IH), 6.35 (d,
Exafflpfl 27 (d IH), 4.43 (s, 2H), 3.84-3.92 (m |IH),

2-[3- ?rﬁﬂuﬁ%me%g@ﬂw%@x% ?[aﬁléh%&@?lc%ogl)%@yl)&ﬁfgg{]-(()ljil-pyrrol-S-
yllmetglpipariding-ylla2tanide4s. 3, 135. 5, 130.8, 129.9,

'NYR (GDCES & 663 88 i, g5 gty 06 Tin 5303 s FHidp fs-6.89
3H), %C% @, ﬁﬁb"ﬁ 90@@}?}@4% (362H)3 85 3, 94 (m 1H), 3.43 (s, 2H% 287 (d, 2H),

hl or ophenoxy) -{[1-(5-chl'oropyrimdin
2. 14I(ﬂrI2H9ﬂr96I(d32H)yll]4|851t ﬁX/(I}lpﬂfI))erl di n- 4 yl ) acet ami de 1HNI\/R

expgH  Bdfun by D 0, 5%, B 0 i)
127. 1(3(&61—6&1) PBMFQ J—§7o’§71ﬁ3‘8 11@6 149%21ﬁ§3 f—i‘b)e 1’313814 1?13%3108 4,
67.8,(79.4,52)2, 46.5582.8 m 2H) I\/IS (ESI) 460 1 (M+H+)

MS (ESI): 542.4 (M+H")

Example 20
2-[3-(trifluoromethoxy)phenoxy]-N-[1-({1-[5-(trifluoromethyl)pyridin-2-yl]-1H-
pyrrol-3-yl}methyl)piperidin-4-yllacetamide

"HNMR (CDCls) § 8.62 (s, 1H), 7.90 (dd, 1H), 7.47 (t, 1H), 7.42 (s, 1H), 7.32-7.29 (m,
2H) 6.77-6.88 (m, 3H), 6.37 (d, 1H) 6.32 (m, 1H) 4.44 (s, 2H), 3.85-3.92 (m, 1H), 3.42 (s,
2H), 2.85 (d, 2H), 2.14 (t, 2H), 1.92 (d, 2H), 1.47-1.56 (m, 2H).

MS (ESID): 543.4 (M+H")

Example 21

2-(3-cyan0phenoxy)-N—[1-({1-[4-(triﬂuoromethyl)phenyl]-1H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide

'HNMR (CDCls) § 7.65 (d, 2H), 7.45 (m, 3H), 7.35 (d, 1H), 7.22 (m, 2H), 7.05 (d, 2H),
6.35 (m, 2H), 4.44 (s, 2H), 3.86-3.98 (m, 1H), 3.64 (s, 2H), 2.90 (d, 2H), 2.18 (t, 2H), 1.95
(m, 2H), 1.55 (m, 2H).
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Exanpl e 27 5 2-(3-cyanophenoxy)-N- [I-({1-[4-
(trifluoronethoxy)phenyl] -IH pyrrol-3-

wQ kdoseedsgd ) pi peri di n-4-yl ] acet am de PCT/SE2005/000411
2- ( 3- cyanophenoxy) -i V- pi peri di n-4-yl acetarni de (I eq,
1.93 mmol ) and | -[4- (triflamoromet hoxy) phenyl]-I
H pyrrol e- 3- car bal dehyde (1.2eq) were dissolved in DCM
(3m) and stirred for 10 m nutes. NaBH(QAc) 3 (2.5 eq)

13 t 0 _ 16H. —
CNMIR td1so1,pdslageand syhe fu8act inn Oy 8td 1 %gg_é(%, 1?% )&g J=3.6),

he reaction m xture was added 10% Na
126. k,ﬂ]%ér(qafﬂﬁ) 128r6e d19Vet1%6,pHAs:, 148pad 88.4y 1 19,01 18.1, §7.7, 554,
509 %< colum. The phase separation was washed t hrough
Wia-r (Im) and the SCX-2 with DOM (5m ). The

MS ugt 2WRA gl eased fronthe cation exchanger wth 2M
I—Sg}jl n I\/EC]—|H§ 5m) the filtrate collected and

evaporated in vacuo. Flash chronat ography on the
B| %A@ge 9g silica cartridge using isocratic
MeOH: TEA (100:5:0.1) gave product in

2-(34RDRSPHENBE mpn
( puri f l?ed b?/plgﬁtlgﬁ%t[tmrﬁ]yﬁ??ﬁpﬁrl ficat y%ﬁ}; g&ﬂﬁd t he

yl}n@ﬁmﬁmwﬂyﬁamd@cet ate s salt (23 ng, 21%.
oINS s el a8 485 4 o s T oo o
3H), @43&&@}1}26&30 4. 14@ 434 (QFZH% 3884- 9"3 @3 1(&1;)}53 lhxs, 231)6290 (d, 2H),
215§t BED.1L %‘b(r(lraﬂ)zhﬁ (nvSZI@Esn 499 3 (MF ) o Th| s rret hod
13@@%@@%%%@ orp%'gg(gsi’—r&%?sfs% Qla, 521 59" R3WY585 (4, 5=10.1),
127.27 3}:@35%)09117611%,&/3 |124 h?}) yl F=2700l] £39 wrpwfﬁnm)z 211§l4r 113.1,

erid acet am de THNVR '( CDO

I
110‘% 198. 3((@1; 1422)7% 170&1)(@5—%2:7) BW, 542827, 4845,(3% 3. 2H) ,
7.05 (d, IH), 6.28-6.36 (m 2H),

M isfy ?659%5%)3 84-3.93 (m IH. 3.62 (s, 2H), 2.85

(d, 2H) 2.25 (t, 2H), 1.95 (m 2H), 1.50-1.60 (m

2I—? M5 (ESI): 484.0 (M+tH1L ) O
Example 23
2-(3-cyanophenoxy)-N-[1-({5-[1-methyl-5-(trifluoromethyl)-1H-pyrazol-3-yl]-2-
thienyl}methyl)piperidin-4-ylJacetamide
"HNMR (CDCls) § 7.42 (t, 1H), 7.32 (d, 1H), 7.15 (m, 2H), 7.05 (d, 1H), 6.9 (d, 1H), 6.6
(s, 1H), 6.38 (br.d, 1H), 4.48 (s, 2H), 4.0 (s, 3H), 3.90-3.98 (m, 1H), 3.70 (s, 2H), 2.90 (d,
2H), 2.25 (t, 2H), 1.95 (m, 2H),1.55 (m, 2H).
MS (ESD): 504.2 (M+H")

Example 24

2-(2-chlorophenoxy)-N-[1-({1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-
yl}methyl)piperidin-4-yllacetamide

'HNMR (CDCls) § 7.65 (d, 2H), 7.45 (d, 2H), 7.40 (d, 1H), 7.25 (¢, 1H), 7.05 (d, 2H), 6.95
(t, IH), 6.8-6.9 (m, 2H), 6.35 (s, 1H), 4.48 (s, 2H), 3.84-3.93 (m, 1H), 3.62 (s, 2H), 2.78 (d,
2H), 2.25 (t, 2H), 1.95 (m, 2H),1.60 (m, 2H).
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Exanpl e 29
3-(3-chlorophenyl)-N-[I-({l-[4-(trifluoronethyl)phenyl

W@ 20051090880 ol - 3- yl } et hyl ) pi peri di n-4-yl ] pr opaPeiBER®05000411
i) te/t-butyl-fl-dl-~-~rifluoromethyQohenyy-|
-pyrrol -S-yljmethyl)- piperggin-4-yl]-carbamate
[ -[4-(trifluoronethyl)phenyl]-I
H pyrrol e- 3- car bal dehyde (4.054 g, 16.95 mmol) and

13 t I\ RiReIG dekfind I 4 . .
N RSl 8889 SSTolH bangs, (250 s 801 150
124.8 (g AB€X70 X Y2807 010801, 1 188.0, 11984 199.233189, bl ) 118a 68dM&8.5, 52.0,

and stirred overnight at rt. O The reaction m xture
46.1yg¢&3quenched with sat. ag. NH4C solution (30 ni),

. e_»,d%)ﬂ DCM (3 x 40 nmL), washed with brine (30

MS %I?'Q%trzie V\;Ifrph Na2SO4 and purified wth Biotage

Hori zon Pioneer(r) HPFS using a silica cartridge and

el ut wi t hEt OAc : MeOH: TEA (gradient from 100:0:0 to
Example 250. 1) to give 6.12 g (85% of the title conpound

2-(3%&1&3&@{3156?{}2—?-.%13(:{5ﬁ%%&%%tﬂm}y})ﬁhgl?ﬁg%f%*yl%H}t,hyéyé%ridin-

4-ylfasetaptigle 3.55-3.58 (m |H), 3.38 (d, 2H), 2.84 (t,

NP D 357 b4 2EDie 2 (B, 700 i, 166,93 ( 107678 (aa, 1),
6.57?&&,’(3 {/Ir%r [6F‘35((H,r ! j,%?z@?i%ﬁx' ARNENYH) -4.84.3 9 s 9 FED 2:86

ol -3-yl }ne I peridrn-4-am ne
(d, 2H); ha4 ¢, 2H).-1(94 @; 2H),(1t49-1 58 gme AED.hy| ) phenyl ] - |

PR e o0 AR A s BB R AL 126

121.&,3@%%%8%?,@16!7?‘1 é@.b, Hl-.z,f]}‘?%.s% 69.7N941 S51 ) Lt%t.%%\?\gs

et her was added to the suspension whic
MS @ES1):r308. X M+I)5 hours. The precipitate was filtered
of f and was washed with diethyl ether (200 nlL) and was
then dried at reduced pressure over night to give 4.98
Exampl&269 of the title conmpound as a cream col oured
\Mgite solid. 1IHNWVR (MeOD-d ) d 7.77 (m 4H), 7.63 (s,
2-(34chjorophemxy)-N-(1-)[1-(8-chbrppyrimijlin-2-yDgl H-pyrodh3-

et TR T
'HNMR (CDCls) § 8.5 (s, 1H), 7.63 (m, 1H), 7.55 (m, 1H),7.2 (dd, 1H), 6.95 (d, 1H), 6.90
(t, 1H), 6.77 (dd, 1H), 6.36 (br.d, 1H), 6.27 (m, 1H), 4.42 (s, 2H), 3.84-3.93 (m, 1H), 3.4
(s, 2H), 2.85 (d, 2H), 2.15 (t, 2H), 1.95 (m, 2H), 1.50 (m, 2H).

MS (ESD: 460.1 (M+H")

Example 27

2-(3-cyanophenoxy)-N-[1-({1-[4-(trifluoromethoxy)phenyl]-1H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide

2-(3-cyanophenoxy)-N-piperidin-4-ylacetamide  (leq, 193 mmol) and 1-[4-
(trifluoromethoxy)phenyl]-1H-pyrrole-3-carbaldehyde (1.2eq) were dissolved in DCM
(3ml) and stirred for 10 minutes. NaBH(OAc); (2.5 eq) was then added and the reaction
stirred for 16h. To the reaction mixture was added 10% Na;COs; (aq) (3ml) shaken and
filtered over a phase separator onto a 1g SCX-2 column. The phase separation was washed

through with DCM (1ml) and the SCX-2 with DCM (5ml). The product was released from
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iii) 3-(3-chlorophenyl)-i V-
[1-({1-[4-(trifluoronethyl)phenyl]-I -pyrrol-3-

wQ kdoseedsgd ) pi peri di n-4-yl ] propanam de | -({ PCT/SE2005/000411
| -[4-(trifluoromethyl)phenyl]-I

H pyrrol - 3-yl } met hyl ) pi peri ggn-4-am ne di hydrochl ori de
(0.050 g, 0.126 nmmol ) and 3-(3-chl orophenyl) propi onic
acid (0.028 g, 0.152 mml) was dissolved in DVF (7

the dﬂﬂa))n el I(\QItQQK/I N|H3 91 IeiééHmr)ﬂ)‘%ﬁeSfﬂﬂ@eeéblfe@{eh%‘ﬁ@ @v%porated

HATU ( g, nmol ). Thé m xture was stirre
in va@uto 3F}a@l1u rcshr@mauogmphy empethathomgeEf)g’)ﬂe@hQaltbamglgm&ng isocratic

Eto&%éﬁé gﬁ]ﬁ)ﬁegﬁs Igg@g(gr]f u%j\ unaaiﬁsga to?flgg\gy; hl“he compound was

futh&G Y@t h3lLebrided PRLIC paticmibh 1B RlEEe cbl%i)b&&ﬂas its mono acetate
Pioneer (r) HPFS using a silica cartridge and el uted

salt ({Btrhg,21#e: MeOH: TEA (100:5:0,1) to give the title

"eBAERCUES 5570, 1987 43 oo 55 bmobinh 75’ g Ty 43720

|
2H), 6. @Sg(dgbﬁi d.53 (m%ﬁy 2@-86(5 i}m 3 8|21!)3 93’3&&51}&)3 3, 6%"& /2, 2.89 (d, 2H),

225((62H;2,L9951m3§{)1, 1451)(69(1@H;H)|vs (ESI) 490 2 (|v| + | Ht)
3 3-(3-chlor ophenyl)-NT[I -({l
MS @[ﬁ?‘%tgﬁ f@h"gﬁgnet hyl ) phenyl ] -1 H pyr rol-3-
yl } et hyl ) pi peri di n- 4-yl ] acryl am de
| -[4-(trifluoromethyl)phenyl]-I
This rmfﬁé@c} WRs alsg psadefonthe)synivesis af Wesomppwed of Example 28:
di hydrochl ori.de (0.050 g, 0.126 mmvol) and

"(2E) 3-(3-chl orophenyl)acrylic acid (0.028 g, 0.153)
Example 2B ssol ved in DM (7 nL). DI PEA (0.077 ni L, 0.445

d by HATU 057 ¢ 153
2- (3wmtgphem§ya>gﬁsﬁrﬂ(§dﬁ$ %hlpmpé'&ny'a& fslrﬁlameéhyA}plp%ﬁm 4-
yDadeBMfleat ure. EtCAc (10 nml) was added and the m xture
was washed with 1% Na2CO aq. solution (3 x 10 nL),
THNNR é@DCllgﬁCﬂW (&,0kFE)e At40at e (n A2H), (LI6-7.B4 dmnwiH), Bil B7age(m, 2H),

7.05 8 B0 Aot e et (rk0y 200+ 200(rty 105 6006 AHRes s (o, 280,

9 lid. 1HNMR ( MeOD-
225? tm? PQ ﬁ) (1% 62 ?dl% %%&asﬂsgo(ls IH, 7. 211-7. 47)
MS((EﬁI)ZrISBL,O(M )733(m 2H), 7.25 (m 2H), 6.59 (d,

6.34 (t, IH), 3.74-3.82 (m IH), 3.49 (s, 2H),
299 (d, 2H), 2.19 (t, 2H), 1.91 (m 2H), 1.54-1.64

Exaiaple 33 .
3-(3-chloropheny!)-N-[1-({1-[4-(trifluoromethyl)phenyl]}-1H-pyrrol-3-

yl}methyl)piperidin-4-yl]propanamide

i) tert-butyl-[1-({1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-yl}methyl)-

piperidin-4-yl]-carbamate
1-[4-(trifluoromethyl)phenyl]-1H-pyrrole-3-carbaldehyde (4.054 g, 16.95 mmol) and terz-
butyl piperidin-4-ylcarbamate, (3.564 g, 17.80 mmol) was suspended in DCM (35 mL).
Sodium triacetoxyborohydride (7.184 g, 33.90 mmol) was added and stirred overnight at rt.
The reaction mixture was quenched with sat. ag. NH4Cl solution (30 mL), extracted with
DCM (3 x 40 mL), washed with brine (30 mL), dried with Na;SO4 and purified with

Biotage Horizon Pioneer® HPFS using a silica cartridge and eluted with
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M5 (ESI) 488. 1 (M+ H+) . Exanple 31
2-(3,5-difluorophenoxy)-N-[I-({l-[4-(trifluoronethyl)p
W ewgiodosbt pyrrol - 3- yl } et hyl) pi peri di n-4-yl | BCESEQUZIE@0411
)
Z-chloro-i V-El "l -Wtrifl uomsgmet hy?phenyy-1Jy-pyrrol -S
-yOret hyl ) - piperidin-4-yl]acetam de
[ -({I-[4-(trifluoromethyl)phenyl]-I
EtONtMé@)HlT@A)(gl}aﬂ%hYﬂohPﬂWO*MbQOﬁ UL Q'v@)é%og? '("%5%) Qiethe title
(2 and anhydrous potassi um car bonat e
Compeumi?aSga WQJZe ®lidrol ) was suspended in DCM Vater (1:1,

g EMepise g 93794 SE Tk 2t 13b o i Bk 8.4 (m, 10,

4.08"s) omstd 55.8%df Qf Paynanand Ahes, 8@%@%; 9. (LSh&n% YW £{m, 2H),

suspension, and stirred vigorous for
1.43Ami 9Hur e of chloroacetic acid (0.100 g, 1.0 mmwl) and

1 mmol) was dissolved in DCM and was
MS Eﬁgé&gé%&ﬁéq%éctl on m xture. The m xture was stirred
vigorous for 4 hours. The water phase was renpoved with

a phase s&garator and anot her m xture of chloroacetic

acwdl {2 ib(tyiflupromethylphenyl |- £HApY1r0l-3538} ngethgl) pipenidin-4-amine
?ﬁm‘iﬁpﬁﬁlfg DCM s was added to the organic phase.

s stirred for another 2 hours,
concentrated and purified with Biotage Hor i zon
Pi oneer HPES using a silica cartridge and el uted

fe”‘W“tYHE‘( %ﬁﬁ]lpmg;&ﬂmmelwlblﬁ)pwlérﬂ etheDpiperidin-4-yl]

e SRR 5%, gy BB ATty A48, i

stirr€d 36rt( for 1l5-|)1c)ur3 B&tl(}& et%lrl)(lO &I@Sﬁz& aﬂﬂecﬁ m tHel'&lspéilsﬁﬂ which was

stn‘rédS £ g‘% u{q.n %rec jtate VY"ﬁstl}er‘?fbng 1an(i|\)1va,s Wpﬁtyed W]itlil fhethyl ether
(2002m§§ 'agd qﬂzefs tHa{ 989@ ﬁpi@ﬂhcé& élleﬁ td obd: xé%ﬁt' b! %19% gt %§7§5€§ of the

henyl | -1 H pyrrol - 3- pl peri acet
title zempbm@mﬁrpam{cpbt{rm vzvhm ﬁcbl'ubr onet hyl ) phenyl ] - I

|- 3- th ' di I
'S -20" 78 o P A5 oo 48 e Seie: ..o 2.
f :
365,89 B AUERSOTER UL P 16€ 20y fad 60, L boRnfy B, AP UM
MS ESD FEF2(BI #llH and stirred for 5 min. before adding it
to the solution of 2-chloro-iV~[I- (
{I-[4-(trifluoronethyl)phenyl]-I
H- @y ol - 3z(3lchigropuényad-Aeri-dit 4 4tevid sie fle@Isheny 1 1A -pyrrol-3-

yl}methyl)piperidin-4-yl]propanamide

1-({ 1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-yl }methyl)piperidin-4-amine
dihydrochloride (0.050 g, 0.126 mmol) and 3-(3-chlorophenyl)propionic acid (0.028 g,
0.152 mmol) was dissolved in DMF (7 mL). DIPEA (0.077 mL, 0.445 mmol) was added
followed by HATU (0.058 g, 0.153 mmol). The mixture was stirred for 3 hours at room
temperature. EtOAc (10 mL) was added and the reaction mixture was washed with 1%
NayCOs; aq. solution (3 x 10 mL), dried (MgSOy), concentrated and purified with Biotage
Horizon Pioneer® HPFS using a silica cartridge and eluted with EtOAc:MeOH:TEA
(100:5:0,1) to give the title compound (51 mg, 83%).
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The reaction m xture was stirred at rt. over night and

was then concentrated and dissolved Qin DCM (20 nlL),
woer®heeh3s t h water (10 nl), concentrated agi anPEFREE2005/000411

purified with Bi otage Horizon Pioneer(r) HPFS using a

silica cartridge with gradiegt elution with Et OAc

: MeoH: TEA (gradient from 100:0:0 to 100:2:0.2) to give’

the title compound in (218 ng, 51% as a white solid.

IHJ\@H?N s 8212)'706(‘17'22@_ 7.6929{ S 274, 9-27265(%4@17%’-7 1, (m, 28,

633((lhss um) 35;7-355(&1 IIH]) 345 47 2B, 226)2.9B(H248), 7294;6@1 21, 2,12 (;
1;% {$o 2H, 2,94 (d, 2H), 2.10 (t, 2H),
2H),( SMHM 38144 6@1(2111) 2H) 13CNMVR (MeOD- d4) d 168 2,

246), 160.1 (t, J=16), 143.3, 124.4
hds@%ﬁ)%%%gg§fg}%€?8 (g, J=3.9), 126.7 (g, J=32), 122.1
119 2, 119.1 118.9, 113.0, 98.6 (dd, J=31.9), 96.7 (t,

7\ 674 54.8, 51.8, 46.8, 30.9. o MS (ESI) 494.1
Exa K Exanpl e

(2E)ﬁ§|@3; Sﬁlgg ﬂ%@gﬁg&%F{zg{e&ma&h{&n,ﬁiﬂn&g’n(fﬂ.ipfymﬁmmet
yl}n;eltl}yilmipyti_)ii\m/i-ﬁﬁ’ﬂ]adrﬁanu@tt] a?et gm’ode el 1|

- - - = [l . -
R R B R et dkaipe. 070

dihy@ Hlohaé 018D) g, BB Ain$s) Mﬁﬂz ﬂsyhTﬁB hényDadrylid.afid (0.028 g,
1 ydll;olcsoprop(yl phegnol 0. 062 %Eg e pangm%ortyalsglﬁng s

0.158 b s pdisestyase i AOMED (g, mb) @EEMDWM@L&M | wagpl) rwas added
followe}ﬁ b ’150 %bS?%‘? Osfi?;]e ?‘mgﬂlﬂe \J&? s frgd %‘ 5 'Flgur& at room

action m X |0nmtur
tem@iatﬁﬁ)Etd)Al’: (HDnm)nV:isl‘zejdedlbnd the Mk@ire Mag Masﬂédjw&’tﬁsl% N@pCO; aq.

concentrated and purifi with a Biotage Horizo
solufgpn, & & é$ )mH:F@qqlsngS% iCPlil‘i?ﬁtrﬁtﬁiitatnFlc@Jé] figidt with 'Biotage Horizon

Plongér%a‘??%@%jn%%s@g{l @%Ilarfnfgé (%léloe{r%t%&) g\/éﬁ%]%d%c:lglg mﬁﬁ}l‘gAz()lO{):%:O.l) to
glveskid iitle cdxhpdbﬁd((ﬁifb(ﬂig &Y% )dhs 8. sEﬁ’d ( d, 2H), 7.63 ( d, 2H),

NS Zghé%d@né 7;7@ (d, %HZ!WE% (dQZI)D 73532@5')3@,77 (i . mm@m 7.32-

raau8 ol Al i She2lly dah, it Zihaiedh el s W

2991432.14) 219%t,2H)1 201 ud, QH) JE-T)64 (3;12@}18 (g, J=32),

125 4, 1245 (g, 1=270), 124.2, 122.1, 119.3, 119.1,
MS (19_1%)%88 1 HHy2 o 54 7. 51.9 46.5, 31.0,
Example 31

2-(3,5-difluorophenoxy)-N-[1-({1-[4-(trifluoromethyl)phenyl}-1H-pyrrol-3-
yl}methyl)piperidin-4-yllacetamide

1)) 2-chloro-~-N-[1-({1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-yl }methyl)-
piperidin-4-yllacetamide
1-({1-[4-(trifluoromethyl)phenyl}-1H-pyrrol-3-yl } methyl)piperidin-4-amine
dihydrochloride (2.00 g, 5.05 mmol) and anhydrous potassium carbonate (3.07 g, 22.2
mmol) was suspended in DCM:Water (1:1, 30 mL). Chloroacetic acid (0.788 g, 8.34
mmol) and EDAC (1.60 g, 8.34 mmol) were dissolved in DCM (15 mL), stirred for 5

min.and then added to the DCM:water suspension, and stitred vigorous for 2.5 hours. A
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26.6, 23.3.M5 (ESI) 542.7 (M+ IH+) . Using the nethod
described in Exanple 32, the conpound of Exanple 33
we®ss9a3s arly prepared from 2-chl oro-i V-[1I - ( {PCT/SE2005/000411
| -[4-(trifluoromethyl)phenyl]-lI Hpyrrol-3-yl}nmethyl)-
pi peridin-4-yl]acetam de and/i2-i sopropyl phenol :
Exanpl e 33
2-(3-isopropyl phenoxy) -N-[| - ({I-[4-(trifluoromethyl)ph
mixt@FY bf thiokbAwtié %rd3(0 Mo getl fmvhﬁ]ﬁmp %ﬁdl damé @'ﬂl@‘:%t ﬁmn@ﬁol) was
1IHNMR (MeOD-dO d 7. 70 ,
diss@myd in/DEM pnd wespddedga tl(xqqeaglm)n m@(tu@. Eheamgtm'e W) stlrred vigorous

for z€ gouri}(_ﬁﬂ &/HE% péllase \Eéﬁ fen%o’_%:él tlgg ﬁeh;a?atoz’gpg a(npt%er mixture of

.chlo?ddbeuélacﬁ@ €.d10 2H2.2 thmdPr ahdﬁﬁDAm (302@6 g, 2. 2thnkdl), dedlved DCM,

ESEEZ 500.6 (M + IH+'\%
was adqezl tothn opgaaitoRlase NLid me?{tme[ Wa&’( stirted) fgp paetherhd hywheoptentrated

and E}Wﬁ;_re;cf %@tfx%do%gtﬁ iH&)nﬁoa P&qrjegﬁ(@ggﬁ%gszn%ﬁlsglrca cartridge and eluted with

EtOAL Mécﬁhm (1002 bl&g & BReME :iRE @&Mb&uﬂd (1.53 g, 76%) as & white solid.
H pyrrol -3-yl }met hyl ) pi peri di n-4-"yl j acet aii de (0. 050

THNYIR (MeOD5 ol J2 (@37 6oydeRHR.2F (th.2H)0 6632y, 1 H, 3188 (s, 2H),

s LB o FRPAEAS ROTES) U CRTBORSLS (902500, 8, 250, o,

MS @ﬁf@d)(ymmplgﬁput anone (5 nL) and the m xture was
refluxed (7Q0C) 5 overnight. The reactions m xture was

allowed to cool to rt., and was then concentrated and

hed
o B IR RN PO B DB L v
angil}hmhﬂgplpﬁnaﬁl WiyiljacBliagkidge Horizon Pi oneer(r) EDPFS
Ica _cartridge and el uted

a sil d wit
2-ChEtr@3&g [veide4reflpargmeth )pil)anzrl&rléﬁ métmlr?eylt}meﬂyl

by 83y SN I | Tk orriens

0.2284,,1. ’BSISmn(di) ard{)qtastieb tersbutdkide (8.196£31.831 frmol) Whs dissolved in
dry b5k apdstiney 1075 min! heforecaddinsoshe piRPh B chloro-N-[1-
({1-[4-(trifluoromethyl)phenyl]-1 H-pyrrol-3-yl }methyl)piperidin-4-yl]acetamide in THF.

The reaction mixture was stirred at rt. over night and was then concentrated and dissolved

in DCM (20 mL), washed with water (10 mL), concentrated agian and purified with

Biotage Horizon Pioneer® HPFS using a silica cartridge with gradient elution with

EtOAc:MeoH:TEA (gradient from 100:0:0 to 100:2:0.2) to give the title compound in (218

mg, 51%) as a white solid.

"HNMR (MeOD-dy) § 7.67-7.69 (d, 2H), 7.59-7.61 (d, 2H), 7.22-7.24 (m, 2H), 6.57-6.61

(m, 2H), 6.49-6.55 (m, 1H), 6.32 (s, 1H), 4.47 (s, 2H), 3.72-3.79 (m, 1H), 3.43 (s, 2H),

2.94 (d, 2H), 2.10 (t, 2H), 1.83 (m, 2H), 1.55-1.64 (m, 2H).

PCNMR (MeOD-d*) § 168.2, 164.0 (dd, J=16, 246), 160.1 (t, J=16), 143.3, 124.4 (q,

J=270), 126.8 (q, J=3.9), 126.7 (q, J=32), 122.1, 119.2, 119.1 118.9, 113.0, 98.6 (dd,
=31.9), 96.7 (t, J=27), 67.4, 54.8, 51.8, 46.8, 30.9.

MS (ESI) 494.1 (M + 1H").

Example 32
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I's Using the nethod described in Exanple 34, the
conpound of Exanple 35 was simlarly prepared from
w2236 | V-[1-({ [-[4-(trifluoromnethyl)phenyP¢FEE2005/000411
H pyrrol -3-yl }net hyl ) - pi peridin-4-yl]acetam de and
i soqui nol i n-5-o0l : Exanpl e 3%22Q
2 (| soqui nol i n-5-yloxy)- N
-({l-[4-(trifluoronethyl)phenyl]-I -pyrrol-

AR e I ey

ylnfethylSpiperidis8-yllacetarhide 7. 33 (m 2H), 7.16 (d, IH),

2- ch%%-éﬁi@ E%(mép&ron?t@ﬂ%%nyl%lﬁpln@gi g?ﬁmegn)l)plpendm 4-
yl]a%e%eﬁlgl_d%szgpg(?n ?Zh!) 172 SbfR1f E@As) A0d1ved Nht dhHIHEX P, 2.6-

uor ophenoxy’ )
diisc[ple;(}{lphe[ml (0.062 | g)d0. 35k tnipbl) Fﬂlﬂnpbl]asdlumpbﬁrtrkmﬂteﬁde (0.039 g, 0.350

t.hyl ) pi i di=4-yl] t
mndf) YRR ety B ivo T &5 609 G0 Sies Thig i apfor gedisgt reaction
mixtuf. trhe #2508 enik Rr® Whs GiirrSd ﬁ@SG"@ﬂo} 30%hA (ISR, ‘6@& HiBht and was
dry THF (2 nmL). After stirring for 5 mnutes, this

thensaingentoatedvasd gudidicdt with a5 Bliethgo dlapizo - Riohanr®- HPFS -ys{ng a silica

Cmrlﬁ!g%f/wt% rﬁ.té)l‘%%gﬁ@ﬁl ) hg‘%‘l&] ‘?ﬁl”&‘ 199: %0600 02 o ghye the title
com@ourit (38 i3 7%)f 5%@@@!%%& 31) in dry THF (2 ni). The

reaction mxture was stirred at 500C for 6 hours and
"HNIVER (Me&- ddrﬁ:%ﬁﬁr(di 2d), TRk (d, 288t V.80 (di 2H), §.1Bi (ot Hd)e6.35 (m, 1H),

o R BB o S B0 G A0 95 2 . .

9 lid. 1H NMR (CDC 3) d
1913@@@)11162(10720(?1?&? , 1.00%, ﬁﬁ{)g 32 l7 12t 3H§ < 711

13c1\(1yﬂz (MgQD@i 138) 1692, 15495 1313343 164,5, 126:8. (q 33,7)] 126.8 G, 3€32), 125.4,

124.5 %4 %0),2;37'32(?2124?%9 400, M {'),\;(1 X %1272%.9, 46.5, 31.0,

2 166.9, 153.6 150. 8 (dd,
206, i—ﬁl?él\%%z@ %:2 6393)1&* (dd, J:UABZ,(?):242. 5Hz),(

143.2, 127.4 (q ) iaa OHz), 127.1 (q, J=3.9Hz), 124.2
Usin%qgi)/ : 734_%%%511132% i%Ef%%‘%e 3%2}%3 fcz)m%&gd_éf)E%%é?l% %8‘”%3 similarly
prepa@d4, fx’éih 2,.2- élﬁm@qu)Z@l -[MEriflastom B¢ sy th- I HpYrrolMSyl Y methyl)-

(ESI) 492.0(M - | H+
piperidin-4-ylJacetamide and 2-isopropylphenol:

Example 33
2-(3-isopropylphenoxy)-N-[1-({1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide

'THNMR (MeOD-dy) § 7.70 (d, 2H), 7.62 (d, 2H), 7.24 (m, 2H), 7.17 (t, 1H) 6.84 (m, 2H),
6.73-6.76 (m, 1H), 6.32 (m, 1H), 4.45 (s, 2H), 3.74-3.81 (m, 1H), 3.45 (s, 2H), 2.93 (d,
2H), 2.80-2.96 (m, 1H), 2.13 (t, 2H), 1.83 (d, 2H), 1.55-1.65 (m, 2H), 1.20 (d, 6H).

MS (ESI) 500.6 (M + 1H™).

Example 34
2-(2-cyanophenoxy)-N-[1-({1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide
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Exanpl e 37
2-[(5-chloropyridin-2-yl)oxy]-iV-[I-({l-[4-(trifluorom
we@edglodEbenyl ] -1 r-pyrrol - 3- PCT/SE2005/000411

yl }met hyl ) pi peri di n-4-yl ] acet anm de
2-chl or o- 5- hydr oxypyri di ne ¢®.162 g, 1.25 mol) and
potassiumtert-butoxide (0.140 g, 1.25 nmmol) were
di ssolved in dry THF (10 nlL). After stirring for 5
2- cthﬂoUNI[ff({l {@Fﬁﬂ??iré’ﬂ[hb& 1DPRSH AU ] 8- ﬁginumygﬁlpaﬁdm -4-

| or o- trifluorongt hyl

yl]acﬂamydw&ﬂ)oﬁl 94 Pri@Shytmel) pérh)@fwwwequna@éft : hi0Ha 800280 mmal)

anhy oy w85 TR cpbhRI THHB £, TS0 il ¥ gbGestish g 0010 g,

0.063MnEHYI) Jéie ds&doddoin 2fs@§taﬁ@ﬁ@@mhﬂgte@a tﬂé‘ ehifiusS Hlay e&flixRd (70°C)
CH2A 2 (15 nlL), washed with saturated Na2CO3 aqueous

ovensmtuThQ)Waqtlcmmxtuteo\M@eﬂtqvmdet@ ceebtopls prd w@s tenfvopcentrated and

B PSP A0 R L B S e s oe v

phasel §8s Qin é’ont:@n‘ék@t@d ﬁn@ 1) purfrdd Mg Bi bty @thﬁd)r??fdn@&FS using
HPLC, to give the title conpound 449% as a

a silighi eastridge| and 1ﬂumm(1mo@t@)«cd\4801§ma (00:5208) e, sivey fhe  title
7.76 (s, 4H), 7.46 (dd, J =

compgugélpégh}&&zq% a&é‘s(’%ld = 2.4 Hz, IH), 7.37 (bs, IH),

IHJ\HgIRi(}J%@D -d}) & 976 (&IZZH}Z H) 58-6 @5(116 kksﬂ) Iﬂs (n4 ﬂi@) 1 97- 721‘:1) (m 2H),
6.34 (my LEDHH651(s 7@Ho£%75 2193, (n:, 527 (s/2H) 252 &d, I—&H) zlap (t I%I) 1.90

2 | H+), M5 (ESI) 491.4 (M- |H+
(m’z?@a%r%ﬁ%%é S THD), (_)_ (1 ).

MS (Bs)aselal @1 epii@noxy) -i V- [ - ({I -[6-(trifluoromethyl)pyri
din-3-yl]-1 fif-pyrrol-3-
yl }met hyl ) pi peridin-4-yl]acetam de

Us1né e %‘%IOQ rd@?@ﬁl?%%fﬁ) ]g((arﬁn%]]@ 23'4'A;#1l1@ c%m?ﬂ)@ﬁfs&aﬂﬁﬁpl(: &slel similarly

preparéd r |ffdrmor2mhld'ry’myr4(m [-Grifibprdmethyl)phenyl]-1 H-pyrrol-3-yl }methyl)-
yrrol e- ar bal dehyde (0..129 g, 0.54 mmol, from
PlPe“gt HTMIEC?* ¢ an 13§§‘BP91é‘a*g|qlf DCM (7.5 nL) in a 16 nL
vial and stirred for 10 m nutes. MP-BH(OAc) 3 (0.531
, 1.12 mml) was then added and the vial was | oosely
Examﬂal.”éd with a cap and the reaction left stirring for 2

our h e was tere dth
2 st S M g S St epitesh Mg B ki ana
yl}mma(yl)F,ilﬂglm uhyga&lt@‘hﬂﬁe Hori zon Pi oneer(r) HPFS usi ng
a silica cartridge eluted with Et QAc: MeOH TEA
"HNMR (MeOD-d,) & 9.2 (bs, 1H), 8.45 (bs, 1H), 8.23 (d, 1H), 7.66-7.76 (m, 5H), 7.59 (t,
1H), 7.33 (m, 2H), 7.16 (d, 1H), 6.40 (m, 1H), 4.76 (s, 2H), 3.91 (m, 1H), 3.73 (s, 2H),

3.16 (d, 2H), 2.51 (t, 2H), 1.99 (m, 2H), 1.67-1.78 (m, 2H).

MS (ESI) 509.2 M + 1H")

Example 36
2-(3,4-difluorophenoxy)-N-[1-({1-[4-(trifluoromethyl)phenyl]-1 H-pyrrol-3-
ylimethyl)piperidin-4-yl]acetamide

3,4-Difluorophenol (0.059 g, 0.45 mmol) and potassium tert-butoxide (0.051 g, 0.45
mmol) were dissolved in dry THF (2 mL). After stirring for 5 minutes, this solution was

added to a solution of 2-chloro-N-[1-({1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-
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(gradient from 100:2:0.2) to give the title conpound
(0.167 g, 7699 as a white solid after evaporation from
WOR@EI09BBY NVR (CDCl 3) 8.78 (s, IH), 7.78 (d, =PCI/SE2HE3/000411

IH, 7.71 (d, J =9.1 Hz, IH, 7.21 (m IH, 7.08 (s,
IH, 7.04 (s, IH, 6.98 (bs,;741H), 6.91 (bs, IH, 6.78
, J =9.1 Hz, IH), 6.36 (bs, 2H), 4.43 (bs, 2H),
3.88 (bs, IH), 3.43 (s, 2H), 2.86 (m 2H), 2.14 (m

oS g g < U, BEAERY o

mL).1PHe Scactio? ndixtwR Iwss stité@l it 508 far 61Hdury and Whs2then concentrated.
113. 0, 678 55.3 522 466 32.2. M5 (ESI+) 493.1
Punfeq@ltmn Pﬁlf ﬂ,@]@@e orzon 10@p)q:r ﬁiljFS ug;@g@pqﬂéceggartndge eluted with

EtOgc &ﬁd}ﬁﬁ%‘egﬁ% ﬁ)ﬂ%’?ﬂze bkt tl'egp{) pOL,l141d Q(.‘) 6177 g, 176%5 as a solid.
Hl\wmr(eom))aov |6¢r(nﬂ|2m)47 yhaceHam de7. ace, 28, §34(m, 1H), 6.60 (m,
3- phenyl phenol (0.021 and pot assi um
1H), i@adm&@dﬂz,(tﬂbw(g? 0H1%3M@|2ﬁ2m:\ér8§ @, ﬁela (sn2H), 2.88
t t
(m, HEY 2 1l ST a B BhO St B 0 o el oron
BC NIR- (C{Jbew 6%69 UQS@GEKIH)” 1508 Ny LMzﬂyzrrﬁAzs@Hz) 146 (dd,

yl rre |per|d|n4%/ ] acetam de (0.025 g,
J=1% I’E()an#ﬂ@ 319741 650V73UHR), di37.THE, (EBrﬁ_HZ) 1242 (q,

] T BT e 183 315100 Ao, O 051
J=20.6HAHCS,55(4, 39,2, 4006] 3asshed with Na2CO3 (5g /100 ni)
MSQEg sol ution Purlflcatlon with HPLC gave the title

R etM . 1589, MS E59) 490M ESH).534. 4 (M + | HF), NS
(ESI) 532.4(M - IH-I-).Exan‘pIe 40
2- (4-chl or ophenoxy) - 2- net hyl -
ExampleJA | - [ 4- (trifluoromethyl)phenyl]-1fi r-pyrrol-

3-
t hyl)) pi di am de, acet ate sal t
Rl I RN TR N A Ry
e 4afdd ne di hydrochl oride (0.025 g,
yl}n%ﬂié@?lﬂr%glﬁﬂi I‘rylé%‘n&%xarrpl e 29) and

2—chl@rc(—ﬁ=hwﬁtcmwiapnémg><@)mz g,nb 2 yhipob pendopatagsiin taO-bObRids, (0.140 g,
25 Qb SRS OOt ST 7 Al sio
was fa@dédeo St E6IuEEn SOf LLérsko-NATYY| 1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide (0.250 g, 0.63 mmol, from Example 31) dissolved in
dry THF (10 mL). The reaction mixture was stirred at rt. over night. The solution was
concentrated and dissolved in CH,Cl, (15 mL), washed with saturated Na,CO3 aqueous
solution (10 mL), concentrated and purified with a Biotage Horizon Pioneer® HPFS using
a silica cartridge eluted with EtOAc:MeOH:TEA (gradient from 100:2:0.2 to 100:5:0.5),
followed by purification by HPLC, to give the title compound (0.136 g , 44%) as a white
solid. |

'H NMR (CDCls) § 8.12 (d, J = 7.5 Hz, 1H), 7.84 (d, J =3.0 Hz, 1H), 7.76 (s, 4H), 7.46
(dd, J=9.8 Hz, 1H), 7.43 (t, J = 2.4 Hz, 1H), 7.37 (bs, 1H), 6.37 (d, J = 9.6 Hz, 1H), 6.25
(bs, 1H), 4.46 (s, 2H), 3.44-3.55 (m, 1H), 3.28 (bs, 2H), 2.81 (bs, 2H), 1.97 (m, 2H), 1.70
(bs, 2H), 1.39 (dt, J = 10.8 Hz, 2H).

MS (ESI) 493.2 (M + 1H"), MS (ESI) 491.4 (M - 1H").
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(0.029 g, 0.076 mmol) was added and the reaction
m xture was stirred at rt over night. The reactions
woroossBs3mas concentrated and purified w th HPRCI/SER005/000411

give the title conmpound (0.020 g, 56%. Ms (ESI) 520.3
(M+ IH+), M5 (ESI') 518.6 (M75 | H+). Exanple 41
2- (3-chl or ophenoxy) -
N-[IT-({I-[4-(trifluoronethyl)phenyl]-IH pyrrol-

Exatbld¥ hyl ) azeti di n-3-yl ] acetam de a) tert-butyl
[ | -[4-(trifluoronethyl)phenyl]-I

2- (31chb>yﬁphﬂn03yw\@-ﬁe(t(h3[6 (aifuprhimetby)pyiidin-BadhilH-pyrrblidy |

200 nmy, 1.16 | d
R i BRI ohenyl 1 mol)an
2-(3htoRaphend:6/)-3v- @ﬂfeﬁaindepmta&x%daqqhzmeg €0.45 mmol, from Example A)

di ssol ved/ suspended in DCM (101) in a 16 ni vial and

and ét[ﬁﬁ%r@”hlor@ﬁetmml)mrrdy? Sy 11VBl- BH@?QC%CabEIQGM) (GAia’zf gh8rf4 mmol,
ronPSSHRIEN LOF Bl B3T3 G0 18 FEPR e Mg o 10

rmnuM:st IMID(EH(m(d)) (BFBL ghe 100 i) &ae\BEO hadedand) theaidD wia loosely
eld a brown oil. Flash chromatography on the Biotage

Seale@ogltbcﬂ o and ity 9asen deftcStErERdONRCRPUFEAT Y gERcHOD TRKture was

fllterggéﬁd mefé%‘%%d%iﬁﬂ}ea v%‘ﬁh (lﬁesq:)ﬁl) <2d1?gi ch%gﬁﬁﬁ a L{/Bmfled with a

Blot&ecmd)mmm- P1bln<£dr®( HPF$ 4131(rtg’ i filicarcarmtpy Eupdtewyth| EYO Ac:MeOH: TEA
rrol -3 t hyl ) azetidin-3 acet am de To

(gra@@rttfrqg%tlg)@ 2[. .”X)(t{) givg &Lﬁ (titlg Fqngm%ﬁ(%]ﬁl?) HHETY) 3.3 white solid after

N et hyl ) azetidin-3- yl]carbamate (334 ng,
evapgk géﬁﬁ%hﬁrwas added 4M HO' i n di oxane (10 L) and

g I\E\t[Rr(Cm:E)a?amc(u,rlH)T@ 786, UesQIltHﬁtlH) 771 (d J 9 1 Hz lH) 7.21
sol uti on/frec itate was

(m, i T8I TSt 5Pk Gt 115 -8 (s AT SO ARDNG S (i {1 OF iz, 1HD),

636 P 98D {449 (- DEHCH s 08 ARS8, ek by 2 D, 193
(m, 25t h51(Qﬁrﬁ\|2H§:q 3 (5nmL). The organic Iayer was separ at ed
over a ge s(eﬂparator washi ngnthrou h with

13 ' DCM (5
C VR (GRS 160e) 157 B Bactt Bt R T praPedRRg, 1216
o BT SRk o o s (1
MS (ESiH)s493clod entlhaMeSd(ESH- wgdub(MndIHhe oily resi due

purified b y flash chromatography on a 4Qg
Example 39
2-(biphenyl-3-yloxy)-N-[1-({1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-
yl}methyl)piperidin-4-yllacetamide, acetate salt
3-phenylphenol (0.021 g, 0.125 mmol), and potassium tert-butoxide (0.014 g, 0.125 mmol)
were dissolved in dry THF (2 mL). A fter stirring for 5 minutes, this solution was added to
a solution of 2-chloro-N-[1-({ 1-[4-(trifluoromethyl)phenyl}-1 H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide (0.025 g, 0.063 mmol, from Example 31) dissolved in
dry THF (2 mL). The reaction mixture was stirred at rt. over night.
The reactions mixture was concentrated and dissolved in CH,Cl, (2 mL) and washed with
Na;COj3 (5g /100 mL) aq. solution. Purification with HPLC gave the title compound (0.009
g, 23%).
MS (ESI) 534.4 (M + 1H"), MS (ESI) 532.4(M - 1H").
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Bi ot age col um using Et CAc/ MeOH TEA (100/2/0.2) to
yield a white solid (193ny, 62% . HPLC purity 98% c)
wQ@2q03~0e13B®r ophenoxy) -1 V-[ | - ({l-[4-(trifl uor oner¢iybihEen0411

yl1-1H pyrrol -3- yl}nmethyl)azetidin-3-yl]acetamnm de To

3-chl orophenol (2 eq) dissotgged in dry THF (I nL) was

added tert-butoxide (2 eq) and agitated for 5 m nutes.

In turn this was added to a solution of 2-chloro-

-[I-({l-[4- (trifluoronethyl)phenyl]-I

H pyrrol - 3-yl }met hyl ) azeti di n-3-yl ] acetam de (140 ng,
ExarﬁpESlOmml) in THF (4nmL) heated to 80C and stirred for

t ed
2Bl oplenirstr sy bt o el R B et g R k-
y }m FodiFerREn GOV 15T Hﬁhﬂﬂie‘ 266fasd st Et OAc: MeOH: TEA
0:1:0.1) gave phe product as a white solid after

1- ({le{/hﬁoﬂa@nomtlfyﬂ)ph@leﬂhéﬂ-p(ymfigyl}Q@Qbyl)me{l@mme) 3.1

dlhy{whlo{% G 8§§(g( 0. &ﬁ_ﬁnmtg6§ro%1a pE Za,%le ot iSa ’E%{ﬂrophenoxy) 2-

meth? opahot 4did (0. b6 g/ 0456 (Hmdt) wefe GRsldled ZIIrDDMFm) and N,N-
d 167.4, 158.0, 143.2, 135.4, 130.8,

Dnsqpqopy'}&tggl)armrpz@ (129( g, 0 jl%g,mg)oll Msgac(dqd tp-thy 1s)1rregﬂzsg>hglon HATU

(o.ozgig_z, be@é?ngx’oﬁ %a_]sé%ggd %‘&’é}%? I}E%Orﬁx &i!}%éﬁ% snf\%a (aégl br Qight. The

react{Hmd . (OB tufrbAvirds) conxaniatedl €l purified with HPLC to give the t1tle compound
2- (di ghenyl met hoxy) -i V-[| -({I [4-(trifluoronethyl)phen
0.02018, 5679 1 Zpyrrol -3- yl }net hyl ) pi peri di n-4-yl ] acet ami de

{r<] t Jqief hyI)phenyI]-I
S %S‘i);%zr@)ggp(hg -{/fl—f() MS ﬁF§)pf|r1|§eér [ gﬁ%t yl'] acetam de (0.075

g, 0.19 mmol) vvas di ssolved in dry THF (2 nlL).
nyl met hanol (0.069 g, 0.38 mmol ) and pot assi um
Exa B&t‘ﬁbut oxi de (0.042 g, 0.38 mml) was dissol ved in

2-(3- GﬁMrJ;HFenG&y)JN)[16({111[aﬁtﬂrrﬂu%@oﬁfé’thﬁ)m&ymffi%ﬁraﬁﬁ ng it

he sol uti on
ylmgthyDaz¢tidini3-yliacstasnidgl ) pheny! ] - |
Hryrrol-3-yl }ethyl )piperidin - 4-yl]acetam de in
THF. Stirred at 50C for 12 hours. Concentrated and

a) telﬂllﬁitﬂ [ad{4-(erBlueirasietiydpheas Pl Baserdltd-yhikieth {yidetidn-3-
ilica cartridge with gradient elution wth n-Heptane

yl]carbﬂr@?c MeOH: TEA

tert-butyl azetidin-3-ylcarbamate (200 mg, 1.16 mmol) and 1-[4-(trifluoromethyl)phenyl]-
1H-pyrrole-3-carbaldehyde (1.2eq) were dissolved/suspended in DCM (10mL) in a 16 mL
vial and stirred for 10 minutes. MP-BH(OAc); (2.5eq) was then added and the vial loosely
sealed with a cap and the reaction left for 3h.The reaction was filtered washing with DCM
(2mL) and the filtrate evaporated in vacuo to yield a brown oil. Flash chromatography on
the Biotage 40g column using isocratic EtOAc:MeOH:TEA (100:3:0.2) gave the product
as a white solid (334mg, 73%).

MS (ESI+): 396.1 (M+H"); MS (ESI-): 394.06 (M-H")

b) 2-chloro-N-[1-({1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-yl}methyl)azetidin-3-
yllacetamide

To tert-butyl [1-({ 1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-yl }methyl)azetidin-3-
yl]carbamate (334 mg, 0.85 mmol) was added 4M HCI in dioxane (10 mL) and stirred for
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(100:5:0.1) to give the title conmpound in 0.059 ¢
(58%. 1H NMR (CD3CD) d 7.70 (d, 2H, J =8.7 Hz), 7.61
W@ egosaM330 = 8.7 Hz), 7.33-7.38 (m 4H), 7.27-WCBSE003/000411
4H), 7.20-7.26 (m 4H), 6.33 (s, IH), 5.47 (s, IH,
3.93 (s, 2H), 3.68-3.77 (m7tH), 3.44 (s, 2H), 2.88
(m 2H), 2.14 (t, 2H, J =11.1 Hz), 1.82 (m 2H), 1.54
(m 2H). 13C NVR (CD3CD) d 170.4, 143.4, 141.5, 128.4,
7 2 =33
1 hO]dg TJ thé?e%uﬂaﬂt%olulm%%zrgé'@tati i}%@z&ldlejldgghér gﬂ) ng:) ’50155)853 further

prec@ﬂtatdon 6@1112@‘[1(514 aird “E&ihlﬁg wiich 8theB0L(D nilD ydiided)a SAhie SN, After

i, i 5 5L AP B 5 LTI it

(Smli;j gaE @f@ﬁf&)ﬂh?e@@?ﬁ@%gﬂmﬁteﬁ%vﬁﬂ piake separator, washing through with DCM
hyl )pi peri di n-4-yl | acet am de and

(5 m2). (T3> dhlporksg Hxdixiyiction§ (a5 2dded)a Fefommmdsolution of chloroacetic acid

12 b SO HG 2R hep B Faebis The maetiomts sred for 2 hours,

conck@idted ¥ Yhcuo and the oily residue purified by flash chromatography on a 40g
4[(tr|rrethyIS|IyI)oxh6? 6-di h dropyr|d|nel i T)-
Biotagex golamae Uing Ej,@,Ag{M@é E/ér(lﬂ ¥{Q/R) to yield a white sohd (193mg,
qugszopl peri di ne-|-carboxylate (5 g, 20.1 mol) in dry
(20 nm.) was added TMsCl (1.2 eq), TEA (2.4 eq,
HPLOmsiny 98%d the mixture stirred at 80C for 18h under
N2. The m xture was diluted with hexane (100 nL) and
washed with 10% NaHCO 3 (aq) (2x100 mL). The organic

R e e R
yl}nteﬂql)azemihnﬁ yacetamideur | ess oil. 1HNVR (CDCl 3) d 0.2
To 3%:%%@(%%%@01}{%4 gq)gfiss’fso?v?d’i? ajleE#’r (rlgﬂgﬁ‘%_%q ac?de%l tg:rrp-bu%o@ic’le (2 eq) and

agitatefAS nhnhik$ 3-TNu ARY %xyac@eetbyéﬂs%mm} o8 2L QORI B ({1-[4-

eri di ne-1carboxyl ate andf/t-

(triflpgpmethyPpheny - (B=IxymObBQ¢heﬂth9?madnyB}}é]Weta}ln® (140 mg, 038
mmc%d uorﬁ i géfmﬁj ilea?edl i %8 oa)r%l s?“rreg%ofa 1Sf1c|)urrr € heS (%elzauc ion qu{ure was

evapéraﬁe(dtlhlvﬂa,ld%dsdﬁsﬂv)e@)hy Meb@iNy dr opyri di ne-1(2 H)-
carboxylate (3.4 g, 12.5 mmol) in Dry MeCN (15

n) wa
Flash, ¢heanategrarty Qn, thseBistage! fereolwagarting Isocraity) EéﬁACtMeOH TEA

(lOOnlf| G(E)tga%e%ﬁésﬁr%g ta?é&xfﬁ% %Igfr% Sﬂ tééi%%o%‘%(é n/%% %P\(Ng%négdm%
1Hl\Il\o([R‘. (CD%)\BHQO(t( aH) 5P (drl2Epnd.6sat, WEES, At 0(s) BEI)( 5@ (fLYH), 6.3 (s,
anics were dried over SHA, filtered

IH), ST 3-T 55 Gactl®) T8 GeHD. 145 (d 2H), 765 (d, 5.
PCNMR (CDCL): § 167.4, 158.0, 1432, 1354, 130.8, 127.4 (q, J=33), 127.1 (g,

J=3.3),124.3 (q, J=271), 122.9, 122.6, 119.8, 119.5, 117.6, 115.8, 113.0, 112.1, 67.6, 61.4,
55.9,40.8
MS (ESI+):464.05 (M+H"); MS (ESI-): 462.00 (M-H")

Example 42

2-(diphenylmethoxy)-N-[1-({1-[4-(triftuoromethyl)phenyl]-1H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide
2-chloro-N-[1-({1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-yl }methyl)piperidin-4-
yl]acetamide (0.075 g, 0.19 mmol) was dissolved in dry THF (2 mL). Diphenylmethanol
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Chr omat ogr aphy on a Bi otage Colum (40 g) using
Et OAc/ Hept ane gradi ent 20-100% gave the fluorinated
WO niosomssld ate as a yellowish oil (1.6 g, 7.4 npOl/PE2005i@0411
oil was taken up in nmethanol (20 nmL) to which was
added anmoni um acetate (7 egg and stirred for 2 h at
room tenperature. Sodi um cyanoborohydride (1.2 eq) was
t hen added and the reaction stirred for a further 4

(0. Oé@g r 8.3 hembI5 aAaH ipdthsHilnal hHEUIBSICATENS TGS 8 %@£%¥§1&§§3ﬂved in

t he organics extracted wth ethyl@acetate
dry TIEnﬁZa(nM/@@(b stslmdijroi] Imm More:@@dmgoo tarthe. sdlheoxEomenhloro-N-[l-

hed 2504
(-P0 TR ES b herdl Pt E5u Y Fhy B gt 1\9%&@19@6 in THF.
Stirrd@ %t 0SS @brv L hbiks D@%&e%@afé@an& Guificd vine i isddeds o? izon Pioneer®

pref ornmed sol ution of (3-chlorophenoxy)acetiC aci
HPFEq)singEDSHCh chiteidge with grhrhenneklttwnewsh inFHeptaher RRORA@UVISOH:TEA

h 0.1 M KHSO4
(100a§5%1ﬁr§_o)gw? fhe tﬁ%&%@ﬁd %1 @ﬁffp & rator and (a9
'H NMRGEM,08) & 70 (¥ 3%H 9= hagessl &d PGy il g Wag,, '(?3%37”%8 (m, 4HD),

chr omat ographed usi ng the Hori'zon Bi dtage 4
7. 27\& 3h(m, Hrih 1. 2R7 . 261 (nE4BDCO B8 (s, i), HOFERIYAHDNB.93 (s, 2H), 3.68-3.77

o, o R ARG TR S P el 1 L0 LT Bt 3% cm. 260,
13 0 0
C 13480111’ (tfgbl?}sié? 12%1’ 1484, 1%4& é:@ (1%]%!:\!@.7(, %4(3@1, 9’| ’%_E.’%ﬁff,g%s, 126.8
(g, J(:BrﬁHz)-|)1243 (8- =25 0Hn), 12801, 180.8, (19,1, 11148.9, 61B.0( 84.4 69.2, 54.7, 51.6,
7.0 (d, IH, 7.2 (t, 1 H. c) ,
46323(?% chi orophenoxy) i V-[1(83S, 45)-3-fluoro-1-({I-[4-(tri -

MS mm@ym(m#)lmﬁﬁ MMBIEBL) 546.2(M - 1H).
pyrrol -3-yl }met hyl ) pi peri di n-4-yl ]'acet am de and
2-(3-chl orophenoxy)-iV - [(327?,4/7?)-3-

0 1-({I-[4-(trifluoromethyl)phenyl]-
Exa'fnbﬂl’r{‘?’gl 3-yl}net hyl ) pi peridin-4- yl]acet am de t

2-(3+chloRoiphednoxy)-N-[(3S,45)-3-fluoro-1- S{l -[4- (trlﬂuoromethgl)%rhenyl] 1H-pyrrol-
(3-chl or ophenoxy) acet yl ] am no}

| uoro
-yiethypgiperifincdioss paide i S1(@-chlargphenoxy)-N-[(3R,4R) 3-fluoro-1-

{1- [(1 Sgrlfl g)x}elfﬁ lé o E/ -1 dSyﬁzpleo?%Xylilrﬁgﬁ'l&%p}aqerl?l_{ldr%-yﬂﬁcetamlde

0. 362 mol ) was dissolved in 4M HCO in D oxane (101),
at rt. fo rs and the sol vents renoved in

)te%é{lf.{}{slef ﬁ(%n&e@%ﬂ{y]}y&yﬁ%ﬁ diby(hmy{igixgq} 2iDgcarboxylate
To a'so]ﬁlﬁm( bf iefrzLMQ W%k@pﬁkzérm}ﬁ@l'lclirbox#lléke Wgr Qmol%m n(}_ry DMF (20

car bal y eq) were di sso
mL) wias adcb@lrl‘MﬁCh(l anq), 4 2eted, cﬁnesh)mmdnhe: msxtdn@slﬁlﬂ(cfﬁ(&)@for 18h

added nd t vi al S eal
el K * e PR Rl MRt O D e oo i1 o,
(aq) (BAOLIAN). V% brghtieriegerwashama WdrVIBSHY, MBS difteditraled In vacuo.
Column chromatography using EtOAc/Heptane (1:9) gave the product as a colourless oil.
'HNMR (CDCls) § 0.2 (s, 9H), 1.45 (s, 9H), 2.1 (br.s, 2H), 3.5 (m, 2H), 3.85 (s, 2H), 4.7
(s, 1H).

b) tert-butyl (35,4S5)-4-{[(3-chlorophenoxy)acetyl]amino}-3-fluoropiperidine-1-
carboxylate and fert-butyl (3R,4R)-4-{[(3-chlorophenoxy)acetyllamino}-3-

" fluoropiperidine-1-carboxylate
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and the filtrate evaporated in vacuo to yield a yell ow
oil. Flash chromatography on the Biotage 9 g col umm
wa@giongogsadi ent Et OAc: MeOH: TEA (100:5:0.5) 10- HODY5200%600411
540 nL agai nst Et OAC gave the product as a col ourl ess
oil (146 ngy, 68%. 1HNWR (GBCI3) d 1.6 (m IH),
2.0-2.2 <m3H), 2.8 (br.d., IH, 3.3 (dt, IH, 3.4-3.6
(m 2H), 4.0-4.1 (m IH, 4.3-4.6 (m IH, 4.45 (s,
To 2$m@ §olﬁ§®n ' 5}) ’teﬁ b'étyﬁ d4 [1tﬁ%eth§}ls%ygg}gy] 3 6&1111;@ %@(:(cﬁne 1(2H)-

carb@jate '(3 6Fg, (la 5 mH)Ql) mﬁmme@IND(JSSJ)nL) v«;hslz@lﬁe@ untl®8MN,, Selectfluor

5, 130. 7 J=33. 127.
reageiju;gl é)eqi ﬁgf gue( auxtgrezéfb’l;egi ffﬁg(h%urslegzﬂ 7%3 f@acgon frgl%tgfre was then
pourécﬂﬁx{cﬂEtdA@ gﬁ) ml,} %%c)l ’waa-ﬂe% V9bth 9% NaI(I@O3 ga'q} %@)mL @Kd %aturat%d brine
(50 r(ﬂ;} ﬁmprgarws ‘(VE@I dijed @@bM@QMiMBﬂeﬁ B c(oE@tmx)ateda@vao Flash

Chro&ll_afcrgr%pﬁy (fl}L (ﬁlrot?geug&ﬁ% of %)gﬁsréﬁg %‘?8% )%espltz}ngl grgdient 20-100%

gaveYthd febimAtdPintdrledmbidasda YellAast 8i(U8 ¢ 7.4 mmol). The oil was taken
2-(3,4-difl uorophenoxy)-l V-pyrrolidin-3-yl acetam de

up inpetham] 20 mI o pivighywas| adrled apmopfuny ageiet hga))apH stigreptpr 2 h at
4
n‘ﬁgﬁﬁ){efaagtg?o% iU oh%h&%?&‘g@ gg (9% c@g?%a% t%glil %Réc? affd qhe reaction

stirredi ®8 @l fuether # h@irhThe nreacahh Qiulxd&e (wWhs rﬂohcanfhteﬁi td Hﬁyhefs@rand the
4 hours. Added l\éﬁt er )55&) and separ ated on
¢

organies gxtzicHd With @9%%&2 b o @l %i etqhsc%ﬂteﬂna@% Na,CO5 (100
- mL). B Et@'AcRbé’sr\?%h(eH Mlm%:n%euéﬂ&go\%r Na 3G ParfPlVapb e zn yacuo. The
elution with MeO H TEA (100:2:0 to give t

resulting | aamipo rﬂmnyadva nm& d2olged %%CM iﬂl(l)\ll\tﬂ;l ®QwBichd wzls 6&lded a

pref d %ngluﬂs)n( ﬁf '(gy_rfﬁozrép}gfmf aée?lﬁ ac;(:l _({ eci) @E‘Z[%Cb gl%qh and the
mJth!lIlél)StII‘I‘@d 32 Kdtirs At The E&tﬁl%wds'@ﬂmkéh \514h ()m(l\rfrl]l KbIlS_DOﬂ (&) (50 mL),

2H), 3.54 , 2H, =
filtered 5)761;21 magmeéggtor gntgzo (mntrgqelyl 1m ‘e@uq The fesulting) 0il1@@ flash

rolEgFRE ey 08 St bl 98, Loy V43 B o

EtOAC/Heptahel, 105090 Thi )diasﬂegeﬁ%n(eﬁis WZre%e%bﬁiedl #r. ciincklég‘bh&mg being
270.9Hz), 119.7, 119.3, 117.9, 117.

the tr(?gq_@lazw jsomers apd isplafed as ayyhite gptido (3(1@ mg, 11%)
"HNMR (CDCls) § 1.45 (s, 9H), 4.5 (s, 2H), 2.2-2.6 (m, 1H), 2.1 (m, 1H), 2.9 (m, 2H),
3.8-4.6 (m, 4H), 6.6 (d, 1H), 6.8 (d, 1H), 6.9 (s, 1H), 7.0 (d, 1H), 7.2 (t, 1 H).

¢) 2-(3-chlorophenoxy)-N-[(3S ,4S)-3-fluor0-1-({1-[4-(triﬂuoromethyl)phenyl]-lH-
pyrrol-3-yljmethyl)piperidin-4-ylJacetamide and 2-(3-chlorophenoxy)-N-[(3R,4R)-3-
fluoro-1-({1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-yl}methyl)piperidin-4-
yllacetamide

tert-butyl  (35,45)-4-{[(3-chlorophenoxy)acetyljamino }-3-fluoropiperidine-1-carboxylate
and tert-butyl (3R,4R)-4-{[(3-chlorophenoxy)acetyl]Jamino }-3-fluoropiperidine-1-
carboxylate (140 mg, 0.362 mmol) was dissolved in 4M HCI in Dioxane (10xnL), stirred at
rt for 2 hours and the solvents removed in vacuo.

The resulting oil, DIPEA (2 eq) and 1-[4-(trifluoromethyl)phenyl]-1H-pyrrole-3-
carbaldehyde (1.2 eq) were dissolved in DCM (7.5 mL) in a 16mL vial and stirred for 10
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7=20.3Hz), 68.2, 60.7, 52.9, 52.2, 48.5, 32 .7. M5

(ESI+) 480.7(M+ IH+), M5 (ESI-) 47 8.3(M- | H+). The
wepasioossr s of the conpound of Exanpl e 44 wer ePCT/SE2005/000411

separated by multiple injections (24 ng in 2m EtOH)

on a Chiral pak AS colum (2380 x 20 nmLD.) wth

Et OH/ TEA (100/0.1) as the nobile phase at 400C. E. e.

anal ysis was performed on a Chiral pak AS colum (4.6 X

nnnut@s5 OMU!"J]BH@D)\CBt(?) %g;’ '\)@thﬂ@mﬁﬁﬂ@h@ ke abskeHedeieldi With alcap and the
25 nm Exanple 44 (+) 2-(3,4-difluorophenoxy) -

reactlon[ gtirgeg) for Bh(at . fﬂh@aﬁm@n hyWay fHeengd rashing yrithoDCBA/MeOH (4 mL)
h Eluent 1, 35
and nf SHOE SYARYES B VB A RSEEVIAE ) 6, "o Exampl e

Flash ‘Eﬁrdinf(togra?h on the Biotage 9g column using gradient EtOAc:MeOH:TEA

% | ' uor ophenoxy) - i B é{l[4(tr|fluoromsthyl)
(100:5¢h }]yQ -100%0/gvepitt mil-against EtOAC gave the product as a colourless oil (146

m 6é,;7n1=3thyl)pyrrolld|n:%yl]acetamde El uent 2, 37 ny
g,%%/ % 99. 1%.e [a] D 20= -8.3 (c 1.0, CH3CN) Exanpl e

1HNIVEI@ CDCl3) 6 1.6 (m, 1H), 2022(m3H) 28(brd 1H), 3.3 (dt, IH? 3.4-3.6 (m,
&3 chl or ophenoxy) -i V- { Ii[ tr| f1 uor onet h ul
2H), 4Qsfyl| (EpHERy HP3- 46|(mp§fH)cﬂ4§ &) 200, 63 (8, 150, 65 (. 11D, 65 (dd, 1ED),

695 (HIPL k) Bhper (1 S ypsshonyom s q e o

13CN1\@R2(tnmg))8a1r6dd 1{5%1 143 .2, 135.5, 1308 127.4 (q, J=33.3), 127.1 (q,
(trifluoroneth sulfonyl heny
J=3. 3)H—2|5y3r fcnl@%%dﬂgét d%?dbl?ﬁp 2118q1> 1\A§r4e 1dP9sd134d 1139, 904 (d,

1—18535%&58%(5?&2(0?2%)6% té\}/agt gd]d'fégé)a% {T%d]ijlt(e’ac? on

MS (BEST+): 580L18 oM+al ;WIS BSI-215 G8.oaMi-ENt tenperature. The
reaction was filtered, washed through with DCM MeOH

(11 4 m.) and the filtrate concentrated in vacuo.
Exam 1 h silica chronmat ography on a 9g Biotage cartridge
|ng with a gradient of EtOAc/ MeOH TEA (100/5/0 5)

2-(3, 4%&&%@14@@)5%@1 ({1 - @@t FRiorbhdeflylyplednd €l ALy rpslciuct
an oil , 65% 95%purity). 1HNWR ( 3) d
yl}lnrlet!l%))is’ymﬂhdznlf)3 yr{glcsta@a deoH) 7.2 (t, IH), 7.15 (s,IH),

2-(3,4-iftudrSphénbky)-M:pIrbfldin-3-yL acetamide  (0.075 g 029 mmol), 1-[4-
(trifluoromethyl)phenyl]-1H-pyrrole-3-carbaldehyde (0.084 g, 0.35 mmol) and MP-
triacetoxyborohydride (0.35 g, 0.73 mmol) was dissolved in methylene chloride (4 mlL.)
and stirred for 4 hours. Added waterr (2 mL) and separated on phase . separator.
Concentrated and purified with Biotage Forizon Pioneer® HPFS using a silica cartridge
elution with EtOAc:MeOH:TEA (100:2:0- 2) to give the title compound in 0.120 g (85%).
'H NMR (CDCl3) § 7.63 (d, 2H, J = 8.9 Fiz), 7.42 (d, 2H, J = 8.9 Hz), 7.00-7.10 (m, 3H),
6.81 (d, 1H, J = 8.1 Hz), 6.74 (m, 1H), 6 .59 (m, 1H), 6.29 (s, 1H), 4.54 (m, 1H), 4.37 (s,
2H), 3.54 (q, 2H, J = 12.8 Hz), 2.94 (m, 1H), 2.57-2.70 (m, 2H), 2.32 (m, 2H) 1.60-1.70
(m, 1H).

BC NMR (CDCls) 8 166.9, 153.6 (m), 150.7 (dd, J=13.8Hz, J=249.1Hz), 146 (dd,
J=14.8Hz, J=243.8Hz), 143.2, 1274 (q, -J/=30.7Hz), 127.0 (q, J=3.8Hz) 124.3, 124.3 (q,
J=270.9Hz), 119.7, 119.3, 117.9, 117.7 (d, J=19.2Hz), 112.7, 110.1 (m), 105.0 (d,
J=20.3Hz), 68.2, 60.7, 52.9, 52.2, 48.5, 32 .7.

MS (ESI+) 480.7(M + 1H"), MS (ESI-) 47 8.3(M - 1H").
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IH, 6.9 (s, IH, 6.8 (s, IH, 6.4 (m 2H), 4.45 (s,

2H), 3.9 (m IH, 3.40 (s, 2H), 2.85 (d, 2H), 2.11 (t,
WQ@Rk405/0903% (m 2H), 1.50 (m 2H). 13CNMR ( CDC 3pCT/SER2005/000411

167.0, 158.0, 146.7, 135.5, 133.1, 130.8, 126.4,

125.5, 122.6, 119.6, 119.2,81118.4, 118.1, 115. 8,

114.6, 113.0, 67.7, 55.3, 52.2, 46.5, 32.3M5 (ESI+):
556.5 (M+H+) ;M5 (ESI-): 554.1 (M H+) Exanple 46
2- (3 chlorophenoxy)
(2,2-difluoro-1, 3-benzodi oxol )-1J
The enewmebﬂ ofsthe 99@1@@@&@@@%&@@@ dit rvete wp)aaai@c{ byringdiple injections (24

me § 531 HOPDBNG"EHbe o RELIG) Yo K AT A chlD. Wi e

1004d: DY4s' @k &n i
( ( 7gér$1_ an%nl e?ttl;k@t3 g@g‘?ft? ?gr %%}Sr#ﬁta?e%ﬁ%ﬁ/g%dlgg 3 @hl%%k AS

colugp (4.6 mﬁﬁ}) masl. R deambinut temperasue anddetsetionrae 825 om. a
further 2h at anbient tenperature. The reaction was
filtered, washed through with DCM MeCH (1:1, 4 nL) and

Exaxh R44dtrate concentrat ed in vacuo. Flash silica

romat ography on a 9g Biotage cartridge eluting with
(+) Za(3g'rdtﬂuempl@momf@(cf/1 bt Mqoromeﬂnd)é»enxﬂ-&bmrobér

torElL | ded th duct whi t
T R t‘%maé) 072 (L,
Elueht), 35 fag (72%)319)8 %/e.0,, ga:jD”l:hDs 1 & Ro(TH,3%) ., 6.8 (d,
IH), 6.4 (d, IH), 6.3 (s, |H, 4.45 (s, 2H) 3.9 (m
IH), 3.40 (s, 2H), 2.85 (d, 2H), 2.11 (t, 2H), 1.9 (m

50 (m 2H). 13CNMR (CDO3) : 6 167.0, 158.0,
Exalﬁﬁyf‘%‘ﬂb 141.6, 137.4, 135.4, 132.0 (t, /=260), 130.8,

() 2-123- difludﬂ@h@noﬂy}g\’-‘ﬁl (ﬂll&,(lnﬂllbﬁmﬁethgllbﬁh&nyl]l13—;fyrrol-3-
1125 1100, 103.3. 67.7, 55 4 52.1, 46.5, 32.3 MB
ylimethylpyrrolidin-3-yllaeetapmi 3. (ESI-): 554.1 (M H¥)

f ppe | BS radi ol i gand
Elueﬁ%&?%gg? 72%@?51 %e“?g L@Pforgn/ggton ner?@nes pr epar ed
from CHO KIl cells expressing the human Mel anin

concentrating hornone receptor 1 (MCHIr). Assays were
Examplerds ned in a 96-wel | plate format in a final

2-(3- gﬁ%&;}}féﬂox&’)—m‘ﬁ-[?i-{Z-Q&ihue%mm'ybsulﬁ?rﬁﬁ]p%Hl}-‘i?flb?ilﬂ?)ﬁg-
yDmethyl]piperidin-4-yl}acetamide

2-(3-chlorophenoxy)-N-piperidin-4-ylacetamide (60 mg, 0.22 mmol) and 1-{4-
[(trifluoromethyl)sulfonyl]phenyl }-1H-pyrrole-3-carbaldehyde (1.2 eq) were dissolved in
DCM (7.5 mL) and left to stir for 10 minutes. MP-BH(OAc);3 (2.5 meq) was added and the
reaction stirred for a further 2h at ambient temperature. The reaction was filtered, washed
through with DCM/MeOH (1:1, 4 mL) and the filtrate concentrated in vacuo. Flash silica
chromatography on a 9g Biotage cartridge eluting with a gradient of EtOAc/MeOH/TEA
(100/5/0.5) 10-100% over 540 mL against EtOAc yielded the product as an oil (85mg,
65%, 95% purity).

'HNMR (CDCl3) § 8.05 (d, 2H), 7.6 (d, 2H), 7.2 (t, 1H), 7.15 (s,1H), 7.1 (s, 1H), 7.0 (d,
1H), 6.9 (s, 1H), 6.8 (s, 1H), 6.4 (m, 2H), 4.45 (s, 2H), 3.9 (m, 1H), 3.40 (s, 2H), 2.85 (4,
2H), 2.11 (t, 2H), 1.9 (m, 2H), 1.50 (m, 2H).

PCNMR (CDCls): § 167.0, 158.0, 146.7, 135.5, 133.1, 130.8, 126.4, 125.5, 122.6, 119.6,
119.2,118.4, 118.1, 115.8, 114.6, 113.0, 67.7, 55.3, 52.2,46.5,32.3
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menbrane proteins diluted in binding buffer (50 mv
Tris, 3 mMMMwMd 2 , 0.05 % bovine serum al bum n and
wao b@sogsol i gand 1251 - MCH (1 MB44 Amer shan) wasPEUSE03/@0411
give 10 000 cpm (counts per mnute) per well. Each
wel | contained 2/ x|l of thegappropriate concentration
of conpetitive antagonist prepared in DMSO a d left to
stand at 30 OC for 60 m nutes. Non-specific binding
MS (B§25): 66.6(M+IEY; 0S (ERaY: yameviprg fol | ow ng
( I ncubat i énm I rr(FM R/CH (I\/%el aflrllr?n concentrating
hor none, H 1482 Bachen). Thie reaction was term nated
Exam%?ézféansfer of the reaction to G-/A filters using a
cro96 Harvester (Skatron Instrunments, Norway).
2-(3-cﬁlo|r61ﬂi§mwy-ﬁ-M’aﬁmgi,zvdiﬂﬁoﬂﬁ§,§ybé?ié_f)(ﬁi_6kol-Baﬂb-‘llH-lﬂﬁﬁ@l-Ii-
retained on the filters was quantified using al 450

yllmetuybipipsridinriyDagetqopgle] ac, Fi nl and). Non-specific

23RBS AbRIGACE Sl bl oo 2 NS BENED Tolchia e gjtuoro-
1,3-beamdi@mmejzlb-tlﬁltp}frﬁilé—GWaﬁgﬂ@dhlyH@ @D.J;éq) mve&_fe di@@l%@ iHOCM (7.5mL)
deternm ned for speci fic binding. Binding of

and et dsRARL0 AnYar B AGHAOR (4 Sesid Apddsrionddhe reaction stirred
for a ﬁﬁg&r ol thaﬁlgiehmaengﬁﬁ&ﬂepnf e r:eaétﬁgl{ gﬁﬁﬁlte}-& ,q/@fs)he& gh with
and | the

C50 estimate ere S ottom pl'ateau o
DCM/MeO K ufhé, i4 emIphendi thel fitiratiemeomgentratetde B i wctibe Rlagh silica

chrom{loeisaiyRa: T4 Gogh Tu e Wi MBI ol GIPAMEOR/ TEA
(100/5,761'5)?»1@)&90%8&%854%1% %ﬁ@@ﬁo&@'—ﬁ@m@@ Q!EEAprBd&:t:asllﬁ)Qvﬁe solid

is the slope factor, x is the original nown x val ues
(82mgy 71%, 9%fe porityyi nal known y val ues. The compounds

'ENME e B S h et BcEP o Tk BY o2 eRaeFac 4 @
1H), ﬁwﬁpmndlmﬁﬁgzgg,lwt&lyiﬁx 39%) ds??ﬁ),tzmsn @ - B 117 2H), 1.9 (m,

i nstance, t I'owt ng 1T'C50 val ués wer€ obfal ned for
2H), t9dms @Mounds of the fol | owi ng exanpl es: Exanple 3,

13CN@§%@NA??@?@§%014]49§ 1 S 858, 9528% ™60y, 130,
123.0, 122.6, 119.8, 119.1, 115.7, 115.6, 113.0, 112.5, 110.0, 103.3, 67.7, 5.4, 52.1, 465,
323

MS (ESI#): 556.5 (M+H"); MS (BSL): 554.1 (M-EH")

Pharmacological Properties

MCHL.1 receptor radioligand binding.

Assays were performed on membranes prepared from CHO-K 1 cells expressing the human
Melanin concentrating hormone receptor 1 (MCHIr). Assays were performed in a 96-well
plate format in a final reaction volume of 200ul per well. Each well contained 6 ug of
membrane proteins diluted in binding buffer (50 mM Tris, 3 mM MgCl, , 0.05 % bovine
serum albumin and the radioligand '®I-MCH (IM344 Amersham) was added to give 10
000 cpm (counts per minute) per well. Each well contaimed 2ul of the appropriate
concentration of competitive antagonist prepared in DMSO and left to stand at 30 °C for

60 minutes. Non-specific binding was determined as that remaining following incubation
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Exanpl e 44, 0.027 nmM Assays may al so be perforned on
menbr anes prepared from HEK293 cel |l s stably expressing

wa b@spoga33dvel ani n concentrating hornone recept oPCISE2005/000411
(MCHIr) (Lenbo et al. Nature Cell Biol. 1 267-271).
Assays were perfornmed in a836-well plate fozrmat in a
final reaction volunme of 200 | per well. Each well
contai ned 5m g of nenbrane pxoteins diluted in binding

with DM MCHSOe1din rdosicendrabivt Mifndne, L AASIOMRUERAR ’Pﬁ& Ulhction was
al bum n and theradioligand 1251 -MCH (| MB44 Aner sham

termingied By élféHSf%Olb‘ih@ée@iooﬁe @Hirh {twnnsing pevliondutley veer (Skatron

vl EPED Py 90U S B A SPREBELAC v o

filtersDMBQuantifitddding ©1450aVittrétiets DRMUETRRIIAE, Figlah®y 60
m nutes. Non specific binding was det erni ned as that

remai ni ng follow ng incubation with | mMI\/CH (Mel anin

eact i
Non-GEIRE AL 08, GERIG it 455 U TR} Bncing vas
that detdringmesl usnheg absehte 106 HmyHesvipaiter fdllokvhg Gbtractiom of the value
det I.ns ‘%rurrents ?%2] eézllters were washed with assay
Sleryey Lot n%%me@iﬂfs&é B RIIEPT SRMPRENGS; 3t vaFigus g centrations was

plotted Yeddrdibi e&tﬂé%w&uﬁﬂ 450 M crobeta TRDLUX (VWallac,
Fi nl and MCH™ functional assay Menbranes expressing

y = A+eBodbl-HEaH) HNDHr (5. 45 pnol /g protein; Euroscreen)

re ed in assay buffer (50 mM HEPES, 100 nmM
and IG5 ¢4 “R%CM f5a 2, 1 nV EDTA, 200 nM DTT, 20 nM GDP

A is tHehdioRd plaRah 8f ﬂl‘erégr\% i, BB fiHlal Bifim Vﬁl)uebef ore assay..

The assays were performed using ne anes at 6 rrg/vvell
B is therfop af ﬁ@s‘@é@teamfuh@cmwe 200heffinandatimemappalopr i at e

s DGR AL SORE DGRBSy PREREER BB I when 45

=100[ 358] GIPgS (Spec:| fic activity >1000 C /ol ; Amershan)
. .and an ED80 concentration of MCH (determ ned for each
D is theeshnedaeion veisdhe prigioal lamm valNesn y st iofigmabkmativng veses.

T N
humar\/\@f(ﬁ{ﬁlﬁﬂéﬁhgta&@y bB’reférfetdréé fp%ﬂn@ %] a%%cl:l@ft? gf gﬁz}i\%@ $IM. For

mat s presoaked in wash buff 50 nM
instange, tho follewiag ICsp Malliesl wens Iobgana:dl\/fou: rthd (&om@bhnd%aﬁﬁl aht €ollowing

examp&%kat ron Instrunments) and the filters then dried at
C before counting using al 450 M crobeta TRI LUX
Exafidit 3cd.16Pahp are neans SD for experinents perforned
intriplicate. 1C50 val ues of antagonists
Example 8, 0.105 pM

Example 29, 0.066 uM
Example 41, 0.039 uM
Example 44, 0.027 uM

Assays may also be performed on membranes prepared from HEK293 cells stably
expressing the rat Melanin concentrating hormone receptor 1 (MCHI1r) (Lembo et al.
Nature Cell Biol. 1 267-271). Assays were performed in a 96-well plate foxmat in a final
reaction volume of 200ul per well. Each well contained 5ug of membrane pxoteins diluted
in binding buffer (50 mM Tris, 3 mM MgCl,, 0.05 % bovine serum albumin and the
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wer e determ ned using non-|linear regression analysis

of concentration response curves using Activity Base.
wao-ensivssance, the foll owi ng | C50 val ues wer e PUOL/SE208%1000411

for the conpounds of the follow ng exanpl es: ‘Exanpl e

3, 0.045 nmM Exanple 8, 0.11%4nM Exanple 29, 0.066

mvPhar mnacodynam c effect in rat Mal e W star-Hanover

rats (Charles River, 300-350 granms) were acclinmated to
radiblEinM | 'SUNICH 4NA hanal toC B0

it T: L3 haur LR e bR tomEPE gt DY e Couns per
mingie) pg. 0. Hagh avelleqoptainaditid of 20e 200 Gprizte domentrdiidry of competitive

40-60% cont dr R- | ab chow (Lactanin, .
el iaraer e SLARING an il Senctet PPN ERUEFES T biminutes. Non-
spec@fid BivEthgadlad ddbvmd A thlaﬁré}ﬁaiﬁﬁlggﬂago?ﬁﬁg i*ﬁ(@ﬁbt%i%ﬂ Jyith 1M MCH

experinments, animals were wei ghe ood ut

(Melgatre cpnegaatingrbpadoneat Hod 82 0Barhesnp dite meattiatayyas terminated by

' [ d.& conpoun i . camorphqus
A N T R (T
Norip. Beifed diefegwashed OmaD ey TarfkH | RidiSidana d8iaftedt &Y @€ -filters was

imals were returned to their hone cages & given

An| : . .
quangified using 3145 bigrRbeia IRSLHK OValiasoHinland).s f ood was t hen
re-weighed 1, 2, 4, 6 & 24 hours later, and food
consunption cal culated by the difference frominitial
MCH b fuhctiena laksayFor exanpl e, the conpound of Exanple 34
16. 7 mmol / kg) reduced food intake by 20 % during the
Mo, SRIGHORE 5eamAn o TG (s PRI Proieing thagossreen) were

rephR8 i 4ssAy bhif i c '}HF/J \ %éM“ﬁ { q%iﬁ]:

P pt he trea%lnengqgggl;ﬁ{gd}mv\ggs’cﬂg@cu a{\lggg% rrpo&%?lzé 1o %%TA’ 200

M D20 pivl S519ii(Sigoem tdoptaiteng €k eob/mb B, [040.4) bvfere béay. The
24- hr observation period. Pharmacodynam c effect in

assayi\yeie PRERENE WhvRmembrangs pti@ugAvel inygarassay vielime pbAbi and the

- ' ihj "Bl and- past e"
s IR0 LSBT ARRSER B PRI s vy
additiar of 01086 SIGUSIGTRYS (speaifibpa@haitg@lee@ TitfmoR FABEBhAAY and an
consi stency cont al ni ng oat neal , utter, sugar, cocoa

EDsqangentration o6 MEH: (deternaingé Sorueach wpemabranerard ehop MEFbbasch). Non-
oG IE M 8000 T8 LA BN e e
inculseEP LAY rhin- 8 -30°C. Free and bound GTPyS were separated by filtration binding
using GF/B filter mats presoaked in wash buffer (50 mM Tris, 5 mM MgCl,, 50 mM NaCl,
pH 7.4) using a Micro96 cell harvester (Skatron Instruments) and the filters then dried at
50°C before counting using a1450 Microbeta TRILUX (Wallac).

Data are means + SD for experiments performed in triplicate. ICsp values of antagonists
were determined using non-linear regression analysis of concentration response curves
using Activity Base. For instance, the following ICso values were obtained for the
compounds of the following examples:

Example 3, 0.045 pM

Example &, 0.111 uM

Example 29, 0.066 uM
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anor phous nanoparticle formulation, 10 m/kg) or
vehicle (0.1% Tween 80 or <5% DMA, dependi ng on

w@ ooopo3so f or mul ation) adm ni stered. Ani mal s WBCESE2005/000411
returned to their hone cages & given access to wei ghed
anmounts of both bland & pagstable pastes. This food
was then re-weighed 2, 4 and 6 hours | ater, and
consunption of each food type cal cul ated by the

Pharnficbd gheneerddt @m4ni ti al food weight. Aninals were
further wel ghed at 24-hrs after adm nistration, and

vt DR LR D8 L R vy
housify %'cﬁh%ﬁbnﬂe&fggﬁs(ﬁ’[a'kfblgﬁq 'Vvittl‘?‘kl@lf HSuxeﬁgf?t‘?&arP%thQ)period

nmore pronounced on the reduction of intake
(lights' prahtsite]) én pashperatheo@0-2200panthiisnidity (4@ 60 by ebhtralled room. R-
al so significantly decreased wei ght gain over the

3 lab EhOWr(l@B@Emv Madsisnp ¥ weslenriang f8p Watex @@ﬁp@nﬂ@s vere allowed ad

11b1du%)§r '12]163?(} r? % \(;@azol?esx;ﬁpreéxé?e gl%t?,ﬂ:itmz rﬁivg%%?%t c%lfbod (but not
water) W& Ikéhﬁ%@&l YALOSL00 @Pd:a7akehs aBY ﬁﬁﬁﬂlé@vere%%ﬁ’écy&'compound i.p.

i soxazol yl, pyridyl, "pyrazinyl, pyrimdiny
amorpbyns dazopayticle foimuahiiory | Smi/kg)qoi nvehigle, (iﬂllD%aml/Iw depending on

i ndol yl,. benzofuranyl, benzo[ /thieny
compeigid A Hpag e AdmipisEFesh Angneln were setw?qi @mmerryhome cages & given
accessﬁt%bas&/%lgﬂ%ig%gﬂ?tod}efo&i T fo fwg f}ﬁ % éhgg l}f Uﬁ & 24 hours

group opti ona by ohe

later, @hd FOGE chhsugipBion aeafémafﬂecabgi QNy cﬁﬂfé%é'ﬁbeoﬁbinoﬁﬁ‘ﬂlélyfood weight. For
substituted by one or nore fluoro, a group CONRaRb in

examplpri thia d?ammdd RY Exedape ide(itol % umMcg}s eeducad Chod inthkey by 20 %
) henoxy, 2-pyridyl or 3-pyridyl,
dunnﬂ?\ﬁli? 157611‘% @Qr tic )s/ubsti tuents (i.e. phenyl,
phenoxy, 2-pyridyl or 3-pyridyl) nmay optionally be
substituted by fluoro, chloro or cyano, or X
Animdle eesRitther defbhpl enthe MAtHHmEIoiR, ShdP¥HandE My bo®f B¥ight over the
group, optionally independently substituted at the
treatmgnty |pelgcpcb urgﬁ(ssgaI@;}atgd}ngmpnmd; ol dlmo inveation significantly decreased
. trifluor hoxy, difl uor.onethoxy or trifl uoronethyl,
‘”mghgg?goﬁﬂﬂggsééﬁﬁg BiPtiPthe het eroatomis connect ed
to X), CH2CH2 or CH=CH, wherein each carbon in Y is
optionally substituted by 1 or 2 nmethyl groups and/or
Pharmbcedyn@mid ¢ffsc0in Mbugeepr esents H or a Cl-4al kyl group

Female C57Bl6 mice (19-21 g) were singly housed for 7-days with ad libitum access to a
“bland-paste” made from normal laboratory chow (R-3 Lactanin, Vadstena, Sweden) or to
a “palatable-paste” of similar consistency containing oatmeal, butter, sugar, cocoa powder,
cocoa butter & peanut butter. The day before the experimental day, food was removed for
12 hours. At 09.00 on experiment day, animals were weighed & compound (i.p.
amorphous nanoparticle formulation, 10 ml/kg) or vehicle (0.1% Tween 80 or <5% DMA,
depending on compound formulation) administered. Animals were returned to their home
cages & given access to weighed amounts of both bland & palatable pastes. This food was
then re-weighed 2, 4 and 6 hours later, and consumption of each food type calculated by
the difference from initial food weight. Animals were further weighed at 24-hrs after

administration, and change in body weight over the treatment period was calculated.



A represents (CH2)n, wherein nis O or 1 and B
represents (CH2)m wherein mis 0 or 1, R2 represents

woos/oosken A and B are identical and represenPGI/EE2005/000411

R2 represents Hor F, Z represents phenyl or a

het erocyclic group sel ectedg8éromthienyl, furyl,
pyridyl, pyrazinyl, pyridazinyl, pyrrolyl, imdazolyl,
t hi azol yl, isothiazolyl, thiadiazolyl, pyrimdinyl,
pyrazol yl, oxazolyl, isoxazolyl wherein each Z is
optionally substituted by one or nore ofthe follow ng:

oL i AP BASTE HEEL PR e
mor% P&gﬁohﬁégde(gl 1R¥ rOARBh o@ﬁtﬁ]lcé; éfg%ﬁ’%taﬁﬁfpg E’%ﬁ&? &fogllf)?lpﬁf&s of the

eterocyclic group se romthien

inveyér alyd sigpificaztlynydcreapyd wdrzat Bath ovérythe Qb obkdi Aiva Pedbdl.
thi azol yl, isothiazolyl, thiadiazolyl, s pyrimdinyl,
pyrazol yl, oxazolyl, isoxazolyl wherein each Wis
optionally substituted by one or nore of the
follow ng: cyano, halo, a Cl-4 al kyl group optionally
substituted by one or nore fluoro, a Cl-4 al koxy group
optionally substituted by one or nore fluoro, or Wis
optionally substituted with a trifluoronethyl sul fonyl
or a 2,2-difluoro-1,3-dioxolane ring (fused with two
adj acent aromatic carbon atonms in W, as well as
tautomers, optical o isoners and racemates thereof as
wel | as pharmaceutically acceptable salts thereof,
with the proviso that |, \
2- (4-chl or ophenoxy)-N-{I-[4- (I, 2, 3-thi adi azol ~4-yl ) ben
zyl ] pi peridin- 4-yl}acetam de is excluded. . 2. A
compound according to claim1, in which X represents a
phenyl or pyridyl group 5 substituted with one or nore
cyano, fluoro, chloro, trifluoronethoxy,
di fl uoronmet hoxy or trifluoromethyl, or X represents a
di phenyl met hyl or a di pyridi nyl met hyl group,
optionally substituted at the aryl group(s) by one or
nore cyano, fluoro, chloro, trifluoronethoxy,
di f 1 uoronet hoxy or trifluoromethyl, Y is OCH or SCH2
(both in which the heteroatomis connected to X),
CH2CH2 or 0 CH=CH, Rl is hydrogen or nethyl A
represents (CH2)n, wherein nis 0 or 1 and B
represents (CH2)m wherein mis O or 1, R2 represents
H or, when A and B are identical and represents CH2 R2
represents Hor F, Zis phenyl or a heterocyclic group
selected fromthienyl, furyl, pyrrolyl wherein each Z
IS
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5 optionally substituted by cyano, fluoro, chloro or
trifluoronethyl, Wrepresents phenyl or a heterocyclic
w@er@apsad ected fromthienyl, furyl, pyridyl, PCT/SE2005/000411
pyrazinyl, pyridazinyl, pyrrolyl, imdazolyl,
thi azolyl, isothiazolyl, thgadiazolyl, pyrimdinyl,
pyrazol yl, oxazolyl, isoxazolyl wherein each Wis
optionally substituted by one or nore of the
Claifi@! | owi ng: cyano, fluoro, chloro, trifluoronethoxy,
—arfluoromethoxy or O trifluoromethyl, or with one
trifluoronethylsul fonyl or one
i oxolane ring (fused with two
L 'é&m§g§WPH§?§ﬁ%¥i%Pcarbon atons in W, as well as
pharnaceutlcally acceptable salts, thereof.3 . A
conpound according to claiml or claim2, wherein X
represe -Wr a heteroaryl ring selected from
qurnol i | soquf nol yl', quinazolyl, indolyl,
X berzof B benzo[ / thlenyl or benzi m dazol yI,

foll owi ng: cyano, halo, a C 1-4 al kyl
group optionally substituted by one or nore fluoro, a
Cl-4 al kgyy group optionally substituted by one or

nmore fluoro, or a oup CONRaRb in which Ra and
wherieHt &b eisBEER eIty nh@pylesrmﬁtya eyoglyh igidagyl pfurw |t@ew|zhlazolyl

1soth%§§£&o¥%ﬁ :Eg@yf' %&EEog?lb g%%(h%olﬁh@?lﬁ(ﬁl eﬂ%a%nﬁﬁ) 'pyrimidinyl,

pyrideejpry s diyGCHR)quinolhke rqﬁlnazdsiyl Sndblgl; banzahgtaidyl, benzo[b]thienyl or
rep e$W£tS (CH2)m wherein mis 0 or 1, R 2 represents
beﬂ?$4dé en A and B are identical and represents CH ,

wherdn éfoWXS@ 13 ﬁ%ﬂflfysu%stltgté ;?yp% F%fe 8¢ Jﬁ@tfg{l&g\/\%lg E no, halo, a

group sel ec m't hi en pyrroly
Ci4 elich goup apsionelyl supstgutedt by umedomynary dhmro f hu@ro,alkoxy group

o LGB ) RN gy PSSRV SNBETH, SR v
1nde?éﬁl" deAty me@ﬁéﬁe’%ﬁ'emd'l i3 PG GARIpN henﬁ rp'h@l'ldk'y; s ﬁrﬂﬂi Oéryl_’npyndyl

azo i sot hi azoly t hi adi azo ) pyrlm
whergiyy élmlawmatm( alzbﬂtlwenta éiox aphshyl phhwe«, re-pyiedyl Wn é-pyrldyl) may
t ed one or nore of the
OpuqéqyomeE%Ui&?ﬁ%ﬂh (hSP@%)@HP@P%(HtrifIuoronethoxy

X reprdsbhter 0 agiheayiynettiylt ér & | digyrhmfiigthyl Qrouy, tdptioAsly independently
trlfluoronethylsulfon | or one
substitugedyj at| thsr guyl, SRR b n Af TPIFs Syt Ralowofrifluoromethoxy,

sgfigegily Qampbdggion sLom 11 W, a s vel s
Y is OCH,;, SCH; (wherein the heteroatom is connected to X), CH,CH,; or CH=CH,
wherein each carbon in Y is optionally substituted by 1 or 2 methyl groups and/or 1 or 2
fluoro,

R! represents H or a C;_salkyl group,

A represents (CHy),, wherein n is O or 1 and B represents (CHy)m, wherein mis O or 1,

R? represents H or, when A and B are identical and represents CH; R; represents H or F,

Z represents phenyl or a heterocyclic group selected from thienyl, furyl, pyridyl, pyrazinyl,
pyridazinyl, pyrrolyl, imidazolyl, thiazolyl, isothiazolyl, thiadiazolyl, pyrimidinyl,

pyrazolyl, oxazolyl, isoxazolyl wherein each Z is optionally substituted by one or more of
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4 . A conpound according to any of the preceding

clains, wherein X represents a phenyl or pyridyl group
W@piosomsBd y substituted by one or nore hal ogenP@rSEI085/000411

further substituted by a phenyl, phenoxy, 2-pyridyl or

3-pyridyl group, wherein the88ubstituents (i.e

phenyl , phenoxy, 2-pyridyl or 3-pyridyl) may

optionally be further substituted by one or nore

the follwiag: cyHnor kaloya Cy.anlylgrioGp OptiBnAly sHedtRutcMbo RE %r hﬂﬁ"e fluoro,
heteroatomis connected to X CH2CH2 or CH:Cz

a Chyalkegesrogp optierally SUhstrtépﬂéé@ﬂesx @@QﬂHOf%er ein n | s
W Q%&Ese]ltsa{pﬂeﬁ'lr 6P' e%%ﬂe& an d %’Eﬂx}? ?edn 1@3}' S‘[Q}ﬁgﬁ frlifyl pyridyl,

resen mhen entrc

pyraz&myles @iytidagihid, R@)yfreml esanidazdiylor tlﬁai)lyl$ RoRtANLol A @hiadiazolyl,
het erocyclic group selected fromthienyl, furyl,
ﬁyl?yr@r%férle ioraed vl 1pxpzolgnwhergia thwbetqpmnelly p;bs‘ututed by
I r i.f res
one e MOy AL DI L CHQIRTEADH sy R ERGTE b e
or rﬁpmeyﬂlqorp,ya (dy alkopy reaaimyptionally isdisstituiyd by pye R)@|nydre fluoro, or W is

optiggpinrdiied Sftes HPRoo RPN ok Aot fhiognbeiprolane ring
(fuse@GRithVtiv® Qdﬂﬁée@r@ rd¥atiuBstobh U&ds BY W easo (Veﬁoﬁshta%torﬁé}g optical

follow ng: ¢yano, fluoro, chloro, trifluoronethoxy,
isorg¢rs land rmretamﬁxbrerg@f EtSrweﬂl mfmmnactajahpalbrampthble nalts thereof,

with s myB PG 2o BRlnao-Pr P ?k?séahle\rherplfmmenzyl]plpendm-

4y1qd¢m1§emmddc carbon atons in W, as well as
pharmaceutically acceptable salts, thereof. 5. A

conmpound according to any of the preceding clainms, in

2. mpﬁ'%o%n& gpécﬁﬁﬁgtt% (ﬁﬂlﬁp€n%’or g %tj r%ﬁg%i,tt Wt %ﬁzgﬂ/or pync?yl group

re cyano | uor o,
subgtitfied (Wldrrehdn oK ynoRé cyarid, fluord) rhtday, triflabrotndtidXye 8 osordethoxy or

iSRRI b S APIEHRB LR MR UBOS) oby dismedin mehsl Sgapaptionally
subgtitﬁ't@H Ot tﬁcjﬂ |aﬂr1%roﬁ§\§%f by %@trﬁgf&z&ﬁgg W‘%B B%O)f%{ﬂl%;rlorsnethoxy,

| uor onet erda
dlﬂwnmedloeglotmﬂ@qromtnys hydrogen A represents (CH2) n,

. [ IS O 1 and represents . erein_m
v P55 s U S PSR A ShEh g 58, B, o
cha+dgntical and represents CH2, R2 represents H or F, z

is thienyl, furyl or pyrrolyl,
R!is hydrogen or methyl

A represents (CHy),, wherein n is O or 1 and B represents (CHj)y,, wherein mis 0 or 1,

R? represents H or, when A and B are identical and represents CHp, R; represents H or F,

Z is phenyl or a heterocyclic group selected from thienyl, furyl, pyrrolyl wherein each Z is
optionally substituted by cyano, fluoro, chloro or trifluoromethyl,

W represents phenyl or a heterocyclic group selected from thienyl, furyl, pyridyl,
pyrazinyl, pyridazinyl, pyrrolyl, imidazolyl, thiazolyl, isothiazolyl, thiadiazolyl,
pyrimidinyl, pyrazolyl, oxazolyl, isoxazolyl wherein each W is optionally substituted by
one or more of the following: cyano, fluoro, chloro, trifluoromethoxy, difluoromethoxy or
trifluoromethyl, or with one trifluoromethylsulfonyl or one 2,2-difluoro-1,3-dioxolane ring
(fused with two adjacent aromatic carbon atoms in W),

as well as pharmaceutically acceptable salts, thereof.
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W represents phenyl or a heterocyclic group sel ected
frompyridyl, pyrazinyl, pyridazinyl, pyrrolyl,
w0 paodaowsBy| , thiazolyl, isothiazolyl, thiadi aze¢HEE2005/000411

pyri mdinyl, pyrazolyl, oxazolyl, isoxazolyl wherein
each Wis optionally substitgted by one or nore of the
follow ng: cyano, fluoro, chloro, trifluoronethoxy,
di fl uoronet hoxy or trifluoronmethyl, or with one
trifluoronethylsul fonyl or one
2,2-difluoro-1, 3-dioxolane ring (fused with two

3. Aadq)mpetmd agconding docelaipn et olaimi s whereins Xwesptesergs naphthyl or a

harnaceutlcall acce tab e salt her eo

hetef2 Y R e dBY diord TERIRY S Tibeyh dBbiRhyL bl beppofuranyl,

benz{Bjelien§l &HcsRMHszAyIPhenyl group substituted with one
or nmore cyano, fluoro, chloro, trifluoronethoxy,

whesgirt paghr SrigopERyalbr substifutadoby, ree Ry more pf sher aflowaren cyanp, halo, a

Crs MBI ol MBu OB RO Rone BETRSEr G50 o Gpony aroun

opudrralmlsuegtamﬂhgxme i fnhd+e IfIGES, Xy gffupt CONRIRP irehiyl R* and R®
Yis OCH (in which the heteroatomis connected to X),
mdemndpgﬂhgm%%@éhaCAaal@pslr&reéms (CH2)n, wherein nis 0 or

Y is béﬁ (Fl—ei? h@l‘?&gﬁﬁ ngayggf 1 ec'o?mé@t to%()o QI%C}%\)%I CH=CH,

rep r sen are | entl an

Rllsﬂgp]&mrﬁrsm&]@ R2 represents Hor F, Zis 2,5 -
t hi enyl mhere p05|t|on 2 is linked t

A TEPISHITES ﬂh‘@?ﬁ?ﬂ g OzprHeand B egpegsents § gHg}nlogféP@m Bgs Oor 1,
R N PSR E o N 8 b en AP o o

Z is plyesnyimdarhytexoquhagcdqpl seleotedZedy Ithlenyslpﬁmylobyﬂrolwhwhalem each Z is
[ i onal | subs |tutede@Fone or nore of the

. each ‘\7/\}‘4| S
Optlcf“&ﬁiyé sr’i’éute 4 G4a0G; BF%C Tor o BHUeFaRsthYy omet hoxy,
A% r@blfeké’f% %B?lg)&‘ thettérbf:ﬁ/éﬁer gﬁbhi’électéﬁ P8k @RS, furyl, pyndyl

trifluoronethyl sul fonyl
pyrazingl, difiicderioyl, , Pydiodyol anelamlmb (thiageld], vmwdsthtamlyl thiadiazolyl,

.adj.acent aromatic car.bon
Py Bt S P el LS oa sl Bheteth fhaty i Shtony substituted by
one 6ORPBAUGITEHE FERGWinGY c&zﬁloaflﬁo&f chibg, Rfige&ehRehokY 3dhﬂ§®rohiéthoxy or
which X represents a ﬁen%ﬁlgrou substituted with one
§

triflugromeihil, oy ait, o wlugroresihydsufonst pf pur? Brdiflksgyl,3-dioxolane ring

(fusegl&#H%?w%ﬁ%&o%at}créarg an, onrgﬁmgﬁbor' X represents a

rou stituted at the

as welhenyhargiaoeipically hyce\pmlﬁalt@ﬂﬁzrdm’.ano, fl uoro, chloro,

trifluoronethoxy,
4. A compound according to any of the preceding claims, wherein X represents a phenyl or
pyridyl group optionally substituted by one or more halogen and is further substituted by a
phenyl, phenoxy, 2-pyridyl or 3-pyridyl group, wherein the substituents (i.e. phenyl,
phenoxy, 2-pyridyl or 3-pyridyl) may optionally be further substituted by one or more
fluoro, chloro or cyano
Y is OCH,; or SCH, (wherein the heteroatom is connected to X), CH,CH, or CH=CH,
R'is hydrogen or methyl,
A represents (CHy),, wherein n is O or 1 and B represents (CHy)y,, wherein mis O or 1,

R? represents H or, when A and B are identical and represents CH, R; represents H or F,
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di fl uoronmet hoxy or trifluoromethyl, Y is OCH (in which
the heteroatomis connected to X), R 1 is hydrogen, A
wo eseasst s (CH2)n, wherein nis 0 or 1 and B PCT/SE2005/000411
represents (CH2)m wherein mis 0 or 1, R2 represents
H or, when A and B are identdocal and represents CH2 R2
represents Hor F, Zis 2,5 - furyl (where position 2
is linked to group W, Wrepresents phenyl or a
Z is PRéSY @8 Y ekt o@fcliv Rr&g) fIdcest fréﬁ"fhiéﬁ?l' ey, p@ﬁ{)@; kih¥tein each Z is
pyridazinyl, pyrrolyl, imdazolyl, t hi azol
optlcp@éityrwb%ﬁuw bytaypalifhpet,whlorp pr mﬁtmrmethybyr azol yl ,
Xa Xaz wherei n_each W y
W GHBRRY S E R M IS rotRn PR o Myl gyt pyriay
pyrafzinlny Opyrﬁhlzﬁllyp,, pyrtdlyon aneizbBxY , thﬁjelzf)lyllmfﬁﬂﬂﬁzﬁ@py Ot'hladlazolyl
trifluoronethyl, or with one trifluoronethyl sul fony

pyrimidipye Pyrazobyl f 9xagelyl| isgxazphk oyhenin ety W iz optonelly hsubsmmed by

o S0LBRE0L AT EOLREOPLOTRAL B Brdoromsony o

tnﬂmmemlyﬂ cacwar dmm‘@lﬂlmr(ﬁﬁ@‘thsblfsulﬁ’dﬁgll ot eaed2ndiflabail 11B-didxdlane ring
%{u ch X represents a phenyl group substituted with one
(fusesh Wi g0 agiRAent aF‘PIH%ﬁ‘"ocaﬂé‘Pﬂ @Pﬁls 11? %1 uor omet hoxy,

as w@ll]c hgﬁéﬁfﬁ%&ﬂ%ﬂg%c ddd ktﬁ{so or X represents a

nyl net rou optlon y substltuted (at the
phenyl group(s)) by one or nore cyano, fluoro, chloro,

trifl t di f t trifl thyl ,
5. AVl RIZEE Ao Y 01 BREFORE GATS, EoHHER PORABRg @ phenyl

grouBl JubstiMEHdOORTIh  Adnk € RJreSBHHeS c(}@hb 2) fluor¥h e, ntﬂfﬁl&omethoxy; 5
1 and B represents (CH2) m “wherein mis 0 or 1,

dlﬂupgpn@tbgm s of drifluggesrethylandr BXar eeprebentsi cal dmhdnylmethyl or a
res [ F, Z.i

aipy RO ERG it e R RS RRRERSLILSRE v el tionecorgpore cvane

fluodd/ emafcgsleﬂﬁ@oﬁiaﬂfmly Qifluadrdedtes:gcoratificodhRup1sel ect ed

from yridyl, pyrazinyl, pyridazinyl, pyrrolyl,
Yis Qﬁlé:ag@mlch thg ihatespajem is eosingrigd 0 ), t hi adi azol yl ,

RSN ¥t [ onal Ly subst 1t ut & by one or more of {he

A reﬁmbéms\((hﬂj)n,wmein of ik aord, and B e¢presehisi(CHYYY, ovieteoMyis O or 1,

R? regjlréslralr{%g-? r8re t OX%/% Larpql it l(&nglgﬁgﬁlg rclapresf::egltsWICIt{L1 Rgrrlgpresents HorF,

7 is g‘ré&la}ﬂg,g%%ﬁ%%yho@lydl oxol ane ring (fused with two

W represents phenyl or a heterocyclic group selected from pyridyl, pyrazinyl, pyridazinyl,
pyrrolyl, imidazolyl, thiazolyl, isothiazolyl, thiadiazolyl, pyrimidinyl, pyrazolyl, oxazolyl,
isoxazolyl wherein each W is optionally substituted by one or more of the following:
cyano, fluoro, chloro, trifluoromethoxy, difluoromethoxy or trifluoromethyl, or with one
trifluoromethylsulfonyl or one 2,2-difluoro-1,3-dioxolane ring (fused with two adjacent

aromatic carbon atoms in W),

as well as pharmaceutically acceptable salts thereof.

6. A compound according to any of the preceding claims, in which X represents a phenyl
group substituted with one or more cyano, fluoro, chloro, trifluoromethoxy,

difluoromethoxy or trifluoromethyl, or X represents a diphenylmethyl group, optionally
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aromatic carbon atonms in W, as well as
phar maceutically acceptable salts thereof. 9. A

W@ oo9po3s according to any of the precedi ng clBCTBE20051000411
which Z is pyrrolyl. 10. A conpound according to any
of the preceding clainms, inogthich Zis 1,3-1H pyrrolyl
(in which the heteroatomis connected to W. 11. A
compound according to any of the preceding clains, in

substit&d atvvhe ShBRENbURE) By oRY ok %re c?:i?rld ﬂﬂ@fd ¥hloro, trifluoromethoxy,

substituted by one or nore of the follow ng: cyano,
diflupfareetboxy pt siboremethylior onet hoxy, di f1 uor omet hoxy,

. il por t r trlfluoro ul fonyl. 12. A
Yis @r(#'pl%)ﬁ %én%}:%‘%&e 8méﬁ§°‘3fenfeﬁg B‘r%ecedl ng clains, in
R' i9Myidebgets, i s OCH2. 13 One or nore of the follow ng

conpounds: 2-(3-chl or ophenox [1-[(I- nyl -1
A reprepoitp FHRWhereintyis|Oprplean memegpm}sd@éizgmvd@ml(l Bnisk @ 1,

R® rﬁ%{/&?ﬁ%% wh%nI A(a{qfl# %I;ilpl ei)ngfrc:;ll]a% [ gpre ﬁné éé‘?lgﬁ%lg%felsems HorF,
Zis 25(@116311_‘}'[ ox/ma asmyﬂ 2 is lihkdd fo- g(réu;nmhoxyphenyl ) -1

yrrol rrethyl}plperldln4 yl ) acet am de
w re@rqsgnbsml@p% Preh BRgiocycliq group seleoted Hrasp @pReyly pyraginyl, pyridazinyl,
pyrr(%[‘y{f éﬁ%ﬁ%zgﬁ)lﬁ}]ﬁe%g)w) sbﬁiﬁ%%p{l dﬂhﬁhd‘l‘azo}’}!l)ﬁﬁﬁﬁﬂmﬂ epyrazolyl oxazolyl,
isoxdzol - whedefd aarhoNetif\op)ipyallydsubsPituted bly ddepyr mole 3f thyd following:

cyan%?fltu?)%/c{ )c&p‘;g(gfgm | n- * %{E}L}?’C& h%g}o%?ethoxg' orcttgijﬂ%%? heet }(I)IX 02 with one

tnﬂu'drcPJ.’ﬁE glsuﬁoﬂ l]BiebHy I RERRIOkE B- Giox M@ REAThER with two adjacent
| or ophenoxy) -

aroma 1D-C(atbOpy&t®Id$ im Wyl benzyl ) pi peri di n-4-yl ] acet ani de

asw%lhéfﬁéh or.o FC% ?')é %ﬁpﬁ%lééaé{séﬁ?é chI or ophenyl ) -2-furyl

2- (3 chl orophenoxy)-l V-[1-({I-[4-(trifluoronethoxy)phe
nyl]-1 Hpyitol-3- yl}nmethyl)pireridin-4- g/ acet am de
7. AEDF@%ﬂ@P@HH%dQﬁLMOﬁtb@LP[‘e@ﬁ(hlnng%Wsrmlw ich X represents a phenyl
groué ygéx}aptﬁtp?e\él] itff er g 54 ﬁﬂ)re} accyecl!ﬁgm H\?oro chloro, trifluoromethoxy,

oro p enox
dlﬂuofdmétﬁew ot diiflacroyicbienz gt Xpirdpessettis e diphejdaetaMggsp, o%)tlonally

subste't'u}g,qzq %tgtlpgr ?gﬁ%gg&é*‘t\& E)l’lé-‘, {0£ r5no(r62 c;rangl %lgér%r 8 llgson tlln)luoromethoxy,
difluoromethoxy or trifluoromethyl,

Y is OCHj (in which the heteroatom is connected to X),

R! is hydrogen,

A represents (CHa),, wherein n is O or 1 and B represents (CHy),, wherein mis O or 1,

R? represents H or, when A and B are identical and represents CHp, R, represents H or F,
Zis 2,5-furyl (where positioh 2 1s linked to group W),

W represents phenyl or a heterocyclic group selected from pyridyl, pyrazinyl, pyridazinyl,
pyrrolyl, imidazolyl, thiazolyl, isothiazolyl, thiadiazolyl, pyrimidinyl, pyrazolyl, oxazolyl,
isoxazolyl wherein each W is optionally substituted by one or more of the following:
cyano, fluoro, chloro, trifluoromethoxy, difluoromethoxy or trifluoromethyl, or with one
trifluoromethylsulfonyl or one 2,2-difluoro-1,3-dioxolane ring (fused with two adjacent

aromatic carbon atoms in W),

as well as pharmaceutically acceptable salts thereof.
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yl ) acet am de
2-(3-chl orophenoxy)-N-[| -({5-[]-methyl-5-(trifl uoronet
whi05090388 pyr azol - 3-yl ] - 2- PCT/SE2005/000411
t hi enyl } met hyl ) pi peridin-4-yl]acetam de N (1- {
[ 1- (4- bronophenyl ) -1 H pyrraeb- 3-yl ] net hyl
}piperidin-4-yl)-2-(3- chl orophenoxy)acet am de
2- (3-chl orophenoxy)- -methyl- -[1-({
| -[4-(trifluoronethyl)phenyl]-I Hpyrrol-3- vyl
} et hyl ) pi peridin-4-yl] acetam de
8. Azqnpgumﬂ; laoecogimgriglany ifche precedipg claims, in which X represents a phenyl

groug n%%ttblﬁilpg\%ﬂg Inﬁtg ﬁ pheny! Lﬁ;%aag {l(gr% chlo}/o trifluoromethoxy,

dlﬂu&'oﬁﬁwdﬂ Br Jiffh&sinkt ,[ér (X represents a diphenylmethyl group, optionally
{ -[4-(tr|fluoromsthI)phenyl H pyrrol-3- vyl

substjtriedHg t)fp|g§1§nylcgrgup(s§|Qy q@argn@rg@yano fluoro, chloro, trifluoromethoxy,

d1ﬂugroErht}|(c3xaL£rltﬁ?l]ug g%),/) glhenoxy] N-[I-({l-[4-(trifluoro

Y is @CHyEichwihidh the he@iditdms taartraie®d; [ 3- (trifluoronet ho
xy).phenoxy]-N-[I-({ I -[5-(trifluoromethyl)

R'i Wﬂmfswz yl]-1Hpyrrol -3- yl}nethyl)piperi din-

A reg\l_ bqlsatfiﬁil?% & 1rertgl (nSi(s) ‘;Ogc%glt :ﬁiaﬁ? e%s)(/: s (F}ﬁ?"ﬁy here[m xop is O orl,

R? represethy H pr, perendd and B-ark ]mgt:ﬂmndeelﬁf(@rlts‘ CHeg rmpbliﬁa%m}s)H orF,
1- trifl t n - Hpyrro -
Zis %}@eﬁ%?%ﬁﬁé\’ﬂlélﬂ ﬁ‘% ! Or}?%&é}% ’g‘éﬁycﬁgd( 3 ngg%ophenoxy)
W rePreséité i)'ﬁeﬁ%l dﬁ%} lﬁ%)z{%roéy&liﬁgx%hﬁ QE1RFRY MW plridyl, pyrazinyl, pyridazinyl,

ryrazol
pyrradyli Hmylla,tnbfd Hiaia)zp]ype'sdﬁbiazol@d,whjadmbb/ﬂn pheimidinyl, pyrazolyl, oxazolyl,
. 2-{2-chl or op - .. . .
lsoxan@fff TS %?lr R, SPERRAHy PYSSHINSH PY1on8- iy st o5 the following:
cyang | %hgﬁ‘b m{:hm ﬂﬁ&]u@tcﬁn&hbﬁ)} afifth@hi¥ehoxy or trifluoromethyl, or with one

chl or ophenox
trifluppomettpylsulfanylt gz (pmeu Slofitiuntcy Prtiexglpge 2ing (fysetl n@ttlhyw mdjacent
] et am de 2-(3-chl orophenoxy)- N (1-{
aromfl%e%él[géggaaﬁ%% é']n%’) -1 H pyrrol-3-yl]methyl}piperidin-4-
as wall dsaghat-matelricaty dcaeytablnditR ebardof. N- (I - {
[ 5- (2, 4-di chl orophenyl ) -2-furyl ] nethyl } pi peri di n-4-

9. A compound according to any of the preceding claims, in which Z is pyrrolyl.

10. A compound according to any of the preceding claims, in which Z is 1,3-1H pyrrolyl

(in which the heteroatom is connected to W).

11. A compound according to any of the preceding claims, in which' W is phenyl or 2-
pyridyl, optionally substituted by one or more of the following: cyano, fluoro, chloro,
trifluoromethoxy, difluoromethoxy, trifluoromethyl or trifluoromethylsulfonyl.

12. A compound according to any of the preceding claims, in which Y is OCHj,.

13. One or more of the following compounds:

2-(3-chlorophenoxy)-N-[1-[(1-phenyl-1H-pyrrol-3-yl)methyl]piperidin-4-yl }acetamide
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yl ) acet am de 2-(3-cyanophenoxy)- N [I-({
[ -[4-(trifluoronethoxy)phenyl]-lI H pyrrol-3-
wQ kdoseedsgd ) pi peri di n-4-yl] acetam de PCT/SE2005/000411
2- (3-chl or ophenoxy) -
N-(I-{[I-(5-chloropyrimdin9-yl)-I
H pyrrol -3-yl ] met hyl } pi peridin- 4-yl)acetam de
S- CS-chl or opheny”-N-tl -Cl | -”~-~rifl uoronet hy*phenyl j -1

2- (34ch1|@wspmn€>5ywvmm{ ma{mtrﬁhromihéthyﬂpuédyﬂt D gyasl-de
,)!11 (3-chl orophengl )-N[1-({
y]}nqet}{y P(‘E‘?f}dﬂlll'&oY @RS phenyl 1-1 H pyrrol - 3-

2 $bbgnetiok B s bR P ot v bwbetpri -

yDadd@¥bt-1 Hpyrrol-3- vyl
} et hyl ) pi peri di n-4-yl]acet am de

2- (33h1620&eﬂbx? I(thnb%ﬁwaﬂheh?rf)llff Pyrrol-3- yl]meth%fl}plpendm -4-
4-(trifluoronethyl)phenyl H pyrro
yl)acpﬁlﬁtlﬁ?l ) pi peri di n-4-yl ] acet ani de

A e N o—

| ]acet am de2- ( 2- cyanophenoxy) - N-
yl}m}emﬂ%ﬁgédﬂﬂﬁlﬁélbﬁg?oér/mthyI)phenyl] | Hpyrrol-3- yl

2-(3- }:mbeéﬁlwnbﬁy)pﬁr(m]l[n(écnio]rmhw ﬁrrf)l §13/9]%éﬁ19}1 Rperidin-4-

yl oxy) trifluorone ) phenyl ]
yDacefagyifle o] - 3- y| }mst hyI ) pi peri di n- 4- yI ] acet ani de

2-(3- C'[ﬂé %e%%%bt‘z?é 1'?(P1 f%%&%@ﬁ%%ﬂéwﬂldm “4vfgeetanids. y
2-3 }2-5‘1{3 @ﬁgﬁﬁgﬁoz&); {15 f(4 fhiﬂ?é’;gw?b %eﬁrylélpethyl }piperidin-4-yl)acetamide
26 fﬁlkf?#y]{e;\bﬂger i [3 r(ﬁi EX ;5?‘5%‘;@2‘9%‘%%]’%@ )Eh%)ﬂ: g#l rg%'léo’ noxy) -

yl}mefhyl piperidm-@tyljdcbtantideret hyl ) pyri di n-3-yl ] -1
H pyrrol -3- yl}net hyl ) pi peridin-4-yl]acetam de
2-(3-ghlphopites oy )-8-{(\HBx( YE-pyrrol-1- yl)benzyl]p1pend1n-4 yl}acetamide
tr|fluoronethﬁl)phenyl] I yrroI 3-

2- (39{11??@2{%99?}1&15&&T(anrymhrij ﬁlﬁmendm—4 -yl acetarmde

23 PW%F‘?I@WE%/ PRSI %2@ A lEn o phiny -2 iy et ) piperidiaa ™
yDacetamide

2-(3-chlorophenoxy)-N-[1-({5-[1-methyl-5-(trifluoromethyl)-1 H-pyrazol-3-yl]-2-
thienyl }methyl)piperidin-4-yl]acetamide
N-(1-{[1-(4-bromophenyl)-1H-pyrrol-3-ylJmethyl } piperidin-4-y1)-2-(3-
chlorophenoxy)acetamide

2-(3-chlorophenoxy)-N-methyl-N-[1-({ 1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide

2-[(3-chlorophenyl)thio]-N-[1-({ 1-[4-(trifluoromethyl)phenyl]-1 H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide

2-(pyridin-3-yloxy)-N-[1-({ 1-[4-(trifluoromethyl)phenyl]- 1 H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide

2-[3-(trifluoromethoxy)phenoxy]-N-[1-({ 1-[4-(trifluoromethyl)phenyl]-1 H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide
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yl }met hyl ) pi peri di n-4-yl ] propanam de,
2-(3-chl orophenoxy)- -[1-({
wo 2qo4/09a380 f | uor onet hyl ) phenyl ] -1 H- pyrrol - 3- yPCT/SE2005/000411

} et hyl ) azeti di n- 3-yl ] acet am de 2- (di phenyl nmet hoxy) -
-[I-({ I-[4-(trifluoronethybyphenyl]-I H pyrrol-3-
yl }met hyl ) pi peri di n-4-yl] acetam de
2- ( 3-chl or ophenoxy) -

2-[3- (ﬁq@%@rﬁ&kho’%&*ﬁa{&%’yﬂ f1- c{héts(((tﬁﬂ%ﬂéﬁfe@fmp@%m?nyl'll-p&rrol 3-

H pyrrol -3- yl'} ) pi peridin-4 acetam de

yl}methyBpipetidinepHdostpnide
-[(3i?,4i 3 3-fluoro-I-({l-[4-(trifluoronethyl)phenyl]
2-(3-cyanappgorg)-1e L 1{ 3- Eﬂeftﬁﬁuylmnﬁéhylmmnnuwu} -pEeEelai de

yl}nl%ﬁgll?)?%eg?%%%ﬁ%%gor onet hyl ) phenyl ]-1 Hpyrrol - 3-
2-(3- hh%f&%hﬂ?d }P—\N J,%?l( ;AD W eATbIASRA ARG y1]- 1 H-pyrrol-3-

yl}m{ethy[)pipel{ldmwt}d]abbwmndﬂret hyl ) sul f onyl ] phenyl } - |
yrrol )net hyl ] pi peridin-4-yl }acetam de
2- (3-2¥%T@Ph¢ﬂ%vbﬁ¥réhék§rj nwtt(ylﬁ{([tuﬂveczozmdnﬂ) UBryrazoB31éhz-od

thm?? nﬁgpiéhﬁkﬁhnbggﬂ 9 - é gkgngagyglaceutlcally
la |
oSl i3 o o O g

ynnhﬁwBPQcydmw¢§gkmuamxm ected frompyrrolyl, imdazolyl,
furyl, thienyl, thlaz?—gﬁ; I sot hi azol yl , thladlazolyl

2- (3q§§ylpmplwxy)die{idl{§ﬂ[4 (irloreorasthoxy)pheriyily-funy maethylypiperidin-4-

di nyl, pyridazinyl, quinolinyl, isoquinolyl,
ylla g%%%%%olyl i ndol ylI , benzofuranyl benzo[&/thienyl or

2o ORI D AR BRIk

yDach@inide a Cl- 4 aIkyI group optionally substituted by one
or nore fluoro, a Cl-4 al koxy group optionally

2- (3@m@phqmml‘b&1d%(%¢ dishtaophanybe?-furygmethyl pipwRadRb 4+ n
mp @ Ra and Rb i ndependently represent a Cl1-S al kyl

yDac e
group, phenyl, phenoxy, 2-pyridyl or 3-pyridyl,

2-(3- \92&, ghé?lokg)el\? Pg@] ﬂtﬁgﬁpyr emlg;hyg 1{?@2&%{ 3 be
yl}msthlyﬁplpbndmmw]af:d:tumdh chl oro or cyano,
2-(3-chlorophenoxy)-N-(1-{[1-(5-chloropyrimidin-2-y1)-1 H-pyrrol-3-ylJmethyl } piperidin-
4-yl)acetamide

3-(3-chlorophenyl)-N-[1-({ 1-[4-(trifluoromethyl)phenyl]-1 H-pyrrol-3-yl }methyl)piperidin-
4-yl]propanamide

(2E)-3-(3-chlorophenyl)-N-[1-({ 1-[4-(trifluoromethyl)phenyl]- 1 H-pyrrol-3-
yl}methyl)piperidin-4-yl]acrylamide

2-(3,5-difluorophenoxy)-N-[1-({ 1-[4~(trifluoromethyl)phenyl]-1 H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide

2-(2,6-diisopropylphenoxy)-N-[1-({ 1-[4-(trifluoromethyl)phenyl]-1 H-pyrrol-3-

yl Jmethyl)piperidin-4-yl]acetamide

2-(3-isopropylphenoxy)-N-[1-({ 1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-
yl}methyl)piperidin-4-yl]acetamide
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Y is OCH2, SCH2 (both in which the heteroatomis
connected to X), CH2CH2 or CH=CH, wherein each carbon

WO p00¥/0930pt i onal |y substituted by 1 or 2 net hpdT/gE05600411

and/or 1 or 2 fluoro, Rl represents H or a Cl-4al kyl
group, Z represents phenyl 905 a heterocyclic group
selected fromthienyl, furyl, pyridyl, pyrazinyl,
pyridazinyl, pyrrolyl, imdazolyl, thiazolyl,

2-(2- b%ﬂobhéﬁc@dnyN [1-of 1agi1 @ﬁﬂhbfﬂoma%(}’])ﬂﬂeﬂyHWH—deﬂa?—O| yl,
oxazol yl , ‘i soxazol yl wherein each Z i's optionally

yl}mgmy&)mppmd@u%gb]agmmeﬁe more of the follow ng: cyano,

| o, al kyl oup optionally substituted by
2-gngin SR NTGI4] 1-Hh- (OB Econl) GbPYaIatH |

ﬂ}néﬂgﬁbﬁk#kgg4§xaggﬁnﬁﬁ nore fluoro, Wrepresents phenyl

eroc |c group selected fromthienyl, furyl,
2- 3@&!1{'1&&% O GFVIML¢{ 1AUL ﬂi’f%sﬁﬁleth RESYILEyciazol v |
( II))/ , |2)(Z)t h%da(z{ofmqt thlradl az x?)}éy“ﬂm éﬂinyl
ﬂ}mpmwapwbwhnléﬂ&boﬁynuwasoxazolyl mhereln each Wis
optionally substituted by one or nore of the

2- [(5f‘311<Pf@W1ﬁ@1n‘%yﬁﬂéY]~Ndﬂdi lﬁﬁpﬂmommythy@pwlldp’wm% Py
Y”Héﬁﬁﬁéﬁ%ﬁ@ﬁg43%g?aﬁﬁf anre fluoro, a Cl-4 al koxy group
a e

by one or nore fluoro, 91 as
t 3 -

2B, ?‘ﬁ%’; L O T PR AT BRI
yl}mbﬁwt)erphndm-ﬂ’ryllah@amdwl SO that 2- (4- chl or ophenoxy) -

4-(1,2,3-thiadi azol - ) benzyl peri di n-
2- (blnhgny} dépmﬂdlr(élé%mfb@aomq@yl)ph% g@ mgkdor di ng

ﬂ}nk&g@g g% ﬁ@h %Qhﬁ X represents a phenyl or pyridyl

one or nore cyano, fluoro, .

- f B XM (40 : -
- AR fep S AP DR SO B e Oy
yl}mkthyBpipetidin-# y1llpovpeseméde, t 0 X) CH2CH2 or CH=CH, Rl is
23 gdro en or methyl, Z is phen or het er ocyclic

-ghle

@@o@atﬁérﬂ1«i/bmﬂmtﬂ@ngqmetzﬂmenyﬂylrfmyno “pyrrolyl
3 ' [ bstituted b
yl}m?‘ﬁ&ﬁe%%%&lia&&@?% Fuor o%efﬁyf "W reprodent e phenyl
2- (dlgﬁerﬁl thﬁq%&@gmh' QﬁQHﬁl%aZl nygﬁp ofylp@%i a_furyl,

azin pyri n1dazo|y|
yunmﬁwapmbmhnl43@khﬁanm&yl thladlazolyl

2-(3-chlorophenoxy)-N-[(3S,4:5)-3-fluoro-1-({ 1-[4-(trifluoromethyl)phenyl]-1 H-pyrrol-3-

yl}methyl)piperidin-4-yljacetamide,

2-(3-chlorophenoxy)-N-[(3R,4R)-3-fluoro-1-({ 1-[4-(trifluoromethyl)phenyl]-1 H-pyrrol-3-

yl}methyl)piperidin-4-yl]acetamide

2-(3,4-difluorophenoxy)-N-[1-({ 1-[4-(trifluoromethyl)phenyl]-1 H-pyrrol-3-
yl}methyl)pyrrolidin-3-yl]acetamide

2-(3-chlorophenoxy)-N-{ 1-[(1-{4-[(trifluoromethyl)sulfonyl]phenyl }-1 H-pyrrol-3-
yDmethyl]piperidin-4-yl }acetamide
2-(3-chlorophenoxy)-N-(1-{[1-(2,2-difluoro-1,3-benzodioxol-5-yl)-1 H-pyrrol-3-
yllmethyl}piperidin-4-yl)acetamide

and pharmaceutically acceptable salts thereof.
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pyri mdinyl, pyrazolyl, oxazolyl, isoxazolyl wherein
each Wis optionally substituted by one or nore of the
wo edos0943s: cyano, fluoro, chloro, trifluoroneP¢sE2005/000411
di f 1 uoronet hoxy or trifluoronmethyl, as well as
pharmaceutically acceptabl e96alts, thereof. 16. A
conpound according to claiml or claim2, wherein X
represents naphthyl or a heteroaryl ring selected from
14. auidrepoumdlof forsaddanol yl, qui nazol yl, indolyl,
benzof uranyl, benzo[ /thienyl, or benzim dazolyl,
wherein each X is optionally substituted by one or
nore of the faollow ?g: cyano, halo, a Cl-4 al kyl group
oppi onapTy stztUted by one or nore fluoro, a Cl-4
al koxy pgroup, optionally substituted by one or nore
X\JJ/E‘SJ oup CONRaRb in which Ra and Rb
i ndepe ndently represent a Cl-3 alkyl group, Y is OCH2
or S (both in which the heteroatomis connected to
X) CH2CH2 or CH=CH, Rl is hydrogen or nethyl, Zis
phenyl ofa@a heterocyclic gr oup sel ected fromthl enyl ,

whexfe%b)\( tre;%rg%/e'h dsd%g 210 B}grﬁgérf\é{i a}gﬁ & ergca/k&hg g'rosupos%ﬁec?e%aflror}{ pyrrolyl,

cyano

imidizoi 1) uﬁxrydneﬂhrmlyl WinegyEs mttﬁaid‘lﬂlnythmdiaﬁ)lil?t gyragildl, i 6xazolyl,
group sel ect ed from thienyl, furyl, pyrid
isoxggglyhz | PYIAYLpy PYI@ER Y hy | DYTBRidimsily | pm%%m gwmolmyl isoquinolyl,

qumézlaiﬁzlﬂhyl]lyl b'gl)%(fangmjaﬁ?f) b¥hzolh ﬂhﬂ%ﬂ?m%knﬁﬁﬁi&ﬂd' nyl,

pyrazol | SoXazo wherein each’Wis
wherefnt dash aX lis/ optiromtly Bubsittutayl hyneneoor mare ob thet fodlowing: cyano, halo, a

n uoro, chloro, triflyoronethoxy,
Cus gfke] P ETephRy Borobitiit o enyr mire oo 26 Coa lkosy group
opthQl?}F RBERiHhtE Eﬁyl Aok eRbRbBoRAld $rodphetRat R® 1. wﬁ&ch R* and R°
onpound according to any of the precedl ng cl ai ns

lndepﬂlﬁéﬁﬁébh ropresept @sens salb}'ie gydupo rpheyyl, cp,Hengxx) uprpyridyl or 3-pyridyl,

t | | bstituted.b
vty RO VB LS, B R0 oS5 B i oy
optioBally bé Shbsti Bt ﬂxytf)l%f ehlbrd Secyaubst i t uent s {i.

pheny Igﬁfhenoxy, yrldyl or 3 pyrldyl) may
Y is &ﬁHmﬁ 2y(bptd if mm theslhgdenoatom édcdnpediad ¢o XﬁD€HzCHz or CH=CH,

e SERenBh S L eRDy PR Dos ARG o 1 or

fluor€H=CH, R1 is hydrogen or nethyl,

R! represents H or a Cy.4alkyl group,

Z represents phenyl or a heterocyclic group selected from thienyl, furyl, pyridyl, pyrazinyl,
pyridazinyl, pyrrolyl, imidazolyl, thiazolyl, isothiazolyl, thiadiazolyl, pyrimidinyl,
pyrazolyl, oxazolyl, isoxazolyl wherein each Z is optionally substituted by one or more of
the following: cyano, halo, a Cy_4 alkyl group optionally substituted by one or more fluoro,
a Cy.4 alkoxy group optionally substituted by one or more fluoro,

W represents phenyl or a heterocyclic group selected from thienyl, furyl, pyridyl,
pyrazinyl, pyridazinyl, pyrrolyl, imidazolyl, thiazolyl, isothiazolyl, thiadiazolyl,
pyrimidinyl, pyrazolyl, oxazolyl, isoxazolyl wherein each W is optionally substituted by
one or more of the following: cyano, halo, a Cy4 alkyl group optionally substituted by one

or more fluoro, a C;.4 alkoxy group optionally substituted by one or more fluoro,
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Z is phenyl or a heterocyclic group selected from
thienyl, furyl, pyridyl, pyrrolyl wherein each Z is
wWopiosomaBbd y substituted b y cyano, fluoro, chlPCDSER005/000411
trifluoronmethyl, Wrepresents phenyl or a heterocyclic
group selected fromthienyl97furyl, pyridyl,
pyrazi nyl, pyridazinyl, pyrrolyl, imdazolyl,
thiazolyl, isothiazolyl, thiadiazolyl, pyrimdinyl,
as wely ra@Zﬂichers oxptzoal YWorndrs @xdzatathateh efeetdt Bawbll \Abigharmaceutically
optionally substituted by one or nore of the
aCCCHtéblPéWSﬁB@re%fyano fluoro, chloro, trifluor omet hoxy,

y 0 3| g . LTI
with gLef aélﬁglé‘g %ﬁ gglﬁlcg}ﬁﬁgo lrlér{ ﬂe\Pﬂﬁﬂi 213%21}31\632 ol %é{l)b/gnzyl]plpendm
4-yl}acarpmideds axtatedi ng to any of the preceding clains, in

V\,hi ch X represents a phenyl group substituted with one
nore cyano, fluoro, chloro, trifluoronethoxy,
r flyu byl i [ -
13. Ajb&‘“ﬁ“ o B Tiih 14,8 RARHK ropréglits Rpend & pyridyl group
substityttdozglﬁn pneZor motdcyamd, fluoww,ydhl@o, piftucodbmbethoXy, difluoromethoxy or
ol € nts phenyl or a heterocyclic group selected
triflup 6‘?ﬁt ridyl, pyrazinyl, pyridazinyl, pyrrolyl,
Y is O@I—ﬂ%% @bﬁz (b(StH h2galcH he'}éfétrgét?ﬁjlqls ﬂ)mnetcmdat? }Pz%qll{yéﬂz or CH=CH,
pyrim di nyl’, " pyrazol y oxazo I soxazoly erein
R! 1sdelaldi'n>gw Dlsmet}htyl onal Iy substitut ed by one or nore of the

2 is gip 5 b TGN Ko proPy TS5 LA ich b U PYTR, ByFiolyl wherein

each PN8 ’bﬁ@&ﬁﬁ& 'sﬁb"’s'tﬂtd’te@ﬁf RRhAD |fFao§@ | c'hﬁ)rb e Erﬁ‘ﬁforél%ett@l

compound according to any of the preceding clains, in
W r@mf:@htsxthyi ewent ketarqslyehy | grgvp Lﬁ@le;mals oyt e, t Furgh epyridyl,

nor e o, fluoro,. chlor r.ifl.uora hox -
oyredipdty oBEHATR PTGl ooVl BB fhiadiazoly)
pynn’ﬁﬂir@h pyiezohg! ex0at fTisbﬁaz?dl’iln@ﬁéI@ﬂ] EnW, lsF%thioslany substituted by
dr ogen, s 2, hi enyl  (where position 2 i s

one qr,rm(réd)f ﬁl@ @}lgwywyam,rf@.@f@,ﬁﬁ@@, p}f@.n)}pmgﬂloay, difluoromethoxy or

tnflugl% yclic group selected frompyridyl, pyrazinyl,
pyridazinyl, pyrrolyl, imdazolyl, thi azol yl,

as wdlbat phiasdaievticalliyhicehtalzlelsylts, thyreofi di nyl , pyrazol yl,
oxazolyl, 10 isoxazolyl wherein each Wis optionally
substituted by one or nore of the follow ng:

16. A compound according to claim 1 or claim 2, wherein X represents naphthyl or a
heteroaryl ring selected from quinolinyl, isoquinolyl, quinazolyl, indolyl, benzofuranyl,
benzo[b]thienyl, or benzimidazolyl,

wherein each X is optionally substituted by one or more of the following: cyano, halo, a
Ci4 alkyl group optionally substituted by one or more fluoro, a C;4 alkoxy group
optionally substituted by one or more fluoro, a group CONR*R® in which R* and R®
independently represent a C;.3 alkyl group,

Y is OCH; or SCHj; (both in which the heteroatom is connected to X) CH,CH, or CH=CH,
R'is hydrogen or methyl,

Z is phenyl or a heterocyclic group selected from thienyl, furyl, pyridyl, pyrrolyl wherein
each Z is optionally substituted by cyano, fluoro, chloro or trifluoromethyl,

W represents phenyl or a heterocyclic group selected from thienyl, furyl, pyridyl,
pyrazinyl, pyridazinyl, pyrrolyl, imidazolyl, thiazolyl, isothiazolyl, thiadiazolyl,
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cyano, fluoro, chloro, trifluoronethoxy,

di fl uoronet hoxy or trifluoronethyl, as well as
w@b@sogsaut i cal |y acceptable salts thereof. 20PCHSE2005/000411

compound according to any of the preceding clains, in

whi ch X represents a phenyl 985 group substituted wth

one o r nore cyano, fluoro, chloro, trifl uoronethoxy,

di fl uoronmet hoxy or trifluoromethyl, Y is OCH (in which

pyrithidénylep gaaayo Bk il FoineeLed] Whertin eMh W6 ih¥HHOOER. suBstituted by
[ (where position 2 is |inked to grou

IS 2,5-1‘ur¥(é \ ) fF W,
one grgnererad phe fdlovgng arpp, Brom, pldprr, daflepiomegraxypdifluoromethoxy or
. d frompyridyl, pyrazinyl, pyridazinyl,
t“ﬂuéﬁgrn?"gf"ar, i m dazol yl, thiazolyi, isothiazolyl,

as wélhasaglaamadeykicalpyddcsp@blydalts pibieder) yl , oxazol yl
i soxazol yl wherein each Wis optionally substituted by
one or nore of the follow ng: cyano, fluoro, chloro,

. i ri

17 A BSERARETEL st ) 4408 ELARIN S RLHHO B s phens o

pyriddb gdlip o@tion::r,\lht}owbsltimn@bbpl bng ot mo&n%alog?rt fel prieakel sagstituted by a
ims, | i.ch X t / . :

Phengh LT el CHPNEH 8o YR HBYEy SRR (6 BOSEHpRP i e. phenyl

i T4 WOk pAVAERTs N r 0 | f t
phonbfd B b R GRDL S TEay o Phurkl oLBRIGRE, 5g, or more
fluorQ, dRloroorkyatrcogen, Z is 1,3- IH pyrrolyl (in which the
. roat | s . connected to , Wrepresents phenyl_or
¥ s (RGBS A g8 T PR DB S SR ot Gt or CFi=CH,
R! isPYiiodes bPMlethypyr rol:yl ., imdazolyl, thiazolyl, ,
i Sot Al azol yI',” thiadiazolyl, pyrimdinyl, pyrazolyl,
Z is pheaybbyh hefesayalio gydupmedeatéchiremcthianyl, Suogpt pymidyll) pyrrolyl wherein
bst .t ut.ed .one.or nore,of the follow ng: no,
S s e I e
W réﬂr&:felntéogﬁ&laﬂ hyt a ﬁéte‘f@d}]fcliésgr%tiﬁr sB&Rst ifecth| bhieng_l,n furtyl6 pyridyl,
. I'ng

acceptabl e salts thereof. 22. A conpound accor 0
pyrazimyl, oPyHidazipylecppirolyl.cl anidezolyln \ibiagdly iisothipzelyly| thiadiazolyl,

. 2 nd_aceardi ng t.o a of theprecedin .
pyvinfiny ST RS SRSl IR et i GRR Ry bt by
one dieh@e At Tdl®winngahedfltdroWhloro, trifluoromethoxy, difluoromethoxy or
trifluoromethyl,

as well as pharmaceutically acceptable salts, thereof.

18. A compound according to any of the preceding claims, in which X represents a phenyl
group substituted with one or more cyano, fluoro, chloro, trifluoromethoxy,
difluoromethoxy or trifluoromethyl,

Y is OCH; (in which the heteroatom is connected to X),

R! is hydrogen,

Z is thienyl, furyl or pyrrolyl,

W represents phenyl or a heterocyclic group selected from pyridyl, pyrazinyl, pyridazinyl,
pyrrolyl, imidazolyl, thiazolyl, isothiazolyl, thiadiazolyl, pyrimidinyl, pyrazolyl, oxazolyl,
isoxazolyl wherein each W is optionally substituted by one or more of the following:
cyano, fluoro, chloro, trifluoromethoxy, difluoromethoxy or trifluoromethyl,

as well as pharmaceutically acceptable salts thereof.
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24. A conpound according to any of the preceding
clains, in which Wis phenyl or 2- pyridyl, optionally
waasviasat ed by one or nore of the foll ow ng: BPYHSERZ005/000411
fluoro, chloro, trifluoromethoxy, difluoromethoxy or
trifluoronmethyl. 25. A conmp®9nd according to any of
the preceding clains, in which Yis OCH2. 26. A
compound of forrmula | as clained in any one of clains
1 to 25 for use as a nedicanent. 27. A pharmaceutica
formul atjion conprising a conpound of fornmula_ or
19. A gpmppund agcordingfapnyedf the pwd@ﬂélasmsmnawh@hfi fqpr%snts a phenyl

grougggpﬁsetfr?&@%g%%gt beal by HEGEPL 3941(? aﬁiﬁ&xan&l}lo ?%ﬁﬁor?fnethoxy,

e of a conpoun formil a
diflubsonzshagfdr méfludromathylpne of claims 1 to 25 in the
reparation of a nedicanent for the treatnent or
Yls@%@h( h’icg thyy hedFRYPIR Breonpseee fafed with obesity. 29.
wéﬂgﬁ§% qund as defined in any one of clains 1 to 25
Ing for use in the treatnent of obesity.30. A
Z is 2),501‘13851 (ﬁvdxeretﬁmsitmnépisrlaﬂdedmo gfoupdivpounds of fornula |

W reDtsle RV G ST RO D FelF Gk o P PRgEiny . pyfdacinyl,
yrrdl&‘lf,I sl cﬁlﬁolg*i tﬁ{azc;yl\/\fso‘fhrazayl Riliaando2 ﬁrﬁmﬁﬁlyfp AR Yxazolyl,

A process forf the preparation of
isoxazolyh ouletiein sfack OV ris| eptioralyf swbstituged by cwrpen wiong of the following:
cting,a co ound 0 IV with a.co
cyanb Gyt SIRBRGRb i Brpethgthio? e§nSGoRRYRE, ™ o
as wBll-a@ptﬁhnBch@ﬁ@al@&ebé;ﬂ:‘éb%lt}lt}ﬂs@édfned 32. A process f or
the preparation of conpounds of formula I or fornula

la conprising reacting a conpound of formula VI with a

20. £ 95%86'&% a%t:orfdﬁ{gtwlaﬁy\é)f\{hla pLechi:hg %%aims, in which X represents a phenyl

group substituted with one or more cyano, fluoro, chloro, trifluoromethoxy,
difluoromethoxy or trifluoromethyl,

Y is OCH; (in which the heteroatom is connected to X),

R' is hydrogen,

Zis 2,5-furyl (where position 2 is linked to group W),

W represents phenyl or a heterocyclic group selected from pyridyl, pyrazinyl, pyridazinyl,
pyrrolyl, imidazolyl, thiazolyl, isothiazolyl, thiadiazolyl, pyrimidinyl, pyrazolyl, oxazolyl,
isoxazolyl wherein each W is optionally substituted by one or more of the following:
cyano, fluoro, chloro, trifluoromethoxy, difluoromethoxy or trifluoromethyl,

as well as pharmaceutically acceptable salts thereof.

21. A compound according to any of the preceding claims, in which X represents a phenyl
group substituted with one or more cyano, fluoro, chloro, trifluoromethoxy,
difluoromethoxy or trifluoromethyl,

Y is OCH; (in which the heteroatom is connected to X),

R!is hydrogen,

Zis 1,3-1H pyrrolyl (in which the heteroatom is connected to W),
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VII VI I inwiich X Y, S ZW A B Rl and R2 are as
previously defined, 33. The foll ow ng conpounds of
wo ooosp@ao , 111, 1V and VI, including salts theeESE2005/000411

whi ch are useful as synthesis internediates:
2- (3- chl or ophenoxy) - Af - pi perli0@i n- 4-yl acet am de
2- (3-cyanophenoxy) - - piperidin-4-ylacetam de
2- (3-fl uorophenoxy)-i V-

W rapirgzetits phen yi- ot cabertmiay cle2giodp cblleotkea flvem pyuidyl) Vymakipel, ipgtidazinyl,

n- 4-yl acet am de
Pyrrolpﬂ,a%tﬁdaaa?laridhwmbﬂ(lﬁwhilztscplryl’sthgad@%zy}%c@tramde@yl, pyrazolyl, oxazolyl,
isox%z%'l)g e\!i/i%éiléiﬂ' daoh Wik 3 Eiéﬁdlf}J sﬁﬂﬁ%ch %?@lﬁh&n BROK ¢ ¢he&Pllowing:

e 2- phenoxy- - piperidi n-4-ylaceta e
cyand; {l8erohdhdwiap hifivmocpinethorg diftheronmtipedyi atitrifldervhatigtiam de
2-[(3-chl orophenyl )t hi o] -i V-pi peridin-4-ylacetam de
as well %%plzftrmﬁ?%&a Haeerprahy salitherooly| | - |

H pyrrol e- 3- car bal dehyde |- (5-chl oropyrimdin-2-yl)-I

H pyrrol e- 3-car bal dehyde 4-(3-foraiyl-|I
22. Aepypowld-dccptdihetizvan ¢frthe pre2eding orapm-ip Ivtich Z is pyrrolyl.

{1-[4-(trifluoromethyl)phenyl]-1 H pyrrol-3-yl

} et hyl ) pi peridin-4- yl]acetam de
23. Acbinpolifd h¢ddrdingab QBtINhe PREBYIE cldifds P WRich . 1sV1,3-1H pyrrolyl

~}methyl)piperidin-4-am ne di hydrochloride r
(in whkh the heteygatpmig conneciedioMhet hyl ) phenyl ] - |

H pyrrol - 3-yl } net hyl ) pi peridin-4- yljcarbamate

| -(6-trifluoronethyl-pyridin-3-yl)-I
24. A-doyipoahe adcadipatodghy o the- precddifl kel ik oph@RRKYW- is phenyl or 2-

_-pyrrolidin-3-ylacetam de )
pyndy_l( optianglly | qy@[st(l)mgfélnhb[qn’egqrdm@;@opf gheg, f9llqwing: cyano, fluoro, chloro,

. - y .
i e A R i luorometil, 1 |
H pyrrol e- 3-car bal dehyde. 34. A method of treating
obesity, psychiatric disorders, anxiety, . )
25. %H%PBQ%@W@@%%W&H&E? Brecerlipg clie it ihigbY df OCH..
di sorder, ADEED, cognitive disorders, nenory

di sorders,
26. A compound of formula I as claimed in any one of claims 1 to 25 for use as a

medicament.

27. A pharmaceutical formulation comprising a compound of formula I or formula Ia, as
defined in any one of claims 1 to 25 and a pharmaceutically acceptable adjuvant, diluent or

carrier.

28. Use of a compound of formula I or formula Ia as defined in any one of claims 1 to 25
in the preparation of a medicament for the treatment or prophylaxis of conditions

associated with obesity.

29. A compound as defined in any one of claims 1 to 25 including for use in the treatment

of obesity.
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schi zophreni a, epilepsy, and rel ated conditions, and
neur ol ogi cal disorders arid pain related di sorders,

W@ 09p09sBng adm ni stering a pharmacol ogi cal | y BET/EEI0DV@0411
anmount of a conpound as clainmed in any one of clains 1
to 25 to a patient in need tidreof. 35. A nethod of
treating obesity, type di abetes, netabolic syndrone
and prevention of type diabetes conprising

30. Adpionésstier ihey pzepeteiromaciot aypamids yof dbfreckhi Mer fimmuht laofomprising

a_ conpound .as. cl ai i.n any one .of. .l ai 1to25to
reactén%%?@gmuqd@frégauﬁﬁg Iwé{]}fa_ C(X‘npound of formulﬁll
AN AL LN
0 N 0 N W

I+ Oy |

X B - . B
R1 R2 R1 R2
I I 1

inwhichX,Y,Z, W, A, B, R! and R? are as previously defined,

31. A process for the preparation of compounds of formula I or formula Ia comprising

reacting a compound of formula IV with a compound of formula V

A w A w
o SN . o \T/A\z/
' L
Q vU\ B X B
x  t b N - Sy N
]in R2 R1 R2
A% v |

inwhich X, Q,L,Y,Z, W, A, B, R! and R? are as previously defined,

32. A process for the preparation of compounds of formula I or formula Ia comprising

reacting a compound of formula VI with a compound of formula VII

A W A W

| i |
Y O
~ B — X /ﬂ\ B
“r o+ S

R1

S R1 R2 R2

VII VI I
in which X, Y, S, Z, W, A, B, R! and R? are as previously defined,

33. The following compounds of formulae II, IIT, IV and VI, including salts thereof, which
are useful as synthesis intermediates:

2-(3-chlorophenoxy)-N-piperidin-4-ylacetamide
2-(3-cyanophenoxy)-N-piperidin-4-ylacetamide
2-(3-fluorophenoxy)-N-piperidin-4-ylacetamide
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2-(2-chlorophenoxy)-N-piperidin-4-ylacetamide
N-piperidin-4-yl-2-(pyridin-3-yloxy)acetamide
N-piperidin-4-yl-2-[3-(trifluoromethoxy)phenoxylacetamide
2-phenoxy-N-piperidin-4-ylacetamide
2-(3-chlorophenoxy)-N-methyl-N-piperidin-4-ylacetamide
2-[(3-chlorophenyl)thio]-N-piperidin-4-ylacetamide
1-[5-(trifluoromethyl)pyridin-2-yl]-1H-pyrrole-3-carbaldehyde
1-(5-chloropyrimidin-2-yl)-1H-pyrrole-3-carbaldehyde

4-(3-formyl-1 H-pyrrol-1-yl)benzonitrile

2-chloro-N-[1-({ 1-[4-(trifluoromethyl)phenyl]-1 H-pyrrol-3-yl }methyl)piperidin-4-
yl]acetamide

1-({ 1-[4-(trifluoromethyl)phenyl]-1H-pyrrol-3-yl }methyl)piperidin-4-amine
dihydrochloride

tert-butyl{1-({ 1-[4-(trifluoromethyl)phenyl]- 1 H-pyrrol-3-yl }methyl)piperidin-4-
yl]carbamate

1-(6-trifluoromethyl-pyridin-3-yl)-1H-pyrrole-3-carbaldehyde
2-(3,4-difluorophenoxy)-N-pyrrolidin-3-ylacetamide
1-(2,2-difluoro-benzo[1,3]dioxol-5-yl)-1H-pyrrole-3-carbaldehyde
1-(4-Trifluoromethanesulfonyl-phenyl)-1H-pyrrole-3-carbaldehyde.

34. A method of treating obesity, psychiatric disorders, anxiety, anxio-depressive
disorders, depression, bipolar disorder, ADHD, cognitive disorders, memory disorders,
schizophrenia, epilepsy, and related conditions, and neurological disorders and pain related
disorders, comprising administering a pharmacologically effective amount of a compound

as claimed in any one of claims 1 to 25 to a patient in need thereof.

35. A method of treating obesity, type II diabetes, metabolic syndrome and prevention of
type II diabetes comprising administering a pharmacologically effective amount of a

compound as claimed in any one of claims 1 to 25 to a patient in need thereof.



