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WO 2005/ 077897 PCr/ EP2005/ 001658 Substi tuted
Azeti di ne Conpounds, their preparation and use as
medi canments The present invention relates to

. ?ﬁ% ed Azeti di ne conpounds of general E&?}ﬁ%@sfoﬂlﬁss
bt e

nmethods for their preparation, nedicane

suffiftied ASGGling o BERANE thaft bréBatatioflerd fied ak HiodiGamonts

humans and - ani mal s. Cannabi noi ds are conpounds,

whi ch Lyed . ' '
he|pit FoSufi i i st APARRE st e s
(), mmm'ﬂsb for tllrr%ln'pr@pal mﬁ?ﬁ. nﬁbglcamamsrm_hhprilsmmheT £¢ ogmpounds as well

., cannabj n s |Is tetr r pcannabi

as Vet oy Bie ropaeation oF B RcBARAR or o b aidnt og humens and -
anlimgfi€inabi noi ds as well as their synthetic anal ogues

pronote their physiological effects via binding to
speci fic G coupled receptors, the so-called

Canfidhinaiak Ak Sorh OfvhilchAire BEAVERNfrom N chifdbid) Sativia e
of. receptors that bind both the naturally occurring

whichylg companheknevnamMARILRRA d Eheaest ddive chaligal compoddof the

net e ur S oA SRS tonhick doatrRnrop FIACE bafcighy 2.
pat hophysi ol ogi ca: processtes in humrans and ani mal s, _

These, o S50 S 8b6ich 1V o BBk PR kg

theirphysipiogicat effects viarhindipg teespecificeG gaapled iratapionsptie soacdlled

or.to.reproduction, as described for exanple, In
mnmiqq?wp_ arm Rev. 38, 1986, 1-20; Reny and

Si ngha, Prog. Drug. Res., 36, 71-114, 1991; Conroe
and ndyk.. IL.n Marij uana/ Cannabi noi ds. ur.obi ol o
At pERANNBH? Sty ReR s SRR ALY ot g nal i ScRumig and
syn@l%h carﬁmh_ nBFde_Slﬁg;e b&éA ﬁanﬁﬂied a@@m{\ﬁaorm@rrde%pm.:vghm are
.have i gh-hi ndin i.ni for es.e, cannabi no. :
desiguiata s r@amerﬂmiﬁl 18 Yog SHRRYSIRIONELST ng t hese
pathbSRRISIeGIEal Précasssd I humfand \énd AfiRiaR) bid Pradbdees related to the
.treatnent of cannabi noi d-receptor related disorders.

central geTvous sysiam), ENMURE sYiiewm; caHovaral¥Rystam.andostinqus
systéifiOsBPatBR) Slotehfl TR WaFoiniatind) et drloRBHIOIGHNGH, as described

sul | e as "acti ve Substances In nedi canents,

for eyample; Koigllistar, FhamncBenw38; 1986, 1-R& Renyuand Siaghas Prog. Drug,
it A . . 1

Ros B4 14, fhof POGRNEb Spd i th Mot Oafrbiics, |

Neurbiciogy ansi NewrophysialogyodsSe R-MamhgNL. @os Barthe A. Eds., CRC Press,

1992,

Therefore, compounds, which have a high binding affinity for these cannabinoid
receptors and which are suitable for modulating these receptors are useful In the
prevention and/or freatment of catinabinoid-receplor related disorders.

Thus, It was an obfect of the present Invention to provide novel compounds that are
In particular suitable as active substances in medicaments, preferably in
medicaments for the modulation of Cannabinoid recaptors, particularly Cannabinoid
1 (CBy) receptors. Preferably sald medicaments should be suitable for the
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and/or treatnent of disorders related to the central
nervous system the inmune system the cardiovascul ar

wo/sh8fhgelyNe endocrinous system the respirahegiplobsoo 01658
system the gastrointestinal tract or reproductlon
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been found that these conmpounds have a high affinity
for cannab ors, artlc rdy f

Said ohject wee Bvar by Brosit s sy PRl e Posilias of

- genchllfoRy d‘@t“gﬁ?‘ﬁ"’g"’“’ o ey AP ot b Lo
related t0 the central ner S

comespanding salfrandeomespeading zﬁP}(@%{@M %’@F@Mﬁ@%ﬂ*"

found ¥izh $Bse cofpdoBRds halea Yighy i) for Earmabitdid Ricapfed,i nal

tractor re groductlon I n-"humans andl or ani nal s,

partigianiyfon e, CBaeeptor AR erR thagefors suitaklo Top neprophviagls and/or
treatfiefit Br véRBus Fﬂfderé Fol1BA 10 thel dehtaP RGOS éﬁﬁerﬁr e.&thune
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systam, the cerdiovasculansystam, the enngclmpusm &mmpm

{
mdgﬁgﬁﬁw@w%%gpresen S a saturat eg @@Qﬁngfﬁfﬁr;ﬁglyed
humanst includingynfants| ehikiremand geviewpa.ut ed, . optional ly at

| east one heteroatom as ring nmenber containing

cycl oal i phatdc group, which nmay be condensed with an
Thusp i ol lisyaspecisdhs presenbinvestition relateskoranbstituted Azetidine

ol lic r tem or an optionally at, |east
mm'ﬁ%ﬁ@ﬁﬂ@'ﬁ@l@ﬁgﬁﬁj’ryl or hetemaryl group, which may

be condensed with an optionally at | east

nono- substituted nppo- or polycyglic ring syster® 2 wo

2005/ 077 rcr/ Er 2003 001658 AR3 presents a linear or

branched, saturated“or u ted, optionally at
| east

wherein
R represents an optionally at least mono-substituted phenyl group,

R? represents a salurated or unsaturated, optionally at least mono-substifuted,
optionally at least ane heteroatom as ring member containing cycloaliphatic group,
which may be condensed with an optionally at least mono-substituied mono- or
polyeyclic ring system, or an optionally at least mono-subsfituted aryl or heteroaryl
group, which may be condensed with an optionally at least mono-substiuted rmono-

or polycyclic ring system



nono- substituted aliphatic group, a saturated or
unsaturated, optionally at |east nono-substituted,
optionally at |east one heteroatom as ring nenber

gﬁd.ﬂggg cycl oal i phatic group, which nmaypSgEpnesisoisss
con sed with a mono- or polycyclic ring- system

and/ or which nmay be bonded via a |linear or branched
al kyl ene group, or an optionally at |east

R repoaasnta a inearor dtanched, wum@d@rwm%@ﬂqmﬂﬂt Inast

mong:ybSAES B dril, St orlitissRi el 7 ofloRallp A A58

monaxsilstituted opfiopaliywttleast ee hetproglom asringmempes sattaining

v ok ot o sPyBafiei i i B pifyca s o

Systéll'lg ag?fo:ro mz?h;mux?h bdndedyla adineapor Imandlid)glkylena groppacor an
ptiongficas AR tachtrgibeed a8 heflitf ol WnkR{iBhg uB0, |

: mndﬁﬁsed Nl‘.h S@i(ﬁﬁ:—ﬁﬁpﬁ iamngNESbaS&Marmhbhynw babonded via a

inoee i et RV e 0 L5 el o e sane

ﬂngﬂﬁ&%%&?ﬁé{bwt ed al |l phatic group, a saturated or
unsaturated, optionally at |east nono-substituted,

optionally at |east one heteroatomas ring member

wr@%geﬂ oG b, | BRI Gl Wearbbitycgroupya livear or

ondensed W a nmono- or polycycl.i¢ r1ng- system

branehad akyl@rmum ofap optionaly @ least @Oﬂoﬁuﬁ%m“%rafﬂrﬂ{ﬂ%ed
al kyl ene group, or an optionally at |east -

.nono-substituted aryl or heteroaryl group, which may
R® repeesaptralenOei0sRP maelicRib-N urceﬁ%y@ty &Nz e n -

NH'&ZC?’Ehlm !mg?%'u%ﬁh??r gﬁ?g@cgetys a |1 near orrﬁ?) Q;nsﬂgged

saturated or unsaturated, optionally at |east

R re et Bt oy Gl e f ol S SRR gt

monoEubstitated )allplnaﬂcegmnp. @satirated arunsabusted; apflonalty et least

mong 3kt aptholy Rrit e ertiBm i it Gpntalning

ﬁl‘lﬁtrc gwbup,mrmﬁynhg Hammuddnsechm Birmareo- oopolycmﬂc Inlag-

TSR SN RIS S S

ophdﬁﬁlg( ﬁﬂaﬁaﬁﬁmﬁsﬁmmagmr I@a‘tem gvmip. mcrlngayjaet em
r.which ma ed VI df NERL w0l nggg Vi
adpgm; u: nngsys an 'or which may c?ed aa

Imear or brenchad alkylene graup,

R” represents a linear or branchex, saturated or unsaturated, optionally at least
mono-substituted aliphatic group, a seturated or unsaturatad, optionally at least
mona-substituted, optionally at least one heteroatom as ring member contalning
cycloallphatic group, which may be condensed with a mono- or polycyclic ring-
systern and/or which may be bonded via a linear or branched alkylene group, or an
optionally at least mono-substituted aryl or heteroaryl graup, which may be
condensed with & monc- or polycyclic ring system and/or which may be bonded viaa
linear or branched alkyiene graup, '

i



L

A= — il

1 WD 2005ro077897 PCr/EY20051001658 R represents a
I i near or branched, saturated or unsaturated,
optionally at |east nono-substituted ali phatl c group,

W F0gs ted or unsaturated, optionally at |gaskpoesioo1ess
nono- substituted, optionally at |east one heteroatom

as ring menber containing cycloaliphatic group, which
may be condensed with a nono- or polycycllc ring-

R® reprasents alinsas or Branshedesatatasordmsetirated, optiapally gt least

mon R s Bty el sl
mnm-pubsﬂuawwmbnallyeweastmmeabMa%an@ mambsr containing

wc'o%ﬁﬁ@&%fdsé@ ekl B ol LRRIES b polybvle iR

ysterm and/or whizhrmay be bondeivdd adinenr enkridgedaliylete group, andlur

wic ﬁ%aiasewﬁfsﬁﬁ%&o(@%ﬁ R PPt i Qe B ptnaly

leasnMnc{:mﬂislthwéed aMﬂshet?mwl grouys wiich mely hlauqohdemﬂtdgvruua,
n
monnsR PoBEIE g aters gotloR upich ey b&BBpode B.d FRhof o,

branéifed di@eiegivdp, cont ai ni ng cycl oal I phatic group, which
nmay be condensed with a nono- or polycyclic

ring-system and/ or which may be bonded via a |inear or

R® régi'ét%ﬁ&eé’n HdyR¥ORoRED wwﬁﬂmmw @gmabw Bra'nbl‘létﬁ isafjrated

ranched al kyl ene group, or .an opt|
or unwhﬁatsdbanﬂonalhéﬁt Igastimeno-sisiided ol lp saﬁlrﬁ@:l or
e i Sty Ky
as nngawmnm@lnlnmoauphaﬂ%m%dﬂhl% Mm‘# witha
mon aﬁﬁ.ﬁ)&fﬂ?&l%ﬂ&ﬁ% S &hier dhidnSas) be HeRAed Vﬁ? firtddr SF’

a saturated or” unsat urat

brancied allyjéns geauplanséor bridged by atlisear or hranchast aliyiane growp, or

an opdally R et ThiiF bR nd B oEFEtaRiars R Hrkh may be

condenset with 2podryce ot Ipolynydngﬂngwsbm andfoowhighinay beborded via
ana@ﬁnded via a |inear or bridged al kyl ene group, and/or -

"be bridged by a linear or branched al kyl ene
group, or an optionally at. |east nono-substtuted aryl

R rabyesni o iy oS rbinedh o EibaBR r DRaRaRaR Botihly y feast
nmnb-@.ﬁﬁﬁhtéd aliphdticolp, o satirataidrashsatirsiecnoptivnailp at least
mono-substituted, optionally &t least one heteroatom as ring membar containing
cycloaliphatic group, which may be condensed with @ mono- or polycyclic Ang-
system and/or which may be bonded via a linear or bridged alkylene group, and/or
which may be bridged by a linear or branched alkylene group, or an optionally at
least mono-substituted ary! or heteroaryl group, which may be condensed with a

. mono- of polycydic ring system and/or which may be bonded via a linear or

branched alkylene group,
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represents a |linear or branched, saturated or
unsaturated, optionally at |east nono-substituted

' ' t ted t t d
opwgoﬁgﬂgfyg;?ufeagt Sam%g gubg{ [ gﬂfgdur gp?l onalFsz at VA
I h
R resfRSan lnge SRR, Raburdidy OF R, Bpflorily at loast
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whiclP Rizefé bﬂcfgea Hryla”lﬁﬁar oF branthad Bkﬂlaﬁé Igyth.qn er gn optionzRy 2t
represents a or branched kzsnatur

loast i sHOREgEd TRl Ereips which o Be Gpugenesotith 8
né’-'dr%l?jc}r& r@ SAW/BF ¥hRA by b BahdEd 8, linear or
optionally at [east

nmono- substi tut-ed, optionally at
branghegalikdene $éUBr oat om as ring mermber cont ai ni ng
cycl oal i phatic group, which may be condénsed with a

mono- or polycyclic ring- system and/or which rraé)é
R™ reqregents @i lmear o bregehest; saluraigd or unﬁ@lwah%d @ptionally 4t b

m&?oup E‘% opﬁq&ﬁgﬁ%ﬁg’?&#@t nono- %@?ﬁﬁ ut egéﬁe

monmsybsﬂuﬁeﬂ,mwnndmm lepst ope hetareatorugs Brg Memhen soataining,

cvoloipFl . e 4 o oSNV RIIE. O o i

system gnéeewhichandy be bondad Via arlineadior mdalladermr gmup. and/or -

unsaturaﬁwmgafonal kﬁ@?ﬁ%‘féﬁﬁﬁ%ﬂ; gﬁow&‘?é?lyat

Ieaﬁqmncaclﬂidhwt@d alybashetaroany geops whicht regy begonderdddywitit a

mone o ROV R IS YRR AR MR gy s R A her o

brantfgial mPycI ic ring- system and/or which may be
bonded via a [i1near or bridged al kyl ene group, and/or

whi ch may be bridged by a |linear or branched al kyl ene
R®™ rSﬁr%H@nts%fIm%Er EPiraRBd, ¥afliratel OR GhsaimaRsd) ptibaktyed sy |

or heteroaryl group, whi_ch nmay be cond ns
mongrsplstitged sliphatis AP, & %@W‘Eﬁ#'&ﬁ @n%yf Igast
mond S0ESHLEsH Soptichh MR leddt onB HBREaRNRAKIAE Afnite? ¢Bntafning
cycloaliphatic group, which may be condensed with a mono- or polycyclic ring-
system and/or which may be bonded via a linear or bridged alkylens group, and/or
which may be bridged by a linear or branched alkylene group, ot an oplionally at
least mono-substituted aryl or heteroaryl group, which may be condensed with a
mono- or polycyclic ring system and/or which may be bonded via a linear or
. branched alkylene group,
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PCT/ EP200S/ 00165f1 optionally in form of one of the
stereol sonmers. preferably enantl omers or _

j nmers, a raoemate or In formof a
v&ﬁﬁéé"g’ﬁ?tmsof the stereoisoners, prefer%mo%lm
. enanti,oners an r dia mer an 1 X| rati o,
opiiogaAIn oY BLon o B SkerBaPBRN Bistamoh ARTIPRI e 0
diasteRiom o étrﬁ.ea RREmMats ontenlnq?tm ebambxti mgoffad&aeam:lr ohibee of .

Wi e ovi so that co nds ener .
StereCieORATS PrHER RO i dashredio, @\E@’?’F‘W@&h"' ora
corrdaB6Rdthg Bl tHRRadCR CoTesionding sdit tREReBE oral comesponding

represents a net hyl group are excluded. A nono- or

solvgte kIReE9ef i ¢ ring- system according to the present
I nventi on nmeans a nono- or polycycllc hydrocarbon

' ring-systemthat nmay be saturated, unsa te r
with thecpravise that compeuntsef wmwlﬁbliww@%ﬁ'@ﬁaﬁh

roprdefit h & ikRAutdd Py BiouBl RO erodlris B COLSOPRPARIAY and R°

e saturated, unsaturated or
reprementsen meihyl grup@naexciudedh of the rings of the nono-
or polycyclic ring systemnmay contain one . oOr nore,
e.g. 1, 2 or 3. heteroatons as ring nenbers, which may
A mdre- or polyeychit ring-systent accending kuthatpresent inveption Beaps @ meno-

or paiy i lreretfir i b Fey b Ml uitarsatelr, |
e 0 £ st ot o et oy
difelgi i5oh o Setuapet § Ampy Be sffetelr rRRTEhed pRifid
Dpﬁ?ﬁlél? Fﬁ;raﬁg BElNeqings of thErohe ungobyaydioringystem mnay coptaln one

o Matpe £ i § 052} BRUAEFHRTES 5 G0H Siermoas. whief iy s Bagrel or
SR A e e bty by
us S SKiI S| | -
and ¥, marebreterably R seiRcied fomhe ogiub onastig BFE: D
gls?ﬁfeﬁﬁ prige i d.
Fﬁé&?r%blgrﬁ% urgg@ggﬁaop [ onaﬁﬁy%g?{l eag‘?ﬁ gﬁ??}?tt gﬁ)ﬁ?ﬁ ge’s:
S

The ringg,0fitheBmac o palleralg ing-RYIeRL AISRMETaraDly oo aH 5-T#M
The %@mqj&eﬁ?s , un eg@fndiéﬁfﬁiﬁ ned- ogh rﬁmg@eﬂg ﬁfaﬁznﬁeur ring-

systamn issettached te aneifioneng ehdegyeyrein whereby i tegms, appulgted” or

"annlaf of B et By osSIRtn el AP0 M i RRaet ,

gitachmerdnched Cl1. 4- al koxy,

1f one or more of the residues RZ R® and R%-R™ represents or comprises a saturated

or unsaturated, optionally at least one heteroatom as ring member containing
cycloallphatic group, which is substituted by one or more, 8.9. 1, 2, 3, 4 or 5,
substituents, unless defined-otherwiser-each of the substituents may be
Independently selected from the group conslsting of hydroxy, fluorine, chlorine,
bromine, branched or unbranched Cq.-alkyl, branched or unbranched Ci4-alkoxy,
branched or unbranched C4.s-perfluoroalkoxy, branched or unbranched Cy4-
perflucroalkyl, oxo, amino, carboxy, amido, cyano, nitro, ~SO2NHz, -GO-C..4-alkyl, -
SO-Cyu-alkyl, -502-Cy4-alicyl, -NH-S0,-C14-alkyl , wherein the Cs4-alkyl may in each
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branched or unbranched Cl14-perfuoroal koxy, branched or
unbranched Cl4- perfluoroal kyl, oxo, am no, carboxy,
am do, cyano,nttro, .SO02N-12,.-CO Cs. 4-al kyl, -

WL o i al iyl may. .k%' cach 6 VD 20 OFEHEEgRS
PCr [ EP2005/ 001658 hed
e g L SR L
fromgdhe 'dmumismmg! of hfdrbxyd Fo Y, BrimeBaxySethory mséthyle etk yoxo,
hyl,nﬁéxﬁllgsoxo, Us and a. phenyl group. If one or

nme
CF?*ﬁB\&@FE\e i dues R2, R3 and R6-R13 represents or
conprises a cycloallphatlc group, which contains one

or nore- het er o; ri ers, unless defi ned
Ifﬂnsmsmmgé& nﬁfﬂ@@ﬁ@? gwb RO SIRNSOSR v be
Eﬁ u "Whlbﬁ‘ Eoﬂé%%rfé‘tﬁ?hﬁb‘ %r@étnh‘is &k Afimambers,

a_cycl oaII hatic group contain 1, 2 or
unlf‘-sﬁﬁ%ﬁ q. ﬁa heteseatams ey preferably hesslpcted
- fromctﬁ@ éBih § Préférélﬁl? 4 If;?li’étﬁ‘br&'ip may
uns ate o ti ona | east” heferoatomas rin

mntaiariharor Shste mﬂ;mdgmndﬂﬁ&lv s9legted fenm the group mﬂslsgng of N,
Dalﬁp@O-substl tuted cycloaliphatic greups may preferably
e selected fromthe group consisting of Cydopropyl,

Cycl obutyl, Cydopentyl, Cycl ohexyl, Cycl oheptyl,

sug AR or (ORI 5 0¥onan 4E o AR etom ea ring member
containing; bﬂmrﬂly aﬁeaf strmencrglbstitided cirtlpsliphatio groups dnay prefargbly
. If on an
be sRgciRronT i grobn 85ing ST ST e pryRE RO v onariy
Cyclahixaf) Cyeichebid, Iuwtmwm Gyclohegeny,, Cytlotibplem,
: I i lsuasﬁlt“@mg#ﬂ?{ﬂe P defi.ne !ﬁthe'gwl se[ i 'g“!l'jrgl;n
group consi sting of hydroxy, fluorine, chlorine,

brom ne, branched or unbranched Cl_ 4-al koxy.
branched or unbranched C1.-al kyl, branched or

If oné %P ritiee BethePhsiduleR?, |R?0éﬁ%ﬁﬁkR‘%/mlﬁﬁrﬁ%§|%ﬂ%ﬁ6— or pnlycychc ring

unbr anohed. Cl4- er f'l uor oal kyl, am no, carbox

systerf Waich BY0ne GRS, €. (o2l aF Rysubstituents, unless
defn%@c@ﬂé‘mﬁek&hm aﬁﬁé%béhtﬁérh& na whda%&huﬁséieﬁéh from the

erein the Cl. 4-al kyl may I'n each rase be branched or

group rﬁpnﬂmﬂe@f hydexy, Wﬂ@n?’lﬂ'i’@ﬁ% dpsomings branched oaynbranehed Cy.
) SRR R SOP R I o . ©
perﬂpmrgn;kpxygrhmmhed urunbrancheé/ C1.4-pe|ﬂunmall<yl amino, carboxy, oxo,
amido, cyano, Nitro, ~S0:NH,, -CO-Gy4-alkyl, -S0-C1galkyl, ~S0-C4-alkyl, -NH-
S0x-Cy4-alkyl , whereln the Cq.4-alkyl may in each case be branched or unbranched,
and a phenyl group, more preferably be selected from the group consisting of

hydroxy, F, Cl, Br, maethyl, ethyl, methoxy, ethoxy, CFs, oxo and a phenyl group.

If one or more of the residues RZ, RY, R* and R%R™ represents or comprises an aryl
group, which is substituted by one or more, e.g. 1, 2, 3, 4 or 5, substituents, unless
defined otherwise, each of the substituents may be Independently selected from the
group consisting of a halogen atom, a linear or branched Cqg-alkyl group, a finear or
branched Cy.5 alkoxy group, a formyl group, a hydroxy group, a itifluoromethyl group,

7
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If one or nore of the residues R2, R3, R4 and RB-R13
represents or conprises an aryl group, which is
substltuted by one or nore, e.g. 1, 2, 3, 4 or 5,

WHBBAHELC .y be | ndependent |y Sl cct od TP RRRGOsE
o wifloRifia e iy ﬁbéﬁm?ﬁ%“g‘;@%?d’% Ky
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aI kyI eneSO 101%al kyl group, a -Cl.

eresglaﬂ ﬂﬂeﬁ@ﬁuﬁl& Siffishént, rﬁpmant Wﬁﬁg&f%ﬂ@’&.&ﬁ%rﬁup, or R*
StItU{ one_ or nore f%n%gr%#gﬁ q]_
and B tagatheratith mmdg@gmm@% eebatitgiadh Moso- gF bleyel,
5 0oL Ty T SR g S ot
one PHMere I@%rttua%nraﬁerﬁﬁh G llvigropes ﬁﬁd/%r 3% fﬂ%}ﬁ%@#@'ﬂ at least
onaﬁﬁ&ﬁﬂ&%ﬁﬁé tom'’ bf'the pﬂi kg iét ent Phite r}:ﬁéﬁtoxygan and

nmono-substitute one o
sUlpbirf g8 Bng mepiteral kyI groups and/or which may contain -
at least one further heteroatom selected fromthe

R, R0 gl S, BporSlor ARGty 6, BG: ikl 82

GMMQWDWIW@DU@@GwaMM&&ME&IM group,

C‘*@%O Igyégmglr O@% %w—éiﬁfl gg‘&?ﬁ 23hetit ed WithBnedr more

gtdnph,emmw tbgethiywitly trmjpndglnganmeﬂ atoky forow spsadurated,

S“bs“ e fresinba Bercisele AR pagbn aiRinaf ho st foast

mn&mm by ¢fR6rmore dnlbsmbnﬁ In&ﬁﬂhd&aﬁ#mleﬂed from the group

conalHhe < e DL PR, &S{?ﬁ‘wﬂﬁd‘:“ rsof el group. a-

CO-NPIdeﬂM@FQJdﬂpSQLGSIWQ @Oﬁtﬁ.%xoﬁgwap.sd Chgalkyl group

s ord el LIS R Vi
a -CONHR! il ShdbPwnRA nﬁﬂ:ﬂl‘tﬁlﬁ Bt ledistarfe Rirkist heteseRom selected

t-ed vvlth one or nore hy droxK groups,
fromcthg group sansistion of pitrmyRR. OXygRR ANd SUlP arawmzn@nwpand
and/ or .whi ch may contain at |east one further
het er oat om sel ected fromthe group consi stin

wherein REg8h Identiggkor different, rqpresent Bydrogen gr ﬁé’ima"%yl grup, or R
and RF together with the bridging nitrogen atom form a saturated, mono- or bicyclic,
3-10 membered heterocyclic ring system, which may be at least mono-substituted by

" one or mora, Identical or different C1.s alkyl groups and/or which may contain at ieast "

one further heternatom eelected from the group consisting of nitrogen, oxygen and
sulphur as a ring member.

Preferraed aryl groups, which may optionally ba at least mono-substitutad, are phenyl

and naphthyl.
8



wherein RE, RF, identical or different, represent
hydr ogen or a Cl4-al kyl group, or RE and RF together
with the bridging nitrogen atomforma saturated,

. bi | 3-10 nmenbered het
WA Yy e at | oast mono Euﬁéfftyﬁrbﬁrﬂﬁmone
If onear more of theresiduea R dR‘?1 and RaPenrem:eser\tapkwmgm@hetemaM
t f
aroupy Bfletis P PR By S8 rbrd 0858, 2, 3, 435 & LiefBlerts, unless
defined dthemydss, eax:lygfeﬂmshluan’pmy ke indopbndently, from the
Pr ef
oroun oSBT btlogh it e B BB oA ol maror
branchéd E:g.Q EEBW ofilip, ﬁ&'rsiirqus §rolep] 8 Bigdraxiy goouep, ar rifieoromethyl geoup,
I esli R2: re S,
amﬂwa@f-' By Broup, 800 Gl arbf st b arie, R} bR iolip, a -
rfearkﬂ gioug, a LONRRGmdietysa bsnmruem? mrmm SCis
I ned ot herw s each ?%%E tituent malhq
alkvl grﬁa@ﬂh@é?rg eyl gropip AR Qreﬂpc% rastlkyigneS-Gre
alkyl qrahﬁcﬂém@téme@-sonsar-am MMMMMMI a

ar or branched C a for u
groupaa (serald apup substituted b x%raﬁ'arrﬂ?r?rﬁ/fmﬁg UP%% Lo

REEdT hoxy group, a -CO Ow$-al kyl group a cyan
E"‘V'e’g?ﬁrp a ca boxy group a - CO 0-Cl. 6-al kyl group a
-CO- NR'RB- noi ety, - CaNH- NRRW npi ety, an -

rglbr‘ﬁ“ RO idfical ara@@reéﬂrlé-ga g%ht Biiden & g%ﬁ}@fbhié' of R

and tugowm bndgmg@tm@&matpm f@nn s . BIE0eer bjcydlc

&1°ﬁéﬁehﬁﬁoxﬁc@o@%%@§@t ene ﬁ&g%@ roup

one uwlmre,hgtarﬁt:al ﬁadrﬁerdahﬂm allkybgmups ﬂad whrqm'pay;mtam at Iaast

one ﬁ#ﬁ ?'?f?éc‘%f” %1%3 o g ad Rﬂ{poooﬂs a s atrar a't&gséﬁ] shd

sulphoosa ring membyar i c,  3- 10 nenbered heterocyclic ring
system which may be at |east nono-substituted by one

(e al_or f er ent
e, B RO ool S o5 B Sl B8
-c&@ﬁ..%ran@u gm@bm&@gbamml droap,gi Gyp-alkglesiesyeychia [kyl group,
nitro en an u r as a rin
ie"k‘%i‘rﬁ razeﬁ%?srmrm maent o SRR e
hydmg m ﬁitrbgbn atom formea saturated
cI oaI kyI roup a Cl eneugl@/cl o%er%
monog abblsvcllccaq10rraw3ﬂ@ﬁéw@wt= &Fﬂ mgy
monoSubsfilied byPbid'Br mBRSéibsthRAshidpahdenty séiBéted from the group
consisting of C+ alkyl group, a -CO-Cy.g-alkyl group, a -CO-0- Cy5-alkyl group, a -
CO-NH- C4g-alkyl group, a -CS-NH- Cy.s-alkyl group, an oxe-group, a Cqg-alkyl group
substituted with one or more hydroxy groups, a Cs.galkylene-0-C1s-alkyl group and
& —CO-NHz group and/or which may contain at least one further heteroatom selected
from the group consisting of nifrogen, oxygen and sulphur as a ring member, and

. wherein RE, RF, identlcal or different, represant hydrogen or a Gy.s-alkyl group, or RE
and R together with the bridging nitrogen atom form a saturated, mano- or bicyelic,

- 4-10 membered heterocyclic ring system, which may be at least mono-substituted by
one or more, identical or different C+.¢ alkyl groups and/or which may contaln at least

9
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hydroxy groups, or Rc, RD together with the bridging
nitrogen atomforma saturated, nono- or bicyclic,
3-10 nenbered heterocyclic ring system which may be

i, T L e
one é][@gq' E@}!P%a%ﬁ slogted f@}ﬁﬁl 9@& l&{'hﬁgﬁﬂ%r oup, e

sul rﬁﬂra!édﬂmgrremn an oxogroup, a Owal kyl group
substituted with oné or nore hydroxy groups a

G .ral kyl ene- O Cn$- al kyl group and -CO- NH2 group
The Rétetcitonth vilichae él@tlasra'tgrhemtemnehé beteraaryl radical, may,

het eroat om sel ect ed m.t he cqQpsistin
unles 45 hesRs pRen ity ookt For s g corlging o
nltroﬁélgro rﬁindéhﬁ urdPPéfél‘:‘abI Qhaﬁr&élﬂrraﬁt}alm containi1, 2 or 3

or a Kyl gro , or RE to ether
netematqms meﬂandﬁnﬂmgemcﬁdcfm QPPP&PW%* ?'RJE‘S?%%'
and @ﬁh or bicyclic, 3-10 nenbered heterocyclic ring
system whi ch rmybe at. l east nono-substituted by one
or nore, ldentical or di fferent C1$ al kyl " groups

b, o9 o I SRDBES83E, e

prefdrablybolesleptest fpomdhs gmm@nglﬁtllﬂﬂ of igewl, Tyl obi eyrldlnvl

s i, bR i, R chaeAmongs o

thiodieeelyl, benkefdthibphemd cherznfbifvranyl, Imldaepﬁn‘ﬂ»b}ﬂnla;om@nd

Wm%ﬁ?;&h%ﬂ%o%gﬂﬁ&‘%#&gﬁ@%ébglﬂ%@eroarélb? radrcal

benzti,2 GptHicdisazolyl, Bereofifthidphoaylpimidazo]2, i ebjthiaztbyd ahe pyrazolyl.
sel ected fromthe group consisting of nitrogen, oxygen
and sul phur. Suitable heteroaryl groups, which may

if an@Rk hﬁ'ﬁébf thelresidiied RAahd R%R/? mmasenmuednmmas a hnaar or

branphtp@pre o k@uﬁ%@%&ﬁjgﬁ rh%fgpﬁf[ﬁ%ﬁ&? FIFTIEIL Ofuhich is
subsi A&l gir Bﬁé or MoréZe.g¥1, 2, Bna e 5lsubstitherts) llil‘ﬂéss defined otherwise,

aad{;%?tgg %GW% g}&nbeolggeaeﬂc%‘n o %cgllpg %r%lnwthe group consisting of

hydrb%y, ?ﬁ chidiihb bR bré‘ﬁtéiledm‘mbﬂinbhad R &ilkoxy, bmn::had
preef er abl’ y be selected from the group &?ESI Sterﬁ]u%
or untirarehgd- Gwmﬂwpalkgx)s]hr@nmeémﬂam" P

amiﬁbe%%%tdﬁklﬂﬂh%b nitrg} %ﬂlﬁ kh@lci es '-QO-GE‘-Q-aIkyl. -SOz-

ues

C1Mm6mtwl mmm;thes‘egw maydn egeh mm h@th_d

or i S e ARREIGHOE. o arPRRHFbf SBicBieT tRFgrelp

congisting of hyé@roxg, F,ACipBr, Snethbig, BﬂM.sGFaM@E@WlQM

ot her wi se,

Preferred linear or branched, saturated or unsaturated aliphatic groups, which may

be substituted by one or more substiuents, may preferably be selected from the

group consisting of methyl, ethyl, n-propyl, isopropyl, n-butyl, iso-butyl, sec-butyl, tert-
butyl, npentyl, n-hexyl, n-heptyl, n-octyl, n-nonyl, n-decyl, vinyl, ethinyl, propenyl,
propinyl, butenyl and butinyl.

10
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each of the substituents may be independently sel ected
fromthe group consisting of hydroxy, fluorine,
chl orine, brom ne, branched or unbranched Cl4-al koxy,

branched or unbranched C1.4-pert| uoroal kox
aE keI

& 2B hched C1. 4- perfluoroalkyl am no, .
g R roBUGEOR G ™ SR G i g B,
umamh@ﬂmmdmﬂyHMMEWENdEﬁﬂémEdHDHPDEWUHHﬁEﬂﬂH gelected from the

groul EBAGREG mAfiele EIEENY). Sifithe CRATIE) TG NHe bACHa)

IsoprEpylefe (-{QfSHxy, n-attyiens (~(CH2)ant-penbene/ HGHgsp. n-hexylena

(~(cHeih b BEEiC ey FoaIERe soate) Rrneipty “ctideTond

n—deﬁ;ﬁém E4OHILY, ) edre, prﬁ‘emwmﬁmm bwdpe:mmslsﬁng efi({CHyR); he

vEeR Gk, Ry (Tch iy Ropbietk PSR andtytyene

&{cﬁﬂpqntyl n- hexyl, n-heptyl, n- octyl, n-nonyl,
n-decyl, vinyl, ethinyl, propenyl,‘ propinyl, but enyl
and butlnyl 10 WO 2005/ 077897.PC r/ EP2005/ 001658 i f

P %mae coffpoufas 8¢68ndra) fanaulRi BvandeDs, Wisroid IR rRpAssedls a
ranched al ky Iene

roup,, .unless defined otherw se,
phenybgraup) Whica .lfeo:gthaaﬁ/ ﬂﬁgﬁtw@d by 8B pr Bore sulaituant r om

mde E-cﬁ@rﬁ%nﬂq Fﬁ‘kﬁﬂ % HalédeiPatom, 2Bt ene.
n prop e€ne ( I'sopropyl ené
bramshe{ctlcg-e group, Ry qaaéﬁvé Cy.a alkoxy graupea gormyl group, a

hydnéxf@ﬁ%%grﬂlua i @ﬁ:g;p(, (@%&Teﬁﬁﬁ%peaﬁgoﬂﬂw

group,( EfBNG-Yroup.ca carbaatgro Y bRes COSPEG gl m@.a <COMNRIG™-

v/ 21w}
i SRR S5 irloy 1961 on
-S04C{ Elidgraup, e gralkylesw-240h g-alkwl MME)-CW-akyle-ﬁQ{hd-

ko Sk AR e dRr %‘%ﬁéﬁybaﬁﬁ%ﬂ&&ﬂ@“ﬂvﬁ%ﬂm& by

one ofbR Ridkyxysarbaps and ad-Cay-alkyiena-NRER egmudpst ituents

.independently selected fromthe group consisting of a
hal ogen atom a linear or branched Cwral kyl group, a

whareby 887 RB/idéntival edifféibnt; reprissent hydmgen o o Oppslkylgrowy or R

and 8 m&ﬂ{ﬁgéﬁ@% Ptigihg airoosh Asn Esm @ sARiFg(E, ong- or bR,

31 O%éiﬁﬂareé h@ﬁrﬁ@tﬂi«: ﬁﬁQ Hﬁter'n which®héy be a@ldagt mﬁﬁ@-ltﬂbsﬂm:ed by
B- noi et NRCR no

one msmjeeldﬂnﬂwl o5 "taﬂ?ﬁ jOTQURS fo My conigi gt lpast
one ﬁ@%tl a e ) e%(e}a%‘f?dﬁi HePhivap %ﬁsiﬁﬁd@’bf rﬁﬁ'&w oygen and

sulphur as a ring mambar

RC, RP, identeal or different, represent a hydrogen atom, a Cig-alkyl group, a
“C0O-0-C4.g-alikyl group, Ca.g-cyclnaﬂqri group, a Cr.galkylene-Cy g-cycloalkyl group,
C1e-alkylene-0-C1.g-alkyt group or a Cs-alkyl group substituted with one or more
hydroxy groups, or R, R togather with the bridging nitrogen atom farm a saturated,
mono- or blcyclic, 3-10 membsred heterocyclle ring system, which may be at least
mono-substituted by one or mare substiuents Independently selected from the group
consisting of C+.5 alkyl group, a -CO-C1.e-alkyl group, a—-C0-0- C.e-alkyl group, a -
CO-NH- G, g-alkyl group, a -CS-NH- Cy.z-alkyl group, &n oxo group, a Gy.g-alkyl group

11
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. and RF

al kyl group, a -C1%-al kyl eneSQ2-C1$ al kyl group, a
G -0-al kyl group substituted by one or nore hydroxy
groups and a Cl. s-al kyl ene- NRERF group, - whereby RA,

identical or different, represent hydro
i REf Bl

group, or RA and RB toget her wit
bri dgi nitrogen _atomforma ed
subsfgri it one of FErrRBRL KRG Sy eidlerie QEraatol froup and
a —CONFD grtilp é?ﬁll@'twﬁiﬁlﬁﬁ'taymmmﬂs aﬂehsﬁmteefdrﬂagr helematom selectod
nore, identj cal di fferent ?‘3 s g/s g and/ o&
from the BWW"@@WFQA hgpgen, Syge ’bm& phyreds % HoQ sttt

seI ected fromthe group consisting of ni trogen oxygen

WhE@ilT RerFéni)hur ¥ a o n nenber hycﬁpg?ﬂ Dllé(ljg; I&" ﬂmupl or RE
R %ba l@g&@ﬂﬂ@ Caanwmwa@uﬁamcﬂreﬂbl% bicyclic,

“@ cycl oal k ou :
3-1001er0be yleﬁrecscohegnﬂwﬁn‘gr% raayéeeg!eﬂsf menowubsiiuted by -
cne 55 4 AR o A0 oS0 SRy Pt st

one further hetematmalactestfrmn Hyegnoup cgnmahnaaamih'rwﬁn oxygen and
r |ng system which may be at |east

3'-'"”?!&?%- ﬁﬁ Bﬁ' d by one or nore substituents

I ndependent ly selected fromthe group consisti ng of

Cl 3 Kk r.ou CO- C1

resgoi F sl apnelyl Ggkapa i 5 dnthgitP sy Bk B ane or

more %dﬂhifllw@hnée % 72&5%@?22?3 aroup ponsisting. ofa flugrine.
atomya GRS QM PP ARY: G M OF DEREDA eI arb & ncar

or brahéted O PalRad ghoup, a ﬁ@n&l—%'oup CaJhydmﬂj groupha tifiusromethyl

contain at | east one further hetSroatom selected from
QWUP@"&“BGE"M FPHRE BYATS FPUR B8R E¥Psul phur

as a ring nenber, and wherein RE, RF, ldentical or

di fferent represent drogen oy, a, Cl. k
moreprefgrably R raprosgaisia rm Upwhigh .lﬁﬁ?wﬂh( gﬁ"a@@ﬁe‘g%ﬁﬂe
or mﬁ&‘f s0HRtIRRB |ﬁ€|ﬂﬁﬂd€ﬁil§95&l§ﬁ6@ Wﬁb%muﬁcé&iéﬁﬁhﬂ heﬂilmine

eterocyclic ring.system which nmay be at | east

atomyarehlorinesatomya @anrngne agora, @ maiiu smupd afmethaxy gioup, a

Mﬂug'ﬁﬁ@g?’}oﬁ%@ upﬁqelr&ﬁ et g’r&o%tﬁg?n sel elct eéﬁ??om?ﬁ]rgé&ts a
pheryi gespipcwhichds substituted by acilsinesitgmdm therdrposiioRhur as a

ring nenber, preferably Rl represents a phenyl group,
which is o tlonally substituted by one or nore
and theresidues RER'? haepthedneaning giver above, faptionallydn geroupf one of

onsj sting of
the SiSRRIeE, siviefbtly B Bt AiefbonieS, o Pl br i fom of
a miklureeat at least two of the sterecisomers, preferably enantiomers and/or
dlastereomers, it any mixing ratio, or a comresponding N-oxide thereof, a
corresponding salt thereof, ora mrraapom_:iing solvate thereof.

Also preferred are compounds of general formula | given above, whersin R?
represents a saturated or unséturated, optlonally at least mono-subsfituted, optionally
ot least heteroatom es ring member contalning Cs s cycloaliphatic group, which may
be condensed with an optionally at least mono-substituted mono- ar polycyclic ring
systom, or an optionally at least mono-substituted, 5~ or 6-membered aryl or

12
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ettty vt

or branched C1$ al koxy group, a fornyl group, a
hydr oxy group, a trifluoronmethyl group, a
trifluoronmethoxy group, a cyano group and a car boxy

v%%ﬁnﬂﬁ?re preferably Rl represents a phenyb, gbRvDeoiess
rchis €

optionally substituted by one or nor
hetefoaby grduys pitvich may be edrdénsedaettean eptidmatiynat leasimong-

.onsisting of .a fluorine, atom a chlorine atom a
subsfeaH RENGT ROV A Gt met hoxy o oup.

trifluoronmethyl group and a trifluoromethoxy group,

nost preferably R -represents enyl qr ich
profarabl B SoPRERHE AReRVIP R Waloh R oAl sibetBed By gRe or
moreSshsiniFnbcpiteaiiy Siscted fRn (R JBap comsigingiT stkivgen
optionally In form'of one of the stereo[eégrrer ,

oA ortp 8 geoup, a

atom,; adingaren Branehast ¢ enalikyd aspuriadieer epbraget
f ' . o -
form{qrol, iy orBuf, o LB CHRY g o Siorpimaltithy group, =
CO-Q)-xalkyirgronm @scyant gapp, i Sarbryyrgroup., a oECLdarralkyl areumg -
CO-NRHEfoibh b SBDHNA-NRER? BB LI R08A an BOB:-
correspondi ng sol vate thereot. Al so prefefred are

alkyl g @andS0aCigaalkyl groupo anCh.ealkylsinedhCabaliey] gnougr & Ha1R2

by RRSEEIL 8061 14155 RSSO o B v
substittied bponeoamors hgg:lrmanbmups and ai +CoealfensNRFR" group, '

cycl oal i phadc group, which nay be condensed with an
‘optionally at |east nobno-substituted nono- or

whemRbly Ry REJ iflem mﬂé‘mr%pmﬁg twﬂWailrIa)Cﬁ-alkWup; orRA
ARNO- Subst, S5- or 6- red_ar r
and B8 oediertn thebrusing slliossnam ik & satioibl, mioms, o blrvsle
3—10'me tb@reﬂ_t t@éﬁtﬁ‘ﬁéﬁﬂd : cﬁhg'byﬁénﬂl leqhnﬂhyhe&t Ital::lEﬁm't bneasobstituted by
‘ subst i ed nong- or, RO clicring s m
one of Topes anficatar diisrentctiye SV grevRs apaLCl iy cqrtain at least
one RirtheP Rétetoatd Releicted fisin e Qa&ﬁﬁ%nsiﬁﬂigi‘oﬁﬂb&g_ arf, ORyieh and
I ndependent |y -sel ected fromthe group consisting of a

sulphi asenng fia |inear or branched C1$ al kyl group, a
-linear or branched Cl_6 aicoxy group, a fornyl group,

G : I zs-E’"(]ﬂ
R [?:r’:??i uor%orrrg{lffiéggm' ?ﬁgﬁdgm g‘i{yﬂ Cl- cl-aélawl ar ogguPéa
COGEineailaroup, & Es sexgodliof amum 2 Go-ukene-Shipycsaliytgroun,

- 'R- ' _

Cro Biipo0 sl el or8 g g Y gl it gne gt prore
hydrd)'gﬂsgmupg'.lor@ o B togathadittethe hrisging } apin fgro@saturated,
monfy i oRYe S 0 Fiepibered hlnfcypft fH syelm niop may be it foast
monesabstituted dy dne ormeoresubstitaents dndeppndently=clacted from@he group
consiating of & MR Srodh, 4 B0-C..e-alkyl group, 8 —CO-0- Gr.e-alkyl group, a-
CO-NH- C1.¢alkyl group, a -CS-NH- G1s-alkyl group, an oxo group, a Cyg-alkyl group
substituted with one or more hydroxy gréups, a Cqgakylene-O-Cyz-alkyl group and
a -CO-NH2 group and/or which may contaln at least one further hetercatom selected
from the group consisting of nitrogen, oxygen and sulphur as a ring member, and

wherein RE, R\, identical or different, represent hydrogen or a Cq¢-alkyl group, or RE
énd RF together with the bridging nitrogen atom form a saturated, mono- or bicyclle,
3-10 membered heterocycllc ring system, which may be at least monoe-substituted by

13
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whereby R'. R8, identical or different represent
hydrogen or a G .s-al kyl group, or RFF and RB
together with the bridging nitrogen atomform a

H_;P,@,t,@, mono- or blcydlc, 3-10 nenbered
et'e ocygl ic ring system which may be at |1ég§ 005/001658

one BPARTS, idsitichlérafifidtént ©LaIRA gFSUR aridAf Whieiina8'contain at lsast
different, G .s al kyl groups and/ oy which nmay contain
one firther heleroaiem selscte o dha BouP NS Eag oLRrpae, Bygen and

Smpﬁl‘r'%ﬁ%?réﬁﬂ%'g (F): ni trogen, oxygen and sul phur as a

rrng me identical or different, represent
a hydrogen atom a Cl al kyl group, a -COOGC.e-alyl

morgpRiErab ﬁéﬁgh@?& Oac%r‘ygp&ﬁp;o wilch Is optionally substiuted by one
. or mare stmdﬁy.leataeind:enéndeaﬂy(wmeg ironbthegraus cansistingpf adfuorine

| | , RD
atorf, SR s R iy B ey SR 6 HRAERF arfl, &
triflusmimetay] @doup areha Wifloordrnethoxy group: 10 nenber ed

heterocyclic ring system which maybe at |east -
nono- substituted by one or nore substituents

most prefepaliig (¥ rbpresents @t phibni group,hehigh s substituted By arblosie
aton&}nél:galkl roup, a -COCiral kgl group, a -COO .
. cgg]% Broup, a - CONH Cl.5al kyl group, a
-CS-NH Gi.s-al kyl group, an oxo group, a Cl10-al kyl
ou tityted wi.th one or nore hydro r pups,
and B ol L5 Bovs e Taeaing BRgh ADEvarRplondIN b D of iR f the
storgdisbntérshbfafabiPBnS@itnfird of HiasRASAmMERCa THEdnRES or In form of a

het er patom sel ected fromthe group consi sting of
mixtyre:of g least tweofdbe slereclsnmers, rably iepgniiemers andiary

. ] ] .
dia ﬁygr oge'nlﬁ?Pya ?g% aI'Eg;/iﬁ "’é’?gﬁg“jﬂ&é@ ggﬂ%f@hﬁ%ﬁ%get her
comespending sal theresihgr & renespoRdinosaivate thesecfat ur at ed,
nono- or bicycle, 3-10 nmenbered heterocyclic ring
system which maybe at | east nono-substituted by 13 WO
Preferenes Balsogiverty erepnmds@f famulahgiven abeves whsteln R c al

repréionfe Feef o biarcfied, cBtirae i UnnBRRRt, S obdnE R seet mane:

substituted)Coyppalipbatic groupga séaturated oguTlsam;gb optorallysd lgast mono-
subsfilach, ool B et A BeBiih 38 ihaiiphbBt &by
cycloaliphaticegrou sttiithumaly Hei condprzetiwith i narice of pdlytyditringe
ovtf B §5 e B A3 s o G P LB, or
an optianilly at leastirhsho-gulsinted,S-or 6 ifdnmisredai ox bisthsamd.group,

F ) o G i Bobcsot g ot Shcck which
be bonded via a linear or branched C.g-alkylans group,

prefarably R? raprasents a linear ar branched, optionally at least mono-substituted
Ci-1oalkyl group, or an optionally at legst mono-substituted, 5- 6r 6- membered anyl
or heteroaryl group, which may be condensed with a mone- or polycyciic ring system
and/or which may be bonded via a linear or branched Cy.e-alkylene group,

more preferably R® represenis a linear or branched, unsubsfituted _é1.1g-aucyl group,
most preferably R represents a methwl group,
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atomIn the 4-position, and R and R3-R 3 have the
meani ng gi ven above, optionally In form of one of the
stereoi sonmers, preferably enantiomers or

MRAREERY! "1 10" STorcorsomer . pref o apf g neies
and 8 R i O o a8 i P o

stemb@misepmérabwrenanﬁmmcdmﬂgom & racemateeorfin furm ofa

iyl A g5 S o P oo tﬁ%p‘ﬁﬁéféwﬁﬁp%ﬂ%ﬂ@%:ﬁoﬂ

diasRireARBRL In Sy mbdticadtio)orencartaspohding Napkide tregt, at
| east m)n?- sub titut ed Cl - 10- alg&P %{Paigroup, a
cart tghergR é’!’ﬂr"&[’?ﬂmr&%ﬁ jf' east mono-
subst ituted, optionally at |east one heteroatom as

ring nmenber containing Cc cloall atic rou whi ¢
Furthes prstered rammunds of go ulgd QFY@F 8 5°U" s, in

‘%“i B iaPeatbbty 1Bl ,q;m
- ranwym ene %ﬁ}gﬁ #&lgn opt | onal'l%D l:amr
pro-

brambad cmaﬂsylsqrm.uqr@nemtiomﬂycﬁt lsast monsesubstigitsd

merfEhE5 B4 Yo Bifleranl 14180 R4nia% RRAGRS B fhefr B8

branched £1lialiyhgrovp, orameptionalty ablaammulgew phenyl group,

oYY S ol b el

groug, mqst preferablydiftrepreatitg cclydregart atoom and F<RY and BER

the Banion FLi stkre Vefina n Sint PR @5%%0%@%5#%%

enadtiivhers andissteremyesc a kacerate or in fonhi of @amixbure bf atlehstdwo of

tho s moiboriars et e Hchsts B diot dabiersahfh Fr i oo rto,

or a'EBfbsporirgg NaixideBereof resotrisponding shif theyecior a témesponding
WO 885/ 77897 PCTI EP2005r 001658 and R, Re and R-R 3 )
sal Ot neani ng gi ven above, optional I y in form of
one of the stereoisonmers. preferably enantioners or .
di astereoners, a racenate or in Lormo

aTp GamgPURIOLaaReE) FrETHin LovaR gbafeif which F° ©'

repréStts hﬁ%o@iﬂ%ﬁﬁe%jbﬂ%—seﬂﬁiﬁmﬂ mmn@ﬂﬂﬂe aénnNH-

SO Moo NG 8D P racictye cre? o ey . 5b, R
mm&gféﬁsﬂﬁ%@%ﬁﬂ ﬁ%&g aFBﬂ mwzawab@w TR And RO
ove are conpoun

have the meamng given above, uptionally In form of one of the sterevizomers,
preferably enantiomers or diastereomers, g racemate of in form of a mixture of at
least two of the stareoisomers, preferably enantiomers and/or diasterectners, in any
mixing ratio, or & comesponding N-oxide thereof, a comesponding salt thereof, or a
comesponding solvate thereof. -

Preference is also given fo compounds of general formula | given above, wherein R®
represents a linear or branched, saturated or unsaturated, optionally at least mono-
substiited Cy.4p aliphatic group, a saturated or unsaturated, optionally af [sast mono-
substituted, optionally at least one heteroatom as ring member containing Ca¢-
cycloallphatic group, which may be condensed with a mono- or polyeyclic ring-
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whi ch R represents a hydrogen atom a cyano group, a
carboxy group, a linear or branched Cl1.10-al kyl
group or an optionally at |east nono-substituted, 5-

msnbered aryl group, preferably R
atom a linear or branched CL. 3- aﬁﬁjﬁﬁi’%"‘@m
a” SHRHFLRRY bedion v Al 3t Bidrchi e HGRHe grppp. or

an cpﬁomally Iatlmt ﬁbnbraubsﬁtaﬁédﬁ- ar-Ghigrbered anybor heteroaryl group,

M_"cgr efe abI%/dR4 re {hrﬁzents a }Edr0@en aw@m%@?(qm\gﬁﬁww

be bbﬁdét?ﬂﬁ‘amneﬁﬁ er gnfanbﬂt?&l cl.paRkglehe BRoup, pp?fefamanf mtpresents an
enanti oners or a ereoners, cenate or |

optignafy 2t lgpe! rpeeabERIEa L o lienc Can P UBRonal ot leest

monBlstibsfitateld r@ﬂ%rbﬁﬁ%rélh%ei' edpedfilesitiionts 4@ any

mm@g ratlo correspondi n N-oxl de t her eof

independerdly salected fgqntthq we&rmsiﬁﬁlngagf E9GHAng lorine atom,

a br&ﬁin‘é L 8%k for b@élﬁf\sﬂr@fﬁfﬂgﬁﬁ ‘iiﬂ&ﬁl%i* Menéted G
eneral fornu I ven abov represen s

almmgmgpsnjmw@mvya hmmwwpmmmeﬂwmmun

%Wn%l e@ﬁpﬁ"’;ﬁ;r Q%F'&E?éﬁﬁ 115 ore preferably R®

represantion phenyhgraupy which e o \byopneer more

subegph{Funs R dRhy seRBfon onf B 7808 positing dtg fikleMom, o
chicineaton, aciremine atprms bamethihgrouv re-methecy gooup, & frifluoromethyl
a8 ISR ol 5 TR P Rl i e
abow, eptisradlly in fonadfionef mmtdl‘m_lsodias.thy enahfionserg or
ol o R A
steréﬁlédtﬁﬁr@ enanﬁﬁlﬁér@faﬁw di&t@'bﬁma&, \reany mixing ratio, or a

el e MBS

SRerpp@t ed, optionally at | east nono- substituted
01 10 aI [ phatl C group, a saturated or unsaturated,
optional |y at [east npno- substituted, optionally at

Furthdifitire, CofpiEings Qﬁéﬂié?aﬁénﬁulﬂw gmeﬁ%bve and ﬁt'el’éﬁéﬂ ﬁmm R7

cyol oal | phatic group, be condensed wit
repreasnis a Bneaysirpsgaghed, ﬁwtqtowsamﬂamaﬂy at Iaast mono-
0
subsdiod G e by SR or By, TRl MR mono-

substifuted eptiopalinatileast onabateroatbmtas mngememer epntainingBescd
v oS e ol il it IRt
system and/or which may be bonded via a linear or branched Cq.g-alkylene group, or
an opticnally at least mono-substituted aryl or hetercaryl group, which may be
condensed with a mono- or polycyclic ring system and/or which may be bonded via a
- linear or branched Cy.¢-alkylene group, 5:1rué:’fnauraa!:wnly-R7 represents a Inear or branched,
optionally at ieast mono-substituted Cy.s-alkyl aroup, a saturated, optionally at [east
mono-substituted Cerﬁ-cyclnaliphaﬂc group, or an optionally at least mono-eubstituted
phenyl group, more preferably R” represents a linear or branched, optionally at least
mono-substituted Css-alkyl group, & saturated, optionally at least mono-substituted
Czgcycloallphatic group, or an aptionally at least mono-substituted phenyl group,
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be bonded via a |inear or branched Cn-s'al kyl ene
group, preferably Rs represents an optionally at
| east nono-substituted C-cycloal |l phatic group or an

b e'sSZii . VZ" Substituent's ar6 | niESERERRYee
wh-%?r{;ﬁwacﬂ 55 BrRaviarsnealt e s Hncfer AbRes

from®hd grend f Bf gr%ub Icaﬁﬁstl ofd fuistihecaiéih;-a chidrine afom, a
rou a fi rou I OX roup, .a
broming A, mar%m b SR etibntgroh, At grpanda
trifluGRORTbHSR (k]j F@’aRﬁam REIFOE ﬁavérweqﬂemﬁggﬁehxabaee
esent’s _a phenyl group, which Is optiagnal Irgnr

opnumﬁéin o @aonq OE e SRTORISP SIS, SYRfSrEbI eANTOS
de)hai@b?ﬁ'ﬁﬁﬁnﬁf 8hikiife aféttl@amn@bﬁmmg of a

uor i ne atom a orine atom brom ne at om a

stermdwarsgwatq@abm raanfipujerg endier dinstarpomen Bramnpixing;redigpor &
W%@Phyﬁ\ggﬁwgﬁﬂ ove g%”?)‘t [ onal l y%sﬁran olpg

solvatedharbot. he st er eol soners, preferabl y enantionmers or -
di astereoners, a racemate or in formof a m xture of
at least two of the stereol soners, preferably

Alsoqnefieirad @y compount ofcgemralrrmmm Isgwamaho\ye nihereig R?at i o,

repriionfs o iaber ¥ RARlEnas it Fon Rafineq oftefiy BPRSs Hhono-

subsﬁurté@ ey ydliphategrup)d satfatgd oe unsatﬁm:muopnmly\m teast mono-

subsBRe mbtionall ! FSasL abe hetareatbr 25 e mames Aot co
o bt e e v
SiaadIor i ma@siwaﬁﬁ Vigee Isse o bRO<RL Gl iie Group

andl%ﬂﬂicﬁwiﬁsﬁ&e BY & indeitbr bﬁaﬁahedlcuaw@mggmu ,Or @n

may be condensed with a nmono-

optionply &Mﬁ GRS mEHRRIed A ﬁﬂ%ﬁ&@%ﬂﬁ"&m
may Metdnte S¥rR0 8r 96 fic fihg g?gmﬁpémmhhm

Ieast nono- su stltut ed ar oup, V\/nl ch

eroaryl
bonded,vin 8 linar aldirsaehor G #uo-2IRyisne. orovp, RIGTETAh %"'mmgsenbsa

“nea?)ranc eg@%ﬁ %ﬁwgroup preferaE"y R7 reprlesgtnltaglSt

moena-siuhsiiutedpoptionally atleast mq@thaiemﬂtoyn as ring samber containing Csg-

cvoldfiBRghGtphb. PR il e ettt it B e St oBlycyolc ring-

systam andjor wiich miap bk dogded pia avlinesan ob pridged:Ci.y-alkylene gmup

ena RO AL Bt 6 e 8 BB oG it T
optionally at least mono-substituted 5- or 6-membered aryl or heteroaryl group, which
may be condensed with a mone- or polycyclle ring system and/or which may be
bonded via a linear or branched Cyg-alkylene group, more preferably R® represents a
methyl group, an ethyl group, an n-propyl group, an n-butyl group, an optionally at
lsast mono-substituted phenyl group, an optionally at least mono-substituted benzyl
group, an optionally at least mono-substituted naphthyl group, which may b& bonded
via a Cyz-alkylene group, an opfionally at least monec-gubstituted thienyl group, an
optionally at least mono-substituted 2,1,3-Benzothladiazole group, an oplionally at
least mono-substituted Benzo[blthlophenyl gfuup. an optionally at least monc-
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nono- substituted Cl-5-al kyl group, a saturated,
optional Iy at |east nono-substituted OwcycloallphatJc
group, or an optionally at |east nono substituted

ahen%ll?m%roup 16 WD 2005" 77897 PC | EP2005/ OQ&%@EDMM“SB

\ fn each case the SUEStItI Ients are
subgy R TR 2 DRERRE BrR b RNy Bt Bt P shBButed 1h-
pyraablergroup oiha 3|7-DienethylB-oxo-bieyeloi[2.2. 3 hept-1-4 geupymost

prof PP BrFEeN S ) i o o i G ere B K -

butyl§@0p)éh eptichalipabiéast moms-sotreaitutsd bhahyl grou, anoptiohally et

casiingns o EsHie bon Y S o ~pionalsr o} st dpor et paphiny
. groud! whRAThay M@b@ﬁdéd“ﬁa a%ﬁ%"-ﬁ lémgfoixr)nﬁﬂi eptisrity vt Jeast mono-

enanti oners and oners a rati o,
subgSfigd tiemd GERBnan ﬁgﬂw%y moberLbsitied 2,1,3°
ld f
Ber%tfnvg{&ge@;ﬂ% f%ﬁi 3o Sosnyeét least mm&mde f[b]fhlnphenyl

pref erred are _co
grougeai peliorally gtileasi mgno-subsiliuied Imidage %aquemm

mﬁ‘*!%ﬁ??ﬁ“?“'?@%%?%mo b&ér%cgt It uPL%%?ao gﬁ“ﬁatl C

biwqoﬂﬁ 1]-433%1 -t groep, whenginssaid srabﬁ@enﬁnif nrmtya@tldem or

atof g SRSk 8 e 8L RN o RSl B cRARL hdin, 2

bromihé atoraeeymisthyt gratipna éatmyl group, aphenryl groyss Byphedioxy giaig, a

pne@s@ggwww BfetinB o B A RGP o birfkiRUisdony! group,
and ga:-u‘g%mﬂ RARY Havedhe nm:aggggmmébcgﬂ, B?tfina}ly ineryof ope of the
stergpisinie, ROy SHpRinmein 3 AFRRGPRtIER. Ryt Hpmora
mixtarersfen feest twd of the mmlsmmmmﬂbw@mnﬂ@nemSaMr

i and/ oer'@mgﬁrw'@ BJEBO l?:g_nded Vi aﬁ %‘F%&Eﬁ?@amhed

rrédp%ﬁéfn Qalt harasi) of a Gdraépotiding salvapg ther@ofsat ur at ed or
unsat urat ed, optionally at |east nono-substltuted,

opti onal | y at | east one heteroatom as ring nenber

Alsopréfefret 'ahe ROl gﬁo ﬁé%f@@hbmmmr akidVe b ﬁﬁw\w

condense a nono- polycydi ¢ ring- syste

represamtuaAN TR rBpicts AR letih 8 ek oF ansh%gs@&lrated or

B T
unsatyratesh aptignally of least menesubMiiier: optisnelly atipast hetemetos as

i e oL bydbdibignd it WA i Bl
mono- or polycydlic ring-system and]or which may be bonded by a linear or branched
C1.¢ alkylene group.and/or bridged by a linear or branched G4 alkylene group, oran
optionally at least mono-substifuted aryl or heteroaryl group, which may be

- condensed with a mono- or.polycyclic ring_system and/or which may be bonded via a
Cys alkylene group, preferably R® represents an -SOx-R'2-molely, a linear or -
branched Ci.4p alkyl group, or an optionally at least mono-substituted phenyl group,
which may be bonded via a Cy.2 atkylene group, more preferably R? represents an -
SCS:-R‘z—nnolety, linear or branched 01.9: alkyl group, or a phenyl group, which may
be bonded via a C4.» alkylene group and/or substituted with one or more substituents
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bonded via a linear or branched Cl-s-al kyl ene group,
nore preferably R8 represents a nethyl group, an
ethyl group, an n-propyl group, an n-butyl group, an

t | t | t bstituted ph
“Hg%"'“%{‘]ﬁ?ﬂ gt Ieggf rmmrjlgosags?tltu?eg bgngm"%gﬁgs’”@%“
iR b ile GG 2 4 PHIREURY) a GlRo aom
and QMmmaIa}maancll RASY andrl’t?“-ﬂ]%hava theatieaning glyen @bovey, an
n t st_,mon
opticgBly B3 Ht Bhe afE s4PBORBIRS Dol enentomers or | ..,
dlasﬁﬁéiﬂnérﬁbé radenizte oBinTamh of & mirinreofdt lepst dwo oﬁthe

o O3 SR ek b ot AL Bt
mn-&” HEmIcﬁllnﬂﬂé R, ¥ cafrebeling@atnthersut, drta ¢orrbshohtling

yrazole group or a
50|V€?|i91h%t hyl - 2- oxo- bi cycl o-[2. 2. 1] - hept - 1-yl gr oup,
. nost preferably R8 repre:ents-a nethyl group an
et hyl group, an n-propyt group, an n- but roup
Prefeenie isdlripenmore nore glen tosHERPOY B@ﬁ?ﬁaﬁwléﬂ'@?%@ 6"0‘5%
e«%ﬁ H s AR br BRING BRI, hbirbtédast PRBRIted! Qitlnalyat
I ona ﬁeast nono- substituted naphthyl — group,
Ieasbm:mn-su’egtmhted Eanereliphatic group! a saturatad ne unestuisated optionally at s
mﬁﬂaﬁ%ﬂw CyRaI R Gaet BHE HeteinBfh 48 g ipra Sdntaining
uaiﬂ]:hamignmpl whigh may, beconsgiensed aithya mone-cerpolycyclic ring-

o BT e o AR J B B g 2aors v

andlbﬂwﬂichwﬂﬂz Ba bt]:dgudalzsoé mwpmmmaammnwm @ran

| DPﬁOPEWBFﬁgg“tUt e@ﬁﬂtﬂgﬁ raz@"ﬁﬂﬁé&%ﬁaﬁgﬁ?hﬁwrﬁm@l% up.whlch

‘may\mﬁtkﬁidané‘al witls & Ivsdric- oe philyeydlit ringeystetn ard/er which lmayelbe

di ff t ted, f th

bondjid via et FDrRPGIE G ereniecrabypraleefl Y ety o

lined ﬁgﬁg‘fﬁ“’eﬁ Eﬁ Ytk g‘r@me%nf Sﬂﬁ'ﬁ‘f nﬁﬁﬂr?{fggmﬁﬂmat least
n'?nw%tq%n pfmlaux higask ate BHIEFCRITR 4R G TFOhGH oogtainip Coe-

cye itk niglbd @RiehBed Wth 2 iieng! mwmng-

op ona y'informof one of the stereqiso

swtgnmmdbmmbpmﬁied yia qilingar or bAdged C1ya ﬁﬂf@ilbr
andlb{"%ﬁ:hl'ﬁmg bé&'bri Elug%alﬁir Hreﬁﬁﬁlbdtdﬂ-élﬁylél@gmup, or an

ereo ner s, re erably enant| orrers and/ or

optiafialiy ebleastrope-siibstivted B 2r Grnembenad aayl o heteraarylaraup.ich
may Vst ShBBnn i Wi méhor B PREFRAR td2ySien apder @fich iy Ge
bondethyia arlseantr branehed C{palkylone praypy morapmf@ablevwﬁemwsems
a me'?ﬁyl group, an ethyl group, an n-prapyl group, an n-butyl group, an opfionally at
least mono-substituted phenyl group, an optionally at least mono-substituted benzyl
group, an optionally at least mono-substituted naphthyl group, which may be bonded
via a Cqg-alkylene group, an optionally at least mono-substituted thienyl group, an
optionally at least mono-substituted 2,1,3-Benzothiadlazole group, an optionally at
least mono-substituted Benzofbjthiophenyl group, an optlonally at least mono-
substituted Imidazo[2.1-bJthlazole group, an optionally at least mono-substituted 1H-
pyrazole group or a 7,7-Dimethyl-2-oxo-bicycle-{2.2, 1}-hept-1-yi group, most
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represents an s02-Rl24noiettiyy, a -CO R13-noiety, a

i near or branched, saturated or unsaturated,

optionally at |east nono-substituted Cl.40 aliphatic
“{H %?m@u saturated or unsaturated, optiona

east nono-substituted, optionally at |east eteroefl? om

prf iy PRGBSl

butyt grogp samsotionaliy ableasithaho-sulystibuted pheityd ghyupa anioptiamally at
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ene group and/ e or nore

bronyu@gtqm wemethyl group, a&uwqugwa pbﬁnvl gmeemm!&ssmup.
pmdﬁgwﬁ%%ml orl ne at om " an omiﬂé&%ﬁ%&ﬁﬁ@p
and RAR® Famm‘ LRt havo e meaning given abemuop@ugalh@n fomvotone of
the %P%ﬂ@%ﬁ p'r@fe Wér?énﬁgﬂﬁr@ér 4 fiBsimate or In form of

enan oners- or reoneré a racenm
a mixture of dtdeast bio of e stersoisoimens, pr@‘aablu eansicmensand/or

sl G5 A5 o g BRI RO Rt g

corrdspasdingtsalt teeréof, or a comespondiigsplvé therbel eof , or a

corresponding solvate thereof. Preference is
furthernore given to conmpounds of general formula.l

Furiigsritine ahmmundsvae [Adfnuie ppiventbova are peefarred, wherein R11

roPTeRa branch sa%ﬂﬁ?ﬂtor uns %fulil'laﬁtaﬁﬁﬁfﬁap“ nahyggﬁastmono-

subgifiited sﬁ SFalphath® grRiup atsaﬁ.rateebr Qnsatinated, opﬂmallyeamast mono-
nono- substitute optional |y at I east %eg het @ili

subsituted, apticasliyat legst ore Aetesoaten asfing:
gﬁaﬁagﬁgﬁ % (dehséad WRR A maﬁo-nﬁlwryr,«s}cné rmgng
system I C

be bonded via a_|inear or
systamianglos whichimay Peonded veizinesiar bricaed Crraliyiens group

enciGf RS nc b pHOGRRFty & lncir B BRFHEH CF sty Globor &
optm:alheabbwdnanq-auhaﬂuned 5r oef-membared arylior bateroaryl group, which
may be condensed with a mono- or polycydlic ring systemn and/or which may be
bonded via a linear or branched C+.10-alkylene group, preferably R represents a
-linear or-branched Ci.p-alkyl- group, a-saturated or unsaturated, optionally et least
mono-substituted, optionally at least one heteroatom as ring member contalning Cee-
gycloaliphatic group, which nﬁy be condensed with a mono- of polycyclic ring-
system and/or which may be bonded via a linear or bridged C1g-alkylene group
and/or which may be bridged by a linear or branchéed Css-alkytene graup, or an
oplienally at least mono-substituted 5- or 6-membered aryl or heteroaryl group, which

20

P



A = Tt = T ——

may be condensed with a nmono- or polycyclic ring
system and/ or which nay be bonded via a |inear or
branched C1. 1-al kyl ene group, preferably RO
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Geglffgggg rfgﬁ‘rzlaf f TR Ot 1€act Wo of ffle sterecisomers, preferably

hept - 1-yI grog) reln sal d
enanfigmars andier diasteregmerse i anymixingredio. o8 correspgnding Negxide

ﬁlergt?‘g Jz‘a%gr'ﬁ] *mg?ﬁ%ﬁ%ﬁblﬁlh@goﬁ&e%&e r i ne

. Also preferred-are compounds-of general formula | given above, wherein R'2
represents a linear or branched, saturated or unsaturated, optionally at least mono-
substituted Ci.qp-allphatic group, a saturated or unsaturated, optionally at least mono-
substituted, optionally at least one heteroatom as ring member contalning G &~
cycloallphatic group, which may be condensed with a mono- or polycyclic rng-
system and/or which may be bonded via a linear or bridged Cy.ie-alkylene group
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brom ne atom a nethyl group, a fornyl group, a phenyl
group, a phenoxy group, a phenoxy group substituted
with bromne in the 4-position and a nethyl sul fonyl

“g{) and R -R9 and R 1R13 have the neanjAgBiSihiese
ove, optlonally in formof one of the

andfyy SEEREY e BuobeT by e SIRANHRIT: v Phviene grap, pran
optisvially &b kst N\ﬁn@-fsubm&ﬂ&eoﬁaﬂmbmdmﬂfmmtdmaryl group, which
may;t sncRRse Wi & raenes B RIS tem, grdiot Whlch nay be
bondd! via STieer ?ﬁfﬁﬁ%ﬁmﬁweﬁg@” ﬁaw@m T
Imesg'.qrbﬁa@bed ity Gl PP LDt o Yneir e pPUATAY 3t Least

. morlolgiB8ktRid, BRAGHENP dt leaal ieh@irddtort 35 raémser containiog Css-

optionall Y at | east nmono- substituted Cl.10-all phat

cyclegliphatic aroup; whish saayhe conrdensed with a BRe-UIFrAAlYEYSHC ingir
systﬁﬂ%dl&lmﬁéﬂ Hﬁ Bid b&ﬂ%m lides#lor 'bﬁaﬁéd % alkylene.group

er contalnin

teroatom as
andf@whb:mmmhhe bad@ecgbupa lingarcor brenched Cgl@l‘ﬁl’@ﬂ@lﬂiﬂﬂ“ﬂhﬂlaaﬂ

optigfail at RasHifoG Yibothtblt 8 or 6 memberkd o of AicRoailrbllp, which

mayg:e(mmd&am with aimano- s polysydlicirngeystem and/onwhichanay be

bong\if Mifletr' ar fraticied G SR gl fhord Bref@ily H'*Hprasents
B P TP o T DU ORO0P B opbieny o
leas{fngRE el e pnefly rades Andbtofbity s ot HRo s AT Benzy
groupl aiﬂ optidrizfty 8t laasambaﬁs?bshtatag Tm gr?u;rbwhnhlm;y be bonded
via aoé ﬁu'r% gthun, B sption: ﬁ{ﬁiﬁ@&émﬂnm@ﬁ@&ﬁﬁm group. an
opd doglt least ibhe SaDEthied 2, 1,5 Bonsciiekazoi mp’ Sgoptichally at
1998054 Speeolbithiont emégﬁwmﬂem %ﬂ&e

su fmidazo[2. 1Lb]ﬂﬂﬁolé7§roﬁb' ﬂgﬁﬁﬁcﬂaﬂy aeldast ﬁﬁﬁn&ﬁﬁélﬂuted 1H-
and/ or whi ch % bri dge a_ |1 near or branched .

pyragpla graungr &hd-ig ?oﬁ?xcahiwfé!%{? 8rikhept-1 greyp most

prolf30 T et o I A s e
buty?@bunmmaw aHeashmm—suhshbsw phenyd groupy agm@muy at

las{iihd iy BB EBe! Brodlp S CPbhal oo fond oy Bilicebhaptny

groupewhigh rmmbomﬁ!em?l G@-aikbﬁenwmppm pptionglly @b leastmono-
b%&%&- M aﬁﬂ’egﬂﬁﬁ@ﬁwpﬁ lc?\ég%anﬁ'%g rona |zy" g’f | east
Benrodhlad irzblatgroud, &n dplionglly at least mono-substihied Benzo]bjthlophenyt
group, an oplionally at least mono-substituted Imidazo[2.1-bjthiazole group, an
optionally at least mono-substituted 1H-pyrazole group or a 7,7-Dimethyl-2-oxo-
bicyclo-{2.2.1}-hept-1-yl group, whereln sald subsiituents, if present, are identical or
different and selected from the group consisting of a fluorine atom, a chlorine atom, a .
bromine atom, a methyl group, a formyl group, a phariyl group, a phenoxy group, a
phenoxy group substituted with bromine in the 4-position and a methylsulfonyl group,
and residues R'-R' and R™ have the meaning given above, optionally in fortn of one
of the sterecisomers, preferably enantiomers or diastersomers, a racemate or In form
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group, an optionally at |east nono-substituted
napht hyl group, which may be bonded via a
Cl.ral kyl ene group, an optionally at |east

“{mﬂ&l tltut ed thieny[ group, an optiona | -
eas "]S’rmno substituted 2, 1, 3-Benzot hi adi i az%llﬁé group, 1658

E@F}@ﬁ %rjati hi g}{)ﬂ@nﬁ thé géﬁggaﬁ,gﬁe&%s? e nﬁﬁwmt‘?gﬁ a?r%’ﬁ%

dias&nmemulrwmmﬂmzra Q. or-aganasrendiag Hl-oxdde

cBﬁE?p@Hﬂ'@ pyr azol e
g oup t@én%je%rnot y 0 oécfn cyclérg?fQ 2.1]-hept-1

yl group nost preferably R71 represents a nethyl

Nﬂﬂﬁ%ﬁ@d%ﬂe Gty beprb Rt el R Hbnenfit e

or brgnckixd, saturatatiiop nasaturated, dphamllyraimst mmuutede@z.w

allpl'%g man %@HW&%&#&%& gg.ﬂl&e%q%stat dubst]tuted

optndﬁhlly atlels¥l Gicheléatom 88 riagmember oonmlnihg aatg-oyamﬁphattc

arouoRBlch B e Gendenaéd wih o on FRNCB: ey feip aprgor wich

ay Gl Bohided vig £1ind=82p brid§aecs. l,bbéikylén& QﬂbuP and/or which may be

may.
Benzo| b]thk) phenyl Cgrou tiona at | east
bridgasiiey 8 I Imnqr e GPUR: G129 Qtignalipat lsast mono-

substiRitbd5ab hryl bf‘ﬁ@ta ﬁo &g, Sehich Fzp Yettmbensed with
group ora77D| 0X0- |cydo[221] hep 1-yl
am@cb@ppomeqhennwmrrsanﬂi@r whieh may be b@?@éﬁﬂ"a%rﬂf

brancREI E ﬁf& @ﬂé?e g@ﬁﬁﬁﬁfgm ?%’fn ?é:ﬁ'éécﬁrﬁ'% LIiREAA SbrBhcHEN Cr.q-

consi ori ne rone atom a

alkylgroup, esatumied or unsatiyatedy @ptlona!w ableag moneawhstiutgdony [ -

opticfafy Bt ot Yeidhoflioht B piflo pRIEE son il CoB eepatiifite
group; which maynkb corelensed with & MORGKY polytyclioringeystem apdidrevhich
may BB e Tne 8t Prfded €12 nlcfehd rod S Ghien Bhay 66
'hﬂdgﬁdallay & liregarer bﬁ;m:had ma.e@kylgrmrgrbup.furran c:;ﬂioaaﬂy aft least mdno-

t { t _
subeitnd B tr.6-enfbertsd Snyf bEDGRIBRAT den, RHidiT haY bk poniensed wih
et i e T
branghed G B OB SR TIPS B RE PR MUY gionp, B

thde]ﬂMQ. rcﬁjyngnBaB ar ﬁmm grdup, anlopierdlivait st roned.

st 3%(@5”5853{%5 (st epo-slivSliton hepayigroup, an

op dg%??onally ond RBibHA R HaphthiiRsip Wﬂ@mﬁ?*b%%dﬂdb&@laacw

east one heteroat om as ri ng nmenb

alkyleﬁaﬂa:rﬂn AD oggonallyalﬁaébmpﬁaub@wgﬁeédb nykaroup, raagpmi@nalwat

ang/ or E% E b %ﬁéﬂ !e\z;@g Héri‘egl!rﬂgl?l %ﬁﬁq one-
subwﬁhmmlglmw gmup, an optlanally at least monoasubm
-Imidazof2.1-bjthiazole group, an.optichaly.at least mono-substitited 1H-pyrazole

group of a 7,7-Dimethyl-2-oxo-bicyclo-12.2.1]-hept-1-yl group, most preferably R™
represents a methyl group, an ethyt group, an n-propyl group, &n R-butyl group, an
optionally at keast mono-substituted phenyl group, an optionally at least mono-
substituted benzyl group, an optionally at least mono-substituted naphthyl gmup.-
which may be bonded vla a G4-zalkylene group, an optionally at least mono-
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WO 2005/ 077897 PLT/ EP20Q0S/ 001658 and/ of which may be
bridged by a linear or branched Cl. S-al kyl ene group,
or an optionally at |east nono-substituted 5- or

= d aryl or heteroaryl group, which
Wb R eRbsnzess

condensed with a nono- or. polycyclic ring sys

= + ' j anched
subsfifticihiehl| Groufiin Ationdllf el ofio shftRited 2 b8 ANt
Bendothiadiazade gratps oh optily et iedsy age-substitstes-Ranzelkiicnheny!

aouf Y o R Lt B BSEAS pr

e
optionally &l least gnaeksubesituterhd Hipysaziob: gioopeor 3\/%7-8}'!'" -B@xo-

0 d.wth - _or el beNQ .
bioycrB 2 F it e =B soiselens, i isacht ir8 Rontcal or
. dtrrerle_iht &Mamgdh%mgmmmswml k-I iof I fumyine etdm, aigkidrifey atom, a

i near or che . 3- ene 0
bromie FTh ATYSLY! 984> HETY Ed prt@uesh iSnensEpug. @
phendky brdtip SUBEGIUTRRT With Bioftine Inthie lposhion dred a enetieylsudfdnyl group,
a,'cﬁggo- or polycgyclic -rw\%]%e&@r}g/ or_..whi BE may be
and i v the gn Ve & aly Iy Term ohane PEIE ~ nor e
sml.egro prg'gir';ééfn propyl gro p&rgﬁ n- but ﬁsgar ﬂgr‘?ﬂ o2
up, - y up, - bu up, i
it of Bhleast watof thastereciismers, prefaratly eadntiahys B, an
iasteRlone! L+ : - i o hite oup,
dlaﬁgn optl‘gh)aé\n?glnﬂgtﬁéﬁéehggta F%D%ﬁ%%iﬁﬁﬁd naphtoﬁ%
corregponging sak thereaf, onr corpeapending; seivatetheredfi y | ene’” group, -
an optionally at |east nono-substituted thienyl group,
an optionally at |east nono-substituted
Partieylar prefarancs: ksialati given b epropgundsof ggrerghrmplagk | east
nono- substi tut ed Benzo[ b] t hi ophenyl group, an '
optional ly at | easginono- subst igéut ed
I m dazo[ 2. 1- b] t hl azQl e gr gD optionally at | east
nono- substituted 11-Y-_py £ group ora
7, 7- Dl met hyl - 2- oxo- il cycl ® "X 1] -hept-1-yl group,
most preferably Rg2 represents g nethyl group, an
ethyl group, an n-propyl grpup, an n- butyl group, an -
optionally at |east nono-suRsti.tuted phenyl group, an-
optionally at |east nono-substituted benzyl group, an
optionally at |east nono-sybstituted naphthyl group.
whi ch may be bonded via a Cl-s-al kyl ene group, an
optionally at |east nono- substituted thienyl group,
an optionally at |east nono-substituted 2,1, 3-
whemns#hzot hl adl azol e group, an optionally at l-east

nono- subst| tuted Benzo[ b] t hl ophenyl group, an
opti onal lpi/l at | east nono-substituted :

R repressnti phenyl provp, saidiRhegykarpup bringdmsnbstivteg of subsiiiyied
with 3729, % 53 fué5enks b ARl S04 tin fhe gropp conelsting o
F, C\Berliaear arbranshessCidalkyl Enear or ed Cia ﬂMe?@’ngH. ~OH,
~CF,“OCFs, -CN and -COOH, - - - .

R? represents a phenyl group, said phenyl group being unsubstituted or substituted
with 1, 2, 3, 4 or 5 substituents independently selected from the group conelating of
F, Cl, Br, linear or branched G alkyl, linear or branched C1.¢ alcoxy, {C=D)-H, -OH,
~CF3, “-OCF;, ~CN and -COQH,

—
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different and selected fromthe group consisting of a
fluorine atom a chlorine atom a bromne atom a
nmet hyl group, a formy] group, a phenyl group, a
group, a phenoxy group substituted

“@%m ne |n the 4-position and a nethyl sulfo‘ﬁ‘% gr%slﬂ“p?,lm
and residues R1-R11 and R13 have the neaning given
above, optionally in formof one of the

R? rophezvonty  inesror bparehed ainsybstitaled Grealkyl group,

di astereoners, a racemate or In form 22 WO 2005/ 077897
PCl1l' / EP2005/ 001658, of a mi xture of at |east two of the

R* repieiehfd §nmgen Btoad, SChD L@oehmntnmeosb-ndhm unsubstituted C.

di asterea I n an dng, rati o res on
o ekl OEUR oF 8 DPRUGOW, Seisl PR RR o fibBfuted

with $22, mm&@%uwﬂﬁehﬁahmﬁeméw seldtied fmrrefhergrmb aumsung of

|
LS i i Coaabl I i o o RO
. -CFaO-@C':If’ abN andt-corsst mono- substituted CL.10- aliphatic

a saturated or unsaturated, -optionally at |east
m)nosubst ituted, optionally at |east one heteroatom

5%& _gﬁ’o% érg_m?l OVl a&n'ml-lghﬁ -

R may be C ndens tg ébrmno- b&fﬂ % yd| c% an

NH—S%@“nmmmramm-sﬁeﬁ] mmetyonanb-&v@éiob -oieMhear
or bridged Cl1_10-al kyl ene group and/or which may be

bridged by a linear or branched Cl4-al kyl ene group,
R® rapresents’ aphémw gedup, saldtphenylgroup beingtunsubstituted or subetltutad

with {0 AT sutHuolls FGERGBE) RO roh e bndB pifistng o

F, ClaBellineamdr branched mauqh?mdang?mranbmmau alcoxyh r-(ﬂ:lé])d-di, OH,
pre erably R13 represents a linear
-CF3 To%ﬁ*‘a%h %d%gﬁﬂg'l kyl group, a saturated or

unsat urated, opti onal I y at | east nono-substituted,

R ogtlonal at Ibeasﬁ gr(]_? roato g I%Q@Hnﬁﬁﬂ%e

unsubSMHRAH & bsattitea W2, @r 4m5mmtrman1rslim|ﬁndemm selected

m%?&é&@%‘e%@ @”vaaf,bﬁnﬁﬁ 28%“@?4-%% obGrangfircreaskip, -CFs
and-—OGF@gist rmno?yisubst it ué ed gﬂ or merrber gg_m P
being URIESERYED OF SIBSTRRRK W 3 B QdhSRSBIER PAoRande

seledéd RBHY ?g?u;% ?&&Ls‘imgbﬁg‘ d@l&;ﬁr Q—bHV'lSFi" IAEf d?%r&idﬁé& Q“:m

Vi a I’kyl &éne oup, nor e

alcoxy; € ansl vORES arepheswharoup, seid nbemg gERHp belRg ussubpfituted or
subeffi it 2§48 pltelliBnadasheriictty 85Rta i e orou
consigling of B| Cl Br; lineener brabchedGpsalkyl lirasr oe hlz:ljld‘lgg Sapalcony, -
(C=0)-H, -OH, -CF3, -OCF3, -CN and -COOH,

R reprosents a linear or branched C..g alkyl group; an ary! or-heteroaryl group
selected from the group conslsting of phenyl, naphthyl, thienyl, furanyl (furyl), 2,1,3-
benzothiadiazole, benzofb]thiophenyl, benzo[blfuranyl, Imidazo[2.1-bjthiazole and
pyrazole, said aryl or heteroaryl group being unsubstituted or substituted with 1, 2, 3,
4 or 5 substituents independently selected from the group consisting of 7, Cl, Br,
linear or branched Cy.galkyl, linear or branched C..¢ aléoxy, phenyl (optionally
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optionally at |east nono-substituted naphthyl group,
whi ch may be bonded via a C al kyl ene group, an
optionally at |east nono-substituted thienyl group, an

wﬁ@@éngoﬂm aljlegigl ?S?oﬁgbsg:nt g;??onal 'y atmng%ssl,oto
s fFRE 7 2 ¥ A PGPy 14481 13 o roup

mnsnf,ﬁnm 2, Br. EH.hhaapdnd:lrgln:ﬂ'lqd  Cag ?llqd anddinagr gr branched Ci.s-
t 3
alcony), phesqraRpionaIy subatp SR 2 £ e BipiSuféns
IndepEP héi?t@f éﬁiéﬁté\ﬂruhm%é rgrdmmmﬂng obFnel, By) Oy lingar uab;arnmed
vo 2l Hosh ey o raniell Craralecdi sSpe e G e Broa

, ocao PEN %al-looan driPslid SBNer hatelaiy oriuprbding aphur@mg bpndadvia
Optionally at |east nono- substltuted n hth ro

a Crawlkdaneampupons ﬁuéwm:.:rgua said gyloh ﬂ}g lggaqp%hallv

mnd%%%%&%%@%ﬁ%ggﬁubst Itut e hi en Q@%bya [_Inaarur

al
branchediGaalkylensbridggsndrhging ‘s!" Spl with 1, 2,3, 4or

béﬁélﬁn cﬁ@bl Br, linear or
5 sutiiEhis hdenertBhty sare 1 i
brenchetdiGraity, liseat exbnan “0H.28F4, =0, -OCF,
lmi 2.1-b]thl azol e group an op.tl onaI ly at | east
cN%’é@@é&tituted 1 H pyrazole group or a
7,7-Di rret hyl 2- oxo- bicyclo-[ 2. 2. 1] kept-1 vyl group

o oS S RS Lo A i BB

alkyl ﬁd:@l fdrlwpiheﬁ'ql reiditoal, saidcptieony M|ml bemg ansubsditttad ot om

cubsBEb 1,5 %R &Rk R Bl P e o
cansifi ctlnat Ifedr grasrahched (a{hchlhjlnwtdaybsbiahom Cgs alooxy, -
(G=Ch Db e *5?5%@?“ SrErehR B 38 e efllre G4 deind "

opﬂoﬁﬂﬁ"ﬁdlﬂﬁﬁ C1Vial§icrediitges, 2 racenrate or In form of

m xt ure of at | east two of the stereol soners,
preferably enantioners and/or .di astereomars In any

R rghrébaiils hainkar ar%raﬁc!félf&?§ﬂﬁil‘§r@ﬂ: Rn@Fyidse

correspondi ng salt thereof, correspondi n v
ﬁurvh 4

selected:fromithe geoupi coneisting pEpRsnyh aephtvh tignyl;

benzGERMLRRS nehzsiBiifibaheryD tarkaiblfuranil, MiidakolR 186]thidyis aho
pyrazole, sald atyl or heteroaryl group being unsubstituted of substituted with 1, 2, 3,
4 or 5 substituents Independently selected from the group consisting of F, Cl, Br, '
linear or branched C4.g alkyl, linear or branched C4. alcoxy, phenyl (optionally
substituted with 1, 2, 3, 4 or 5 substituents ndependently selected from the group
consisting of F, Cl, Br, OH, linear or branched Gy alkyl and linear or branched Cis
alcoxy), phenoxy (optionally substituted with 1, 2, 3, 4 or 5 substituents
independently selected from tha group conslsting of F, Cl, Br, OH, linear or branchad
C+. alkyl and linear or branched Cye-alcoxy), -802-CHg, ~(C=0)-H, -OH, -CF3, -
OCFj, -CN and ~COOH and said aryl or heteraaryl group being optionally bonded via
a C1.s alicylene group; or a cyclohexyl group, said cyclohexyl group being optionally
honded via a Cq.aalkylens bridge and/or being optionally bridged by a linear or
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Rl represents a phenyl group, said phenyl group being
unsubstituted or substituted wth 1, 2, 3, 4 or 5
substituents independently selected fromthe group

WSO 00 or branched C1 e al coxy - ( (RS TEPROYgues
e v e R LA o SRS £.23 4

5 suﬁﬂﬁﬁémh Mdﬁﬁenmﬁﬂy sble&ad ffom4he graupseonsisting ehEsCl, Br, linear or

braqepl ?2% ﬁsel oglp m t he gr@ﬂ“&)‘l Q@mt'g&-og _OCF,,

-CN inanekegn Cl 6 al coxy, C—O}H - OH, 0CF3,
and - COOH, 24 WO 200" 77997 PCTI E 2005/ 01653 Re

represents a linear or branched, unsubstituted Cr.1

R @%ﬁn&f é"ﬁlﬂhnar Bt bofﬁ'ﬁ:gﬁé k=l Mbbst Ay bRt group

ear ranched, unsu i tut ed Cl al K

seleglied from the growum eonsistingsd pheayl; vaphiiaviythiegvb fipanyi (y), ,1 3

bontHETELO pEEoRIEANSHYS BORIIb iidceof 2t ttBEof and

pyrazolessaid iand uohataruaurl aredn h&i‘lg Mﬁumﬁm@%ﬁ@%ﬁt@t&dml‘l 2,3,

4 or 5@@@&1:18%9@%@@%& 5%% Bty ng;ﬁr@ Sbnsistihl of FEP Br,

linear©r Baarkkbedt¢ ailkyl, hmarhdﬁ-bﬁhcﬂ!‘edrﬁqlgalquxymherm—wmomlw

st S 1250 0 ooty EUGHORSaT) ) R g
congistingydf Fg i Br, OB, ligearrus bpariched G aticyl anuﬁneanm-d:nannhedlcm-
a'mﬁ)onﬁ‘?ﬂ?éyﬁﬂﬁlf? @gbat :ﬁ{ i‘egt [ ngegg]de%tlg Iﬁe ECt ed
IndependeHilg éeletidatdhy the oD @unstsurmmmmmﬁm-l alneamr branched

Cis aﬁ%%@m@ra e Gnaﬁ%?%)h@%'@@' a'l@%%ﬁj'r E%b' g

F@I m aﬂu mmmaﬁa sgld mﬂaté ‘dﬁdg p e / By Borided via
ar Su uents in naen S ecte
3 CriralaneLaTEHE B A SROPeIy! agoun, s @icio g%w gesmopgmallv

bonddd\id'a &5 dﬂ&lﬁiﬁ%g@ﬁﬂm@%g ogftioRal edBv3a lifear or
bmr@ﬁdo ent or cydohexyl group, said cycl opentyl or

%ﬁe-x?lkﬂgﬂ@ b@%@%@ebﬁ%m%@f ﬁﬂbﬂﬂlﬁ@ﬁ vl led 3. 4 0r

%t eﬁ?ﬁ?ﬁﬁ‘g T con3| 74 dﬁﬂg%ﬁﬁ%ﬁ“?'&‘l Br, lifear or

brancisg Gy ali; lingarior branebed Cas Elm $=0)-tlr 30HnCFED3 -OCF;,

group, said phenyl group being
"GNgmubs |lt[IUt ed or sSubstituted wth 1, 2, 3,4 or 5
substituents I ndependently selected fromthe group

R'2 rgprasents a linear or branched C1.5 alkyt group, an aryl or heteroaryl group
salected from the group consisting of phenyl, naphthyl, thienyl, furanyl (furyl), 2,1,3-
benzothiadiazols, benzoblthiophenyl, benzo[blfuranyl, imidazo]2.1-b]thiszole and
pyrazole, sald aryl or hetsroaryl group heing unsubstituted or substituted with 1, 2, 3,
- 4 or 5 substituents independently selected from the group consisting of F, Cl, Br,
linear or branched Gy alkyl, linear or branched Cqgalcoxy, phenyl (optionally
substifuted with 1, 2, 3, 4 or 5 substiuents independently selectsd from the group
consisting of F, Cl, Br, OH, linear or branched Cs.s elkyl and linear or branched Cy5
alcoxy), phenoxy {optionally substituted with 1, 2, 3, 4 or & substituents
Independently selected from the group consisting of F, Cl, Br, OH, linear or branched
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consisting of F, d, Br, linear.or branched C s alkyl,
Ilnear or branched Cla al coxy, - (CO-H, -0OH -CF3,
-CN and -COOH, R represents-a linear or

“EJ&%%Z@Z% rom the oroup consi Sting of phenyfeVEFbiRss
Cro IR Aofineat of ifcned LA O0A, S0k St 40P, (wg'? s, -

OCF3 r-GNydnd -memdma iyl loF betereandrgroup helag eponallyikended via

a v pleRp aRale: o iy oAb Brod, i (JEHBON bt optionally

bonded 4&Pg 04 S Blkiene Qﬂnﬂgé add/br beinglptignallybriciged byt lingapor F.

erii i G SR SpAeS A, 2.5, o

. Ssu&%ﬂnwlﬁaﬂ r%’ﬁﬂf?@l@@t@ﬂ(fﬁ:hﬁﬂﬁ greup sbhsistirepofl, 121, Br lidear or

rang Slcbver i s B 07 g SErty S0,

4806t and linear or branched Cl4- alcoxy), phenoxy
-CN opﬂeonally substituted-with 1, 2, 3.4 or 5
substituents | ndependently selected fromthe group

R™ r&ﬁr%%ia rﬂ}ﬁegf of brafibhed™Cy. kY] drod,&n A1 tfsté‘rba

I near or branched C 8a|c

Seiect(%mm the oroup arsisting obpkenyl, mephthwi, ihl@& %lﬁ%mé a")a?y1| 3

i B S SIS, ol e o

pyraque.l asitbanyl ngmtemamgrmamm@umbﬁ aestibsiitated with 4, 2, 3,

4 or st ngPfEndiifl oigliad Foriho Rp conbBlAEFT, 1. B,

lineas 06 bAithéd Cegalkyl, Mnrbmmhamqh abpx.‘l’. phanyl{optionadiy

subsHHES N 1555, S PRIERI ARk SRR Hiroup

mnsﬁhhg Inf Fl cn @/ OH linkxfoc beshchid Sqaladlqkqud lirjer oF branched Ci.s

e ol o O

|ndaﬁéhrﬂwi‘|ﬂﬁal§:@dlf@gkﬂie dgrodp eghsmt?@@rmm,rw cn-hainea-{ c;lr branchad
en [adl Ca el n uns S S B
Cuo lkyHANE Hngar of brAnGHEC orRERR SHPEC HatGErba o TFar-
el 90)! | or ¢rf@baryl groupbe bonded via
ﬁi:@?ﬁ&iﬁﬁgcﬂ al k |sa%£§)% a(ﬁ:gbdragggﬁﬂeyd m‘:ﬁly

bondiRt g Gy Jetiige el B bona Rt

t
branphed Enedkylens baqufﬂn@ beinp ungubstityted gF S&éﬁs’t@ﬁ%w ?orL?p

ﬁ@gﬁﬁﬁwﬁ%ﬁl tert <8jelth anﬂ@ﬂ??é@hﬁb? d&ﬁsﬁﬁ?‘&iF Cl, Br, linear or

branched Cy.¢ alkyl, linear ar branched C1o alcoxy —(c-o)-H -OH, -CFs, =0, -OCFs,
-CN and ~COCH:

optionally in form 6f one of the sterecisomers, preferably enantiomers or
diastercomers, a racemate or in form of a mixiure of at least two of the
stersoisomers, preferably enantiomers and/or diastereomers, in any mixing ratio, or a
comresponding N-oxide thereof, a conesppnding salt thereof, or a corresponding
solvate thereof, '
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benzot hi adl azol e, benzo[ b] t hi ophenyl
berrzoj b] furanyl, i m dazo[2.1-b]thiazole and
pyrazol e, said aryl or heteroaryl group being

zpsggftltuted or substituted with 1, 2, 3, Sé% i%mmmm

Tent s | ndependent |y sel ected fron1th roup

Fof or .branched Cl1. 6
ﬁpeﬁ%ﬁ&élﬂﬁ%ﬁdﬂor ﬂﬁfgﬂ&ﬂlgg Cl g:":cl:wg/ phenyl
(optionally substituted with 1. 2, 3,4 or 5 -
substituents | ndependently selected fromthe group
consisting of F, d, Br, OH |inear or branched Cl$
al kyl and lindar or branched Cl1 - al coxy), phenoxy
(optionally subgtituted-wth 1, 2, 3, 4 or 5
substituents |jfdependently selected fromthe group
abnsl sting of f Br, OH, linear or branched C1.8
al kyl and i nes 4 anched Cl- &ralooxy) - SO2- CH3,
-(CO-H -0OH [
aryl or heteroaryl dgoup bej
a Cla al kyl ene group;
oyol ohexyl group bei

hexyl group, said
bonded via a C1$
nally bridged by a
077847 PCr/EP2005/001658 * -
: gnd bei ng unsubstituted
e or substituted ¥, 2, 3,4 0or 5 substitu(r)nts
“D | ndependent |y sW /cifron1the group consi sting of
F.-Cl,"Br, lingar or branched Cl1.8 alkyl, linear or
branched C1.5sal ooxy, -(CG-0O-H -0OH, -CF3; =0, -OCF3.
-CN and -000H, R11 represep}s a linear or branched
Cl1-5 al kyl group; an aryl or heteroaryl group
sel ected fromthe group consisting of phenyl,
H@ﬁphthyl thienyl, furanyl (furyl), 2,1, 3-
benzothladlazole benzo[ b] t hi ophenyl, benzo[ b] furanyl,
uriidazo[2.1-b]thiazole and pyrazole, said aryl or

il i et S

-selected fromthe group consisting of F, d, Br,

e drElSOLTE o of, Wos R bR s -

NH-S0.-B® sndialyj onamNRF-58eR Fonniety\or a8i-&-Cée0)-RS moiaty,
group consisting of F, d, Br, OH Ilinear or branched
Cl1$ al kyl and linear or branched Cle- al ooxy), phenox

oD, R® dmﬁemmpmnﬁmp.tsam@awt dgroap balngnsubstitatad or su

with 1Ach ¢ e stichis oy depl @'ﬁ@%ﬁ?’%ﬁé‘%%ﬂé&gﬁ%’”

F, Gﬁbb‘c%lneaﬁdr biantisd Ofs ﬁlmmdomrdhth@-a alclay <{C40)-H, -OH,
-CN and -COOH and said aryl

"CFaorOﬁ !-epﬂaﬂrﬂ'ﬁﬂp bei ng. optl onal Iy bonded via

linear or 26 W
branched Cl -3

__R represents a lineer qr.bmndaed_cm alkyl group, sald alkyl group being
unsubstiiuted or substitited with 1, 2, 3, 4 or 5 substituents Independently selectad
from the group consisting of F, C), Br, -OH, ~SH, linear or branched C+.salcoxy, -CFa
and -bCFa: a cyclopentyl or cyclohexyl group, said cyclopentyl or cyclohexyl group
being unsubstituted or substituted with 1, 2, 3, 4 or 5 substituents Independently
selocted from the group consleting of F, CI, Br, -OH, -8H, linear or branched C1.s
alcoxy, -CFs and ~OCF3; or a phenyl group, said phenyl group being unsubstituted or
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a C s al kyl ene group; or a cydohe)yl group, said
cycl ohexyl group being optionally bonded via a
G sal kyl ene bridge and/or being optionally bridged by

“Q)iohﬁ@ﬁﬁs:'for branched C1$ al kyl ene bridge ag “99?? .
unsubsti b utted or substituted with 1, 2, 3 1658

s 103, R RS LS B

consistifg bf F) Eln Barlinear mmm @ﬂ:@lw.clmr or praadiedCi.s aiqoxy.
. R 2 represents a
(Cﬂ}ﬁe'grpé?lzﬁﬁfﬁ'e% a a gr oup, aﬁ aryl or

het eroaryl group selected from the group consisting

ErpoiH Inped 2R P #ubsﬂ*;&fﬁawrg‘ifﬂéﬁ%lé Hebrvgrdngy,
seleam flomahe gilmm ddrisisting bf pheryt, naphtiwh thienylafucarad (furd; 2,1,3-
benagianic bedeoibiigeheie BRI il dohiiiEe and
pyrazdfie, @@icaryf éﬂi’étéﬂ@ﬂ ﬁwg lfaelmli@méumﬂhﬁd &smsumwd with 1, 2, 3,

[ near or branche | i near or. g:Cé
4 or 3 substijueningpendanty sa wupgenw !

lineaf br %ﬁ%ﬁ?%‘??ﬂsllﬁdﬁ g BM it Qioﬁﬁf ?gg?l r br anhéhed
subsgmcg 1, Ay ﬂqr%earbsﬁheawdmdem sqleetad fipm theareup
mnsfsﬂﬁé PP a@l Br S(B‘I*-‘lslyldai"bﬁgrdﬂbhéﬂ &5 ﬁlky}?and“fllrﬁa”ar ér branched Cre

ti1tuents endent | sel ected fromthe group

alcm:ydxmemxm@nbmﬂw S!;!bstﬂB‘th 1142, r?eérﬂr&ﬂ!hsﬁhﬂ&ﬁ’@d 27 ra.

ool SR i i g
C1.5 Elkmﬁﬂ |Iﬂmmnm-ﬁﬁ I'SMH )."Bl‘ y’pF3 - .
L ) %ﬁﬁwﬁﬁwﬂeﬂ o
aCih agc?ﬂyna Eroup) ar [a;pyclohﬂ:q& groipasaid Cyalohéky geoup hgln@lgpﬂnnally
or el K
bondB3ith Cos kP inOBE andiof bhijd hueiall Bl il neeror
branﬂfecﬁ@bﬁ;}llkylﬂlieeﬁﬂdgd dmdlbafﬁg uﬁaubttlmted or subistifutediwith 9, 2, 3 4 or
ndent sel ec ro r Qu ns [
5 subgthiegis iiPpRIKeRDY SSPEA R Soesstirg: Jrae ket or
bran&ieif@h@ﬂ Hrmﬂabﬁ branched Cwﬂ)alcuxy ~@#0}-HF3)H ~GFa; @OF0CF;,
COON;, Rig represents a |linear or branched
-CN @%'&B@'ﬂ group, an aryl or heteroaryl group sel ect ed
fromt he group consisting of phenyl napht hyl ,
th| enyl , furané;I (furyl%@i:é)lﬁ%l be zo fﬁhﬁ‘rdér%m §1ed01.5
alkyl 'réHI&ﬂZ&[ z?pﬂenﬁi FetiiéA Qdetd pRéhyl radical heing unsubstituted or
substituted with 1, 2, 3, 4 or 5 substitluents mdePendentIy selected from the group
consisting of F, Cl, Br, linear or branched Cy.¢ alkyl, linsar or branched Cq5 alcoxy, -
(C=0)H, -OH, -CF5, -OCF3, -CN and ~COOH and/or said phenyl radical being
optionally bonded via a Cr.z-alkylene bridge,

R™ represents a linear or branched C4.5 alkyl group; an aryl or heteroaryl group
selected from the group consisting of phenyl, naphthyl, thieny), furanyl (furyl), 2,1,3-
benzothiadiazole, benzo[blthiophenyl, benzo[blfuranyl, Imidazo[2.1-bithiazole and
pyfazaie, eaid aryl or heteroaryi group being unsubstituted or substituted with 1, 2, 3,
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pyrazol e, said aryl or heteroaryl group being
unsubstituted or substituted with 1, 2, 3, 4 or 5
substituents Independently selected fromthe group

vﬁf‘% :lgegt EL Sr anErhed lc::zeg{cgiyf)rgﬂgrfgf'%“’““m
40Féﬁ@§|§na oepapi Ry ol Bia aaof palieBing' o gl B

Imeaﬁ@rrﬁ'iaﬁéhémcg; allEyl Iﬁear or braﬂched Cngalcoxy, pheayl o{bpﬁbrﬁllﬂs

subsal ky wﬁgﬂ I 1.n Eanc ?gpe%e%ge%coég%}?d E‘uenﬁe froup

mns%ﬁﬁébf F U(%I”BF o@ﬁ‘@ﬁiﬂam&hwe:sswﬁmdd lmfaa lgﬁbmh&i Cre-
SI1 ST

alcorl) wnenam&mmw QOSBRI S dr Ss ity

e N LA O R
Cis allqd ant lipeannos l:gammd Gro-loaxyd| -ggﬁ,gﬂ He Fa,

OCFﬁxg%ﬁfe%gr rdge a %‘? EB,I ggp%%@*%ﬁ Pgﬂgr I)ﬁg@g% by ad vie
aCud alkplane grouph pea cirekih@iyh arcup| said cyelp ﬂmﬂpﬂlﬂlﬂ@ﬂpﬂﬂﬂﬂlw

oA B et i B o

branc!mbﬂ:ﬁalkﬂem briélge@nd liwing UnsMhtuwd absubsthited with 6, 2,3,40r

5 sulghierinioggiosRy SORPEHTort il U Yot P, g1 g o

branetil Ofg ﬁlhﬁ [riear epbaacked Cy_palebry, a{l50piHa#dH 08 s=@y ~OCF,

)nmers. a racemate or in formof a m-xture of
“CNQ'EC?T'\EE)Q itwo of the stereoisoners, preferably

‘enantionmers and/ or diastereoners. In any mixing ratio,
RY" rSBrERCRA & BGR! O Eclasfé;é’%!s%er 5 dogy B ARt
selecf ﬂ&@.&ga ?&@7 ey lﬁﬁﬁﬂ}yﬁﬂﬁeﬂwﬂui‘anw (furyl), 2,1,3-

conpq?gar&; benzn[%a]ﬂ?mpﬁeny?vﬂe?go[b]ofum yﬁ Imﬁazo[zqs-b]m'\ulaéo][e and
pyrazole. sald aryl or heteroaryl group being unsubstituted or substituted with 1, 2, 3,
4 of 5 substituents Independently selected from the gmub conelsting of F, Cl, Br,
finear or branched Cr. alkyl, linear or branched 1. ak:oxy, phenyl (optionally
substitutad with 1, 2, 3, 4 or b substituents iqdependanﬂy selected from the group
conslsting of F, Cl, Br, OH, linear or branched G alkyl and iinear or branched Cq.5-
alcoxy), phenoxy (optionally substituted with 1, 2, 3, 4 or & substituents
independently selected from the group consisting of F, Cl, Br, OH, linear or branched
C1.s alkyl and linear or branched Cq.s-alcoxy), -S02-CHy, (C=0)-H, -OH, -CF5, -
OCFs, -CN and —COOH and sald aryl or heteroaryl group belng eptionally bonded via
a Cyg alkylene group: or a cyclohexyl group, said cyclohexyl group being optionally
bonded via a Ciaalkylene bridge and/or belng optionally bridged by a linear or
hranched Ci.aalkylene bridge and being unsubstituted or substituted with 1, 2, 3, 4 or
5 substituents independently selected from the group consisting of F, Cl, Br, linear o
braniched Cy.g alkyl, inear or branched €14 alcoxy, {(C=0)-H, -OH, -CF3, =0, -OCF3,
GN and ~COOH; )

3



e e S L N

A s e ookl oy o o i S S L A T e s A S

wherein wherein X represents a hal ogen atom
preferably a chlorine atom Rs represents an
-OSOR6-malety, an --NHCO R7-niolety,, an

” - ety, an -- NHSOrR5 noiety, or an
W%"B@ 70-noi ety or an - OC( O}Rll NI etf/m SAMI1658

R™ rapieeagem (ear ppmiel Gt patl araub inamidt G Beafi Sbup
saleﬁgﬁgﬁgﬁ?ﬁ@&d &ﬂﬁMHQthﬂ‘nﬂmm t%‘r@ﬂﬂ}:ﬁmﬂ (fanm), 2,1,3-
benzamdlazq 16 heprolbithiophemAdenzp IR FIRSo L plhizoipgnd

;Q}sam g (risutRELAKEOF @b@uhnéwm 1,2,3,
brenéﬁFél @ra %l d al kyl %

rou gr QuUp
o © aBbetiusnts ndepgnd ﬁ%&m@@mﬂﬂmmp@ngwm a?

. weaE P BT MR O bkl o o BN ORI,

substitiresd nrﬂhdxﬁ 3, 4GwD smmmﬂeﬂﬁﬂﬁﬁﬂﬂbﬁelﬁﬁiﬁﬂ f@m ﬂ'IE group
consfpffig 8P G, By, ek Br BIcRBE L Y Bl afy frde G BiarhBY .
alcoxXy)spHesioiy (Lmlbaallyrﬁi.ltmmmmﬁﬂw 2,8, doardusuhsivents group
in dﬂ%@ ﬂ%@gﬁt%& E‘? p&%&ﬂ ng%f'F 'qmny "8:“8%%’6‘5@.5 ﬂched
Cia ﬂgﬁrﬂﬁdolmauw manmmtw?mmgﬁﬂﬂt&-@ila&wwﬂommgv
OCFg, b R HBON Rort B v potertrarop Bsindiapiofyhpnoed via
aCi§ Qll@Ieﬁlb:qiﬁégfnrgrcyafgﬁ?ﬂ ndtuQ1 galgl ye aytloheyl ansup BEing optionally
ndagiha & ConsPikylengiorid BnBlsROGSRIGRALiasd Y 3 sy oF

branmgn@al ne Bidge aitd BeiRg uﬁmmwte@ br Babistitaed Withd 2,8, 4 or

sel ect ed omthe group conS| stin

subsiianis in EPHT@WVSE fyem qjgrppg @H@é{tj F, CI, Br, linear or
bran&‘fétif az | (it &r bRARREH %k Hc@ﬂﬁewiao)-pler@aq[ lﬂ#ayﬁanmcpa.

o[ 2°1-bjthiazole a pyrazol e, said aryl
4mﬂaed hh group being unsubstituted or substituted
wth 1, 2, 3, 4 or 5 substituents i'ndependently
selected fromthe group consisting of F, d, Br,
R™ e e e 6 1 Flly GrouP RIATY LR MAtERA graoR)

seleef bl 0GR cRRnIRE phdoy el Bl K] (), 212

banmﬂﬂamﬂzmarhamo[h]tghpheﬁyl mnanrlﬂlranyl. imidazof2. bblthiazale aad

iy Rt it G St ordlp B Gftstilea G pfhuad iR, 3,

4 or § shbsfitterds Irﬂapbndmﬂl@rrsem&d/fmn Itee geesipfoonsistitg: ofyF dGip Br,
linear 310 Bms E’:hec? Cis aIEyl Huaar or branmeu!'l 'd}% %[mgy ﬁ{eﬂplcaﬁﬂunally
substituted with 1, 2, 3, 4 or 5 substituents Independently selected-from the group -
consisting of F, Cl, Br, OH, linear or branched Cy.¢ alkyl and Iinear or branched Cy.¢-
alcoxy), phenoxy (optionally substituted with 1, 2, 3, 4 or 5 substituents
independently selected from the group consisting of F, CI, Br, OH, linear or branched
C1.s &lkyl and linear or branched Cq.g-alcoxy), -802z-CHs, {C=0}-H, -OH, -CF3, -
OCFs, -GN and —COOH and said aryl or heteroaryl group being optionally bonded via
a Cy4 alkylene group; or a cyclohexyl group, sald cyclohexyl group baing optionally
bondad via a G4z alkylene bridge and/or being optionally bridged by a finear or
brenched Cs.a alkylene bridge and belng unsubstituted or substituied with 1, 2, 3, 4 or
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Cl al kyl and linear or branched G -e-al coxy),
-SOz-CHs. (CO-H -OH, -CF3, - OCF3. -CN and - COON
and said aryl or heteroaryl group being optionally

ba a Cl$ alkylene group; or a cyclghe ,g 1643
group, said cycohexyl ~group being optionally 35

' suéérf% l%irgl Kﬁ‘ ar or braﬁ ﬁ)%%g ﬁéPgﬁZM pr. mnrnr

brangheid Ee.a ﬂﬂFYLI Iiemr < ibranched §r-sAlgnyi 't(GF@(H'{M- H, 1GF2 "Q% -@ Fa.
stituents independently selected fromthe -
'CNgngpécggﬁystlng of F. d, Br, linear or branched
Cl.8 al kyl, linear or br anched C1$ al ooxy, (C}-() H

optingil gt of B reob el bl ol o = =

diastereomésfa Gddbmatb by In foad iof almixiure af MIMD aﬂthml sai d

ster h&ﬁ%é r@'@*&gﬂ%l}[bel unsub {Dll'jtgm @Q ﬁ? Swélﬁxp@&ﬁgdratm or

. cormssplondingN-bridefidigol) QWﬁ'esmnm‘@éaIm'atéoer aorrddponding

|.inear or branched C1$ al kyl, linear or branched C a
solvglpdlgrpof.. (c=OH, -OH, -CF3, -OCF3, -CN and - COOH
and/ or said phenyl radical being optionally bonded
via a Cl.3-al kyl ylene brldg R7 represents a |linear
Partlgplagly prefaeed GMWR@H"C'@F@EE erghfogmblalor het er oar vl
group selected fromthe group consisting of phenyl,
naphthyl, thienyl, giuranyl (furyed, 2,1, 3-
benzot hi adi azol e, E nzo[ b] M. opfienyl , benzo[ b] furanyi,
I m dazo[ 2. 1- b]thiaz%%e_a' azole, said aryl or
heteroaryl group bei/ng un gt iXuted or substituted
with 1, 2, 3, 30 @b 200-' 7(997|@CP/EP2005/001658 4
or 5 substituents independeptly selected fromthe
group consisting of F, O, BY,  linear or branched C13
al kyl, l'inear or branched Cl$ al coxy, phenyl
(optionally. substituted mﬁth 1, 2, 3, 4or 5
substituents independently 'sel ected fromthe group
whe@nsi sting of F, d, Br. OH |inear or branched Cl4
.alkyl and linear or branched Cl.6- akiaxy), phenoxy
(optionally substituted with 1, 2, 3, 4 or 5

R répy@sdrits Hphbh ¥| mﬂﬁanﬁmﬁaﬁmw {vith =2 Hldsyeon Stom,
consisting o r branched.. Cl. 6
preferaRy|a R o INthe draoRRn o G RASR PG, - aop. CLi.

-(C0)-H, -OH, -CF3, - OCF3, -CN and -'COON and sai d

aryl or heteroaryl group being optionally bonded via
R? representsia pawargimrgﬂ choE mpnoyeytsisied With & hploani alom,

pﬂm&?é?lene'Ergﬁggpgh@?g%xgg?kg oﬁ% @ﬁﬁﬂﬁgthgeg ggsa

i near or
R® represents a linear or branched, unsubstiuted c:Hj alkyl group, preferably a

methyl group,

R* represents a hydrogen atom,

R represents an —0O-S0x-R%-moisty, an -NH-CO-R’-molety, an ~NHz-moiety, an —
NH-SO2-R® moiety, or an ~-NR*-S0+R"-molety
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branched C13 al kyl ene bridge and bei ng unsubstituted
or substituted with 1, 2, 3, 4 or 5 substiiuents
i ndependent |y selected fromthe group consisting of F,

zuuﬁ! | near or branched C1.8 alkyl, lin
v‘f)aanc %83 Cl 6 aI coxy, -(CGO-H -OH -CF3, ﬁg[‘m%@mss

R B B e i e e

up; an ary eteroaryl grou sel ect ed

ators; pmfemblygm;pf raengJluering gndior g pY more, gﬁ leripg ptoms,
thienyl, furanyl (furyl), 2,1,3- - benzothladlazole
benzo[b]thlophenyl benzo[b]furanyl

RY réprésinioé finearriiminched < arakyl proup: slliseasen braaghad Gr.s aliyl

Qmuﬁne@ﬁ@%¥'e%t%w h@%ﬁé@'%&%ﬂ efen éhkw)h gﬂy‘

. gmupﬁ\tvhuch tdoptiomally ebsgibden) with wse o immye dialogen@tomar preferably
[ i near or. br nched C1$ alkyl, linear or branched C13
one gf WRIR uanne AeMEy, ot i onal Iy substituted with 4, 2, 3,
4 or 5 substituents independently selected fromthe

Rargrougﬁ(§ﬁg%{$riqn% -gf |(§-F1a(ﬁ"% i Cl Ialrneay or branched

al caxy), Phenoxy(Opt | onal h+substituted vtith 1, 2, 3, 4
or 6 substituents |nde endently selected fro
a phgRy G VY pptopall i G bgte Sibaghian
hl acﬂuuﬁrmélmﬁ é:mlunna amm;
bl ool o g s
an usitbstiater! plgnY! BouRe &TBRY glrougr %@zﬁtbléﬁ forytAroUReE P9nzvl
r&#ﬁ bstifiiesd Ine atol
gmugiéguu&%ﬁﬂlﬁéyg Hﬁ%’%g oup lgmnﬁuptl onal %S%ﬂr}ggd m
in #s4-gositiam 3 al kyl ene bridge and/or being optionally
bridged by a linear or branched Cl.3al kyl ene bridge
and bei ng unsubstituted or substituted with 1, 2, 3, 4
a naphthyEgrou svhich maydel banded viea meghyeneaer ethyibne groupe
group consisting of F. Cd, Br, linear or branched Cr3
al kyl , linear or branched C1$ al coxy, -(C=0-H, -OH

a Benﬁlb]ﬂ'llaﬁhenmﬁ&p, whmmommstmtemun@mamme methyl
20051001658, , R12 resents a |linear or branched:

grougign@)wp &Hﬁﬁecglﬂm?ﬁ ¥ heteroaryl group selected

fromthe group consisting of phenyl, naphthyl,

o ey i, WA ool il e 8 S s tkfonss
indaﬁéﬂdé%ﬂ? Bé’leémhlﬁdm @#ojroup ednsistingeata methwgﬂlupr sh ethwl group
ﬁa%p group being unsubstituted or substituted

and g; 4 or.5 substituents independently

sel ected from the group consi sting of F, d, Br,

| i near or _branched C1$ alkyl, line or vﬂhChed Cl.
an inaidazols, 1-hithisgple gEwp; \ghighpg,ophunally su s one::rrnore :
chiorine atoms,

_a thienylgroup, & furyl group, a.2,4,3-Benzothladiazole group, a 7,7-Dimethyl-2-0x0-
bicycio-[2.2.1]-hept-1-y] group, or a benzyl group,

R® represents a Cy.5 alkyl group, preferal:fly a methyl group, a phenyl group, which is
optionally substituted with one or more fluoring atoms and/or one or more chlorine
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substituted with 1, 2, 3, 4 or 5 substituents
i ndependently selected fromthe group consisting of

F, G, Br, OH linear or branched Cl$ al kyl and linear
“thp.'{nﬁ?ﬁ?ed Cl. 6- aicoxy), phenoxy (opti Ona%Hmpzmsmomss
[

st uted with 1, 2, 3, 4 or 5 subst tuen

atons; & BREA Bl WRBIGHY i ind REplialfsttieuReniat] bgoninale
" fluorine ataras ahdidr Gl oninoregh lonrgatofid3 pr a eﬁBﬁjR ulq!w - CF3,

- OCF3, -CN and -COOH and said aryl or heteroaryl
group being optionally bonded via a Cl.9 al kyl ene

R rap:@u@nts@r prmmqrbuh.anmbh gmﬂmnamasmsﬁmtmmh phegr mgre
|Q%nggﬁpnal bonaﬁg C1.3 al kyl ene bridge
ﬂu°ﬂ9ﬁ§¢ H§°W% B¥ by a linear or

branched C1.8 al kyl ene brldge and bei ng unsubstituted

or substltuted with 1 5 substi tuents
e s v Sl Bl # ety gk 878 PLPFH greyp.tich
is Dp@)ﬁﬂl? with onddéranéRetliorhe Gtdg shd/ok bne ar mare chlorine
branChed CI. O alcoxy -(CGO-H -0H, -CF3, =0, -OCF3,
atomsCN and - COOH;, R13 represents a linear or branched G s
al kyl group, an aryl or heteroaryl group selected
fromthe group consisting of phenyl naphthyl

uptumallsemonn pfionagl m@ﬁhﬁmwgm prsfoiably nanteMers of o

d%’%émfg%&waze an% pyrazo“easgmogrhyl or

stemmmmarwemwjpnmmm asdios dlastereamess, Nt mixingsEtlo, ora

corregippldify F-prce thefiadt o Bo e iniind i ine R R Ahigabonding

solvete tesrecfor branched Clsal kyl, linear or branched Cls
al ooxy, phenyl (optionally substituted with 1, 2, 3,
. 4 or 5 substltuents | ndependently sel ectedfromthe
: rivoerefenekdi arg sobstfutediazeiine Gbinpbundsef general formula [
che al and lin branched Cl4-
g '?:1? E‘gﬁ‘iﬁB’Q@(’t’ %“’f@“@g’tstututed with 1, 2, 3,

4 or substltuents Independently sel ected fromthe

s 4 ﬁ&ﬁ%ﬁ%@epﬁaﬁv s wshRre P BB
I,

- -CN and --COON and sai d
aryI or” heteroaryl group belng optional |l y bonded. vi a
a C13 al kyl ene group; or a cycl ohexyl group, said

Jg }db O (B 4£ehi8 ryhaabthyT-20ReteHazetii 2.2-
d nd/ or being optionally bridged by

I|n cefpmidthed C1.3 al kyl eno bridge and bei ng
unsubetituted or substituted with 1, 2, 3, 4 or 32 WO
2005/077897 PCP/ EP2005/ 001658 5 substituents

' [Bhddﬁsﬁ&édtm;&@eﬂmmwmethﬂ] grarthykazedind-wamine.

Br, linear or
[4] Hexanoic ack {1-]bis-(4-chloro-phenyl}methyl]-2-methyl-azetidin-3-yi-
amide,

[BI N-{(2S, 3R)-1-[Bls-(4-chIum—phanyl)qnemyl]-z-memyl-azeﬂdin&yl}-dmﬂunm-
benzenesulfonamide,
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branched Cl -6 al kyl, |inear or branched C e al coxy,
-(C=0-H, -OH, -CFO =0, -0CF3, -CN and - COOH;
optionally in formof one of the stereol soners,

y enantionmers or diastereoners, a
Wl fibGHARY PEREER osose

or | fmof a mxture of at | east two of

Bl o sl et R [FeroRbhelrmmetnvie:
NO?ﬁéthdeﬁtrdmia-ylpanMeespondr ng salt thereof, or a

corresponding solvate.thereof. Particularly preferred
are corrpounds of general formula I, t 8 :~x: |

SRRHGId acid {WHH gsle4-chicka-phenyl)-methy(]-2-
rmno thrﬁstrt edwwgth a hal ogen atom preferably a -
chl &n¢ MiAe;_ position of the phenyl ring,

R2 represents a phenyl group which is

nono- substituted with a e atom pr ah

[Bht Gutane el AGE LS SRE LB O cHioR-REO LR 3 Guothyk
RO rgRiid ﬁ#é near or branched, unsubsttluted Cl-6
al kyl"group,” pre erably-a nethyl gip, R+ represents a
hydrogerr atom R5 represents an - O SO R6- moi ety, an

o[ SRS R g R R i o

PCT/MB&MEB. Re represents a phenyl ring, which
I's optionally substituted with one 'or nore hal ogen
atons, preferably one or nore fluorine and/or one or

[y Namﬂmléneez-sumc aéid {ham—le{hia-t(é—chm-phampmemyll-z- :

brancr{ﬁg_ Cl di vﬁﬁ%ﬁﬁ? a linear or branched.Cl-5

al ky ﬁ o rat | east partially fluorinated,

a C9..5 cycloalkyl group, or a phenyl group, which Is _
ional | st.itut nor.e hal o

L s S b e s ool R 2

a | izzefdin@ylkampehed Cl1. 5 al kyl group,

[12] 4-Acetyl-N-{irans-1-[bis-{4-chloro-phenyi}-methyl}-2-methyl-azetidin-3-yl}-
benzenesulfonamide, '

[13] N-{trans-1-[Bls~{d-chloro-phenyl-methyl}-2-methyl-azetidin-3-yi}-4-(4-
bromo-phenoxy)-benzenesulfonamide,

[14] N—[transd—[Brs—(4-chlom—pheny|)-maﬂ1yl]—2—rnaﬂ1yl—azehdrn—3-yl}4—
methylsulfonyl-benzenesulfonamide,

[15] 2,1,3-Benzothiadiazole-4-suifonic acld {trans-1 JJbis<(4~chlcra-phenyl)-
-methyl]-2-methyl-azetidin-3-yll~amids,

[16] 5-Chioro-3-methyl-benzo[blthiophene-2-sulfonic ack {trans-~1-]bis~{4-chloro-
phenyl}-methyl]-2-methyl-azetidin-3-yl-amide, -



LR AL R e i SRt PR PR e B o s i e g DRI ol r T o e ikt B Ul L LN L P PL P PR i P o= A} AT o T el b AT

a phenyl group, which is optionally substituted with
one or nore subetituents independently selected from
the group consisting of a fluorine atom a chlorine

BB Ton o 25007l G g
h J . [ j L, |

A el R o 5 7™
whi &R E]thl Om:ﬁ\eﬁ)ylkaﬂewmm-tmyémm or et hyl ene group,

a BenZOJ phene group, which is optionally
substltuted with one or nore nethyl groups and/or one

Mid?@bh L2 m@tisykazetidin-Ghy -3, 5-
[@?}tﬂ g%’ggtltut ed ‘vavllflst'1 one or nore substltuents
I nddﬁ@lﬂﬂ@%ﬁ

asgider om t he group consisting of a
met hyl group, an ethyl group and a phenyl group, an

i mdazo[ 2, 1-b]thi azote group, which is tionall
(46 @ hianhhalons-1iy+ofanamafaieacis firans-abia-draoropheny)-

t hi I é a2, 1, 3- Benzot hl adl azol e
gr oﬁ%ﬁ%%%&%ﬁ?%&zﬂ%ﬁo Di cycl-o- [2.2.1] - hept 1-yl
group, or a benzy] group, RO represents a Cl.6 alkyl

e T e T

f 1 uemathndsutfomamideyd/ or one or nore chlorine 34
W). 2005/ 077897 Peri EP2005/ 001658 . atonms, a benzyl
group, wherein the ring Is optionally substltuted Wi th

hI trmtr-e-[Bi&l{mldm-phemmeS Eﬂ-nmﬂwlo-azetmm-e-yl}-ﬂt g
chl orin ie represents a
_phefdm [ E’tgy'gél'ﬂ" &é%PF%‘HETW?%@?ﬁﬁE’d with one
or nore fluorine atons and/or one or nore chl orine

1
atorrs i re‘P_raﬁf%T%;@aﬁg aa%l ag@ﬁi _ﬁq_?e Sr_ageé] 3
Subﬁétﬁ fide, nore fluorine atonms and/or one °

or nore chlorlne at ons, optionally in form of one of
the stereoisoners, preferably enanfl omers or

lg?la?‘ggg‘?""-“{lﬁﬁﬁlg# ach Eﬁ@«%ﬁéﬁyl ey LR B2 R4 O

stere0|soners preferably
enaﬂﬂb@%@@ﬂﬂﬂ&@%reomrs in any nbdng ratio,
or a corresponding N-o ride thereof, a corresponding

salt thereof, or a corresponding
[24] 1,3 5-Tnmeﬂ1yl-1 H-pyrazole~4-sulfonic acid{ trans-1-{bis~(4-chloro-phenyl)-

methyll-2-methyl-azetidin-3-yl}-amide,

[25] Benzo[blthlophene-3-sulfonic acid { trans-1-[bis-{4-chloro-phenyl}methyl}-2-
' methyl-azetidin-3-yl}-amide,

[26] 5-Methyl1-pheny-1H-pyrazole-4-sulfonic acid { trans-1-[bis-{4-chloro-
phenyl}-methyll-2-methyl-azefldin-3-yl}-amide,

[27] N-{trans-1 -[Bis-(él-chlom-phenyl)—memyl]-z-methyl-azahdlnnS—yI]-N-rnemyl-
4fluoro-benzenasulfonamide,

37
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sol vate thereof. Mst particularly preferred are
substituted azetidine compounds of general formula I .
gi ven above selected fromthe group consisting of ,[1] :

- benzenesul fonl ¢ add 1-1trans-bis-4- i
wg)-%h%ﬁ)r’/ﬁfrret hylj-2- methyl -azetidin-3-vyi FéP)EP{u%mmass g
(ﬁ.ﬁ-&@@%& é—ﬁﬁélﬁ{l}%paﬁ‘?gﬁﬂ-mgthyhazeﬂdln-a-ylm-ﬁ-ﬁum

tri fHenzylp4duefibenzencpaifonamide,
(2S,3R) - 1-[Bis-(4- chl or o- phenyl ) - net hyl ] 2- net hyI ‘

t[din-3-ylam ne, ]4] Hexanoic add
?Q} [w{wmmuhhrmwmwmw-mmmemwmw

F@@%’E@%@@"@E’iﬁﬂ or o- phenyl } et hyl ] - 2- net hyl - az

etl dl n-3yO-4-fl uoro- benzenesul f onam de, 35- WO

B Y Hears e Ghpe B et Fmethykazetidin 3-yi-N-

{ ( 2§métRyisuighaingt}d4mrdid-DeAzdtaeolidnamigby| ] - 2-

nmet hyl - azet'i d| n-3-yam.de, [7] Cycl ohexanecarboxyllc
acid {(2S,3R)-i-[bls-(4chi onrphenyl }rret hyl ] 2-

amd* g 3%&@” %cﬁﬂﬁg‘ep enyl}rret hyl ] - 2- rrygwwyl @

azetflu nagiide), [ 9]
N-[(ZS SR) - 1- [BIS (4chl om phényl ) - et hyl | - 2- et hyl - aze
tidin-3-yl)-3,5- d fluoro-benzam de,

[£710] H*I-E(Hamd{Bm@mmmmm-methvﬂémet;wmzeﬂdm%m fluoro-

et Wl}&? gl n-@-%y%“;&! gmpggnyl[ }12}9t rE]Bly:o]heﬁyl - - sul fonl c

aC|d { trans-1-[Dbl s-(4chl oro-phenyl)-nethyl]-2-nethyl -

RNRER R Pt SrmetvE 2 ety sEteim Sy

et h)Henamﬁsutfonmﬁldp) - benzenesul fonanm de, [13]

N-(trans-1-[Bl s-(4-chl oro-phenyl } net hyl ] -2-net hyl -azet .

| di n-3-yi }4-(4- brono-phenoxy)-benzenesul f onam de,
optiopally in form of a corresponding N-oxide, a comesponding salt or a

comesponding solvate.

In another aspect the present invention provides a process for the preparation of
substituted azetidine compounds of general formula | given above and comesponding
stareoisomers thereof, according to which at [east one compound of general formula
I, '

R1 s
R H
RB
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[14] N-{trans-|-pis-(4-chloro
phenyl } net hyl ] - 2-net hyl -azetidin -yl.r4
nmet hyl sul f onyl - benzenesuf f onani de, [ 15]

zot hi adi azol e IEP20
“ﬁﬁ) ‘-‘2‘1 ?ggd{trans | 4bl s- (4chl or o- phenyl ) - FCT 05A001658

h
wopTAT K Pt inhon G s oty

comnpeynchef gengrl formuia Kn's wherein R° and Faq have the

o S DY BB B pesh oo Pautai
reactBn mediumyiapiionglly, in thea presanes of = @,ant pae basedpyleld at least one
compe o e ot (el shove, wherpin S roprosants gp 0-8pg "
moigty 6r an —0-CO-R] (-A{,mr':?ty and gpﬂm}a}!ly p:uri]fylln]g azndlortor?tlrmally ltsolgtmg
i s-(4chloro en ne ne azetidin
smd%ﬁ%yhdﬁéﬁ di chl or o- bgnzexesul f oxam de, ] 1%)
2- Nﬁghlt hg})ene%lﬂ Xflgégﬁ ganﬁzglgf%m c acid {

easgne o neg fompounds,jwherein R®
reprﬁ;;hm ; B)-R° g#ﬁi‘ﬁ Lor QORRY fi'gdn tleii;]d:te:fj wlt?:mmgla fo yleld
a cofnpyind 1 G9rer formik ﬁpﬁﬁw@ﬁ’g’n%hwn# B oien. o

upﬂoﬁall??ﬁhfkfmgéﬂﬂldﬂ lopti E\l?ﬁdﬁhng said compound(s),

0X0- bi cydo
] kept - I yl }-met hyl sul fonam de, [22]

&ERAst one'if cCafaie Men 5
transh@ (bi's- chI oro phen ? ﬂr?el'lteﬁyt?o]mpomds wherein R

repwnl@qm DH-ma leasi on¢ gompaund of general formula
X“—GUFT’”&‘-@C{;— R o ﬁ% gﬁ%ﬁ R"’Eﬁ“ and R have the meaning given
a vpmdcb’(y%and msu@b&aﬂeamng [apaups] inea Beaptipnmeadium joptionally

in tl'n%"PanS %?{) Ié&kkjfoﬂﬁib%rsg% eld p\compound of general formula | given
aboverwhetein RS raprésantsan t-Nﬂl-aDgawe:m] ahe-NH-5CR-moiety or an—

R B ReL A SRR Bl Rl o, and optionaly i
and/omipiiphallziettatimsdld yompeond(s), [ 26] 5- Met hyl - 1- phenyl -

H pyrazol e--suffonlc acid { trans-1-[bis-(4chl oro-

phenyl )-met hyl ] - 2- net hyl -azet| di n3-yl ] -ani de, [27]
and dptiohainat lbasteine-cofmpohdiod geleralfomomtiwhirelh RE rdprbsatean
_NRYEDD R Yidie tyv%tﬁwrepraaanﬂng a hydrogen atom Is reacied with at least
one compound of general formula X°-R, wherein R® has the meaning given abave
except for a hydrogen atom and X2 is a leaving group, 1o vield at least one compound
of general formula | given above, whereln R® represents an -NR®-802-R"-moiety,

and optionally purifying and/or optionally lsolating said compound(s),

or, according to which at least one compound of general formula Hi,
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4-f| uor o- benzenesul | bnam de. 37 WO 2005/ 077897
PCP/ EP2005/ 001658 [ 28]
(trans-1-[Bis-(4-chl o"enyl } net hyi |
azetl dl n-3-yll-N-(4-guoro

“é’enzy‘?’ -1 uor o- benzenesul Fonan{ de, [29] PCT/ER2005/001658
N-{trans-14Bl s- (4
chl or o- phenyl ) - met hyl | - 2- net hyl - azeti di n- 3-yl ) N- propy
w fl uoro-benzenesul f dghni de, [,301
N-(trans-1-[Bis-(4-chloxo-phe
[ dl n-3-yl} N (et hyl sul
4-f | uor o- benzenesul f onafn
N-{trans-1-[Bis-(4-chl I'l-2-nethyl -azet
idln 3-yil-Nbis (4- fluoro- be zaenesul ronam de), -
[ 32]
N-{(trans-I-[Bis-(4-chloro- phenyl) net hyl ] - 2 net hyl -
etl di n-3-y4fl uoro benzonesy f onam de, and [ 33]
N-{(2R 3S)-1-[Bis-(4-chl oro-phenyl } net hyl ] - 2- net hyl -
etidin-3-yl}-4-fluonr benzenesul fonam de; optionally

wherbll R 5prebont,  PLaraRs ARl Snd RO Hive g el fhove, i

oxldlzétbtqmddmieashmmmpmmdwﬁ gmgral fqmmxl&ﬁé for the.
preparation of substituted azetl di ne conpounds of -
general formula I gi¥en above and correspondi ng
st ereoi somers t hw according to which at | east one
conmpound of genenm WNor mul R4 H Rs 1l 38 W
2005/ 077897 PO '/ EP2 in R to Ra have
eacted with at | east one
X1SOrR6 or X2-CO R',
ni ng gi ven above and X
ving groups, in a

thy!]-2-nethyl -azet

t he neani ng gi ven
conpound of gener al
wherein R and R' have the
and X2 represent suitable |
sui tabl e

v

whereln R'-R® have the meahing given above, which is optionally purified and/or |
optionally isolated, and reactad with at least one compound of general formula R™H,
wherain R represents an —NHz-molety or an —NHR®-moiety, wherein R° has the
meaning glven above the resuﬂ:mg compound ls optionally purified and/or optionally
isolated and npﬂonally reacted with at least one compound of general formula
X3-CO-R7, X4-80.-R® or XP-50--R™, wherein R7, R® and R'° have the meaning given
abova and X®, X* and X® represent a leaving group, in a raaction medium, optionally
it the presence of at Ieast one base, to vield a compound of general formula | glven
above, wherein R® represents an —NHz-molety, an -NH-CO-R’-moiety, an —-NH-S0z-

RE-moiety, or an -NR®-S0-R%-moisty, which Is optionally purified and/or isolated.
Said inventive process Is elso illustrated In the following scheme 1:
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reaction nedium optionally in the presence of at
| east one base, to yield at | east one conpound of
general formula |I given above, wherein R5 represents

n -0-SrR6- nmoiety or an -O-CO R'-noi ety,
W@ﬁ?@%gﬁ%y purifying and/ or optionally isolglgnﬁlém%éogima3

ound(s), and optionally at |east. one of these
Schemg/ic

nment i oned conpounds, wherein R represents an
-0OSOx- R0 or an CO-R11 noiety, is reacted w th-anmoni a,
to yield a conpomid of generdHformula |, wherein R5
represents an --NH\nol et optionally purifying -
and/or optionally i ' ai d conmpound(s), and
optionatly at |ea atom nenti oned
conpounds, wher ei ts an -NHrnoiety, is
reacted with at | eags und of general fornula
X3-COR, X (SD [ I
have the nea g given above and and X5 are
suitable |l edving groups, in a reactio di um
optg‘lonally [ ke presence of atplheast one base, to
yi el of general fornu [
Wwher repXesents an - NH CO- R7-

Xl

and/or opti aI I y | sol ati ng said conpoundfs), and
opti onal t one conpoundyof gener formula t,
wherwithR Qﬁﬂzﬁ ots an -NROSRLO-npiety with RO
repr esent i GOLBRIr ogen ‘atom I's f[efficted with at | east
one conpound of general fornulaXp-R9, wherein RO has
the meani g gi ven above excipt
and X6(H)s|a | eaving group, tovyiel east one
conpound Jof general fornmula /gl : ve, Wlerein R6
represent® an - NRt SO R1D- noigsy, j onalll y
pur:,fyl ng and/ Qr,optionally Tsolatin
fWizaccording to which gt |east dne
ner al formula Il 5@9% 3005/ Q77897
H

681658 R1 -N ) With'iRs

RB
- R Y R
{c} - >
R? H
R! R®
with R® = -NH-SOZ-RB
or -NH. co-R’
g2 O\ (@ or -NR*-0,R'®
R3 . _ R1 RE '
with R® = -NH—SOQ-RB N
or -NH- CO—Rm RZ R
or -NH-502,-R _ R

with R = NR“-so R0
R¥=H
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wherein R4 represents a hydrogen atom and R -R3 have
the nmeani ng gi ven above, is oxidized to yield at
| east one conmpound of general formula IV, O R3 IV

' -R3 have the neanin i ven above, ' '
“@&?@ﬂ?ﬁg y puri f?/ed and/ or | ogt ?Io\r/lal 'y I\éol g&@/&ﬂ%é@mﬂ
t ed th at_| t f
Profpabp sioh, A sep i asp SEuaPe R e e b in BREBEMord BB
solveﬁ&"ﬁ@réﬁ?ﬁﬁh Yreditifil ShitbRYsbtadnts Ilmzlucmmtlm ngi liritedatoov e,

the resultin oun Is o tlona ur| d ang/ or
halogaates arFigrati ehia ans,stieh gl igrieliahe or

dcfdtitie dHtblineRalB c@f:h@@r!-ﬁh |asfteli'éﬂydi9ofu?é?lec@ exane, or 1,7~
cthX4 SO R6 or nggi&-“ R a, wherein R/, R8 and ﬁave he

dimermﬁﬁgn@ Reactionsemperatireas, wolbashe dusaliaridie Feacion niay
L
o 5, i S o b

for aqfivagereaction may beldetenmipaddhy carnventionalmatheds kaown to those

ts an -NHrnolety, an -NH CO R7 noiety, an
shlldrcﬂﬂit@%ﬁﬂ R8- noi ety, or an -NRSOr R o- noi ety which |s -

Prefempad reaation tamperaiuess aned-30 "Csprefarably 1528 - iSuitahlei regction
tmeR 5RERR kb inalth) IEb IO BRI 0009, ST

RZ Ra R 5R O R R R 33 VMthR5208C)2R6 or
suitsbis Badds for uein e (&) itdlde ShyBfic bases such as tristhylamine or
pyridine as well as inorganic bases such as sodium hydroxide or potassium
hydroxide. Mixtures of one of more organic bases and/or ona or more inorgatlc
bases may also be used.

The lsaving groups X' and X? may be of any type known to those skilled In the art for
this type of reaction. Preferably the leaving group is a halogen atom, more preferably
a chlorine or bromine atom.

Suitable reaction media for the reaction with ammonia according to step (b) of
scheme 1 inciude, for example, alcohols such as methanol, ethanol, isopropanol or
mixtures of at least two of these alcohols. The ammonla is preferably added as a
concentrated, preferably aqueous solution. '

Reaction temperature, pressure ss well as the duration of the reaction may vary over
a broed range. The optimum conditfons may be detetmined by conventional methods
known fo those skilled in the art. Preferred reaction temperatures range from ambient
temperature, i.e. approximately 15-25 °C to the bolling point of the reaction medium. _
Suitable reaction times may vary, for example from approximately 10 minutes to 3
days. Qhviously the reactlon n‘]ay also be camied out in a reactor at elevated
temperatures and pressure. Preferably compounds of general formula 1, wherein R®
represents a —0-8OR%-moisty with R representing a methyl group, are used in

step (b).
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R H2 3 wth Rya -NH2 R2 R4 or -NHRO R Fe t~) RZ
}{ RL3 with RS =-NHSX®R2-R or -NH COR7 RZ R4
\'(d) or -NRRSOCRL R3 R RS wth R5 -NHSO2-4e or -NH

7 RO R4 or-NH-5C2-RL 9 with RS = NR9- 8Q2-E
“’%"%’%%311 WD 2005/ 077897 PCT/ MDO5/ 001658 é’%’?‘?#’%ﬁ"i‘/ﬁs
st e 1,R0: ' i

The Giachat @bpS [ 4 (Bacdirdif B Sctlon 1 55y 21858 ¥armed Ul nder

convantiofeh tenditiorisuamewn it tiose skilled|in the artt A suitahle tapstion medium

s Tk B SR B o e

et hers, such as tetrahydrofurane, 1, 4-dloxane, or 1.1-

Suty SRVINS AR ik bR eTE Tetonbfbo; PretpbiyBhicrigtea.
orgaié SoR@hisSUEh iR aidHIcramistEm aridhicrofante enddinbanomdydlic ethers,
s IO BARYCGHUTANFR d HoMo TR i ' IRV SRTP) BRI e

. temp%@;rapése&sn 5€ the @BEHAPEE the TBALOh Widlbvety OvEr 3Brdad range. The

erably 15-25 T. Suitable reacti-on  tines ny ar
optinnuIm o fon By resctan maK be dstesminariby corertignal methods
knowtFfRah kil the SitSPreféhed RabitifieRipdfufec Re 3G HCh
as triethyl'dam ne or ) ] .
preferably 15-25 °C, Suitable reaction imes vary, e.g. from approximately 10 minutes

to 3 days:

Suitable bases that may be present during reaction steps (¢} and (d) Include organic
bases such as triethylamine or pyridine as well as inorganic bases such as sodium
hydroxide or potassium hydroxide. Mixtures of one or more organic bases and/or cne
or more inorganic bases may also be used.

The leaving groups X°, X*, X° and X® may be of any type known to those skilled In the
art for this fype of reaction. Preferably the leaving group Is a halogen atom, more
preferably a chiorine or bromine atom.

The preparation of compounds 'of general formula IV according to step (¢) of schems
1 may preferably be camled out according to the literature publications of Katritzky et
al,, J. Heterocycl. Chem., 1994, 271-275; P.R. Dave et al., J. Org. Chem., 1996,
61(16), 5453, Synlett. 1991, (11), 783-784 and Axenrod et al., Tetrahedron Lett.,
1993, 6677-6680. The respective descriptions are hereby incorporated by reference
and form part of the present disclosure.

The respective compounds of general formula R®H, wherein R™ represents an
~NHz-molety or an ~-NHR®moiety, wherein R? has the meaning given above, are also
commercially avallable or may be prepared by conventional methods known to those
s'killed in the art.
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pyridine as well as inorganic bases such as sodi um
hydr oxi de or potassium hydroxide. M xtures of one or
nore organi ¢ bases and/or one or nore Inorganic bases

“@ﬁﬁuﬁﬂ be used. The | eaving groups X1 andP?ﬁ¥ﬂﬁy
fany @pe known to those skilled In the ar orsmB?&m
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tenperature, pressure as well as the duratien of the
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enperat ures range from ambien erature. i.e.
reacHRLITEY PRl Inast BcRer IR Phede N 1o thise illed in the

art. Prafiiiddi8atiRm tifiporabixie ik 6-305TC; ipreferdbiys-2684C, var y,
for exanple from approximtely 10 mnutes to 3 days.

Qobviously the reaction may al so be carried out in a

.9@5?*.&5 ?..azgt t B A B propared

The refer a% y c@@uﬁwgggﬁﬁﬁﬁgﬁﬁn{%gnl, V\heir”gi n Rs

amm&m&g&mbEMmi ety with R6 representing a
met hyl group, are used In step (b). 42 WD 2 0- .
05107789 7 PCE/ &P2005/001658 The reaction steps (c)
and (d) according to schene | may al so be carried out
under conventional conditions known to those skilled

- In the art. A suitable reaction nmedium used for these

reaction steps’is preferably conprises one or nore
organi c solvents. Suitable solvents include but are
not limted to hal ogenated, preferably chlorinated,
organi ¢ sol vents such as di chi or omet hane or
chl oroforme and linear or cyclic ethers. such as
t et rahydr of urane, 1, 4-di oxane, or
1, 1-di met hoxyet hartie. Reaction tenperature as well as
the -duration of the reaction may vary over a broad
range. The optinmm conditions for a given reaction
may- be determ ned by conventional nmethods known to
those skilled In the art. Preferred reaction
tenperatures are 0-30 C,



preferably 15-25 C. Suitable reaction tines vary, e.g.
fromapproximately 10 mnutes to 3 days: Suitable
bases that may be present during reaction steps (c)
wi ¥dodiddget NCl Ude organic  bases such as trl epBykibidies
or pyridine as well as inorganic bases such as sodi um
hydr oxi de or potassi um hydroxi de. M xtures of one or i
nore organi ¢ bases and/or one or nore inorganic bases
Schemag 22l so be used. The | eaving groups )3, X4, X5 and X6
may be of any W known to those skilled In the art
for this type of reaction. ®Hably the | eaving
group Is s-a hal ogen atom/nore preferably a chlorine
or brom ne atom The rati on of conpounds' of
general fornmula IV afcordi'ng,to step (a) of schene 1
may preferably be cRiried ol accordlng to the

literature puyfications of. Kat tzhy at al., J.
Het er ocycl . ,y§9ﬁr911994 271- 27 R Dave at al ., J.
Org. Chem, 96, 61(16), 5453, Sy 1991, (11)

783-784 and Axenrod at al., Tetrahe on H 1993,
6677-6680. T pective descr b e hereby
incorporated by reference and for of the
presen B¢l osure. The respective/ conpounds of
gener l;a RAH, wherein R 5@&%repres@tts an
-NHrﬁbIety faan - NHRO- noi ety, whereiyn RO has the

meani ng gi ven above, are also commerkially avail able
or may py epared by conventi onal hads known to
those skiljed In the.art. 43 WO 200Mr7897

.Peri EP2005/p001658 Preferably st (f§ according to

schene 1 is cRYied out In one of\nore organlc
sol ViRt s as rgaction nmedi um such a at ed,
or gani c™gekwgnts |ike dichloronethane ioraforne

and pref e i n_i¥e presence ofgisodiaim

tri acet oxy@or ohydride and acetic acid, or in the
presence of H2 and an al cohol such as nethanol and/or
et hanol as a reaction nedium Reactdon tenperature as

wel | t he ration of the reaction qay vary over a
br oad ange Jh optinun1reac$i t erature and
duratio ion for a give reac ioqgﬁay be
det er m#Aed by c ventlonal nmet hods kn t'0 ®hose
skill in the 1Preferred Rgct i @2 tenperatures

are 0-30 C, prefera ly 1?:;f>2:

In Scheme 2 the substituents R™-R* have the same meaning as deflnled abave and X
represents a halogen atom, preferably a bromine or chlorine atom.
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The substituted 3-azetl dl noi conpounds of general
formula Il may be prepared according to schenme 2
gi ven bel ow. 44 WD 2003/ 077897 PCFlI EF2003/ 001658

SE%@ Of R3Re Al X OH 34 RS 4R ag:_,%;é B3
“@ hggcctﬁé\s N%l%ugrﬁ'tzmmmaé/ ) |'Fl I F
ﬂ@ﬁﬁﬁ@% (41810 b BBbndS;i08h sl Sl ARl or

Afa‘nerﬂabhocoada sehenes 2@% commereitiynavalable@nd/or

mayﬁ%w 077 P %ER/DOS/'OOéGSQ!S The St | tlﬁiqcﬁnl%eart.eg by

redu%‘iff'ﬂi’é chiféspondRgldaftioriyl &fip d\lrftndiﬂﬁh sﬂltﬂlﬁlededmﬂﬁg)ﬂgant
schene are commer ci al Iy va| | a l and/
such aeEHMEBIA BB PydR SRELT Flrssd Thlessenation

correspondi ng car bon ound wi'th sui tab

. as dedtlibbE Gor @d‘:fe%toa LBtors! WTGZ(’ZMPHW Tetrahedron,

1984 010 TA95=110G . Ot e 4R, A 222N Hy . Ghem. Soc.,
20015 P9 88D BPF8 Bk $764-68 1 R0y S8 ch. Bedr CHRAFrheb, 132(5-6), 522-

30 (1995); Tetrahedron Lett., 43(49), pages 8893-8896 (2002) and J. Natural
Products, 65(6), 202-808 (2002). The correspanding descriptions -are hereby
incorporated by reference and form part of the present disclosure.

The halugénanahed alkenylens compounds used as starling material for reaction step _
B and B1 are commercially available and/or may be prepared from the comesponding N
hydroxy-slkenylene compounds using a suitable halogenation agent such as thionyl

chloride, triphenyl phasphin/carbonteirachloride, bromine, hydrobramic acid, triphenyl
phosphin/carbontetrabrornide, phosphor tiibromide and others described in the

literature, for example, in Chem. Ber. 123(12), 2387-94, 1990; J. Am. Chem. Soc.,

111(9), 3363-3368, 1989; J. Org. Chem., 63(25), 9565-68, 1998; Heterocycles 32(5),

965-73, 1991; Farmaco, 44(12), 1167-91, 1989; Synthesis, 8, 598-603, 1989; and J.

Med. Chem., 33(3), 208-18, 1990. The comesponding descriptions are heraby

Incarporated by reference and form part of the present disclosure.

The reaction steps A, B and B1 may be camied out as described in Higglns et al., J.
Heterocyclic Chem., 19741, 8, 1058-1062 and in US 5,073,846. The comesponding -
pa:ﬁuf the descriptions are hereby incorporated by reference and form part of the
present diaclosure..

Reaction step A Is preferably camied ouf In an organic solvent such as
dichioromethane, chlorafom, carbontetrachloride or mixtures thereof as reaction.
madium. '

Reaction temperafure as well ﬁs the duration of the reaction may vary over a broad
range. The optimum conditions for a glven reaction may be determined by
cenvantional methods knuwﬁ to those skilled in the art. Preferred reaction
temperatures are from —10°C to +30 °C, preferably from G°C to 25 °C, more
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as described, for exanple, in Catalysis Letters, 1999,
62(2-4), 175-177; Tetrahedron, 1984,40(7), 1195-1198;
J. Og. Chem. 1999, 64(7),2582-2589; J. Am Chem

ol 21 L S S (e
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sevemll‘mﬂmpMEMIﬁaxnﬂtpEMare hereby incorporated by
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aque%ubfsamen eph DRsE JirbfeRaliy Slbotdd Gidnfthel grbop tbnsisting of an alkali -

chiorid trlphenyl hos rln/c rbontetrach orl de,

metal Seoh pe dhwura@smhqr patassium, ungakyigerous sting.
phosphln/carbontetrabron1de phosphor tribrom de and
others described in the |literature, for. exanple, in

Readtiostemparatureas(vel) as thegiurationof g reactionmayvasy 0w @ broad

anal 4 g oa cobn r 3 368 o3 i emined o

conveationat methnrisiknownite thase skileddn ey et Hyefarredgeaction -

tompfi o o1 o o B RGRL o1 32 et Wi, iy

from 158G ip 25 ACeBuitgble edaxtiom Umes vanyf foommafem miutes e severst hours,
di scl . reaction steps A, B and Bl nay be
m%%ﬁ%ﬁ‘u%fﬂaﬁgﬁ@escrl bed In Hggins et al., J. -
Het erocyclic Chem, 1971, 8, 1059-1062 and in US

ReacloB S4r i areirabiooaiag i Hina 3Pltdhior Ppisiang aoaptsucr

as pérabaidid, ridchidne paitionasio acid) NGBmmsueclnnﬁdG@t'thHllk&tep A
Is preferably carrled out In an organi c sol vent such

as dichl oronet hane, chi arof om -carbontetrachl ori de or

The Sesbtidisl dohfjoand |33§bthméﬂ1by<lﬁnylng&ﬁﬂ veBcHBR 86dp @) according to
tenperature as wel durati on of the reaction -

the meihodadescsibed lratf@rlmww an@@aﬂqueofo\dtﬁ WHRICh2ng: FBeR..
1991, 86(23), gsmm*mavtn C@aéfmérhﬁ cﬁﬁtsh&hn 61@617 32, 2972, Kafrizky et

¢onvent I onal known to "t hose sk ed i

al., JaHﬂteer@i &heau 198&02?%3754%%9&3@ et %lsJ-a@@ ﬁh@m ‘h% to

S1(18) 8473 90 55 RS AL T, FagPoing deBBAACAS e inodorated by

reference and form part of the present disclosure.

The corrasponding amines of general formula C(H)(R'XR?)-NHz are commercially
available and/or may be obtained according to scheme 3 given below:
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(,- preferably fromO Cto 10C. Suitable reaction
times vary froma few mnutes to several hours,
preferably from3 to 8 hours. Reaction step B Is

y carded out by dissolving the edu j
“E{Jﬁ@g’?@l’reacti on nedium preferably a |i ng{,;{}sg%oﬁséilromss
sI‘;hsucl;;‘, as diethylether, or a cyclic ether, such as
Q'E? ahydrof uran, 1,4-dl oxane or 1, 1-dl net hoxyet han,

and In the presence of an aqueous sol ution of a base,
preferabl ygsel ected fromthe group consgsting ofyan

al kali nmetql _such as |ithi up2 sodium oY% pot a;'3| um
under vi gor %i rring.__Reaction_fenpera as wel |
as the durapion of the reaction may vary/over a broad
range. Ther®ptimum reaction conditions Réra given
reacti on nmay be determ ned by conventional yret hods
known to those skilled in the art. Preferred reaction
tenperatures range from 10C to the boiling fdoint of
the reaction mxture, preferably from 15C tjo 25 C.
Suitable reaction tines vary froma fewnmnutes to
several hours, preferably from3 to 8 hour éé%acti on
step 131 is preferably carded out in the prgs e of
an aoddl zj ng agent such as peracetic acid, [mchloro
per benzoigt aci d, BN-Bronsuccininide or the lilke. The
3-azeti dijhol fconmpou i s obt@Psmed by carrying out
reactio tep (cR?according to the' methods {descri bed
in theR iterature publicatns of ME. Jung¥J. Og.
Chem , "~ 1991, 56(24).6729-6736,_V.R Gaertner. J. Og.
Chem, 1967, 32, 2972, Katrizkye al.,_J. Heterocycl.
Chem 1994, 271-2%5, P.R Daye et a™ JRag. chem! .
19W (18), 54 and US 5, ,646i__ The \¢correspondi ng
descripfions*are|ff ncorporated by referenpce ant2form
part ofBrt he présgnt disclosure. The corggspondl ng

am nes of generall formula C(H) (RLXR2) - are
commercially avdd abl e and/ or may be obt ai ned :
according to schene 3 given below. 47 W 2005/ 077597 .

The feattion seas Az B2 008, and Elimay bEtafidd ouf abboring®
conventional methods well known to those skilled in the art. Step A2 is for example
described in Hallpour et al., Synth. Commun. 1988, 29(10), 1697-1701, A. Sasse et
al., Arch. Phamm., 2001, 334(2), 45-52. Step B2 is for example described In the
publication of Femandez et al., Synthesls 2001, (2), 239-242; Baruah et dl., Synleft,
1999, (4), 409-410. Steps C2a and C2b are for example disclosed in the publications
of M. Grisar et al., J. Med. Chem., 1973, 885 or Dejaegher et al., Synlett, 2002, 113-
115. The respective descriptions are hereby incorporated by reference and form part
of the present disclosure.
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'62 Br +1 QRa ".) RR R~ RC2b NHz Br RZ R2
The reaction steps A2, B2, C2a and C2b may be carded
out according to conventional nethods well known to

VR | ol b et ot Poyath: Common Felfgmseores
Aot Aspoct A fadef uofior B39 figBles B the fGDEaIEN B! ostutec

azetitinetdoenpopnds ot genieoal fommuta | gived @bowe and coreyponiding s

storegpieg floyad cpifoo EEMHEH o lest ope fipSiri ot Jefal formuia

v disclosed in the publications of M Glsar et al., J.
Med. Chem, 1973, 865 or DeJaegher at al., Synlett.
2002,113- | | S. The respective descriptions are

hereby i ncorporated by reference and formpart of the
present disclosure. 48 pAD 2005/ 077897

PCt / EP2005/ 001658 Anot her aspect the present
invention is a process ?§h’—k§? preparation of
substituted azetidine cpnpounds of- general fornula I
gi ven above and corresgghding is stereol soners

t hereof, according to whicly at | east one conpound of

general formula VR R2 V wherein Rl and R2 have the
nmeani ng gi ven above and Y represents a hal ogen at om

whersin R' and R2 have the meaning given above and Y represents a halogen atom,
preferzbly a chlorine atom or a bromine atom, is reacted with at least one compound

of general formula VI,

R*
e

Vi

optionally In form of a salt, wherein R?, R* and R® have the meaning given above, In
a sultable reaction medium, optionally in the presence of a base, and the resulfing

azetidine compound(s) Is/are optionally purified and/or optionally isolated.

The mmpnunﬁs of general formula V may be obtained acconding to conventional
methods skilled In the art. Some exemplary methods are lllusirated In scheme 4
given bslow:
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preferably a chlorine atomor a bromne atom is
reacted with at | east one conpound of general fornula
VI, 5 HR4 Rs VI optionally In formof a salt,

I
' , R4 and R5 have the nmeani ng give
W@% e reaction nmedium optionally in tﬁgﬁg?’)e{’gs nége}’s
hOf %base, and the resulting azetidine conpound(s)
Schemp s o optionally purified andlor optionally isolated.
The conpounds of general formula V may be obtai ned

according to conventional methods skilled In the art
Somerﬁwerrpl ary nethods are ||| R¥Bot&F-CHOscheme 4
b

gi ve el ow. - 49 5 . WD 2005/ 077897

PCP/ EP 0163 r:. Schene 4: Rl dfl-Br + R2-CHO =0
or R2/- “CHO + R2-Br - AS/C3 RIL OH-X R2 NORZ M
The ounds of general fornulRl.CMo+RAEr for

exa e, ,be obtained accorgrng to step AS of schene 4
by reduct]lion of a correspgnhdi ng ketone conmpound with a
sui tabl e |reduci ng agent_Such as sodi um bor ohydride in
a sufBablle reacti oB3npdi um such as-al cohol,

pr ef er ablly ‘'net hanol _/whereby the reaction tenperature
Is prefegably kep¥r in the range of 0C and .the boling
poi ntR,Pf the rea

i on n'eeéum 1
P
OH X

¢ (Va) R (V)

The compounds of general formula {Va) may, for example, be obtained accarding to
step A3 of scheme 4 by reduction of a comesponding ketone compound with a
suitable reducing agent such as sodium borohydride in a suitable reaction medium
such as-alcohol, preferably methanol, whereby the reaction temperature Is preferably
kept in the range of 0°C and the boling point of the reaction medum.

The compounds of general formula (Va) may, for example, also be obtalned
acconding to step B3 of scheme 4 by a Grignard reaction in a suitable Inert reaction
medium such as diethylether or tetrahydrofuran, whereby the reation temperature Is
preferably kept In the range of 0 °C and the bolling point of the reaction medium.

The corresponding starting materials for the reactions according to steps A3 and B3
of scheme 4 are commercially avallable and/or may be prepared by methods well
known 1o those skilled in the art.

Reaction step C3 of scheme 4, In which X represents s halogen atom, preferably a
chlorine or bramine atom, may be camled out using a suitable halogenating agent
such as hydrobromie acid, thionyl bromide, thionyl chioride, acelyl bromide, In a
suitable reaction medium such as acetic acld, benzene, tolusne, dichloromethane or
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The conpounds of general formula (Va) may, for
exanpl e, al so be obtained according to step B3 of
schenme 4 by a Gtgnard reaction in a suitable Inert
reaction_medi um such as diethyl ether or
%?ofuran, wher eby the reation ten‘per%?ﬂ"'rmém?s 01658
I

S i e ki e s o
to the Lhid PEntSIAE réddlioh Aeditim. r eact i ons according to

steps  AS and B3 of schene 4 are comercially
avai | abl e and/ or may be prepared by nethods well

The Fééﬁﬁﬂen bPaf IBaStDNE donigRAinG B GBkeral formMaA? biven aboes with st feast
schenme 4, In which represents a hag\)%en at om

one pepeuntefigeneral ferslay| may mean e o

reacll} B, i A O R e e
prefarvat. Sultbblertiages inchide organie hases suchas tHpthyisminerand iprganic

- basdisil e el R ORI fereh i Retpetiih Setontll, of

b
potatsianyiedide The reactien mmpasatie is peeierally in the pﬂngenoftambien%/

385 8 o g ol il T oA b may var
overgeiveadiradge.nul a V gi ven above with at |east one

conpound of general formula VI may preferably be
carried out in an inert reaction nedium whereby

The m?aﬁdséﬂﬁneta‘tfdrﬂhﬂwme be preparod fronethet dosrespénding
pr e@s%gﬂwmgj e bases I.ncl ude olrganl ch;igses such

subsgiut ing FomioLpds ptaenprldemaga Yl o
carbonates of alkali netals, preferably potassium
carbonate, or potassiumlodide. The reaction

tenperature is pf'éreNably in the range of anbient
tenperature to he bapi ng. poi nt of the reaction

medi um The.reai onAimes may vary over a broad
range. The conpoMres{of general

fggr mul a VI may be
substituted

A { general fornula VII.
‘N R4 VII by hydrogendlysisngref\erably in the
presence of pal | s= dn cadfbon powder, In a

Vil

by hydrogenclysis, preferably in the presence of palladium metal on carbon powder,
In a reaction medium such as an alcohol like methanol. Preferably sald
hydrogenolysis is cattied out at amblent temperature, Le. approximately 15-25 °C.
After the hydrogenolysie |s completed, compounds of general formula Vi are
praferably lsolated in form of a comesponding salf such as a hydrochloride or
hydrobromide salt.
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hydrogenol ysis is carried out at anblent tenperature,
|.e. approximately 15-25 C. After the hydrogenol ysis
I's conpleted, conpounds of general formula VI are

r y Isolated in formof a cor r espondj
“@u@ﬁ%@gg hydrochl ori de or hydrobrom de saﬁl&‘gﬁ%ﬁ
2005/ 077897 PCT/ 016 The
The GmEpUera Asheiel KRV BV IRy aP S ERARE e methocs
descibbd,ddrexaieple/ ih LISIS WBMWRI Erigola, LIM&d GJIEI'B46933LCBG

s01-B1a T taehunigs HE Saremabiptng Wers sty EheS In oftf of 2

mibxhir® df Glaﬁté?éoiénmw ThHe ﬁa&ifeﬂ*@éﬁﬁﬂmm@n‘mﬂa dbitained by

race respect | ve tI onergejgﬁ% cpﬁqn?rgqtgrtl&e lllgei?ce\mﬂ'?chural
enﬁgv& a&thlnéahbﬁﬁﬁéﬂ reBction dfthe c@i?ésmﬁaln\geﬁc@hm wkBOcHikm
e

agentey e descrbeddn e puRlcatprifa) FHGPRoHNosh o, 1ot 581 dfts-

421 Qo T rghlie T, e Chgry. W%E"@-ﬂ?“&?ﬁ?%‘ﬂ"

enarﬂnmﬁﬁ may alsorhsobiainediby asymmattie epgx @%thmﬁﬁrwesmndmg

ﬁ%llﬂﬂwéﬁg?ge oucg accor@ﬁ% to th

dascnbaﬂm'dhembhﬁtbad:f Sharplessptial.i 4. AmoGhem. 8pes 198,J02; 5974

5976)- A, Mardigl e B TE"&SE&‘- 2@9“55%95 (52%@ Vil sl

hydroperogide & the fBeserice diyitanbpe isopiioxide anddigthybemdlisopriopy

ttl tani ngsopropoxi de and diethyl or dilsopropyl.

tarirgta A5 s oxidant. The corresponding descriptions of
the afore nmentioned literature publ [ cat| ons are

The her eb d@%%& [ Iedugﬁﬁﬁfaleqrenc @gﬁgbbﬁgﬁgm

hereB Brpioisied by referdrue «pid are particf ive presantdisclosire.
reagents nay be necessary and/ or deS|rabIe The
i ntroduction of conventional protective groups as

Dunﬁyfthle Sedsies Hesiiadaibols hesroBaitiba bisehdivearonpsier of

known to those skilled In the art if the

reagguwnastm secenvalvandier desirpblanbie inrogurion.gf copveriional | )
protec9e BRuLE sl ax i rélfidval fndy e bérforeld b ibthod well-known

nmers, particularly €nantiomers or
to thosexsklladdptke 8. sai d ni xtures may be separated by
standard procedures known to those skilled In the
art, e.g. chromatographic nmethods or fractunalized
if the:sqhshhlted azetidine compounds of general formula (1) thermnselves are

obtained in form of a mixture of sterecisomers, particularly enantiomers or
diasteresomers, said mixtures may be separated'by standard procedures known fo-
those skilled In the art, e.g. chromatogrephic methods or fractunalized crystallization
with chiral reagents. It is also poasible to obtain pure stereoisomers via

stereoselective synthesls.
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with chiral reagents. It is also possible to obtain
pure stereol soners via stereosoiective synthesis. 52
WO 2005/ 077897 PCT/ EP20C6/ 001659 Substi t ut ed

azetidi ne conpounds of general fornula I, Wgc':'f
W ni trogen-atom containi ng saturate 0057001658

subglfi5:Ehdite oo o aepbt Ryl fafer Bl A horietom

conialifripsatiratdds dnéawtdmd ar dromiatic aungsl nidyaaisabe obtsingddn the form

of thgirdbsnles B mapio etk sk SR 3SR ne '

compounds of gener al formul a (I) st er eol soners

t hereof or N-oxides thereo erei n._at | east, one
In 2 fuios BRRPG aaEr T NYSEAT IS0 VRIS 3iPFapess 1peth8 preparaton
ofsélﬁgif%usétﬁﬁtad 'a&aﬁcﬂﬁéb&ﬂ @f'qdnemmrmmae(l) %ﬁr@ﬂﬁbmars
[ or organlc aci d pre er

resence of in

theregfiar Abpxddes-therack wherain gh a&ipnﬁmmga@f’? genempifgmula

o P D 80l e gy o

acidhprefarsbly in meanaaancpmﬁmwable reactipn ra@nlmm Suitakle geaction
el inclufie 36F Sxami! SAPLANGLAGE biveft Bhilfe X ftaBleAnofshic doids

acCl unmari cac tartaric ac

inclugierhydedchioris skt hvdrbbrqmlclam Bblnﬁhmc @cigl auimm agidh avdfric acid,
l.fonic acie f oni
suitgt BienRAcisCiro BERARE Bt RiRlcic 0B Bimal 268} wdiadc acid, o

derivatives iréof] ptdieengmuifpric atido maﬂiamahl‘mmaud@bsan'phewlfonic
I‘dazetl di ne conpounds of general fornmula (I).

st ereol sonmers thereof or N-oxides thereof, wherein at
Ieast one conpound of general formula (1) havi ng at

one ac o s, re cted one _or
In yatit BHRPURRRLEE Prevedt EpEBIcR AR P it BERSE TS
P phﬁf%ﬁoﬁhifgalwaréumﬂm@@twaﬁﬁdms émdbaﬁgenfalﬁrnnrule .

I oxi aes onal es, or oxl,ae | C ncil u
storadisarmpdioreat ot exiles treuef, wharein & abL e parisoutiof genersl
fonrﬁ.‘ilé‘kpiRhM,geﬁrlb\A%ht mhb%cm@mpg@ma%ﬁgmwaﬁa ofm@re sukable

ereln or

8.g. h?dfngﬂes GitbbRiteSof ARG vmﬂli IAcibe suﬂﬂﬂe eaww Gerividie.g.
t he ones

gl ven above. SO vat es, Ere era

fromhglkalineanetals; a!calmem’dt melaiser erganiceR en%aﬁaduﬁhw.

Whep%ﬁﬁ g'on'gé) om%esﬁreﬁg%%‘?ﬁaor of mn ﬁaakyl-

radlsall Smtablmcﬁonmpdm are, fop sxample; apyiofifhe ongs aived above.
procedures known to those skilled in the art.

Solvates, preferably hydrates, of the subsfituted azetidine compounds of general
formula (1), of corresponding sterevisomers, comesponding N-oxides thereof, or of
corresponding salts thereof may-also be obtained by standard procedures known o
those skllled in the art.
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53 WO 2005/ 077897 PCE/ EP200S/ 001658 The purification
and Isolation of the inventive substituted azeti di ne
compounds of general fornula (I), of a corresponding

+fer, or salt, or solvate or any Igﬁfﬂgﬁﬂgﬁlﬁ

er eof rray, | f requrred be carded out by

genﬂraldny'ﬂm!al(l).r of & mmspmhdsng glsgeoisemed uaaelt,u aisAvatefiRN ds

Inter&{agﬁg E?%F@éwgsﬂ es P 0 nél ng s aI#IIt bgt%%e‘r'ée g[nlélﬂﬂ'lﬂda known

to those skiebindha grise.yvehiromatogeaphio riatdsgirgattystallizetign.abl e
and are therefore suitable as pharmaceutical active
substances for the preparation of nedicanments. It has

. The Qmmtéd Eﬂéﬁduﬁ!ﬁimﬁ@m& df gatiershforswiasl ), theirdd-oodues oliveits

stereplnstant, CarrrePoaUBA SPI IV PR Con e AATTES 80 o

toxlcBRRicaly b b BAd Sfd tHordforeRiifable 46 pftaraiateuticay attve

cannabl nor rec tors arti Ctsl arly cannabinold 1
substangep fer "W@‘Frﬁ%'? as ant agoni sts on these.

receptors Thus an ot her aspect of the present
invention Is a rredr cament conprj sing at Ieast

it has agmrnsmw@e@zfeumﬂhaé of gpec formula |

optr oﬁ%@grm of one gﬁérﬁﬂé sﬁec?‘edﬁsoners
and pmmnoading soivents haverashigh affinify te carmbinoid rroepiorsepastieyary

conngBifl F\CBtobaib) o ot deftbqdis o 4 recoptrs.
dl astereoners, in arty rnbdng ratio, or a
i SRR by 1 R RSN Al oo
ong sybstituted b;emhsrm (éumpm_m qftgenetad @mmr.rtml giyen akaepinglbtling the
g t .
aron BHRREES Sl B B o BT e flpomrs,
praféﬁ I@Hnmmmmmwmtemmmfdmmﬁmmmat
st erﬁgl{_l%orrer? there rrggﬁ ondi n? @ %tér%m% in any

rnbxImdbéftio obmu@ﬁéé nd @bmbmmbf;atmetspmcmg salbthewdf, or a
05/ 077897 Per/ EfI %9%316 Pr ef er a sai d

correpanding:srivate theraof,a) Hlirally i on)

bi& #g20i d-receptors, Pr eferabl y cannabr nold 1
CB1) receptors, for the prophylaxis .
Said medicament may comprise any combination of one or mare of the substituted -
azetidine compounds of general formula | given above, stereolsomers thereof,
comesponding N-oxides thereof, phyelologlcally acceptable salts thereof or
physlologically acceptable solvates thereof.
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and/or treatnent of disorders of the central nervous
system disorders of the Inmune system disorders of
t he cardi ovascul ar system disorders of the

Adous system disorders of the respitatRbbosiooisss
system disorders of the gastrointesti'nal tract or

meﬁ@@)r’ #E%%J%ﬂéﬁﬁq%gﬁﬁl? e pr%hﬁnllﬁgﬁs ar?dof /-or

cannabinékdreneptofs, prefierably cmnebiuolddr &3 TQIE!PBIN.JQ" theqrophidaxis

o R ke 3 R DI o ADIRGOR, oo wrrn

systeth, Ukscigsrs of tiregardiovhisoulatisysters disorders nﬁﬂmrendﬂd'lmus system,

diso %f%?;{f%ge FABRcn el GRS ood Rk e ot oo ©

hm.-dgmrai ne, Morbus Parkinson, Morbus
Hunt i ngt on, Morbus Al zhei mer, Raynaud's di sease,
trenbl ement di sorders, conpuIS|ve di sorders, senile

Hﬁi‘éﬁlﬁsaluhﬁéansarﬁmqé Sl foR s pophyl mlaﬂmmﬂtnant of

I pol ar” di sorders, cancer, nedi capent - nduE nmovenent

DﬁE(‘d‘ll'B@'ﬁdbﬁCHﬂ m@pgﬁc&qfaomélmawmnéﬁg%e& Y ragic
schizpBffehia, BRRhE B8bRRsioh ERPAA neutdBBABALIAIVE dibRRFEIC! S.
erotic plaques, vomtin arr ea, asthma, food
mmbﬂaadbomwmmbpwm% sranitive-disordersegragial trauma,
t
par R AR bty i B, S g, Morous
Parkneamrrdubus I-hmtmgton.sMnm@Odthltgm qunggd g@ﬁeggemmblament

FiS. Pk ior P ol SRR MO Boltof Pl 07

.dyskmpblal Hipolar disoldets; canear, nmdmamm Jndwad magvement disorders,

dyst i, AOPRSERI R O IE Shogk bXaRfd ndifile |

1mmtﬁ1bkig3@dis0rd©i§ ecloratic plaques; vemiding, diamhes, rastina, food intake

s TP i, pet SR, o 2 B bR s
(nor-irtuling Hfﬂp?rﬁuagﬁ llfli%tbal‘e@rrhblhtas) mmmydia%urdmgapm\gms aloholism,
pailn (0] 00 n sorder erera u a,

drug BAgRUsH, amedieament spdctahaapierRly aByse ol g r it &
med&hbhhtb%lédﬁémm% g@@m g oﬂoplbiag.ebarmmiasueénnabis

referably diabetes, psy ch si s, alcoh

d
awhetanumﬁ SheraaRBadAILORAgRes PR pediagt Szoiazepkes, pein, or
for p&bﬂ & BRalg8i EMBAR ABRAE aRd %bhida‘i’eohmfalgeslcs o for

pre erab e | nventive nedi cament |s suitable for
inﬂuaﬂﬂﬂgiﬂ@éhwlélﬂﬂﬁltand/or treatment of one or nore

di sorder's selected fromthe group consisting of
obesity, psychosis and/or drug addiction. 55
Particularly preferably the inventive medicamenit s sultable for the prophylaxis and/or

freatment of paln, of food Intake disorders, preferably bulimla, anorexia, cachaxia,
obaslty or type |l diabetus meliitus (non-nsuline dependent dlabetes melifius),
preferably diabetes, psychosis, alccholism, drug addiction and/or medicament
addiction, preferably drug addictlon, diarthea and/or pruritus.

Most preferably the inventive medicament s suitable for the prophylaxis and/or
treatment of one or more disorders selectad from the gmup consisting of cbesity,
psychosls and/or drug addiction.
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WD 2005/ 077897 PCT/ EP2005/ 001658 Anot her aspect of
the present invention |Is the use of at |east one
substituted azetidine conpound of general formula I

' j the af ore di scl ai med conpounds,
Wdfshdif BB} Pliotess

one of the stereoisoners, prefera

Aol aeneco e voett ARG B0 aé of SGELRe e%'i%%ﬁ#e"%? )

azetiiref conatundess gahbMumdﬁmmﬂg i sfordisclaimddcampounds,

m Xxi ng ratio, cor es ond N-OXId thereof a
opﬁc@alw%aaﬂefﬂge ers, %’H@ﬂﬁ\

dlas 1§, 4 hftefiftfie oamoﬁnhramﬁhveermﬁatm ef the
armaceutical |y acceptabl e, ex for t

sharqﬂlsgﬂaﬁr&tnrefe rahly gnatinmetihend/or d ,ﬂsf’q'@;hg% inamsmixing ratio, or a

. mn&gaggipg é fora%meaﬁafcm{gaﬁwewwmmmﬁg)

or t prophyl axi s and/ or treatnen
solvate sharaef; sn@pptlwﬂwnﬁroamqm phamaaceytically, acgep @bife?@'mmts
:ﬂé;gmgﬂmﬂg Giterfirt 36486 modblatioh o EBhAAKHGRTlors,
I 'sor ers he ‘en ocrlnous %

prefatably caanabindid t1HEB1 ) epbioss, derthe @retr@mﬁntﬂfe

aisoff8R dfthg pEt HPryckls Whiof, ERAGE LT He FruRiyafin dodiger

of the cantimiastulansysterh, disorders ofghe ehdocrinous systel, disoriers of the

oo SGRE LS Rkl L A B4 & rbBuctve dcrders
di astereoners, a racerrate or In formof a mxture of .
The Bt 8043 Do BET B BE 50l 1 g

the =férel discldined cofipoRnRgs, Hmbg?lwlnmwmmhe smgeoisumena.
corres t .thereo or espandi
profarghly RBNIIEAS ¥ CIaSIRIEA R AIARmBln i TETal & mire of t
Iaasﬁ%rmﬂbkébﬁfdrﬁersngH %eﬁfamkmtiﬁ’eaﬁﬂﬁ:r dissterebmears, in any
reparation of a nedicament for e an
mﬂﬂ&@g‘?nﬁrﬂ CTESHREUIE NraKo derBrk 8 con QEP@%'@SQFM ora
QBR/aR hBfedd artroitidAshyone SCMbAOpikrAtautically
a X|et depressi on, epilepsy, neurodegenerativv
acceptabi exsiplentsclor b‘nﬁepneaaram &f a@a%ﬂ%nt chepEpphylaxis andior
traaﬁ;@gigﬁgﬂé releIQ6tPfrSm thb B consRENE of piyshiosis,

perl P erl c neuropat hy, gl aucoma, m graine,

schizaphioania, wlamwpreesm anuanmmauﬂ@dmnamwnrdm

cere@%l%’ﬂf%ﬁi ?ﬁor ers senlle <5I nti a efg%?érﬁélrh%uma

panid amaemphmicmwmm glasicbma, mrgrahar Modnl@d?@rtlngon.

ot B fimatBr MEIOTE AechRfter - RalF AT Akedte? BEfificment disorders;

mmbmalvé cdisakders, somtle dementia, thymic! digordersi wdwe dyskinesia, bipolar
cisoRB i SR I e s, ST, phgomi
shn&?ﬁﬁhbﬁﬁgm:‘sﬁw Wp@t&nﬂbﬁnﬂmulal inwnercieglo disoeders soferotic
plaques, vomiting, d%rﬁ'rea asthma, food Intake disorders, preferably for the
regulation of appetite, for the maintenance, increase or reduction of body welght,
bulimia, ancrexia, cachexla, obesity, type |l dlabeius mellitus {non-insuline
dependent diabetes mellitus), memary disorders, alcoholisrn, pruritus, drug addiction,
medicament addiction, prafeﬁ:bty abuse of one or more of medicaments selected
from the group conslsting of opioids, barbiturates, cannabls, cocaine, amphstamines,
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bul i m a, anorexia, cachexta, obesity, type Il diabetus
mellitus (non-insulin dependent diabetes nellitus),
menory di sorders, al coholism pruritus, drug

jction, nedicament addiction, preferabl
“@r%gbszn?%re of nedi caments selected fromt %ﬁg@‘%ﬂ%m
consj.sting of opioi .. bar,biturates. .ca ' .
phengpiing: houtagein an Tendalinisaliss, Fainkc81oRRb@ntation of the
analiddRPERss BPAAeBE: Al nen-phiditic analgesits) cirfociafiseriing intestinal

benzod| azepi nes, paink, or for potentiation of the
transifis pgdistlariy p f narcotic and non-narcotic
anal gesics, or for influencing intestinal transit is

particularly preferred. The nmedi canment accordin
The megdicementacardiog i therprasgntinvention mayihs ag\!ﬂ?%%@'ﬁ% for

the %ﬁnﬁgﬁ 'lﬁ&r:] @%ﬂ@ ah@/op YARAts, Hiekeribh RIrRBHS incRIGcEnfEMS,

I'ng I'nfants, ‘children and adults and can

childian andadidtscandycapthepraducsst bicsta nepeschiresknavs to those
R

ndard
. I - _I_ L] . . - ..'
sklliegiﬁb ltl{l/%?l} @eép%ﬁﬁﬁ%mgn&mﬁ r %ﬁeé r@?h ﬂgfdm !il”a%é r atliﬁon. tHe
routeltfeadmidistralimmt of t he present invention may for
exanpl e be adm nistered pareéntally in conbination
‘W th conventional injectable liquid carriers, such as

The mdizament obhe rédent invention may Grexamplebeladministered
pareB iy I StipsGnotE cohBRlGh Hiot B 8 TR arkits sth as water or
suit.'::lia%yT al&mdlsé@dﬂﬁéﬁt{dﬂal phuri'naf icay ries aiht:lpigntsdupl : b\pctlot jonpsuch as

ese nedil C S na or X e C, . .
stabiiglog GRREE ARG RS AT BB, gy e efide o sye iipteble

compatichia"FRésh Redieatbns gy fdrexampias injetiiintramuseylariy,

" also be fornmulated jnto orally adm nistrable

Intrapgritppaally; ‘B‘HE’W‘@F‘PH?% ng one or nore physiol ogically
conpatible carriers or excipients, in solid or liquid
form These conpositions may, contaip, .conventional

Medicaments agepeding fotihe present IYgTiRfemeY alsp; e fomulated into orally
adminidirab fls %ﬁ%ﬁﬁﬁ)bﬁe oMPlokd PSysRISHIESly chdspatible

conpositions may take any convenient form “such as
carriersisir excipientss in ealid ordiggld foam, Theseaoqpesitions BWYCaNaIR; | v
mnvggﬁéﬁ%ﬁ'@ﬁﬂéﬁgﬁ{i}g?gp@% st etﬂlﬁb??igﬁmwhtbﬁﬁv\%t?'er or. o tr?ga

welting genlscThé ournpositiens oay takbany apovenient formymwhasdablets,

pollelz cARSTcs, iH=RAEE aalibus b i schliting AicBnslhe, emulsiops. or
dry powdesstbfoimas soitablé forvecdnstjiution sithrwater ersthersudtable liquid
medfi béfore Ust? i Reinatd 3P rdHRA aiekbd ' ¢

The liquid oral forms for administration may also contain certain additives such as
sweeleners, flavoring, preservetives, and emulsifying agents. Non-aqueous liquid
compositions for oral administration may also be formulated, containing edible oils.
Such liguid compositions may be convenlently encapsulated in e.9., gelatin capsules
In a unit dosage amount.
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conpositions for oral admnistration may al so be
fornmul ated, containing edible oils. Such liquid
conmpositions may be conveniently encapsulated In e.qg.,

WS ha / EPl 0051 001658 The conposi FEBRGsgueses

Thawﬁlp%@ FS5F the prdien? ivBRYorAinag a Tlﬁgﬂﬂggi;nfsgt/ﬁ'gﬂ cit:-pit::allfy orviaa

toprcallTy or via a suppository. osage for
suppasiterys and ani mal s may vary depending on factors that
have their basis in the respective species or other
factors, such as age, sex, weight or degree of
The deilydssagarfdr suméns amd aflimaisioay yagodspeadingrorhiactons thad have

o it feshEr i o Bfer Al Yo B Gl

. degreelof Winces'AAd 86 esrti. Thb daliyl dosrge fer Romens may preferably be in the
rangB e o 20HeE Ereteial S 1700, R Prg el o 080 Ritlraime of
activeRiubSBAcRer B edfnidtBred duringtond areiavsmrl indkespepiday.ne

affinity of the inventive substituted azetidine
compounds to CB,/CBrReceptors is carried out as

PhaffRacoloBReal Muthéds publ i cation of Ruth A Rass, Heather
C. BroCkie at al., Agonist-inverse agoni st

characterization at CBl1 and CB2 cannabi noid receptors

i = . thixsh Jour nal of
. l“% ar #aco' ogy,&iégsﬁ@6g- 6%, ! 1999?&'# Iéss, respective

parts of the descriptions are hereby incorporated by .
TheEFEIé‘E{’?%ns (ie'ci EieEHUEUEIIWHE nII @ylﬁﬁfﬁawrecep%éare o
compbirdste CB1/CHRa-Recapiosis BI?lquggdt as described in the pubigation
ﬁR&ﬁeﬁ{ﬁc%, ﬁ%ﬂerb‘?ﬁ?ﬁ&r&dlfﬁ{gﬂﬁﬁﬁv@ y 5/ 077897

charaGHHERRAGHE TH) #@CB, tannabineid receploesskly 759633; k768856
and Af{eElo” b FRuter GERHHMERRIHY. 6, Ebbbrar! R8e) The™
respeetheparsf the déstiptionsoaneaelncineorporited by rferarice and
o 58 AT g oSl s U, o
receptor are obtained from Receptor Biology, Inc. The radioligand used for both
receptors Is [PH-CP55240.
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substance with affinity for cannabinoid receptors in
m ce produces analgesia , hypotherm a, sedation and
catal epsy. Individually, none of these effects can be

PB:Q d as proof that a tested subst ancegp,?
“&? 'ty for cannabinoid-recaptors, since Eg%mmmm

&g‘ s, AURrmiiRitiotPbf €4rn
. I ﬁé s& ve'ﬁgggnt s. However, %J’st ances, Wwhich
show all of these effects, i.e. subst ances that are

ol g 5, 20,21 o0 Letrad mocel are consi der e
has further been _shovvn t hat cannabi noi d r_eceptor
subfnga ey Ry o dafvabindd EERAYE Al b bgtidge wi
rang&mi ﬂ'lamllii&ijbglﬁ}! ng“*i”“? alsl_% kntgtmf thdtb atlravémuaeadmpimgfn of a
subsppcstith ety fo cOmaRincig AR bIcEs i HGH prople"dybRbesRd'
hypmﬁ“glaﬁoﬁﬁ@ Bhtalepsy. lﬁﬂmmuﬁlnoﬁa\of gh{basrb%ﬁ@i’fe&&&at e Qﬁfégﬁ
g

condidied ol PRt el A BIRA SURBIRHCHEES AN o CRIB AP roaopton:
sincé §Wﬂ%&e Sffbcts ‘aré Bbiiondsr wiroltd=re b earitrily 2etive agenis

I nduced Responses and arent Agom st Acttvitf, J.
HoweMer: substanceas whichishew 2 £. @pganceg dhat are active

in th ncorporg%eé}ggﬁ 2K cgﬁsﬂ@t%d%?ﬁ‘rbﬁﬁnﬁ?féﬂﬁaﬁﬁﬁﬁﬁnoﬂ

erence. Material and Methods

recepiors. |bhassfiugthen eammtgmthat carpabinaid (qoaptoaﬁntasan@a a_-mehislv
Efre@g?or e o?iélﬁ?l ng%@?é%ﬂ‘g&ﬂ%% procedures gl ﬁﬁlﬁﬂdﬂ

bel ow, m ce are acclimtized Ito the experinental
The i il iR P e plt it Bhsndh o A Bt
“Intertiatiqmeat b.lcr)'um;aof Hmmmwﬂacwsaﬂbyborﬁﬁ mwwrs
Pha M% % ?ﬁtgégbgb%g@&jﬁgv@e te 'ﬁé%h rﬁqﬁ% 't?tlt-'?glgare
Chataﬁmmhnm Gannablnoid Reeeptob sintagoaist (SRE417d6A3d

.|nh18@p Tﬂﬁ%ﬁ{}@bm@@ggut es_af t %&‘{#B@é e%eéé)‘gﬂ

Activitg™Te Phiuhacol wtrhaﬂ 277 J 2¢ 886504 51996, Theeoresmshdiiy parls
ut safter I ctlon E’dn order to determ ne the
d“‘ﬁrﬁ-{;&ﬁﬁm T'ﬂfprt’rﬁ Ryreferense. ‘procedure |'s used

as for the determ nation of the agonistic effects,

but with the difference that the substance to be
Materjal|anstMethads i t s antagonistic activity is injectected

5 m nutes before.the

Male NMRI mice with a welght of 20-30 g (Harlan, Barcelona, Spain) are used In all
of the following experiments. '

Before testing in the behavioral procedurses given below, mice are acclimatized to the

experimental setting. Pre-Treatment control values are determined for analgesia hot
plate latency (in seconds), rectal temperature. sedation and catalepsy.
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I ntravenous injection of 1.25 ngl kg Wn-55,212 a known
cannabi nol d-receptor agonist. - Hot plate anal gesia
The hot plate analgesia Is determ ned according to the

vﬂf‘.tog @mggscrl bed, in Woffe D. et al. The gﬁkyﬁbb&qm

anal gesi c action of pethidine hydrochlori

in orgfeicBitios o agEiBiP iy B e ol fRfestld s fgn e

lnjeuteaf ntravareusiydvifrothesupstance fo hdtestedardhe véhicls alona, 45

mlnukﬁaipfg%ﬁﬁ& l aceg%%nbag&'@ TRy &Egéé@%fgw a pai nful

re $edativn di@l datalepsynaresneasured R0 mnuted aftbeinjection.
t| me for these sensations to occur is recorded. This
reading Is considered the basal value (B). The

. Inort AdierivinetHe éﬁt& ddmracﬂﬁmhe [d&rlmﬁﬁnbmme@um for

hot plateln e of "an nse i

the dstprseasions 1 lie &4 q%f buroy e ilersing G sutstance
to beP&VaIPsled F)r‘i@'dnﬁbo a&HwFItyCié fnj édté'&ecﬁ B@hmuﬁsfﬂdfﬁé the .

m nut e t adm ni strati on he substance to be
intravenausdniestinn ofi .25 moka Winas, R%ﬁd@@&fﬂ&ﬂ'ﬂﬁh‘ﬂﬁlﬁtmﬁﬂa@é
garﬁéid the afore described procedure Is repeated. This

period Is called the post-treatnent reading (PT). The

degree of analgesia |Is calculated fromthe fornula

o AR 272 (T )o 508 o7 g

PCT/ EPMDO5/ 00165B Det ermi nati on of sedation and .
The BBl iR AR Gedetdlnd Bl Fb Pdifida Bedieaiovisire
D. etr:klilt .Jr']lhraru;v:aluaﬂ?m opanglgedic asﬂquf(ﬂeﬂﬂdihe mlgrdm!'nhride (Damerol)_". J.
Pharatgh Eib | fors 8030y g odf, e el BberiiBh i orepy -
Incofp@rtéd by rafarnes antifonmiy partokthe presombdistiosame. par t - of

t he present disclosure. The chosen scoring systemis.
0: no ataxia; 1: doubful; 2: obvious cal mess and.

The fiiidePére placed on a hot plate (Harvard Analgesimeter) at 55 + 0.5 G uniil they
show a painful sensation by licking their paws or jumping and the time for these
sensations to occur is recorded. This reading Is considered the basal value (B). The
maximum timé iimit the mice are allowsd to remaln on the hot plate in absence of any
painful response s 40 seconds in order to pravent skin damage. This period is calied
the cut-off ime (PC).

Fiftean minuts after the administration of the substance ta be tested, the mice are -
again placed on the hot plate and the afore described procedure Is repeated. This
pericd is called the post-treatment reading (PT).

The degree of analgesia is calculated from the formula :

% MPE of Analgesia = ( PT-B)/ (PC-B) x 100

MPE = Maximum possible effect.
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3 pronounced ataxia; prior to as well as after
treatnent. The percentage of sedation is determ ned
according to the formula: % of sedation r= arithnetic

| DO ot herm a: otherma ls ]
“@3@5/@?”35 to thglyfret hod descril_%gd in David F&)@H%E&B
et _al, "In-vjyo Chayacterization of a Specific
Dﬂt“ﬂ?&iﬂ%ﬁ?%@@ﬂﬂf{%ﬁagoni st (SR141716A) .
I nhibition of Tetrahydrocannbi nol - induced Responses
and arenf . Agonist Activity'!, J..Pha
SedafingAnd A Is JegBILeNAREBUNG 1 e DetoAYgRTSd iresmet 1.
K. c_?ﬁ%@,r,,hﬁﬁm' t .ifsﬁatehfﬁéﬁéiﬁes' BF@rrgﬁfiﬂlé @ﬂd*ﬂurﬁﬂrﬁiﬂadTg Fateand Mice®,
orns part_o res i scl osure., -
Arzngi oEpBAG. (Fal ReSKAhnge | 44106 resRouive SeRFIRIGN s hereby
inwhﬁ%ﬁ%@ﬁ?&émﬁ&@hh&ﬁ@%‘ ﬁ@mmagrétégﬁggbam. Pani abs)

ermstor p I nserte nm before the
adm ni stration of the substance to be tested. Rectal

QE@W [ in nmeasured 20 mnutes after the
The m ni@@ﬁ?ﬁ”ﬁ ‘the substances to be tested. The
tenperature 61 WO 2006/ O77897 PGI/ EPI ACS/ 001658

0: mdi ff.erence is calculated for each ani mal, whereby

gy Yences of ;-~--2 C are considered to represent
1: dombfulvi ty. Catal epsy: Catal epsy is determ ned
. .according to the.nethod described In A permann H G
2'°bé(l°uﬁllm’9qﬁeﬁ’\qsfﬂ‘5ﬁgi cal effets of Hoe 249: A new
3 promeuAGad staxiant | depressant”, Drugs Dev. Res. 25,
267-282.1992. The respective description is hereby

I ncorporated by reference and fornms part of the

pﬂor%ggqmméim}-ﬁgm"t, The catal eptic effect of the
substance to be tested Is eval uated according to the

duration of catal epsy, whereby the animls are placed

The %@Qnﬁ@%ﬁ@éﬁiﬂﬁié Hefehfined decordirgptothe fortriua:t op of the
oden bl ock. - The chosen scoring systemis:
Catal epsy for nore than 60 seconds = 6; 50 -60 seconds

% ofsetiatil- & LRGSR medh / 30400

Hypothermla:

Hypothermia Is determined according to the method described in David R. Compton
et al. In-vivo Characterization of a Specific Cannabinold Receptor Antagonlst
(SR141716A) Inhibition of Tetrahydrocannbinol- induced Responses and Apparent
Agonist Activity", J. Pharmacol Exp Ther, 277 , 2, 586-594, 1996. The respective
description is hereby incorporated by reference and forms part of the present
disciosure. : -

The base-line rectal temperatures are determined with a thermometer (Yello Springs
Instruments Co., Panlabs) and a thermistor probe inserted to 25mm before the
administration of the substance to be tested. Rectal femperature is again measured
20 minutes sfter the administration of the substances to be tested. The temperature
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seconds = 3, 20-30 seconds = 2, 5.10 seconds =1, and
| ess than 5 seconds =0. The percentage of. catal epsy
Is determ ned according of the following fornula: %

WORBATRRY <"1 ustrated bel ow w th the ai (FEpEAmSeOG
strated | _
ierghOLR it i goch oo B Sl e3P oy 1
consiBbRRAD ropreBuwHdigl, 62 WO x0 05/0 7789 7

PGI/ EP20051001658 = Exanpl es: The fol [ owi ng exan‘pl es
(a)-(i) show t he preparation of selected internediate

Cata ounds used in the synthesis of the i nventive
azeli di ne conpounds.
(a).-theoo-3-Brono-1, 2- epoxybutane. - - Br2 was added

cm@p&sﬁw%ﬁ@ %&h{@iﬁ%fb% REhfd Beb&ibadAn AlsErnann H. G. etal.

60 m of chloroformuntil the

Phasuaaniogizal aﬂslarﬁ tiog 248: Amevepntontialiastidenrassand’s Dirgs Dov.
Eni@f 24 a{"ﬁod# m rﬁbFéiM
Res.? en 5%%dwg%pwl g%"ﬁﬁn feh:’so %tﬁegﬂvlpﬁ? ned by e

referanceranubicant paxaf the presentdisglasuon ni xt ure -was
mai nt ai ned at roomtenperaturée’ (approxi mately 25 C
for 15 mnutes, the solvent evaporated off and a dark

The datalepilt sffers btihe substanbe fo be testehis evaluatid according to the

curar i a9 0 R ol lflan ter

kinlegty gsrxihedop of $héGvaddentbloeit er were added to the
resulting solution. The m xture was stirred for 2

hours at room tenperature, the two | ayers separated

The drddeh BBoritgd@\Rtginiyer washed with water. The sol vent
was evaporated off and the residue distilled under

vacuumto yield 24 g (56% of theory) of
CataleBs@fors- br ono- |, 2- epoxybut ane vvlth a boili ng p0| nt of

55-60C at 25
more thay Bﬂiz;ecogd% o= @dgg -60 ppconds <5 8@?@

= , =
sl fplyf e 3, 649 P%i%@?su Zh%"#yﬁirﬁyﬁ%gﬁzi?

- met hyl azet| di ne. A sol ution of

o i B St

nmet hanol was kept stirring for 80 hours at room

teﬁ%@% an%"%%%éa#pglir 16§fl ux. The reaction

The present inventlon ks illusirated below with the aid of examples. These illustrations
are given solely by way of example and do not limit the general spirit of the present
invention.
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t hen evaporated to dryness and the viscous residue

treated with diethyl ether and water. The aqueous

| ayer was al kal i ni zed with potassi um carbonate and

t with diethyl ether to yield 9.4
“Eﬁ@gﬁ§§ggf trans-1 -di phenyl net hyl - 3- hydroxi);g'c'*f"gl;l:w(é;(')‘mg?'1'55ﬂ
Lhyl azetidlne. The conespondi ng hydrochl oride salt

E“'\%'\Bsi&obt ai ned by dissolving 63 WO 2005/071897 -
PCTIEPlOOSNDl658 a solution of the conpound I'n an

e YRR bl 3503 B0k i Eraof el opRBy R flemediate

mmh@]ﬁdsn@mmmsyntﬂaﬁl#uﬂm inveniive AAdidin@3@mpduRdé. il m
cm ): 3400, 1450, 1156, 749.702, 1H NWR (CDCE3, 6):
0.75 (d, J6Hz) 240(b1H); 2.56 (t, 1 H J=6 Hz):

02 _g 1 HJ= L 3.64 (t. 1 H J=6 Hz); 3.87
(@) Glafm-is mmoriﬁﬁm uane. 4 34 (s, 1 H: 7.27 (10
. (c) .
trans | - Di phenyl met hyl - 2- et hyl-- 3- met hyl sul phonyl oxyaz

B il 488 B\ 2 SR ot 2614 o (0 S8R el 26 A e0

mi of chlorofdrmolintih the/soleticmedssgmed crslight coloredipn ((theersiticalamdaunt of

Brs §5 o %4 R R o B o8 Rb R it T fplom

tumekbirattsparerd bgalp. @hlé@eﬂlﬁnnﬁk;urmvasmhtamddmtlmmnmwmm

h | ¢ t t
rpfaRaiZE 15 B b R8s S otBE oo ek
ras.cmltwas maamaa 'rmaehm z,wlm?]m?mbmgmmawesmt od |tnOM0&ﬁl of
an 0 u a e . .da vV.a a
dletry] e arel 36 8.0 Aol S At D St eter e
addetat toqhe rmmm Ja%ﬂ@nt 'Ehé ﬂﬁefuz :@Ivﬁ&élmfe@ftoglehoulrs ?]t room
rans- | me nme Su 0 oxya
temparatie o B e RePMHAiRst S e Qrpatl vl wehed o AL e
sulvéﬂt wak?éé% Pgﬂa%@@g Poff aa.g the rbsRige disifled uilaabNé&.nuﬁEiSLwald 24 ¢ (56%
Dfme@v) gtwrace%mro@-'l 2—§WKYbH@"H2U“g1 abgtlm wnwﬁgsﬁo‘!%at 25mm
g_(qumt IH J=6 Hz); 7.23 (m IOH). (d)

trans- 3- Am no4- di phenyl met hyl - 2- net hyl azetidine 31 g

(93.65 nmml ) of

H NUR Gk, b COB (B 57 Fidh 208 G0, TPE J5 vikip Pl 208 (8"
1H,J=89% FRR 2018 @d.1H 9= 46/2, 8%, ssalﬂqgmﬂl 7 |kj )

aqudeous amohi a solution. The Tre ng sol ution was
heated to 70

{b).~ trans-1 -Dlphenylmeﬂ:yl-a-hydroxy-z- methylazetidine.

A soluiion of threo-3-bromo-1,2-epoxybutane (9.8 g, 4.90 mmol) and
aminodiphenylmethane {11.8 g, 64.5 mmol) in 70 ml of methanol was kept stirring for
80 hours at room temperature and 72 hours under reflux. The reaction mixture was
then evaporated to dryness and the viscous residue treated with diethyl ether and
water, The aquecus layer was alkalinized with potassium carbonate and extracted
with diethyl ether to yield 9.4 g (61% of theory) of trans-1-diphenyimethyl-3-hydroxy-
2-methylazefidine. The corresponding hydrochloride salt was obtained by dissolving
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C for 2-3 hours while the reaction was nonitored by
thin-layer chromat ography. After conpletion of the
reaction, the reaction m xture was evaporated until

opanol was renoved conpletely (ap ?E%B‘}‘ﬁ
“@éﬂ%@%ke vol urre) and tHe residue was ext?{gg P%ﬂ
a solyiie ehthe somppuas in spelipnolmelution Aayiratedyith Highgas and
mﬁﬁﬁ Eﬁm 9{)5% 97 PCT/ MD05/ 001658
subs@él?&l F WID or onet a%@gto yield 10 g of the

desired conpound The etheric |ayer of the first

Mahﬁébﬁ%%rﬁﬁg? ace[:){.'l_czmg?:(l&vI - ?Ihleuzaﬁl gl (c)? | ayer

IR ( fiinkernt )i 3400, U150, 'I;kﬁﬁ.'mm‘mﬁ;om de and extracted with

1 { €460 Vi _Ng
NGRS 42830 ) B A Bro ety o oA 8y
1H,J&6 Bz -336A(t N4 J=6HR) 81871 (oinhy 1 H2+GHRY Keddels) dHRS.27 (m. 10
having a nelting pointt of 68-69 C. Mp. of
H). correspondi ng dl hydroch_i oride : 150-153 C, 1R (- film
cm ): 3270, 1450.702, H NVMR (CDCl 3, 6):- 0.64 (d, 3H
J=7 Fiz), 2.20 (g, 1H, J=7 Hz); 2.63 It, 1H J=7 Hz); -
(c) trgnsdﬂwmemwmmvmWemmlphonﬂmimq 4. 20
(s, 1H); 7.20 (m 10H. (a).
(28 3R) 1 p| phenyl net hyl - 2- net hyl - 34net hyl sui phonyl oxy

o) ylamitid werer added to a solution of 77 33 g (0.329 mol)
msr@di é%'r %E&%'Eﬂpé@% Shzsiioe s 6O o g B iornnsths
and tﬁ&?ﬁéﬂtﬁi@nﬁ‘ﬂﬁﬁ@vﬂa‘&déﬁomﬂ@mﬂmm maintained, a

oo 3015 oA o oh s SRe asiled oanwins sed fog st

mbmi?%mlléﬁ’sﬁrﬁﬁ g for 24 hours at room temperature. The resulting solution was
[ met h r@q;r r oxy-2-nmet hyf azeti dl ne was

h
wasmsttm@aﬁm alr (300 h: driet Witk SRy Sasiln sulanats and

cnm B e LU A o 0
2)

’gms-ﬂ-@hnheomn!ﬁthﬂ-Z-mﬂﬂbeanetbﬂsuphonnoxymahdune

W%ﬁ@gﬁ%&{% pﬁéﬂil ﬁétlﬁyl (ngxrt étzﬁyl azetidl ne The
c%rrpgund_ (2:3 - dj I -2-nmet hyi ezeti di ne was
IR( 2‘3?‘-5 éqéb?s%agé-pﬁe’@yﬂ% 1 under {d) usi ng (25,
4 TN ﬁ@((/cbéi?rﬁg ga'@ %I-X'J-?f@tﬁﬁh (B1HTBLE H=5 56 71 8H); 3,62 (1,

2H, JSR)HI)(4.38 (5 AH k455 (Quirnt T, J=@dz) 0i2d-(oy MPHY, 2, 24r i i ftu.

oroacetam de A solution of trlfluoracetic anhydr.i de
(18,3 m, 131,7 mmoles) in 25 m of

(d) trans-3-Amino-1-diphenylmethyl-2-methylazetidine

31 g(93.65 mmol) of trans-1 -dlphenylmemyl-z-memyk?»-mathylsulphonyloxyazatidine
were dissolved in a mixture of 150 ml isopropanol and 100 ml of 30 %

{weight/weight} aqueous ammonia solution. The resulting solution was heated to 70°
C for 2-3 hours while the reaction was monitored by thin-layer chromatography. After
completion of the reaction, the reaction mixiure was evaporated until the isopropanol
was removed completely (epproximatsly 1/3 of the volume) and the residue was
extracted with diethyl sther and water. The aquecus layer was alkalinlzed and
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dl chl oronet hane |I's added dropw se under stirring and
cooling to approximately 0C 65 WD 2005/ 077897
PCT/ EP2005/ 001658 to a solution of (2S,

o P L T S5 iy
m&ﬁ&-‘sﬁ”gﬁ Oromliape e (4 of 6 deSRed pRRoBERd The e
1456 firdRextrstaen wa%rﬁéldmi whtfi ﬂmw&t%qmﬂme;mme) acetic acid,

the é@f’é{aﬁ‘éﬁﬂﬂwﬁr@e" oot PaRRAE o SRR el gt

dmhlé&llng%ﬂgﬂad BB GHiRE coPpBlm@giv gaSMIWS% (PO oF

porate to dryness under, reduced sur
theoty) of irems-S:amien-4-dighanyiraethybs-mekylzsligine diavingea elting point

meﬁ%‘y (1- Benzhydryl - 2- net hyl - azet i dl n 3 yl)-2, 2, 2-
fTuoro-acetamde in formof an-oil. IR (film cri

1) : 3260, 1710, 1660, 1230. Said product was.
d | ved i ed i o [ ut f
M- BB ingyESerb MR ey “ms. added. and the
IR(mﬁ.suH"l gdzqgl 1J¢5mdlmzﬁs evaporat ed :o dryéness The
correspondi n chl_o [
11 N (GER] SOt SOcrokieh 520 G T8 S By e iR =Ty
7.20XhG A0 13,
2. goﬁmhu df7 ggﬁ?ﬁ@a Em@rm Q=7 BZ), $2098, THP 7.20XRH 20H).2
3R -2, 2, 2- Trlfluoro N-(2- et hyl -azetidin-3-yl)-acetam

- Ui RS S il i ndhy pasine

trifluoro-acetam de hydrochl oride vvas di ssol ved I n 300
m et hanol, Pd(DH)21C (20% 4,4 g, hum dltl}: 5099 were -
The adahthnen(ﬂSﬂRH-dmhbnylnthuneﬂ%&-mathﬂsdn mxyazztldlne

WEMﬁﬁmerawnd%sﬁﬁ% Was ﬁ{)ere%réﬁaﬁdﬂoﬂlﬁe

trang&lceniiite BM&MI@(QGQ rleMylmeﬂlyis&-hﬁdmxy\dsnaﬂwlme‘hdlne

The %lh:gu@o élérﬂ rﬁﬂrﬁémﬁg?-ﬂwﬂo% g[-rﬁgf@la%gﬂélﬁgms obtained

viath’é bpncﬁ ﬁemoﬂmowﬂr frans-1=diph rasp 2-maRylasetidine with
(A

oo oo o s o v

et al., J. Med. Chem., 1995, 38, 1203-1215.
().~ (28, 3R):3-amino-1-diphenylmethyl-2-methylazetidine

The compound (28, 3R)-3-amina-1-diphenyimethyl-2-methylazetidine was obtained
as described above under (d) using (23, 3R)-1-dlphenylmeﬂ1yl—2—meﬂ13d—3—
methylsulphonyloxyazetidine.

()~ (28, 3R)-N-{1-Benzhydryl-2-methyl-azefidin-3-y1}-2,2,2-triflucro-acetamide

A golution of trifluoracatic anhydride (18,3 ml, 131,7 mmoles) in 25 ml of
dichloromethane is added dropwise under stiming and pouling to approximately 0°C
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(1). - His.(4-clorophenyl)nethyl brom de A solution of
4,"iohl orobenzhydrol (5g, 19,8 mmol es) and acetyl
bromde (6 m, 80 mvles) In benzene (40 M) is

e N dryness. and t he resul t| ngtCHEPYiGs
toa s?alql%mf??p%%%@%'aﬁ-ﬁf “piergiiativsz Betybalifhe TR B E53
mnm%e%n(diehldrcﬁxe?ﬁﬁxe@ﬂ)m?? 36 (d, J=8,7Hz, 4H). ‘Exanple

4- Fl uor0o- benxenesul foni c
aci d- trans 1-[ bi s- (4-chl cro- phenyl)-rnehylj 2-methyl -

After ¥ d ﬁ?é/% eddédthp) ﬂa@)the%eacﬁbrrmmvmscmmlmmnm
4r ans

acl enzhydryl 2net

| di |
temperatyefor vie haurs. es-a9e azﬂﬁl a3 ﬁw:do{ﬁérsetf? phases

.. mﬁn@?es djpr erﬁgéfgég” Wﬁbﬁb@mﬁa%ﬂmé@nﬁ

ccording to exanple glven above

bicarbansge 181% (weighthwelght) soliowed by atﬁamrn‘yﬂaﬁwwenm iHAed

ooy dictfplffSlafip o BRSPS iy REIERURG Yo g 23.35 ¢

(yualdaﬂﬁéudhﬂ-leme)tqf Kmaﬂ)rmmww%mmwd}m@-%a&
g Q Eﬁﬁ |$ﬁ‘aci\§?"'ﬁ gbﬁgure was heated to approxi mately
ﬁ’g ‘as at nosphere for eight hours.
The solvent was evaporated off, and the resi due was
|ssalv L n, di.e r, washed with water, and the
'R(ﬁ @&gﬁg’rgﬁgd%%&&gﬁd the free base. 1H NVR (CDCb,
08(d J=6,3 Hz, 3H),1,2 (s, 9H), 2,6 (m 1 H),

Sald %odsué el s s gt Forshteniyd b

dieth{Bthef was%dw@ aHihe GeLuifing msﬁmﬁﬁa io ahmmmm _

material is ol ved of _ et han
comaspaing MSrSeNRIR HES obieiRectindoms i Wl sei BRf adnojtioa
powﬁkfggddngbg_preC|p|tate t he correspondi ng
hydrochloride salt, which is filtered off and washed
W|th dl ethylether to yield 3.95 g (yield 85% of
ch-vgr t12'15V11BI’ ?Dﬂm ting
|Rmthgant o@%ggﬁ‘e 16 %%g{gﬂ&eﬁ%r DVBO, ) 15 (s+d,
12FD 3,8 (m 1H), 4,2 (m1H), 4,6 (m1l ',

(h).- giﬁ ?ﬁ]ﬂl@ﬂ?@ﬂ%ﬂﬁh-ﬂfﬂhﬁ é‘ﬂaﬁd?n-ﬁ-ﬁj&c@t@nidg ﬂy’ilrmhlorlde

(21,9 g, 57 mmoles) of (28, 3R)-N-(1-Benzhydryl-2-methyl-azetidin-3-yi}-2,2,2-
trifluoro-acetamide hydrochloride was dissolved In 300 ml mathanol, Pd{OH)/C
(20%, 4,4 g, humidity 50%) were added, and the resulting mbdure was treated with
Ha at room temperature under a pressure of 150 psi for 15 minutes. The reaction -
mixture was filtered, the solvent evaporated off, and the residue was washed with
toluene to give 12.3 g (yleld 99%) of (28, 3R)-2,2,2-Triftuoro-N-(2-methyt-azetidin-3-

. yiyacetamide with 2 melting polint of 218 - 221 °C.

IR (KBr, cm™) : 3244, 2805, 1727, 1563, 1213, 1177



e

ey ol W =
(1h) 2,2-dinethyl-proplonic acid (trans -
2-nmet hyl -azetfdin-3 yl) ester hydrochl oride
2,2-di met hyl -propionic acid 2-nethyl -azetidin-3-yl
rochl ori de was obtained fromthe
“gjg%ogslrmﬁg%gaccordl ng to step (I a) follow ng ?‘?g@?%mm
described in exanple (h) given above (yield 94% of i
theory). 1H NMR (CDCE3, 5) : 1,2 (s, 9H), 1,7 (d, i
(). hﬁ(ﬁciﬁofgéhyl)rﬁeﬂl Bromiide 4,2 (m 1H), 4,4 (m 1H),
9,8-10,4 (b, 2H). (1c) transl H
- (Bi s-(4chl oro- phenyl )..nmethyl]2-nmethyl -azetidln. 3yl - )
A sulugnﬁ bwuwbhmmuah&ﬁfa g@l 9 B%%hélépﬁmuwlym&mlda ® ml 80

tai ned accordi ng e mat od descri bed in exanpl.e
mmolesgulwbweneiﬂmlbwmgt F'Bﬂﬁeﬁ yeALiAL mixture

gP%‘&%ov .“@ﬁ%”&éf%?%'ﬁﬁq ﬁﬂfﬂ;@*l R 10091 e ety

for fwther gynthesis wgifgation, 2 (s, 9H), 2.6 (m 1H), 3, 15
(m 1H), 37 (m 1H) 4,3 (s,1H), 4,6 (m 1H,
7,2-7,35 (m 8H) 68 wO 2005/077897 .PGTI F. P2005/ Q01658

4 NMRJIICDCI;;, 0): 6,2 (s, 1H), 7,3 (d, J=8,7Hz, 4H), 7,36 (d, J=8,7Hz, 4H).
140i s- (4chl or o- phenyl ) - net hyl'] - 2- met hyl -azeti di n- 3- ol
‘Thi s conpound was obtained via the hydrolysis of the

Examplect: prepared according to step (1c) given above,
whi ch was dissolved In ethanol conprising 10 % by
wei ght of sodi um hydroxide. The reacti on m xture was

_ -Fldtﬂ'btbﬂizanesmlﬁmd\-tmns-'l-[lﬂm-ehlmt-mignﬂﬁm@ﬁyl]-z-mamyl-

ern . 1-1Bi s-(4-chl oro-phenyl)-net hyl ]
Mazetidin- 3-al was obtained In a vyi eId of

'89% 1H NVR(CDCI3, 6) : 0,8 (d, J=6,2 Hz, 3H), 2,5 (m

" 1H), 3,0 (m 1 H, 3,6 (m 1H, 3,9 (m 1H, 4,3
1) (s, 1 H. 7,2-7,3 (m 8H (1 e) -

z.z-d[.igﬁgw(lfrbﬁn%rﬁ% ag%ﬁemnu%ﬂ]ﬂy : ﬂ%Lzrigingl-azeudm-S-yl-aster

. azetidin-3-yl ester
To a solution of the hydrochloride salt of trans-1 -banz:l'nydlyl-z-methyl-azehdin-s-ol

(3,73 g, 12,8 mmoles) prepared according to example {b) giveh above in 80 mi
pyridine, 4,4 ml of triethylamine were added and the mbxiure was cooled to
approximately 0 °C. Afterwards, a solution of {2,4 ml, 12,2 mmoles)
trimethylacetyichloride (pivaloyichloride) was added, and the reaction mixture was
heated o appraximately 70 °C under an inert gas atmosphere for eight hours. The
solvent was evaporated off, and the residue was dis=olved in diethylether, washed
with water, and the ether evaporated fo vield the free base.

H NMR (CDCls, 3) : 0,8 {d, J=6,3 Hz, 3H), 1,2 (s, 9H), 2,6 (m, 1H), 3,15 (m, 1H). 3.7

(dd, J=7,0y 7.5 Hz, 1H), 4,3 (s, 1H); 4.6 (dd, J=8,0, 6,6 y 12,6 Hz), 7,25 (m, 6H), 7.4
(m,4H).
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Sai d conpound was obt ai ned according.to the nethod
described in exanple 5 given below. MlIlting poing
=105-107C, IR (KBr, crii 1) :1494,1370, 1187, 1159,

BBt )" 55 (1 h s s (1 it
e g ngeiilis sSbived 14 Bl of s, dnd e Bhilic sluton
sambatmwitly hydohietitly bas iaddtidio Predipinte fie wtaspgndlng

nycefdR St WatErsS Sirelontark vried P gRARICeITab Jeky 5,95

(vield Sb%ﬁ’tﬁéow; oftht hiytlioghloride ebly having a meliing point of 163 3166 °C.
10,5 mmol es) and potassi um carbonate (16,5 g, 120
mol es) in 400 m of acetonitrile was heated to

o TH MR dgﬁomgo qumam Tm)rsaqm GH)m.Zt(m;'H-I)v\A:ﬁ i G 1450

(48, = F00 Bl R 811 .15 CR4FIERB 36 0 07

PLT/ EP20051001658 cristallized fromethylacetate to
yield 2.9 g of the product. Another 0,4 g of the
{1b)pr oduct were obtai ned by working up the nother

giﬁ{ﬁ?ﬁa Slrfieth JBC?IP hlorid
22—%‘ ruﬁk?hlﬂ%%id“h ol?gogphen%-?zérrﬁgg h 2- rremﬁlzgt [ ¢
din-3- yl]-2,2,2-trifluoro-acetamde was 3.3 g (yield

22 E@S’S‘*‘{%ﬁﬂ Lipglst %f”ﬂmé'g ot ygraitige i obtajned

from(ftie compoaint obtained axcoslingity, step-612) fgllowmgamtrrmrmﬁ@amwed in

exarfyﬁlg%}, é@%é‘%‘%% @‘i‘{"g’f%’%"@gsm 1 H) > 7E§<an| AN
(2R, 3S5)-1-[Bis-(4-chlorophenyl)methyl]-2-nethyl-azet
H p@ﬂ{ag@&%gﬂﬁ ?‘j@q@)ﬁ? @380 HE; BRY .8 fm, 1H), 4.2 (m, 1H), 44

(m, 'l(ﬂ-l);fﬁtm 13-2)?9,8@11011%3&!—)) 2,2,2-trifluoro- aoetaniide

7 mmoles ) was suspended In a sol ution of
sodi um hydrOX| de (25 m, - 60 mmvles) and 60 mnl
(1¢)et hanol and stirred at roomterrperature (appr oxi rmtely

hng%ﬂglsymgﬁifrg-pﬁem%l ﬁi-z tﬁy‘-g:t:ét?cﬂn% f B—cﬁ ! \éﬁwl- '
proplonlc acid

Said compound was obfained according to the method described in example 2 given
below using bls-{4-chlorophenyl)methyf bromide which was prepared according to
exampla (i) given above (yleld 95% of theary).

1H NMR (CDCla, 5) : 0,8 (d, J=6,5 Hz, 3H), 1,2 (s, 8H), 2,6 (m, 1H), 3,15 (m, 1H), 3,7
(m, 1H), 4,3 (s, 1H), 4,6 (m, 1H), 7,27,35 (m, 8H)
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transparent solution was obtained. After three hours,
t he sol vent was evaporated wunder reduced pressure and
the resulting basic solution was extracted with

we?tw%@zﬁgate, washed with water, dried Overréf’/ﬂi?ﬁ@fo
u

nd evaporated to dryness (2R,
(M)SS) 1-[ Bl s- (4-chl arophenyl ) met hyl ]
2-nmet hyl azetidl n-3-yl am ne was obtained in form of
1-{Bisr(bchiofo-phenyl)-nethyl]-2methylrazetidin-gol | R (KBr, cm):
3369, 1495, 1110, 1030, 790, . 1H RWN (CDCh, 5). 0,75 (d,
Jn5,8Hz, 3H), 2,3 (m1H, 2,7 (m 1 H, 3,0 (m1H),
ThisTofnpound wiasHhbtained via(the hydhdlysis of the ester papamgd 8dcording to

stop L 16) e yet ARIRBT e ol R iod B .0 gt of

sndlaml heidxide The\regctiontmitire wasddet streondtengemtart ng -

(apr ﬁeie%é SSloveraa. 1B o eby methylk2emghyaaggain-

3.0l HAE TBIFEDIR SASKIETPO0G/ 001658 Exanple 5 (25,
3R -N-(1-[Bis
(4-chl orophenyl) net hyl | - 2- met hyl azet i di n- 3 YO 4

nf F!&IEC t&nwm b AR ral-nezsitﬁ% 1H) 3,0 (m, 1H), 3,8 {m. 1H).39

; &e chI or ophenyly met hyl ] - 2- met hyl - azeti di n-3
(m, 1}, 48 1Hb 1%@' (.8 mol es) and triet hyI ani ne (84
pl 0, 59 mmol es), was di ssol ved i n anhydrous
tetrahydrofuran (6ml). The m xture was cooled with an
(1e}i ce-bath to 0 C and a solution of

rand LA B RBAIIG AL TR o SRGHEFRA 2Lty

azetidinsd-ylgstend t he reaction nixture was all ovved to warm
up to roomtenperature (approximtely 25 C) and
stirred overnight. The sol vent was renpbved under
Said cranprendwassshisiaed accbrding. to dy ethod descdbed ssexample |5rgwen
be et hyl acetate and water. The organic sol ution was
elofashed with a saturated sol ution of sodium
bi carbonate, water and dried over sodium sulfate and

eva&or at_elgp%l% yness. 0.16 g of (2R,

I '4- - chl or ophenyl)
IR K&f,btﬁ' : 2404 11370 2787, 4159, 31080} 4018,uor obenzenesul f onani
™ Pﬁ@ﬂi‘ﬁbﬁﬂa- 810239 612, 35 2P\, 1158 e 1, §5T31'.t W}%,3

(s, 1H), 4,4 (m, 1H), 7,2 (m, 10H), 7,9 (m, 2H).
Example 2

(2R, 33)-N-[1-[Bls-(4~chloro-phamd)-methyl]-2-meﬂ1yl—azeﬂdin-3-yl}-2 2,2-frifluoro-
acetamide

A mixture of bis-(4-chlorophenyl)methyl bromide (4 g, 12,6 mmoles), the
hydrachloride of (2R, 38)-2-methyl-3-triflucroacetylamino azatidine { 2,3 g, -
10,5 mmoles) and potaselum carbonata (16,5 g, 120 mrmoles) in 400 mi of
acetonitrile was heated to reflux for 24 hours. The reaction mixture was fitered
énd the resulting clear sclution evaporated to dryness. The crude material Is
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1R (KBr, an ): 3255, 1592, 1492, 1155, 1090, 802. 1H
RW (CDCl er 6): 0,6 (d, J=5,8Hz, 3H), 2,3 (m 1H), 2,9
(m 1H), 3,4 (m 2H), 4,2 (s,1H, 4,8 (d, J-8, 4Hz,

wl)’ ) ? - 75 :25T(h<ran cég';?)hn;égps Qpa?éaléécg; 3i %@@O&BS&S
orsta AR g ieoptat B Yipid 0 HF RPGPGBUEE AndinéFla g Brhas
pmdéct?iiﬁl‘e ﬁb&éned//w?wbrk;n_galmﬂwmpﬂnee gqunys.aﬁw oupralbyladiaio g s-
the cprRLPRRR, S VS Tk ¢ohioRphony oty 2Rty Eamiaria
yik2 2, trifidoro atefardideavas33S o Fleld §7% of thebd). 1159, 7089,

1p75 1H), 3,3 (m 1H), 3.5 (m IH, 4,3 (s,1H), 4,4
(m1H, 7,2 (m A% 107 1 OH), 7,9 (m 2H 2. 122-
R (R, B, e "Ity 217 ot 14
H RIN GBSO TEALSE H05b 2560z h). 355 §5-806 13 BE) TH)
7 7 : B4 S (m, 8HY; 4
43 (34, 7)/4 6300, Lo y 158l TR T (BHD BAT Ot SHEDEE
J=5,34% 1H)0, 1030, 790 1 H), 2,7 (m 1 H), 3,0 (m 1 H,
3,8 (m1H,4,2, (s, LH), 9,7,2- 7,3 (m SH. 4
3385, 2930, 1686, 0,85(m6H), 1,3(m4H). H o ~apn
Exaraple3 1092, 1013, 1,6(m 2H), 2,1(t,J=7,5Hz, 2H),
2,4(t,J=7,5Hz, 1H), . 2,9(m 1H), 801
3,6(t,J=7,5Hz, 1H). 4, 1(m 1H) . .
(2R, 38)-1-{Bis{4-chlorophenyl)methyl]-2-methyl-azetidin-3-yl amine

(2R, 35)-N-{1-bls<{d-chioro-phenyi}-methyl-2-methyl-azetidin-3-y1}-2,2,2-rifluoro-
acetamide ( 2,8 g, 6,7 mmoles ) was suspended in a solution of sodium hydroxide
(25 ml, = 60 mmoles) and 60 ml ethanol and stimed at room temperature '
(approximately 25 °C), whereby the gradual dissolution was observed until a
trensparent solution was obtained. After three hours, the solvent was evaporated
under reduced pressure and the resuiting basic solution was extracted with '
sthylacetate, washed with water, dried over sodium sulfate and evaporated 1o
dryness. (2R, 35)-1-[Bis-{4-chlorophenymethyil-2-methyl-azetidin-3-yl amine was
obtained in form of an oil (1.85 g, vield 91% of theory).

IR (KBr, cm™) : 3369, 1495, 1110, 1030, 790, _
'H RMN (CDCly, 3) : 0,75 (d, J=5,8Hz, 3H), 2,3 (m, 1H), 2,7 (m, 1H), 3.0 (m, 1H), 3,6 (m,
1H), 4,2, (s, 1H ), 9, 7.2-7,3 (m, BH).

The product was dissolved in an ethanolic solution saturated with hydrochloride gas

| and afterwards, the solvent was evaporated to yield the corresponding

dihydrochloride salt.

IR {(KBr, cm'*) : 3380, 1488, 1084, 1014
[a]p-35,5{c 1,0, MeOH }
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4,3(s,1 H), 5,4(d, J=6, 8H7,
3255, 1592, 1492, 0,6 (d, J
1155, 1090, 802 1 H). 2,9

Hz,

4.8 (d, J=8.4' 12 25b. 157 1Hpordpsh
"'5“.51%“ 77 8 (m oH) 6. 3262, 1489, 1155, ook
gﬂid =6, 2Hz, H. 2, 4(t, J=7, 4 e 72-76 1089, 804
Exalgp ,

o(mIH, 3,4-3,55(m 2H),
42(slH)49d 8, 8Hz

s éﬁ%@ﬁi;@-g%hiq;%ég%t@&ﬁﬂe@?@gﬁf%@ﬁ@3

benzehelaulforddniigéH) ., 2. 0(t, 1H), 2.45 1014
3,6(f,J771Hz, 1H) 4, 255(s,1 )1 ,5, 5(d,Ja7,9,IH),
7,3(m 8H) 8 (Hd):3422, 2961,

(2R, BEGH iy HSBAA490 2k (11814,
0 47%@&&45 @M%f:;,ﬂé 217; E@&m ) v fiese)ogt eblavcgrnys
te@@%%ﬁ ﬂﬂ;’%ﬂ%ﬁu{@ u%s(cﬂaoleﬁiﬂ%ﬁ |ce361.!ith m”-o @¢rand a

solutgin. mnemmnslchlﬁﬁﬁe (Qai p, 06‘341“@5‘1651%1'“6 (49!31') e

addesRryeid, I i b we reffiafclh g 1t mixtre was

aliowi3B Whrt-yiaroem) tenpesaune, (approgimalsly 25,%0), andgdimedo13,

uver?nﬁﬁtzﬁﬁé iﬁl\)@'@ 'T%ﬁ %@%d&?’ refduc%d?:ressure and the residue

was-te-dissolved in ethylacetate and water. The organic solution was washed
with a eaturated solution of sodium bicarbonate, water and dried over sodium
sulfate and evaporated to dryness. 0.16 g of (2R, 35)-1-N-{1{bls{4-chlorophenyl)
methyl-2-methylazetidin-3-yi|-4-fluorobenzenesulionamide were obtained (yield
75% of theory) with a melting point of 154-157 °C.

IR (iKBr, om™!) : 3255, 1502, 1492, 1155, 1080, 802.

H RMN (CDCl, &) : 0,6 (d, J=5,8Hz, 3H), 2,3 (m, 1H), 2,9 (m, 1H), 3,4 (m, 2H), 4,2
(s, 1H), 4,8 (d, J=8,4Hz, TH), 7,1-7,25 (m, 10H), 7,8 (m, 2H).

{a]o-81,5 (c 1,0, MeOH ).

The compounds prepared according to examples 1, 2, 3 and 5 glven above are given

In the féllnwlng table 1. Also included are example compounds 4 and 6-31, which
were prepared by analogous methods.
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160 811 Hz, 1H),
7,7(m 1H),
0, 6(d, J=6. 2Hz, 3H)

7,9(m 3H),

7,2(m 8H),
8,4(s,1 H)

7,6(m 2H),

11 3220. 1590. 1486,
2,4(t,Jf7,3 0 145 1321, 1161,

0 1H), 29(mIH), 3,5(m 2H),
“i”g?%“’ﬁﬂ 9(d J=8.8Hz, 1H), as 146 601 7,2 mBnyeoies
Tabled: 4(m 3H), 7,6(m2 H), 7,7(m2H), 79(m2|—|) 12 0
" 3224, 1694, 1489, 0,6(d,J=6, 1Hz, 3H) 2,3(t,d=7,3 N-+
0 _177- 1164, 1088. 804 H7 1 H. 2.6(s.3H. 2,9(m1
B[ 3,4(m2H), 4, A(®AL[H), 4IR(d, J—‘? a+. 0 18BINMRi H)
7.B(m 8H), 7,9(d, 47 onHd, 2 =THz, 2H) T
1508 1481 0 6cd A 600l kpr. 84 1 (C?‘féiﬁ)
11246 %4467, 1090, , 9(Jm 1@,14%,1329.:1@%7 2';)(; J§38 gl-éll(271(|r_?),
HL 4, = n6|—|26l-lz1o“5.}-l)1;|5g§,1eégg,1o1é. 9 3,5 (m, 1H),
7, B( & yEoHs® 22;2, 8 5 14 ¢l 32 b9, 149'6‘"935%("’ 2H)
0 R(d 1=6 1Hz ?H\ . m 1 _H 2024 1167 1091
2rop4, @ (mIH) 3, 1@,—:;@,336&@9530- 2 , (e DMSOHTFRY 5):1,C (d,
4.B(¢, 204 197, Lo, 140 may]: -fag ga d, J=68 y
4|— 152:;, 14590 45 3.4dd, 2H), 4.6
2 lros9] (! ?_77 2Hz 1H), 57 (s,
’ d(m - H) 3, 8,8 (d,
3,3 (tJ75Hz 1H),3>(m1H) 41 cﬁ 34111
3§i—z \1H)u SRR L (T e S U T ?J)B‘(d’:{—ﬁ?l-l-:)z,aH)(.za(r;\,
' 2,7 (m, 1H), 3,0 (m, 1H
o 136 | 1110.1030, 790 13 g’ 4H),4,2, (s, 1H ), 9, 7.2-
o &, 7.3 (m, BH).
3 3385, 2030, 1686, | 0,85(m,6H), 1,8(m,2HY,
_ 1,6(m,2H), 2,41,J=7,5Hz,2H),
NN o e (1493, 1092, 1013, | "4 17 BHz 1H), 2.9(m, H),
o, 801 3,6(tJ=7.5Hz, 1H), 4,1(m,1H),
4,3(s,1H), 5,4(d,J=6,8Hz, 1H),
. 7.2(m,8H)
5 3265, 1592,1492, 0,6)(:1, J=5.8 Hz, 3H), 2.3 (m,
1H), 2,9 (m, TH), 3,4 {m, 2H),
i, - | 12| 1155,9090, 802 |4 56, 1H), 4,8 (d, J=8,4 Hz,
. O | st 1H), 7,1-7,25 (m, 10H), 7.8 (m,
F 2H) :
8 3262, 1469, 1155, | 0,66(d,J=6,2Mz, F), 2414
Hz,1H}, 3,0(m, 1H), 3,4-3,55(m,
A 72-76| 1089, 1014, 804 | o 4o SH) 4,0(d =8 8z,
w® 1H), 7(t,J=4,0,4,7Hz,1H),7 2(m. 8
H),7,6(m,2H}
7 3208, 2929, 1633, D,S(d,J=6.2l;lzé3H),11I:|2)(m, &,
1,4(m,4H), 2,06, 1H), 2,
v o] Bﬁ'ﬁa 1542' 1489, 10&9. (t.Jﬂ7|5 HZ,1H), 2'9('“' 1H)|
&, 1014 3,6(LJ=7,1Hz, 1H),4,25(s, 1H).5,
. _ 5(0,J=7,9,1H), 7,3(m, 8H}
8 (HOI:3423, 2961, | (HOI,0eDMS0):0,8-1,6(m, 10H),
. (eicn | 1495, 1330, 1143, | 3,0(m,2H), 3,63,9m,2H), 4,1-
oA 1093, 1014, 801 |  4,5(m,2H), 5,8(b,1H), 7.5~
o, 90-06 8,0(m,SH), 12,2(b,H)
g 3293, 1838, 1506, | 0,9 (d, J=5,81z, 3H), Z,6(m,
57.60| 154, 1489, 1332, | 1H), 3,1 (m, 1H),3,7 (m, 1H)
o " 1080,808 | 4,3 (m+s, 2H), 6,1 (b, 1H), 6,95
tH, (m, 1H}, 7,2 (m, 10H)
F
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3(m 1H),

wiy ol

1340, 1250, 1178, 3(

82 (m2H) 16 a 3233,1488, 1338, 0,6 (d,J=5, 9H7., 3H),
2,4 105- 1157,1087, 799 (t,J=7.5Hz, 1H),
3,4-3,6(m 2H),
7,2(m 8H),
1459, 0.6(d,J 8,1Hz,3H).2,5(m1

m 1H)

7,

108 4, 2(s, | H),
1);815|_|71

4(d,

3 S(m?l—h

2,6(s, 3H),
5,1(d, J

'H, }_ﬂ)ﬁ%ﬂﬂ%@;m

4 2(s 1H)

294839, 5, 2(d, J=p. 1Hz|32R4, 1488,413304, 60.55(d.Jr8.2hz31), 2,35(t,
, % E‘%ﬁﬁ(d Jfgs_awqf,g 1o, 11@13a Jg"é-gglﬂfqgﬁ(mdé‘b 34-3,6
, 65( =gz, 1 H), '(’F%F
| 3 (m2H)] (~’I 1481 1089 mﬁll:% m,2H),
(d,J=8,5Hz, 1H) - 2(rin_BH) 1486 7 1|‘1},,$,B(1‘|1,3H),B4(31H)
10 a 73 WO 2305/073?@@715%1"/@340% 2,4{tJ=7,3
3, w320, 0 usi Jablr, 138H,.1086.t|, 2 1M #B(m 1415,3,8(m.2H),
50, ¢T088 oTPaa, 1H)., 2 7(m 3, “-# (d,J=8,8Hz, 1H),
% 3 He 148 1) %6_]2128 85"t . 7.4(m,3H), 7,6(m,2
7,%3.7,5(m 4H), &3k J—7 7Hz 1 H, |7, §lafIERY)s,0m2H)
1H(79dJ=75Hz, 1H 20 B319 11489 1328, 4. 7(d. J=6Hz _3H)
12, A(F 7,5 r 'x'1p 117-3224,0%54,11969, 1%%‘9%%3&.%{“:&}3
H} =7 SHZ 1 b o 1 (&, m
80} Q\L— LT eH 38004 | oy 8,506 1H), 4,8(0,/=0
180 Hz, 1H), 7,2(m.8H), 7,9(d.J=7
Hz,2H), 8(d J=7Hz, 2H)
13 3520, 1578, 1461, 0._6(?.J=6,?I-Iz,3H), g.)acT.1(H).
X 2,9(m,1H}, 3.4(m,2H), 4,2(s,
}‘t:"‘& 115- | 1246, 1157, 1090, | 1'4 7(d,3=8,6Hz, 1H), 6,9(d,
119 |  1012,803 | J=9hz 2H), 7(d,J=0Hz2H), 7.2
(m,8H), 7,5(d.J=8Hz,2H),
7 8(d.J=0Hz 2H)
TR _ 3238, 1490, 1321, 0,65(?,J=1f:li_,l')le,:1H)é ﬁidén":? =)
29(m, , 3. 1{8, M,
i\:h‘ﬂ 2{32" 1167, 1091, 1014' 2H), 4,2(3-1“). 4,B(I:I,J=B,5HZ,
Y 204 741 1H), 7.2(m,8H), 8{2d,J=6.4Hz,
- Fa, 4H).
B | G 7616 (5288, 1623, 1489, | 045G, J':{)BHZ,Q(SH)'I. 55333
\ . t,J=7,8Hz,TH), 2,9{m,1H), 3,
P lo s 1325, 1159, 1088, Et,.J=?.5Hz,1H). 3,5(m.1H), 4,1
&1 . 804 (8,1H), 5,6 (d,J=8,6Hz.1H), 7.2
W& : (m,8H), 7.7 (64,=7 y BHz, 1H),
8.9 (m2H)
18 | = 3533, 1488, 1395, (uje (d,iﬁi?_ll-)lz.zs.g(), g,:)
. {tJ=7.5Hz,1H). 2.6(s,3H),
90 105- | 1157, 1087, 708 | = GeT.ONE IR, 206
%,ch 108 4.2(s,1H), 5,1(d,J=9,3Hz,1H),
4 7,2{m,8H), 7,4{d,)=8,5Hz,1H),
_ % F(m,2H)
17 ~ 3448, 1480, 1459, | 0,6(d,0=6,1Hz,3H), Z,5(m 1H),
. 164 | 1340, 1250, 1178, | 3(m,1H), 3,5(m,2H), 4,2(s,1H),
. "z‘}'t'{’ . 1142, 1080, | 5,2(d,J=8,1Hz,1H), 7(d,)=4,6
& 169 Hz,1H), 7,2(m,8H), 7.9(d,
' J=4 6Hz 1H)
18 = 3303, 1560, 1489, | 0,85(0,J=6Hz,3H), 2,4(m 1),
. 14 | 1334, 1166, 1140, | 3(m, H), 3,5(m,2H), 4,2(5.1H),
Pl 1089, 803 | 48(d,J=8,5Hz 1H), 7,2(m,8H),
o oy ?’u | 146 7,5(s,1H), 7.7(s.2H)
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By

21 3219, 2261, 1743, 0,8(m6H), 0,9(d,J=7,2Hz, 3H), 65
ir 61489, 1331, 1147, 1,4(m1H), 1,8 2,2(mSH), 2,4
1089, 804 (m1H), 2.6(mIH), 2.9-3,3(m 3H),
7 4,3(s.1H, 58(m1H. 7,2(mS
“’P42§§‘-% I’%%s 0, 4(d J6Hz 3H), 22(t, J=7,5Hz_ FQ'CE’EV%%“’“
171- 1162 1135 1 D39 L&D ’)Q(ml!— 3= 7r.|_|-,
B) | 3%tyn | H) . 4, 1(5, 1 H)32581459, 1838 cﬁgJJ%"I‘_lZ-
=, 4H™ £, 15 98 | 155; mamu.n ?‘,ﬂ;.,g'
7, 9(d, {5t 8(fl,,d=7) gﬁ% 7T
arde1:dh 353, 488, 14850 o 507,8(“_7'5,_,2'
2, 3(m I H), 0- 13p3, 12444, 1159, 2 9 _75HL1H :
od TR, 7 2(m | o ﬁwﬁg%ﬁz'ﬁﬁ) (A, 3,35(m, H)
) ) .29m1 3,35(m .
7. §7 "f%ﬂ" A2 5t 1= 7’5Hz,1H) 4,2(s,1H),
0, JBH) ., B0od73- 11524 3Q8,8=48:z,1H), 7.2-
2, _ . 3.40.1 H), 3, H(t,J=7, THmaBH)
SY7% 3rlls A 4, 208, TF) 3278, 2064, 17463, 6,66m.6H), 0,9(d,J=7 2Fz3m),
7, 2(m 5..3295, ﬁ% 189, 133101187,d, 1746HAH}H)8-2,2(m,5H), 2,4
2, 3(t, =5 o 19929150, 1085 80800, | b, 1H), 6M2AFD(29-0,3(m,
H | 3 J&h, "o- Hz, 1H), 3,5(m 1 H),| 43843, T(m2H)1483(s,1H),
75 5(d J= B, oF 7,2(mBH), 7,5(m ,8(m,1H), 7.2(m,8H)
) N 4139 ; 3H J=7,5Hz
A 3 2'4( o 43 ﬁ 1D, 2B AR G 7 1
11%8, 9 VA1 ¥152, 17' 1H), 3,4(m,1H), 4,1{s,1H), 54,
174 |  1015,800 | J=8,4Hz 1H), 7,15(m,8H), 7,5-
' 7,7(m,3H), 7.9(d,J=8Hz,TH),
8(d,J=7,7Hz,1H), 8,25(d,J=
_ _ 7,3Hz,1H), 8,5(d,J=8,1Hz 1H)
55 3255, 1563, 1488, u.e(d.J=ﬁ.3l:lz);3H3‘.( 2,32(I_IE;1H).
2.9(m, 1H), 3,4(m,2H).
N0 160- | 1323, 1244, 1158, | 4 o' 1H), 4,8(d,J=8,7Hz,1H),
&0 | 1ez 1091, 803 7(m,3H), 7,2(m, 10H),
¢ 7.4{m,2H), 7.75(dJ=8,8Hz,2H)
24 3590, 1490, 1323, D,BS(ikJﬁkpllz).%H& z,::{;.)am.
2' ml T T m! 1 4
g:‘::s"’. 175- | 1152, 1088.808 | 3 4(m,1H), 8,5(t,J=7.1Hz,1H).
175 i 3.7(5,3"[). 4,2(5,1 H)l
. 4,7(d.J=0,3Hz,1H), 7,2(m,8H)
2 3205, 1490, 1584, .u,s(g,)Jzey(z,am.) 253.&}'“:7}54
I-lzl1 L} L} ml n L] t' = Ll
Ni\::g‘ﬂ 192"‘ 1159. 1033. m: m.”_])' 3'ﬂm'1 H).. 4.1(5'-"_])’
(E\ 187 753 5(d,J=8,9Hz,1H), 7,2(m.8H),
7,5(m.2H), 7.8(d,J=7, 1Hz,1H),
8,2(d,J=8,6Hz 1H)
2% 3233, 3165, 1501, 0.7(d,.|J__I=BHz§,3H'}2, Eﬂmﬂ,ﬁm
3(m, 1), 3,5(m,2H), 4,2(s,1H),
: ‘:j‘u 173- 1433. 1327| 1158, ( 4.9{?:|.J=7(.7HZ,1)H).2;'(.2-
176 1089, 7.A{m,10H), 7,5(m,3H),
7.8(s,1H)
Z7 1591, 1401, 1347, D.T(d.j=ﬁ,1Hz,3;-l), 2,(a(aﬂll-)l'),
2 8L J=7Hz TH), 3,2(m, 1H),
162- | 1166, 1086, 1012 | 3™l o o 1
186 7,3(m,10H), 7.7m,2H)
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1491, 1347, O, 7(

7,5(m 3H),
d, J=6, | Hz, 3H),

i gk el L A ik P L B L T PR PR PR P e Pl sl P Ll LB P Y

176 1089, 7,4(m 10H),

N U L L. K P W Pl i a e

1 e v e m——— Ul

7.8(8.1 H) 27 1591,

2,6(s,3H 182- 1185,

1086, 1012 2,8(t,J=7Hz

IH, 3,2(mIH),

3,4(m 2H),

7,1 186 7,3(m 1 OH),

7, 7(m2H 7

w%%é%%b? PCT/ EF7, 0051001658 28 1592, 1509,

gﬁfﬂﬂlﬁﬂ

0,6(d, J=5. 9Hz, 3H), 2, 6(t,J=7,5 75-78 1349, 1220, 115&3,

gl

58 [ g(g}( T ) 3TZ2(1 iJfSQEP‘IEDB.\ 149%10, %QE.%%;%H) 2,6(tJ=7.5
: , , , 35 18%8,2(t,)=7.6
7 %}g 8( é‘#ﬁ %ﬂée‘ézﬁg%ﬁ%,a- 1185, 2H), 32084,1H), 4(5(,1H). 44 |
., 30" 8N) , 0, 9(t] I=7, ®8991- 97| (53, 7-2.5{f, 14H)FES(m.2H)
iH) 6(t oML 2]7(t,0=7.7 Han,|3(m 2H),
3.2(mi1H., OF 1014804 3 4 4 3 (s 1 2Hz
20 JH7 oH) rs'-) TYneH [RP6T161592, 1495, 1| Bif(d.J=8Hz8H), §.9(t,J=7.3
132 %g.o3(t4 : s7op 1351@11151.11“1:%3.( L H).d ”gﬁ’%m%ﬁf
g - a1, 11493 1é§§-'%?é(d,?§ et ST
; m 2H) . 60-6f1 1175, 1154, 17089 hy ZI_%ﬁm '
30 . 3248 1501 ] 1aop'>0, BEG: TIoH, | JI AR e
] %u 7, 109m=rp) HI6H 14, 1888 g AiE) 1ry2a gl 1i4), Bam,
4 , 1 H), 1H), 4,5(8,1H), 7,2(m,10H),
¥ , B(m2H)
3 Qf 1501, 1493, 1376, |0,5(d,J=6Hz,2H), 3,3-3,4(m 2H),
0 60-64 | 1175, 1154, 1087, 4"“'17'1)('"‘;"?5%1 :()r;:ﬂ?'m)'
“?‘t;u m ¥ 1 ) L} L]
o
AR
. F
32 154 | 3238, 1591, 1490, “’%’&*‘?ﬁf?ﬁ%“.},‘“"
(] m" r ¥ m' ;
157 | 1325, 1157, 1090, | 4 5¢c 114), 4,75(d,J=7,6Hz, 1H),
802 7.1-7,25(m,12H), 7.8 {m, 2H)
- Racemate
54 | a254, 1593, 1492, 0,5{d.J=BHz,3H).4{2,3{m.)1H).
2,9(m, 1H), 3,4(m,2H);
33 188 (1154, 13289, 1090, 4.1(5.-%). 4.7id,J=a.9 Hz.1H)
© 803 7.1-7.2 (m,12H), 7.8 (m, 2H)
(2R, 38))
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802 7,1-7,25(m 12H), 7,8 (m 2H) Racemate 154- 3254,
1593, 1492, 0,5(d,J=6H7,3H), 2,3(m1H), 158 1154,
1329, 1090, 2.9(m1 H), 3,4(m2H); 33 4.1(8, 1H),

=y 9 Hz, 1H), 803 7,1-7,2 (m 12H) :
“@é"g 75 - is WD 2005/ 077897 PQ/EPS&%%@MW
Data: |. In-vitro deternination of
PhaPrF |n| ﬁ%?%%/ CB2- Rezeptors The affinity of the
i nventive substituted azetidi ne conmpounds to CBI/ CB2

L ¢ AR s BntriaBoB T FEATCRRRRaBRRIE. 0 bl o

I1: Table-ll: Conmpound CBS Receptor CB2 Receptor

The%ﬁﬁlﬁ%%&%ﬂto Radl o| IFgg 83&% CP55940 'ZFS('}?WB%/QB@WWSIS

. detehﬁiheﬂlahldmmtﬁ&u Shdvie0 Boref ﬂﬁhﬂvémes 6b1ﬁ&féd are giveh ib e

R S R X
Table Ii:
Compound CB; Receptor ' CBz Receptor
according to | Radloligand:[PH}-CP55940 Radicligand:PH]-CP55940
Example % K (nM) % K (nM)
Inhibition inhibition .
10° M 10%M |
1 60% —_ — —
5 59% 264 4,6% —_
8 66% —_ 13,5% —_
14 82% —_ - —
15 68% — — —
18 95% —_ . — —
25 B7% — — —
33 1% — , — —
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WO 2005/ 077897 Pcr/Eno051101658 ii. In vivo bi oassay
system for determ nation of cannabinold activity The
determi nl nati on of cannabinoid activity in-vivo was

7 o given In the ol lowng table | Ty CEEaRyIes
L. niyles SRR 0O Bofinglioh Uf ammaliWel dotly °C7 1 e

prior to Wm 55212 ‘2 I na dose of I 26rrgtkg lv.
The detemyininationf Banaahinaic aciity in-Kve vas dstemenedap de&crﬂ:eml

sl Sl ol oo e oYl b o7

100 57 71 i.v. intravenous A Hot-Plate test B:
Hypotherma C. Catal epsgf?ﬁ) "Sedatl on As can be seen
fromthe val ues given In %'e I1i the Inventive
azetidi ne corrpounds act as. cannabi noi d receptor

' = : E OB I S ainab frg .
m 1. SubaadﬁmtssaﬁbtAzetl di n=prbmmwﬁ'ds-2mf:r:dd%lm.mmum Lv.
or_ikw RZICIF_e])bc er ei riiappistic s 5
sent'san at" | east “hono-subst | tuted phenyl gr aup,
1 5 0 0 0 46 100 47 20
5 2 0 0 0 77 100 "1 57
8 0 0 0 ¢ 32 | 32 51 46
14 16 0 0 0 i2 7 14 9
15 14 0 0 . 0 72 100 57 7
Lv. infravenous
A: Hot-Plate test
B: Hypothermia
C: Catalepsy
D: Sedation

As can be seen from the values given In table HI the inventive azetidine compounds
act as cannabinoid receptor antagoniats, particularly for the CBy-receptors.

.
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Rz represents a saturated or unsaturated, optionally
at | east nono-substituted, optionally at |east one
het eroat um as ri ng menber containi ng cydaaii phatio
group, which may be. condensed with an optionally at
| east nono-substituted nono- or polycyclic ring
system or an optionally at |east nono-substituted
het et varyl group, which. may be condensed

jos Yl or _
(“a"€§th an optionauy. at |east norn- substituted nmono- or

pol ycycliic ring. systen1 | .. R represents a |inear

1@&%8 amﬂimmﬁled optl onai ly at
1. S eas mﬁn@no suggtlttr;ggd al i phatic group, a

saturated or unsaturated..aptionaly at | east
nono: substltutedlibptlonalIyatRPeast onehet er oat om

as.rirg nenber confainin foaliiphatic group,
wth may be condeaéedAM
ring- system and/ whi C

nono- or potycyyclic

pay\be bonded vl a.a |inear
or branched aP emg group, Jor Rh optionally at |eest
nmono subsGhrted aryl or hdqteroaryl gr:nlp, watch may
be condensed with a nonoRor pol ycyclic ring system
and/ or which may be bonded via. a linear or branched
al kyl ene group. with the pgoviso dud F 1s bonded to
the. azetidine. ring via a carbon atom 78

AMENDED- SHEET R represents a hydrogen atom a cyan
or branched al kyl

rQup, a carboxy group, a linear
V“g?%ﬁp, or an optionally at |east nono-substituted aryl
group, R representp an --O- SOrR6-noiety, an -NHC

R rRpighas oy gt Rt OhE R BrtueRRngpuidie yR5RE°L :L%esz‘ﬂt :

a linear or branched, saturated or unsaturated

FF&%@%@%%%'éﬁgkﬁkﬁﬁégwﬁggﬁﬂﬁfqgﬁ%lOH&ﬁ

opﬁﬁrﬂiﬂy stileast dne keteroafum aaaingwmbﬁre@mm mp@mﬁﬂ@ m
ch

i i ycyﬁ?ﬁ%ﬁ?@m N

mmmsqulmﬂmnng\byﬂmnayamwmmea lea%t noNg

volisERY i WGy B dotiog alh AR boRTRRy 1 as) B0S-

sm&ﬁmﬁamnﬁnkmntWBthmmDngGwﬂwulycycl|c ring system
and/ or which may be bonded via a |linear or branched
al kyl ene grou R represents a linear or -branched
e o D nally at least .

R seirescatted lineanordmsnchede satutabed orunsajurated, opde
-mano-substituted aliphatic group, @ saturated oF unsaturated,. optionally at least

|nmnuﬁubsmnkxlopbonaﬂyaﬁkﬁuﬂuﬂ&h&kﬂﬂﬂ&ﬁnamttu;nwmﬂxrtun&ﬁmmg

cyclaal‘phahn group, which may be condensed with a mario- or palycydic iing-

 gystem and/or which may be bonded via a tinear or branched alkylene group, of -

an optionally at least mono-substituted awl or heferoaryl group, which may be

" condensed with & mono- or polycyclic ring system and/or which. roay be bonded -
via a linear or branchied alkylene group, with the proviso that R‘h bonded to the.

azetidine ring via a carbon atom,

78
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nono- substituted aliphatic group, a saturated or
unsaturated, optionally at |east nono-substituted,
optionally at | east one heteroatomas ring nenber
contai ning, cycloaliphatic group, which my be
condensed with a mono- or polycycliic ring- system
and/ or which nmay be bonded via a linear or branched

R‘aepm Bytdsagan alom, & FYSPP DB A\CaHIOXY SHRYP, a linear o
81 S B bEsh pAtioflall bt RESERERE-Klbitae8 arpigriupTay
0- orpolycydic ring system

and/or whi ch maybe bonded via a Ilnear or branched

%@&aﬁ ; : E ﬁ%ﬁ%ﬁ%&aﬁi‘ 'y at fg;:i&nﬁ&ety. El'll

—NHG0,-RUinsisty, anemm@h Laolphtonan O-CO-R'
unsaturated, optionally at |east nono-substituted.
optl onal |y at | east one heteroatom as ring nmenber

RE popndsaintsi anlinecy dobriainphed, isatugated pr ummmma&wmn%lbm @aﬁ d

mm%“%%%@%@ﬁ%%%%“ el et

moAG-Slisstituté, Optionallyhat ldast omauemmmm o ding REmbeneaTIRIOINg

crcfpoliaBtGutie Hhich Yy Po BHRBE) ok H b or patyercio ring;

sysméndlomhlmmus bﬁnﬁdwﬂmﬁn@rmb@wﬁedlwemm%tqrm

an byl g T S E st g e gt SRR be

cond&Eaa-wili’a mone+ or, palycyCks fitkBsystem and/on whiciemay be bonded
branche nsat urated, optionally at

Wia g lineqr %@W@ﬁ%?%ﬁ?@g‘;ﬁu phatic group, a saturated
or unsaturated, optionally at |east nono-substituted,

o e e o SHBEAR Pl ol atloost

maomssubstingsti afiphbtiagroopoa saturgied paynsaberated gpigratly st least

moran i %%ﬁ%gﬁ% g'b%‘%%g&"g ?méar opé@#g'%ﬁlgg

| qdahﬂp}mgmpmbwh omaybe ocpﬂemed atmoaornT polysyclic ring-

@mt%@ﬁ@“%’"@&g{? '%arycpl C ri ngwm

an wmwmmmmubamm ov hetegoard group,whigh may be )

condHe SRSEO. Sl o Y A AP B o

via @lingan of branghed alkylens gtapat ed or unsat ur at ed,
optionally at |east nono-substituted, optionally at

| east one heteroatom as ring nmenber containin

" R® represents a linear or branched, satufated or unsaturated, optionally at least
" mono-substiiuted afiphatic group, a saturated or unsaturated, optionally at least

mono-substituted, optionally at teast one heferoatom as ring member contalning
cycloaliphatic group, which may be condensed with a mmo—urpolyoyclic Ang--
system and!or which may be bonded via a linear or bridged allcylene group,

and!arwhnm may be bridged by a linear of branched alkylene group, oran

optionally at least mono-substituted aryl or heteroaryl group, which may be
condensed with 2 mono- or polycydlic ring system and/or which may be bonded

" via a linear or branched alkylene group, -
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cydl oal i phatic group, which may be condensed with a
nmono- or polycyclic ring- system and/ or which may be
bonded via a linear or bridged atk)Aene group, and/or
whi ch. may be bridged by a Iinear or branched al kyl ene
group, or an optionally at. | east nono-substituted

l@r lﬁ%én heteroar&l &Egug ﬁ%ﬁesf@meﬁmaﬁgﬁga&ﬂensad vvleth

shersted or umuﬂatba RRbnally dtienst hrshoaddbstiensd Sphialic gldup, a
represents a linear, or branched, saturate

S@H@%Pw@é\mwﬂ Qpanally a&ﬂeﬂ%w&ﬂ%ﬁ@%ﬁﬂgph@mﬁlwat least

helerddiéth| 'a% %n@ camtawrfg SFHiHlipHNPS B B! Wiich may be

nono-subst it ut ed;

opt| ona | east tjional I y at
ws% ﬁem@woatmw&ﬁc AngrgvstamANd/q Qrovhish ey

ﬁh@@dr'b?&lf;hé& gﬁ?| l-rQ]:lgii_ ol and%g%ﬂﬁ%ﬂoi‘\brtahcl?ed
lenst Fpeg-subritasant

n Oo- or
albndﬂrd%umupaoraan qme@a Iyt dwtema%/ or

.geanb C\%lcl‘ifﬁl‘égor M&M%@ﬁp@gﬁ%@g@@gﬁ%@%

optional l'y at

Wﬂﬁ?mﬂwﬂm%aﬂﬁ"ﬂjmﬁﬂmﬁpch may be condensed with

a nono- or polyryctic ring system and/ or which. maybe

. ‘?onded via a linear or branched al kyl ene group, R 2
R é%ﬁl'@%ﬂ& g ligegrios beanched.(sedrateskpr W&!@E@cﬂﬂﬂmﬂw at least
reﬂﬁﬁé 8h) o sl oF undiratedt, BRtidddty aflicast

p atlc ? up, %Bb or ﬂnsaturat Eﬁé >4

#Sﬁh&lﬁgg C gﬁﬁﬁﬂm condensegir:klbt h aﬁ?‘rglr?c-)-

o be bopded elyienriooup,
byVé ﬁh&rldr B%ﬂd\@ﬂ amyl Qﬁoﬁﬁ' lorlzgne

and/or I ch may be bridged by a Il near or

op%mmma mw@nmmwmw.m whichy ek bet

- corftiid Wihtd mbhc: br Boleyd: ! SGA Yha/SF Gieh rthy B8 poRked '
a m)no- or poI ycyctic ring system

be condensed wt
' Bd via a linear or branched

al kyl ene group, Ru represents a snear or branched,
ysaturat ed or unsaturat ed, opt| onal | y at | east
&pﬁm@waﬂeast

RY eneesentsa finea @Fﬁﬁh rajed op ungaiy

mom&abw;?iea ?mb laVsatbratedforiunsaiitaed
opti ona Iy at_ | east one heteroatom as .ring rrerr]y
mﬁgﬁwmﬁlﬂm

mope-Rubstituted &l stdonst e helsspaton A%
cyu%nﬁlﬁwow twhich MNBY Be cORIBIRYGME & fdriod 8r polycyclic ring-

“system and/or which may be bonded Via a linear or bridged alkylene group,

and/or which may be bridged by a finear or branched alkylene group, or an
optionally at least mono-substituted aryl or heteroary! group; which may be

condensed with a mano- or polycydic ring symn and/or which may be bonded

via a linear or branched alkylene group,

R™ represents a linear or branched, saturated or unsaturated, optionalty at least

h mono-substituted alcphaﬂc group, a saturated or unsaturated, optionally at least
mone-substituted, optionafly at least one hetaroatom as fing member contalning .-

cycloaliphatic group, which may be condensed with a mono- or polycyclic ring-
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system and/ or whi ch maybe bonded via. a hear or

bri dged aucyl ene group, and/or which may be bri dged
by a |linear or branched al kyl ene group, or an ;
optionally at |east nono-substituted aryl or

heteroaryl group, which may be condensed with a nono-
bonded

AR RE i g Ry P bR HIEBR 9

EAW/er ﬁﬁld‘i’ﬁ%y% m@@bﬁamb@mﬁwﬁmﬂ edisraroop, or an

enantioners or - di astereo S a racenmate qr. |nf
bstisdied ¥Yi6r bptergaiy oroup, which may b

eptionally gtlenst mepo-gy

%Irﬁlbﬁ%ﬁ)ﬁ% fronB! G RilyHYGLlic MitPSystsiR GAdAR Whith may be bonded
astereorners. In any nbdng ratio, or a correspondi ng

via g:ingar anheanched alkyleB? 98%bndi ng salt thereof. or a

correspondi ng solvate thereof, with the proviso that

c&rrpounds of general fornula 1. In which R and R2
R3 #eprepents a fosar %hm@%ﬁu@%@rwﬁww RRtionally at least

rﬁ&m-sﬁiﬁmmgn&é&n kafed 8AhsBn kAR éEgﬁﬁtﬁﬂyatleast
net hy re excl uded. 81 AVENDED SHE
ﬁﬂ@f@ﬂy @Uﬁ%ﬂeﬂ" f&tﬁmﬂ@mﬂ%a%mm@éwmmm

cgﬁengﬂ lDel n subst ] tuw ?Yd BBchf@icC}mg-

“‘d?@m g@h@aﬁw yﬂﬁm@f@mﬂmw@ armap.
al kylw'ic]lhl near W h@’aed’f”?s'%;’ﬁ;'"%‘iﬁw(g%? ﬁ n(}l,
‘ oo Ineteroapd geaum: whichypen e

e Hp]
%

sug Eltut e%%ﬂrp& 3 bﬁbwﬁgﬁﬁgﬂ%‘gﬁmﬂbemﬂdeﬂ

viarylinean aebranched aliodensioTuBm t he group consi sting of
F. a, Br. linear or branched C~$ al kyl , Iinear or
-, CF3 - - CN

branched Cps_  al coxy, -(CO) -
phenalipindem pioreoh B3 éﬁ@@mwﬂwmmm or
didBferdsthéds 4 %e@aﬁa @f%%mﬂbﬁ’ﬁhﬂ@‘bfﬁ?%&ﬁ%ﬁtﬂe
hydr ogen at om- OH, a_linear or branched, .
stammqrmr@’&meh’ mmﬁwﬁr digsterpogirra,in agy sising ratio,
ind'safl thére6X B i t Ut ed

oA LaTEipRdihg B-Gide BRI, a UifeEpDhd
-wth 1. 2, 4 or . 6.substituents i ndependent |y

Wﬂ@mﬁ?’mﬁlﬂ?@eﬁftoup consisting of F. C, Br,
| i near or branched Cl1.0 al kyl,

0

with the:proviso that compounds of general formula 1, In which R" and R* each

represert an unsubstituted phenyl gmdpi R® represents an -0-50;-R%moiety
and R® represents a methyl group are excludéd.
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Unear er branched G.s akcoxy. -(C O-H -0OH, -CF3,
-OCF3, -CM and -COON, Rs represents an
-0SOz-Rs-nmoiety. an -Ni-CO RT-npi ety. an

--NHZ-noi ety, an -NH503 noiety, or an - NFe- SQV
l1-nmoiety or an --OC(=-0}R '-noiety, F{ represerris a
phenyl group, said phenyl group being unsu ted or
substituted with 1, 2.3.4 or 5 sum [ ndependent ky

‘f“ﬁllﬂgﬁﬁ' d fro%bﬂﬁ@&i%%@ﬁﬁl near 'or raﬁlchégr’cm

aIt oxy, -(0=0)-H -OH, -CFa. -0CF3, -CN and -COON, RF

FRpsgTk: A phant AP, ReEHERaLP tind s e £.3,5,

ols sebdituehtomadpendbatly Selevtied fiontithe gnuignednsistingl of &, €3, Br,

e e SR BBl sy ko Piom, <o

-otfl QoRHEnd-coo; Yyl ohexyl group, said cydopentyt or
cydohexyl group being unsubstituted or substituted
with 1, 2, 3, 4 or 5 82 AMENDED SHEET substituents

Rﬂréiﬂeﬁrwohhmw?wpt eadfpnenwgmpgrmgaummmgr of F.

o ﬂﬂhaﬂ;é" ne@r of | [ancg Cr §P“’é‘!‘&ﬂ§°m

o&euug ?ntsu.ustar Tﬁfﬁabmﬁgmmtslﬁlm ﬁhe%h?rlbraatclr\]&l C4eor
supstituents n e e rom e group
alegnis &G oF ‘8§E3' Mﬂﬁr anched Cm al kyl ,

I|near or branched Cl alcoxy, -(GO-H -0OH -CF3,
, -CN and - R8 re I's I near or
R%W@m@fﬁf %%{Ji?@?;‘ ﬁ'ﬁt?'?r”&aryl gr oup

sel ected fromthe group consr sting of phony!,

F\“gaphthyl t hi enylg? ,r-éﬁy §£||b¥k¥\%ﬁ’r§&'§"d‘e"
B&ﬁﬂ:éhf rerkzle uﬁkbmpﬂ&ylgmhbr Sidphbsylgnoupbelagol e,

urk®
m;gl d,ar PEB“ tergﬁﬁy'l géﬁ@}é)ellng unfgubgtl% see%yor

sdﬂﬁpﬁérﬁﬁﬁ#ﬁﬁuﬁ ebAsiERth 6IfRC1Breligsap op brarmhed C-igadad]

i near or ne

Hnsa%w&reader’@sﬂwy-(gﬁﬁ’éﬁ{} rgt’o‘rﬁﬁ%%&? oA edoH.
with 1, 2, 3, 4 0or 5 substltuents i ndependent |y

AR TS e o S
—WSW p&egwxuﬁe.gm—nﬂahdr o uh s O-Ofe QYR -roiety,

or substituents | ndependent ly selected from
the group
R® represents a phenyl group, safdpMnylgroupbalngunwbstclutedor
substituted with 1, 2, 3, 4 or 5 substituents mdependenﬂyeatec:tedfmm the group -

h conslsting of F, Cl, Br, linear or branched Gygalkyl, linear or branched g
 alcoxy, -(C=0)H, -OH, -CFs, -OCFs, -CN and -COOH, .

R7 represents a linear or branched Cy.5 alkyt group, said alieyl group being
unsubstituted or substituted with 1, 2, 3, 4 or 5 subsfituents independently

selected from the group consisting of F, Cl, Br, -OH, -SH, linear or branched Cw

alcoxy, -CFaand -OCF3; a cyclc:penhrl or cyclohexyl group, said cyclopentyf or
cyclohexyl group being unsubstituted or substituted with 1, 2, 3, 4 or b
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consisting of F, Cf. Or. OH I|inear or branched C, .s

al kyl and |inear or branched C,.& alcoxy). -902-CH3,
-(G-0-H -Ohl. -CFs, -OCF3, -CN and -COOH and said
aryl or heteroaryl.group being optionally bonded via a
G -3 alkylene group; or a cy ClChexyl group. said o
dohexyl group bei ng optionally bonded via a C 4

s@&hﬁﬂ chdentiHRtedRbRahe BrduprRnkistig of Bed!, By OH, -
I near or branched Cr$ IkyI ene ri dge .and, bei n
Sty s o BROCE gAY @3 or B phenlgighp

f
PRl F%@ﬁ’%f"“%ﬁ’&%ﬁ“m? *““’ﬁ“w“’“‘” "b?Z%L“h‘Z‘SS ST
indepsidentiy ﬁiemed)fmwrtaﬁsm agneisting ik CL P@Jtﬂfamr b@nched
C”%@T'@Pam?%ﬁm%%) Gl-&plmgl etgpl é@ﬁr near L%PF r-gr':lc?]%d_

COO#.al kyl radical; or a phenyl radical, said phenyl
radi cal being unsubstltut ed or substltut ed with 1.

3.4 or 5 substituents |ndependently selected fromthe
RYrepsentsaniirieat onbraothed Ca alikdaroyp; saanyloer heterpapkaragny

59?5‘6%4 f@r&%%tﬁlr an@%@w or sal gmp%%?/?@l gllf gﬂ?}l
248t hegeaipladiazalel penmofiltbpheayiobanp Ly ndnendradlt: 83
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subsﬁtmwhﬁﬂ'lgl @B, £ on§ substityents i@ﬁ@ﬁwﬁnﬂb@@lﬁqﬁ from the group

mbs'ﬁg'&y 1t A :J%ie‘%ey o Eenzo ﬁﬁ&éﬁ#&g@ﬁf@@'(ﬁs

alduyhphenyl (GPMIImwmrted “@Hl"d 2a3 oo SHBsBHEHS| gr oup -

b ST O, 1 8t
y

branohed €his adkyband-linearr or bya, Casalepxy)y aheney

é%@??l t"mpeﬁb\?\ng't‘ﬂsps %bﬁgﬁ%@/or WW%?WMﬂ'G Qrﬂl-lp

mmmmffe 4.1 Br, O, linearer branehed bd fleearqribipnghed,
%5% Gga a@dg | EOOH
C"B-a ?ﬁg)h i al ch eng‘sj ( ogtzﬁoﬁ l'y arkp ikt
any gbbeteraand grovn being omi/or@l atfsed @lls:éﬂ'ﬂ% group;-or a
q@%@gsat%@ Grbts ﬂama%psam I;(th‘éﬂw ét:wg of
I near “or br anched Cl 6 al ky

alkylene Sridge amanbelng optionally bedasa by 3 fipearor bfetsﬂad%a
atiiBht biidge and bbing unsBbuBliey of SRt amhd, 2,3, 40r5

| substituents Independently selected from the graup consisting of F, Cl, Br, linear
or branched C. alkyl, linear or branched Cy.s alcoxy, {C=0)-H, -OH, -CF3, =0, - -

" OCF;, -CN and ~-COOH:

R? represents an ~S0-R-molety; a (C=0)-R"*-moiety; a linear or branched
C1.¢ alkyl radical; or a phenyl radical, said phenyl radical being tnsubstituted or
substituted with 1, 2, 3, 4 or 5 substituents independently selected from the group
congsisting of F, C|, Br, linear or branched Cis alkyl, linear or branched C1¢

" alcoxy, -(C=O)}H, -OH, ~CFs, -OCFs, -CN and -COOH andor said phenyi radical
. being optionally bonded via a Cyaalkylene bridge,
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aryl or heteroaryl group being optionally bonded via a
Cl13 al kyl ene group; or a cyclohexyl group, said

cycl ohexyl group being optionally bonded via a C ' $

al kyl ene bridge and/ or being optionally bridged by a
linear or branched Cl.3 al kytene bridge -and bei ng
unsubsttuted or substituted wth 1, 2, 3. 4 or 5

R Rsirbddiidh ﬁnéem@.emndeﬁ Cy.s akkylagronp} snvarp orthetepabaroup

%&'&fgﬂ%ﬁ %@"ﬂéﬁ' cafilsin of PR syt YR St Gy

- £EBendo ha@m;e eyt midazold. 1-
%I near or branc'hed ltﬁﬁr:.I Kk rnc?glp?ﬁuan a?m ok
mm@wlmlgpsa@e%efﬁateﬁ%ﬁ % pfa Bodupdiced o

sﬁ&ﬁ(ﬁ?@@e“ z 6t ﬁgadl azoI e, benz [qgﬂﬁﬁ???wf:d:‘;::mup

consistirig] af iri. &4.tBr1 Iineﬂmzr

de3 o subasituehts ed or
S AR i, 25 oo s

mdepepmwmleptedéwmwm%mwng

s%@&i@%&y phenyl (@Eﬁtl OnP‘fﬁ'&%ﬁé‘F@%‘i&l tut‘%d
&t Fl EP'Brl P8r &%&h@dm alﬁdlﬁilear&‘braﬁ:hed
m“?ﬁfmmézﬁ@@oﬁmw% DT o e
afhetdod gm?xp éﬁﬂdﬁhﬁy&ﬂﬂwadﬁww@ grousra
romcf aﬁ consisting of F, ar ori
cmmmmm @Immhem mma%m sPh%aH)ﬁ E’ﬂ@%d‘ﬁ
allgiche bilige ahdiof Beidd o ““”@‘“‘Mm‘@‘

anyiﬁdebndg@aadmagu et eroaryl g B gej n3d£%tl onaé ly

.815%{]%“5?%9%%@@@ gRShipPitinisfiting e
'a a NDED - HEEP aI IyI ene brj bngcngé:%"r’d "::r
oitwanchesCi-onlil] fipesr oelaRcA G AlRRN '@’cﬂﬂr gn “Ohs

Ky tTPE'EFP g@l,gﬁ, and bei ng unsubsti hrted or substituted
0\)&\}: 2. 3, 4"or5 substituents |ndependently
sel ected fromthe group consisting of F. 4. Br,

dai rﬁgng@%imm hbuis ah Syl dp hatereayl §ibbp
Ralrg (a('ﬁ}{gapa g m;ﬁﬁg Iﬁ% ar&Fl

sﬂmmmemmb@aof m ngp Gy

2 ekl Sor ARG YR aohE ot e
‘rou nsi st ng , napl;tréﬁu)‘/)ﬁdml en}‘ll fuigpyl

bltéaro)d and pyrazole, sald aryl or

substituted with 1, 2, 3, 4 or 5 substituents independently selected from the group
conslsting of F, Cl, Br, linear or branched Ci.qalkyl, inear or branched Ci¢
alcoxy, phenyl (optionally substituted with 1, 2, 3, 4 or 6 substituents

| independently selected from the group consisting of F, Cl, Br, OH, lingar or
. branched Cy.s aliyl and linear or branched Cig-alcoxy), phenoxy (opfionally

substituted with 1, 2, 3, 4 or 5 substituents independently selected from the group

" consisting of F, I, Br, OH, linear of branched Ci.; alkyl and linear or branched
' Crgalooxy), -SOzCHs, {C=O)H, ~OH, -CF3, -OCFs, -CN and -COOH and said - .

aryl or heteroaryl-group being optionally bonded via a C.a alkylene group; ora
cyciohexyl group, said cyclohexyl group belng opticnally bonded via a Cis
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2,1, 3-benzot hl adi azol e. benzo[ b] i hi ophenyl
benzo[ b] furanyi, im dazo[2.1- b]thiazole and pyrazol e,
said aryl or heteroaryl group being unsubstituted or
- substituted with 1, 2, 3, 4 or 5 substituents
|ndependently seceded fromthe group consisting of F,
Br, linear or branched Cl-a allprl, linear or

alk@é,ﬁﬂ h&g&&h{ r@eﬁ‘@ﬁbmﬁﬁIde@ﬂﬂi}l wtiuﬂdmrbtdmheﬂ 49d
alkﬁemebn@ amf%%bsdt PSRt BT L LBl o

sub% &iﬁ@ ( tl'lé A% @hsiatingehEAC), Br, linear
S- alcox p enox optlona
or ranched Gys a;l!% dinear, qr&ﬁﬂ‘é‘eﬂ n%i&y%%* é@?{e \é&? o“?%?
R si sting of F. CI Br, OH |I|inear or
E anché}gl_gé@ﬁkyl and | inear or branched
C -6-al coxy), $2-CH3, -(C-0O-H -0OH -CF3. -QOCF3.

MFWndegﬂ@a a %a‘@l gfodﬂle‘gﬁgﬂg%hgw dreupg

. selecter] foira the grgup mmwgd:f@ylen)dh rﬁgyl (furvl).

21%&@%&%1“@%? all ear or wmd QCMd
bslitutad i afut e

* bjthizizblsl andepyiaciolly eaidratylssiheleroaryl oo

bl 5, 1 S e s

consistingaof F, 6, B inrsinod banshed By alkyl ﬂré%ﬁmrbrw&ﬁér%e Cl.p .

tggnd - COOH;

a'm%'ﬁ'%&%éﬁasya ?éiar?'gg? or brancheg@%aa al kyl group,
STIRERPGH U

independently estectas feyro theygroyp sapsisting elf, & B,

brarjcha C?t 'ail&&&&i @%gnzo%a%m&%e“ 20| é]tmﬂphe?ﬁr'\gup

subhﬁntedm[itb]‘lf & 34 ot 5 subsituents depend

ey R A
C1saldoxy), FS@ACH,) (G dall] \CRyetdets dcﬂrﬂj‘lﬂ T¢@0§F G‘EF!SJ

ant §Fﬁ%ﬁ’%"?%@r‘° W%‘Eﬁé‘%b%qﬁ al coxfaémﬂg%yﬁauﬁ ora

cyciheiny! gnap, said cyniaticckaraumbelng pptionally tl‘émé'ﬁd ia a Gy
sl B BB ol BB bl b R & e

alkylshiEBiidge and heing Crsubsiuted nosubsiitied withs 2n3.4La8r5
SE, Giidy, finedr

SUbsgmef&OWép%r%ﬁﬁf%&ents |ndepe§fgeant éd from he
Gk -Q), Sfanthba

or brgnchesi Copalkylshinaay ovbranchel Cr.eplcoxy)
OOFCl_(ﬂ§}>{‘!'_eb<<1;,|_h|near or branched

R represents a linear or branched C, 5 alkyl group, an aryl or heteroaryl grouﬁ
selected from the group consisting of phenyl, naphthyl, thienyl, furanyl (furyl),

2.1,3-benmthiadiazole, benzo[bjthiophenyl, bermu[b]fumnyl. imidazo[2.1-
blthiazole and pyrazole, said aryl or heteroaryl group being unsubstituted or

substituted with 1, 2, 3, 4 or 5 subsiifuents independently selected from the group

consisting of F, Cl, Br, lincar or branched Cygalkyl, linear or branched C¢
alcoxy, phenyl (optionally substituted with 1, 2, 3, 4 or 5 substituents

independently selected from the group consisting of F, G, Br, OH, linear or
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i3, -(C-0-H -OH -CF36 -OCF3,

G -alcoxy), -SOdi 3,
-CN and -COON and said aryl or heteroaryl group being

optionally bonded via a Cho al kyl ene group: or a
cycl ohexyl group, said cyci ohexyl group being
optionally bonded via a C 3 apryfene bridge and/or

bei ng optlonall bridged b [i ear or branched
bEEPEEfes Tipgar o Loty st (aponaly eq

#kylagd
shbdtifiidd ﬂmﬁ, 4 DY op ﬁm&ﬁm&n@ Mpbﬁd@ﬂﬁ'%édﬂﬁmgl?émp

o oFF B i Toes wranhed Gl s ihasaacanched
H,=BH, -CF3,L0@73§3CN§N1-EGQ)OH GNaid

%Etlo)@d‘llyln%!orm f 'one of the stereoi soners, :
ed alkylene gruger

efheterpayl mw beingaptionally bopded viareene
“gv&lﬁfedt\hﬁ a C1,3

ey Wﬁr@ﬂggaggaﬁgmmw o

ﬂwwmmmynﬂo
&Sﬁﬁtilei e%ﬂ or a ong’? SO vate Sﬁg‘-lgloggrg
substitpentaifclependendly ﬁ@' theroraup coneisting,of F 13, finoar

'%?%P@Eggbl'y I, et r’mg’h‘g’td&ré}ldb&g S ER RpLEC201Ph QOAN-GHOED

Fﬁ@mdnﬁmﬁ' an -NHCO-R -noiety, an
-41H3-rnolety, an -NH SG -R8 nnlety or an

-NR9- SO, - R10-nmoi ety or an --O-C(=G R11-noiety, Rs
opfienaliy ireform of ope efitfie %@r@gﬁomga arqfﬁ@hbn enﬁfmm%‘éphg

sugs%| engs ingepgn ently sel ect e(fl#eromhﬁe group
hly ecanlionersa éﬁﬂ'ﬂmfﬂﬁ@h lumé%ng@m

nrhé@ﬁm&@wg%.ﬁg%%“%ﬁ% esents a cr i'near or

comespandiog egivale thereal. group, said al kyl group being
i 4 or .6 -

unsubstituted or substituted with 1.2.3,

substituents i ndependently
3 Compounds according to claim 1 or2:
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whefgilear or branched Or$ al coxy, -CF3 and -0CF3: or a

selected fromthe group consisting of F, C, Br, -OH,
Si-1, linear or branched Cn-s al coxy, -CF3 and - OCF3;
a cyclopentyl or cydohexyl group, said cydopentyl or
cyclohexylgnup bei ng unsubstltuted or substituted with

1, 2, 3,4 or 5 substituents independently sel ected
-OH, - SH.

T T

fromthe group consisting of F, CA Br,

phenyl group, said phenyl group bei ng unsubst-i t ut ed ;
){)r substituted with 1, 4 or 6 substituents '

RaEpEntahagaesaten, E‘@f?@e%atqwr@ﬁcﬂﬂ“con& sting of F.

Ck Br linear or branched Cry al kyl . I [ near or
l?t:hranched g -s al.coxy, )-H -0H -
rgpresents an el 98 mNEHGOVR efetsyany b indielgan

FOA Ity G URSSCIS R0 or G 0RO RO ey

thletryl, furanyl (furyl), 2,1, 3-benzothiadiazol e.

%@é@%’% %‘3‘“# aﬂz)agﬁwwrg@'wngheteeroarém roup

wihds2.3, chﬁ arbshmaindm@denﬂx selectent greup

00 pEWABFOESBa FARP BHACHRO

consi stin
3@%&%&%@5&6@5&. -SNcand~CQAdny| (opti onal I y
substiluted with 1, 2, 3.4 or5 substituents

ependently selected fromthe group consisting of F,
R%:reprﬁenmnﬁnaarné branghed §ha alitiegrogp.ssald alkyl group beingear

uRPBIRRRNA Gubdned B2, 3PABEE Lok flebbndenty

Selrb@%mah@ Qw@mﬁbw ofir.Ch Be -gQHowH, seanpweREEched Cs

%??Eaﬁ;‘f(’y and |7 r?g!r:ﬁg %‘r a&?ﬁOWcox ?E@%ﬁﬂﬁﬂr

cyclobexyl grup. belgransubstinted Df@llbﬁﬁwtﬁdm @, Serd - aryl

al) yl en%&%&' cycC ohex roﬂ%ﬁgﬁﬁgfd#cydonﬂf

Sy Toepr rdrarchegiGaraleny, Kdhdod —\Q mommheaﬂlgmum@ald
brant ﬁéd Clg al Ly| ene&t)rr %ge ang Eer ng unsu%srtut eg
selactad fipmitha gropp censigting off, G B lineaken wanched.
f
. A A i e

COPHnched Cl4 al coxy, -(C=0)-H, -01-1, -CF3, =0, -
OCF3. -CN and - COOH;

R® represants a linear or branched Cy.5 alky! group; an aryl or heternaryl group
selected from the group consisting of phenyl, naphthyi, thienyl, furanyl (furyl),
2,1,3-benzothiadiazole, benzofbijthiophenyl, benzofblfuranyl, imidazof2.1-
blthlazole and pyrazole, said aryl or heterpanyl group being unsubstituted or
substituted with 1, 2, 3, 4 ot 5 substituents independently selected from the group
consisting of F, Cl, Br, linear or branched Cysalkyl, IInear or branched Cys
alcoxy, phenyl (optionally substitutet with 1, 2, 3, 4 or 5 substituents
independently selected from the group consisting of F, G, Br, OH, linear or
branche_i:l Ci1.6 alkyl and linear or branched Cisalcoxy), phenoxy (optionally L :
substitr.rted with 1, 2, 3, 4 or 5 substituents Independently selected from the group J
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t represents an -sQ2-R12 noiety- a -(C O-R'-noi ety;
a linear or branched -6 alkyl radical; or a phenyl
radi cal, said phenyl radical. being unsubstituted or
substituted with 1, 2, 3, 4 or 5 substituents

I ndependent|ly selected fromthe group consisting of

S s S e IO g

-Q@Q-ﬁl'ﬁn-gﬁﬁo)-!%hl-@Hp-lﬁﬁsym‘BEﬂ S ancb-e(EQQH and said
ed Vi

St G S i

a Yiaid bpsishexyiedroop bdmgrup‘.ﬂvnaibr Igmdeﬂ via a Cm

et ggagr,@?gg.ggﬁmqgﬁ&bﬂﬁqﬁ by aiorotiofied S

g H 5Ad being uisdeambted br sifistiited with 122d3p§oesol e.

sy a'{mé/v@;r hetergeareg( %ﬁ_@?el n& unsﬁ@#ﬁﬁtﬁdﬂp linear
*B&@%ﬁ&ge% b&xrém%éﬁbewm Cag alpomyp(CeORH, SOHRERY, =0, -

ar or branched Cl- Gl kyl,. linear or

OfiFan B and+COO0R coxy. phenyl (optional [y substituted
with 1, 2.3, 3,4 or5 substituents |ndependently

R e s L
& gﬁcyﬁlaﬁiw)a: PRERARIdICAIPEAIR PRERY radicditieing iresiibstitubed or

subssitged with 1 335?%33585%&4@9‘%'9 3 nf'd#? %Pﬂ%ﬁ@?%l‘%ﬁ e group

c@i et Fob1, SBrobinesr oaaﬁnlmaees.e alkyl iasarioe ranched Crg

S8
O Hir R DI 5 B S s SRR ATy el

alenyy. -
cygdlg’gg'l"{' iy e dia'd 6, falkiénabliygene group: or a

group. said cydohexyl group being optionally

bonded: via a Cll 3 alkylene brldge and/ or bei ng
Rwr‘eb a it 6f ai'nallwd' Iefteroaryl group

Kttt e
2?%52%'?%5'8 ANENB%I')ﬁg ET. or b?hr:?ﬁe yl'gilmdﬁo[z‘l_ r
b}ﬂmamlanedml@ g0 @% bt g Itﬂg‘"gaﬁwrbe’a

ﬂg&ﬁmﬁa ?&h sébsiitueﬁmaaqmrmenﬂy seleefeddrom the group
ranched Cl- aI kyl rou or__hetero (g_aoup
cnsiubon 80 £ R sagpOhgnEe Cue iy, Bleak o Rihsl

! R bhticRaNY suthstitded With fiL2Y3,)4 or 5 substi‘n.lmts
;ﬁ%ﬁh}ﬁéﬁw loll"*azol e, benzo | hi ?@O?ﬁ,rb(r, OH, linear or

branched Gi.¢ alkyl and linear or hrant:hed C,.;-alomq) phenoxy (apﬂonally
substituted with 1, 2, 3, 4 or 5 substituents Independently selected from the group
conslsting of F, Cl, Br, OH, linear or branched Ci.g alkyl and linear ot brand'led

Cy.-alooxy), -S0-CHs, (C=0}-H, -OH, -CF3, -OCFs, -CN and -COOH and said

aryl or heteroaryl group being optionally borkled via a C4.s alkylene group: ora
cyclohexyl group, said cyclohexyl group being optionally bonded via a Ci3

o alkylene bridge and/or baing optionally bridged by a linear ar branched Cyo

alkylene bridge and being unsubstituted or substituted with 1, 2, 3, 4 0 5
substituents independently selected from the group consisting of F, Cl, Br, linear
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b]t hl azol e and pyrazole, said aryl or heteroaryl group
bei ng unsubstituted or substituted with 1, 2, 3, 4 or

5 substituents I ndependently selected fromthe group
consisting of F. C, Br, linear or branched Ch..

al kyl, l'inear or branched C -6 al coxy, phenyl

(optionally substituted with 1, 2, 3.4 or 5
mmammehtesalm mmwn bsandh;zd hlgeicoyl, {Co0)-HpeOYr-€fa, =0, -

linear or branched Cl 6

éyna&%]—%oé?. or branchea Cos- al coxy). phenoxy

(optl onal |y substltuted wth 1,2.3,4 ors substltuents
FRSSGERE S e B iAo E57 alUF B! Shoadf iiecteing Sroup

slelmﬁmn quﬁmhshﬁngmﬁbhm%)'_'na;?%@ ;llfiigﬁyd fubdiyD{fuiyl),

AR SR B i i R R R

bithisyblenad pyrazple, sid aryl oy hetehearyl grouwbiging m@bsumted or

SN RE iy 1 2k 4ty i lenfy edkmmant sty Bumsbe grous

chhgisting of F, Of, Badinesgr ¢# manaiéwcﬁmkﬁrnndaeomdnaﬁm

of 5

Eﬁ&% K‘?@%F%&e%@ﬁw‘?ﬁ% é&c{ éc?’isr%&'ﬁ?éf@“ B oup

lndepauctmwseleaeﬁoﬂme Broug wmmﬂng@n-'pcamhgﬁ Fieieabor

a% &aﬁg% bran hed I ?—“ al coxxméC—O%-H. 5;"94,

l;dhet roamurwmmhwgel ect egmfl‘srugj ey o con5|mtu|mgmup
n% 5?‘ ﬂgﬁbmw i SRy o i e P e brandiba
Ca)H; ~Obk; R2BL, bOOR: c1IiNcayd --GOOH and sald

d:rr}o!'!b!%u[ anﬁ%%ij ﬁ%ﬁéﬁdg&thl aépge@ﬂq P razol.e

cyehh&t}lbbﬁ@ﬁiﬂh?ddheﬁd gdu beinghoptivhally boriatiVia g Cia

R e S A AR .

alkyidsrechniige dinGbeidg umsabstituted orsubstitatpd withal, 2y3; 4 or 5

B Bl Sevetteticin e ol BHSHERT E, Gl profinger

or BrancBed Oylg alkyin lrssarar branched 03¢ aﬁn&y A{GD)-HPDH, 05[] =0, -

O(% angdi C 0Xy), phenoxy (optionally substituted
it %%_@i or 5 substtuents | ndependently
sel ected fromthe group conS|st| ng of F. Cl Br,
i near,

el AR e L S 0 5 o5
selected from the group consisting of phenyl naphthy, thlemyl. furanyl (furyl),
2,1,3-benzothladiaznie, benzo[bithiopheny!, benzofblfuranyl, imidazof2.1-
blthiazole and pyrazole, sald aryl or heteroaryl group belng unsubstituted or
substituted with 1, 2, 3, 4 or 5 substituents independentty selected from the group
conslsting of F, CI, Br, near or branched Gy alkyl, linear or branched C¢
alcoxy, phenyl (opfionally substituted with 1, 2, 3, 4 or § subsBluents |
independently sefected from the group consisting of F, Cl, Br, OH, linear or
branched Cy. alkyl and finear or branched C;g-alcoxy), phenoxy (optionally

substituted with 1, 2, 3, 4 or 5 substituents independenily selected from the group

consisting.of F, Ci, Br, OM, linear or branched Cy.¢ alkyl and linear or branched.
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)

Cs -alcoxy), s02-C%» -(CO-Fl. -OH -CF3. -OCF3. -CN
and -COCH and said aryl or heteroaryl group being
optionally bonded via a Cla al kyi ene' group; or a

cycl ohexyl group, said cycl ohexyl group being
optionally bonded via a C a alkylene bri dge and/ or

b I 1 bri dged:- b

Qi) -S5O LoEONE: 1AL eI harh 2 ~2a0H anelsaid
él'uglgggt ea‘% o%rrnmﬁ:h%ngrs%up conlsursstr ﬁahlm%, JJMup ord
dyclnbexyl g@upmwsgueeﬂaww beling ovﬁw&v&r bsn 3%@6:* Cr $

W 3 6ftio by &fthear or
reprgsgﬁ‘?&%' nearnaoﬁ;’rﬁgg?gr?dr ed Cl.s aI (Ign %roup
alltylesetiridge anrébeln@umub%hﬁ%m sybshfad-witly 15 4.

W{ tonst GYF cf, maﬁhéar
sg#’%“@?r?gﬂa eéne;%tgﬁ?%gpa@g%?d%en hI 0 hen
obbranchés] Cus aliyl lineaneckreorhed -

d eroaryl group berng unsubstrtuted or
Oﬁiﬁsﬁ ed:vvl: 2tﬁ 1, 2, 3.4 or 5 substituents
i ndependently selected fromthe group conS| sting of

r?ﬁeﬁg&ﬁwﬁaxyd%rﬂhﬁwﬁr ona: I'v substr?%uytged P

selettied frpmothe grouporonsisting of phanyh ngphwdﬂﬂmmeﬁqw (fur:rl).

%ﬁgﬁgﬁﬁg}ﬁéﬁ"sﬁ E %[gﬂ a‘ I gg yr? near o@‘%‘f‘%} ie
bijiamdle auypympme.mr@aw Iretererry arosipdining W qr
€"’ﬁlne group cdnér str n ﬁ i MM [ nearﬁgg‘rﬁle%up
canstatiog ofiF.CB, Ballingar qr m&@myb i aﬁ%mdﬂfa@heétfaf-a)
Tlémcfdsﬁﬁsﬁtg'e'd g@gﬁ@gﬁs 000H
@g%{éfﬁo et eroa“rﬁﬁiggzr g%%ggl ng&’g‘r‘l onal I

lndermmbnﬂy @aledeﬁ»ﬁem@ra ArRURCOs

VI a a G{?wﬁﬁarene b%ﬁrﬁ%&ber ng opti orﬁ,glalfm@:mup.

snbsmwﬂyr.a‘!, I3|. foad sybsiituenie instependertlyippiestng fpm

_mﬁﬁ&.ﬁ@ su g?lrst%}gtgbéﬁfﬁgj endeﬁ'&éﬁrﬁg‘gt ed ft?rbmthe i

Crg;r&l@?ﬂ@ §ACHHC=)H, Ok o>, dpﬁﬁansal@ 9'r'd 4

i by 5 BERla St -%ggg‘g%ﬁ*%cg,ﬂa(‘fﬁ% ke formof

cycohex graup, said cyeiohewbaupbemnag Marigr

S B A et .

alkylenetbridge eod beinosmsybatiutes os subsituted HoBrB OF 8t i o,
substituents independently selected from the group consisting of F, €, Br, linear

or branched C..¢ alkyl, linear or brandled Cis alcuxy -(C=D)*H. ~QH, -CF3, =0, ~ .

OCF;, -CN and ~COOH;

optionally in form of one of the stereolsomers, preferably enantiomers or
diastereomers, a racemate or Inform of a mixture of at least two of the

sterevisomers, preferably enantiomers and/or diastereomers, in any mndng ratio,

or a corresponding N-oXide thereof, a camesponding salt H'nereof ora.
comesponding solvate thereof.
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4. CERbSdRRcabaRg th Bné bembreobdtainont-fof gaaesphwmarl. ng.

- preferably one or more fluorne atoms,

or a correspondi ng N-oxide thereof, a correspondi ng
salt thereof, or a corresponding solvate thereof. 80
AMENDED SHEEP 4. Conpounds according to one or nore of
claims 1-3 of general ferrule 1, RIL RSR2ZRr Ra
Wrerein RL represents a phenyl group. which is
norro-substituted with a hal ogen atom preferably a

R2" represents a phony) group. which is
nono- substi t ut ed mnth a hal ogen atom preferably a
chlorine atom iR'the 4-pgsitifon of the phenyl ring. i
R3 represents a | Nl ear andi ed. ultsubstituted ) :
C.r a al kyl group. a nmethyl group, R4 g
represents a hydrggen at represents an - ;
--0-SOR-nol ft. Bn .. NH iety. an -Nrnoiety. f
an -NH SOR nmoi r, or a lglR Sf}rRlp-noiety R6
represents a phenyl ring.”*which Is optionally
. substituted with one or nore hal ogen atons,

preferably one or noe fludrine,and! or one or nore
chlorine atonms, RT represents a linear or branched
Cn,s al kyl group, a linear or branched lira. alkyl

, Wwhich is at |least partially fluorinated. a Gsa

cycl oal kyl group. or a phenyt group, which is
optionallysubstltuttd with one or nore hal ogen atons,.

fﬁy QﬂnmmwﬁhhmmmmnuemhﬂmmgdVG&Iagﬂ!ﬂﬂﬂﬂﬁﬂﬂh

SHEET f

re sents, a,l Cl -6 al kyl
P@f%ﬁ'ﬂ'}fﬂ p T'B%%P@ﬁgg{%ﬁm subst i_tﬁt ed

wi th one or nnre substituents independently selected
RE Feabaants & pRety SRp, Which % fond-subMfite it & Raloen atom,

preferably a chiorine atom, in the 4-position of the phenyt ring.

e mLREeRE  eioa = et
A

RS represents a linear or.branched, uhsubstituted Gy aliyl group, préferably a

R* represents a hydrogen atom,

RS represents an —0-80z-R®-moléty, an ~NH-GO-R'-mlety, an—NHz-maiety. an
'-NH-soz-R" moiely, or an ~NR°-50‘:—R"°—muiaty

R® represents a phenyl ring. which is aptionally subsﬁtubad with one or more : : |
halogen atome, preferably one or more fiuorine and/or one or more chiorine

atoms,

R rapresents a linear or branched Cy.¢ alkyl group, a linear or branched Cys.
alky} group, which is at least partially fluorinated, a Caa GYGIOalkyi group, Or 8
phenyt group, which Is opﬁonal!ysuhstittmd with one or mora halogen atoms,

o1
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atom an unsubstituted phenyl group, a fornyl group, a
met hyl sul fonyl group, a benzyl group and a phenoxy
group, which Is optionally nono-substituted by a
brom ne atomlIn Its 4-position, a naphthyl group.
whi ch may be bonded via a nethylene or ethyl ene group,
a Benzo[ b]i hi ophene group, which Is optionally
REsepresdntsia foearior bramokedCrpalky grawphy| groups and/ or one
or nore chlorine atons. a pyreznle group. which is
optionally substituted with one or nore substituents

aﬂhﬁ?ﬂ@amﬂxel Which i@qhm?mplsdh I bretitatéchwitia nnaprmh :salbstinga' nté a
inoffeilently S19c4Rs 66 pipum, S ebod Pl R Npun g fpind”
amgwhhgn.l rou pllzillafurlup'ro aglgup'r%l-‘?enz t l'WIEﬁlg}'mzm(;Ilﬂe
el TRUP 2 & Phepdh digre. ills GUAY Inoa SR AEI 67 2 1

bro@hims dromdn it8 4R8itish, group, RO represents a Gs al kyl
group. preferably a nethyl gip. a phenyl group. = which
is optionally substituted Wth one or nore fluorine

a ndpstithyl bﬁmpdahp.n nvlybebondedvia & Mlethylone of ehylend ghempy Y|
group, erein the ring is optionally substituted
wth one or nore fluorine atons. and/or one or nore

a BekiofijitRphahe BRouppWhizh Bl EptioRafly Sbstituted with @ns apRBEN! S

meii GBS PP G RIE HPORE 8 o one or more.
chl orine atons, 92. AMENDED SHEET R12 represents a

a pyERRA srolp ot B gepfelb Sl e Yas e ok pdtpserte

indepaadaitly selzetdd fivew HHiegrotp ebnskstihgarf aanethgl groop)an ethyl

optionally in formof one of the

chl ori ne atons
grougy e%&é%'ﬁég'?."bpreferably enant | oners or

di astereoners, a racemate or In formof a mature of at

.| east,.twa . of the stereojsoners,. pref.erabl
an ipfiBsle i Eizole GropP it ks aRnaly SEELERS i gne of more
chiofiie atoga( r espondi ng N-ode thereof, a correspondi ng salt

thereof, or a correspondi ng sol vate thereof

a thlenyl group, a furyl group, a 2,1,3-Benzothiadiazole group, a 7,7-Dimethyl-2-
oxo-bicyclo{2 2 1}-hept-1-yl group, or a benzyl group,

R rapresents a C.s alkyl group, preferably a methyl group, a phenyl group,

which is optionally substituted with one or more fiuorine atoms and/or one or
more chiorine atoms, a benzyl group, whereln the ring is aptionally substituted
with ane or more fisorine atoms andlor one or more chiotine atoms, ora -SQz-

R"%moiety,

R represents a phenyt group, which }s optionally substituted with one or more

" fluorine atoms and/or one ormore chiorine atoms,
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r 5. Conpounds according to one or nore of clainms 1-4
sel ected fromthe group consisting of [1]
4- Fl uor o- benzenesWroni o add
1-[trans-bi s44. chl 6r o- phenyl ) - net hyl ] - 2-
met hyFv-etidin-3-yl ester. [2)

2S,3R) - 1-[B] s- (4-chl qgr a- phenyl } net hyl ) - 2- methyl
%m@%@ kvl group, Brferahiya grauip) or a phenyi Group,
v.éﬂ:% 138% St idd WiPoRd 8Ritohs ﬂefsrmé%tamg%hmdrnﬁé%fr' d

arni'ne, [4] Hexanol ¢ add

ﬂﬁﬂﬁﬁf’@ﬁphel\/p met hyl ]-2 yi-anddi n-3- W anide [5]
N-[(ZS 3R)"1-[Bi s- (a-chl oro-phenyl ) -net hyl ] -2-rnef hyl .
azetidin-3-yl)-4- fluorodionzenesul fonam de, [6]

optignglbnisfermpotanerof ie slerapisomers, preferably enanﬂumem or

dﬁé@w;@{!égal %%ﬁ%ﬁ?gr%ﬁgﬁ%%% exanecarqgoxyl iC

sta@nmo{l(ezspmpmmmmaghqmam erpomens: imagy mixing ratio,

%@mﬁﬁyom C ae'%g% %N%WW%P% ra[ 8]

cofresgeiing sohyate theenfchl or o- phenyl et hyl | - 2- net hyi -

azetidin3-yl}-amde. [9]
= - N[(2S,3R)-1-[Bis-(4-chtoro-phenyl}nethyl]-2-nethyl -
) 5, Comppunds m@ng;@n@rmmmcb@nszaﬂwwmmmegmup

m&%&%ﬁ%%ﬁl ene- 2-sul fonl ¢ add
trans-i-[bis-(4-chlonrphenyl)-nmethyf]-2-
nmet hyl - azeti dl n3-yf]am de, .[11] biphenyl onic add {

- [122 et (Hb %&W%}X%%MMI&MHE&NQ'

4- A@M%ﬂﬂﬂqrbl s{4- chf or o- phenyl ) - met hy1J- 2- et
hyl -, azet f di n- 3- yI] benzenesui f onam de, [13]

[2IN- g"&&%ﬁ-’dlﬂ(‘{t{éé{ "ro- phenyl%’gﬁ’t}gyl] 2-met hyl . az%é'g;

N- {tiifhiting-adighitdet .
chbr n- phenyl } met hyl j - 2- met hyhazeti dm 3-yl)r4

3] (ZS.SRH{BHMhm—phmenemyu-zmemyLazeﬁdin-a-yiamine,

| “[4] Hexanole acid {1-fbis-(4-chloro-phenyl}-methyl}-2-methybezetidin3-yi}-

5] NH(28,3R)-1{Bis{4-chlara-phenyl)}-methyl}-2-methyl-azetidin-3-yi-4-
" fluoro-benzenesulfonamide,

{61 Thloﬁﬁene-z-aﬂfonic-aﬁd {(23.3R)—1 -[bis-{d-cﬁlqm—phe_nyl)—meﬂwl]é—
methyl-azetidin-3-yl}-amide,

[7] Cyclohexanecarboxylic acid {(28,3R)1-bis-{4-chloro-phenyl)-methyf}-2-
methyl-azetidin-3-yl}-amide,
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[17] 6-Chioro-imidazo{2, 1-blthlazale-6-sulfonic acks {trans-1-[bis-{4-chioro-

{{18] N:{ trans-1-[Bls-{4~chloro-phenyl)}-methyl}-2-methyl-azetidin-3-yi}-3,6- -

met yl suffonyl - benzenesut fonam de, [15] 2, 1. 3-Des
zot hi adf aaol e-4-suffonlc add

{tranms-1{bi s-(4-clrlpru-phenyl')- methyl]-Zrnet hyf
azettidln 3-yi]-amda. [16]

5- Chl or 0. - 3- net hyl - ben24[ b] t hi ophene- 2- sut f ost add

{trans-|-[bls-{4-
ﬁ@tqﬂnér@q@nﬁmw&ﬂﬁéﬂﬂ?lﬂ&f@hmew}memwmw

[17] o 1-b] t hf azol e- 5-sul foni ¢ acid
{trans-T- ?ggﬁﬂachl or a- qf

phenyl ) - nmet hy2-net htfdi n3*am de. .[181 N q

-[gf ﬁ:{k F%%Wn'gw %Tormenze#égﬁeqdonam

04 m@mmge. [191 2

Napht hal ene- 1-yi - et hanesul fonic acid {

bans- 1| -[ bi s-{4chl or o- phenyl }
ﬁﬁﬂhbwwhﬂnmﬂubaﬁumuﬁ@adbdhaG#@ibﬁdﬂﬁﬂienrpuéﬂw}¢n6&w04}

N-{t Laf ?F#?& phenyl ) - met hytj - 2- net hyl - azeti -
di n-@- - phenyl %{"E{el‘nsuffonam de, [21] - N-(trans |-

s-(4- chI ot o- )henyl}rrethyq 2-methyl azetidin-3-yO (7.7-

g PR ERRGHC gq1d (e bl chior phieyh ety 2 netry
Nap razRtdindedlamidef oni ¢ aci d
(trans-1-[ bl s-(4-chbro-phenyt) - net hyqg- 2-
met hyknddi n-3-yD-am de, a.. [23) N (
thmtxm-ﬁmﬂusafwﬂmﬁmmmmz-mmwwﬁw

hieésﬁw benzenesuf f onam de, [ 24]
13r rme ﬁi%yrazale4sulfan|c add{

trans- 1-[ bi s- (4- chbro- phenyl ] -

S MR Ao
an g blLs

2- nmet hyl - azet|d1n3 yfI am de [261 5- Met hyl - I - phenyl - |
H pyrante-a.sutfnntc add { trans-1 -[bis-(4chl oro-

[‘bﬁe nsrddBizd4-chisrmpheavikmetinyllyd-methy-aze nﬁ-ﬁ_lryﬂ.-dn.d
eﬂ%l&lﬁ%@bﬁréf&% &,@E gnymettryg- 2- met hyl nst t di n-
3 yg44-r net hyt - aor o- berrzenesul f onam de,

[15] 2,1,3-Benzothladiazole-4-sulfonic acid firans-1-{bis-{4-chioro-phenyl)-
methyi}-2-methyl-azetidin-3-yl-amide,

[16) 5-Chioro-3-methyl-benznfbjthlophene-2-sulfonic acld {trans-1-{bis-{4- o
~ chioro-phenyl)-methyl}-2-methyi-azetidin-3-y}-amide, - - :

phenyl}methyl}-2-methyl-azetidin-3-yl}-amide,

dichloro-benzenesulfonamide,
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N-(trarrs-1-[gis-(4-chlorv-phenyl}netyl[-2-nmethyl-arst
[ din-3-yi}-N(4-
fluoro-berizyl).4-fluoro-benzenesutfnnam de, [291
N-{trans-1|-[81x{4-chl oro-phenyl } nt ef hyIf 2-meUtyl -azet

A?;EN [?fgl—kllE}bé{'lap- iha:'“E]E:%s‘d!éﬁm&;transI Sl%l 3;4 l&%-—pt%'i_’nyi)-

chI i-azeldin-3y )-N -
(et hyl sul phonyl ) - 4f | uor o- benzenesul f onam de, - [ 31]

N-[trans-| 4chl or o- phenyl ) -met hyl ] - 2- net hyl - azet
[2Q1|[ H{yawp{&sﬁ@wmﬁwﬁmg@%&)amgm o dimlé-quheﬁyl—

éfe{lﬁ'%ﬁ dogs (4chl or o- phenyA} net hyl ] - 2- net hyl - aaeud '
in-3-y F{“?Jom ‘oenzenesul f onam de, and [ 33]

N-((2R 3S)-1-[Bis-(4-chl oro-phenyl)-nethy(]-2-nethyl -

o NS 2 Bis e chidro PR BN PO B .-

c ordlwﬂwhémg-bkmﬂﬂ[w 1}hept biyi)augtbylsitfogamitie,at e. 6

Process for the preparationof substituted azettdl ne
conmpounds according to one or nore of clains 1-5,

[22h Maphthalenee tisulfonicanid ftranst4bis ¢échiomrpbemyd) mictygir al
for g_&zg ﬁgfﬁ}-ﬂfﬁ (}| 11 wherein Rto M have the
meanl ng. aocor 0 bne or nore of clains 1-5,. Is
reacted with at Ieast one conpound of general forrt uI a

[2?:(5% ng aciaég?'%&o ?&%ﬁ&?ﬁ%@ﬂ@%&ﬁgm and X

enowwmr@d@ups In a reaction medi um
optionally in the presence of atleast one base, to

ield at | east one conpound of general formula I '
ler-apoﬁuﬂ’mimaﬂd{ rans-t4bis{4-chloro-phenyl)-

2 c&@r%Tﬂgleﬂwl-tHﬂymzp
- éﬁdﬁé@ %1 ety. and optionally
purl ?&ﬂng an ’-a% opt | "F@él solating said

compound( s),
[25] Benzo[blthiophene-3-sulfonic acid { trans-‘l -{bls—(4-d1!oro—phenyi)—meﬂ1ylj-

z-meﬂlyl-azehdm-:‘;-yl}—amnde

[26] 5-Methyl-1-phenyl-1H-pyrazole-4-sulfonic acid { trans-1-[bis-(4-chloro-
phenyl)-meﬂlyl]az—memyl-azeﬁdin-a-yﬂ-anﬂde,

{27 N{uansd-[BIs{mhm-phmyl}memm—zﬂnemw-amﬁdm-a-yl}-Nqnﬂhyl—
4-fluoro-benzenesulfonamide,

[28] N{hans-HBlHMbm-phwmeM?methyhazeﬂdin-a-yl}w,@-
fluoro-berzyl)-4-fiuoro-benzenesulfonamide.

.[29] N{ﬁans-HBIS{MIom-phenyl)-memyﬂfzqnemypazeﬁdin.a.y[}_N_p‘ ropyl-

d-fluoro-benzenasulfonamide,

95
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96 AMENDED SHEEP and optionally at |east one of these

af ore nenti oned conpounds, wherein R5 represents a

-0 502-86 or an--O-COR1l1 noiety |Is reacted with

ammonia, to yield a conpound of general formula I

according to claim1, wherein RS represents an

--NH2-noi ety, and optionally purifying and/or

;t% né-1-fE-ai-dtisro-phangl ety aaoktiatyipNal |y

a east one of these afore ne?ttlonanja conmpounds,

wher dmethetsuinhepyid-8ue + is reacted with

at | east one conpound of general formula X -COR ,

Xi SOz- R5 or X5SOr R10, wherein k', Rs and R7, have t he

@&.M@wmw@nsww%mmﬁm YAnt-s(4-

X4 anglodPhdreBh&Sfioiamitl€pVi Ng groups, in a reaction

medi um optionally int he presence of at |east one

base, to yield a compound of general fornula I

If [é%?dEﬁ 'qﬁﬁ,%ﬁa yil-4-fluoro-

Elﬁﬁ)&i}“ noi ety, a% - NH- -t8--'r?m| ety, or M@ fluo

- NFZbeamarmsgionatids, @i th Re representing a hydrogen

atom and opti onaI l'y purifying and/or optionally

i sol ati ng said, ound(s) and optionally at |east
s-pheRmetvi-2inethy-azetisin:s-

e bb{%ﬁﬁw-c{ﬁl

reprq nzéﬁslqﬂdgllaﬁi ) 4 10-moiety with R .
represent| ng a rogen atomis reacted with at | east
one conpound of general f or mul a X6-89: wherein R has

W]? r&;ﬁ\l«%ﬂﬂ cBRESpSHdIS8Icor ©
he exceptl on of a hydrogéen atom and X6

compepandingssolvaleeavi ng group, to yield at | east one
conmpound of gener al fornul at according to claim1,
wherei n R5 represents an - %R? noi ety,

6. Prpeseintho,propm leﬁapwpymfaﬁ%mmw
fornu{a Irﬁ%i"“‘p&aH Re (]nlttﬁ&iéltl 97 AI\/E“B%D SHEIET |

fogrudladl n R - RO have the neaning according to one or
nore of clainms 1x5, is

R! R*
R® OH

wherein R to R* have the meaning according to orie or more of claims 1-5, Is

' reacted with at least orie compound of general formula X'-S0,-R® or X-CO-R",
whersin R® and R" have the meaning according to ona or more of dlaims 1-5
and X' and X2 are leaving groups, In a reaction medium, optionally inthe
presence of atieast one base, to yield at least one compound of general formula
I according to claim 1, wherein R® represents an --0-80-R°® ora-—O-CO-R"?
_mblety. and optionally pﬁﬁfying and/or oplionally isﬁlaﬁng sald compound(s),
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A A

oxidized to yield at | east one conpound of general ‘.
formula IV. RL O |V wherein Rl-& have the neaning
according to one or nore of claims 1-5, which is S
optionally purified and/or optionally Isolated, and

reacted wth at | east one conpound of general formnula

R&H, wherein R& represents an --NH ety or an

and Nﬂﬁ&aaﬂguaﬂepst Memfmesemfmemibrﬁdmugqlw avhesgaFe,

ﬁ@%&?éﬁ%t, ona y @gg’&{‘*g‘ éﬂlﬂ ;ﬁl%or ;
YldkEaSbmﬂﬁmdS raliformoélad exveoiding forokaimal, mﬁ X |
; SOz R 0O %%%ngﬁgﬁf%@g%a@n ?@hﬁﬁéﬁ%mﬁﬁn{?he

sai:leﬁmpwnqspups in a reaction medium optionally in
the presence of at |east one base, to yield a

compound of general fornmula | according to one or
m@ﬁgﬁoﬁﬂ ly &t lBh&oné of thodh aferemmdiflioned cempatixls whereln R®

risaits SRR I eaetd wiT aéieset ofB cobloni @?sur il
R S et s
meABRG B5POing o 05Ote o IR 1 5 200 Xy <t RSk X0 sHiGserf
leaﬁﬁg gﬁﬂjmpﬁrgg_lgﬂéﬂcgﬂgnleﬂain, ogﬁt:rmll? ir; m,pra%rw of @Blaast one -

A Sprpui o Serdl HRUET F8kouale AR, S ne
re mna?arhavﬁ-cm?m;m NidBabHRYmoiEty, or aor-N-20sR™-
B i gy o e BB

optionally isolating said compound(s), -

&nd optionafly at Jeast one compound of general formuta |, whereln R® represents
an ~-NR*S$0,-R"-molety with R? representing a hydrogen atom Is reacted with at
least one compound of general formula X&-R?, wherein R® has the meaning.
according to one or more of clgims 1-5 with the exception of a hydrogen atom,
and X¢ represents a Jeaving group, 1o yield at feast one compound of general
forvnula t according to claim 1, wherein R represents an -NR-S0-R""-moiety,
and optionally purifying and/or optionalty fsolating.said compound(s),

or, that at least ons compound of general formula M,

R H 5.

R OH _- [
11 |
o7
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VI optionally In formof a salt, wherein Re, R4 and
R5 have the neaning according to one or nore of
claims 1-5. In a suitable reaction nmedium optionally :

in the presence of a base,. and the resulting

azetidi ne conpound(s) Ware optionally purified and/or

optionally isolated.. a.. Mdi canent corrprl Si %

wiRasth RUR2 havb $id maanidgamrﬂm@m@@ﬁma H@%@z A

for t
Qﬁ%%ﬁ%ﬂ%‘eqsggg?m&ng%o s&{) t1tut eﬁﬁgﬁgﬁsr ngﬂp, Rz

represents a. saturated or unsaturated, optionally at
| east nono-substituted. optionally at |east one
heteroalr as ring nenber containing cydoaliphatic
group, mhlch nmay bB condensgd with an optlonally at

y
aryl or AVENDED SHEET hete ryl group, whi ch may be
condensed wth an [ at | east nono-
substituted nono- or BC ring system Ra
represents a |linear or branched, saturated or
unsaturated, optionally at |east nono-substituted
al i phatic group. a saturated or unsaturated,
optionally at |east nono-gybstituted, optionally at
| east one heteruatom as ring nenber containing
cydoaliiphatic group, whi ch nmay be condensed with a

“53&3@ G o e inBeritd g&r@”ﬁ‘?%@y’ loryet Sl Syanich s
naltgptdﬁemandlmamﬂomﬂydﬂslawt and fesgtad yitT gt lea east one

eg@gﬁﬁengmﬁl ng ster’n anﬁf{&V\hl ch maywsge bw

aNI—NI-m‘!-molewwlerem bmﬁteam roning given Abg

chmpigifis.o gty Pl Sidriafly 1sBfatéd Shdeptidialy maua:l
e e LG fes
R GtibreiR R SR RV I MG Inclaff gifiiboueid xw@mosﬂ

represent leaving groups, In a reaction medium, optionally in the presence of at
Eastanebaaminykﬂdatnmﬂpaundufgenaﬁdﬁmnuﬂalam:nnﬁnginnnacn
more of claims 1-5, whereln R® represents an —NH-moaiety, an NH-CO-R*-
molety, ah -NH-802-R"-molety, or an —NR° ‘“-molety, which is optionally

purifled and/or isolated.

| 7. Process for the preparation of substituted azetidine cdmpqn'lds'amrding to one
or more of claims 1-5, characterized In that at least one compound of general
formula i,
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Re represents an -480rRe-molety. an _VH CO R7-noiety,
an -NHznol ety, an -NHSOz-R noiety an - NRSOTR a- noi ety
or an 0-CO Rl1-noiety. Re represents a linear or
brandi ed, saturated or unsati uated, optlona1ly at

| east nono-substituted aliphatic group, a saturated
orunsaturated. optionally at |east nono-substituted,

WhélefRirbyreabntsaf hhlcees ARne prefcPablgs éhlﬂﬁnﬁf_a’fbﬁf ar a bromine

contai ning cygoaliphatic group. which may
oy @rd & and R have te mrariod pepending o ﬁga agya@r@rpf claims 1-5, is

%ﬁ%%‘ﬁ%ﬁ@ é)&ﬁl&?’opt | or%q%;éﬂf?ﬁﬁ% _branched

nonosukl uded aryl or heteroaryt group, mhlch may -be
condensed wth a nores- or poiyc9gsc ring system
and/ or which nmay be bonded _n i near or branched
al kyl enegroup, Re repres near or branched,
saturated or unsaturated,” & al |y at | east
nono- substituted aliphatic d a saturated or
unsaturated, optionally at I:ast'Rano substi tut ed,
optionally at | east one hetegmtorn as ring, nenber
contai ning wuydoall phatic grQup. which. may be
condensed wth a nono- or polycycic ring- system
— and/ or which may be bonded viyg a |inear or branched
") - allrylene group, or ~an optionally at |east
nono- substituted aryl. orheteroaryl group, whi ch may be

‘%ﬁgﬁ; 'm Y.
I-'illgng sysm\‘l"é:rra an%ﬁn’ [ cﬁ? &ll?% t!/1|8a gﬁb?ﬁﬁe&aclfda?dmgto
uq?dnmffmmhﬁdhhytéhg1gmuﬂwmé%mitpgugxﬂuqhmphnmmw1nﬁhe

ranc sat ur Qr sat urat ed, optio at
PrRelte o atase Sof P SbuliRE sl coriou d el optiapaly
pufified BRd/oroptieHalhpizblated) | y at -1 east

nono- substituted, optionally at |east one heteroatom

as ring menber containing cydoaliphatic group, which

8- system angahor %%y Ww a aﬁh nggl!rﬂg’ldofgeneml

forbulaifed al kyl ene group, and/or which maybe bridged by
a | i near or branched al kyl ene group, or an optionally
‘| east nono-substihrted aryl or heteroaryl group,
mhlch may be 9 congnsed with a gFno- or pol ycydic

ring system and/ or ich e /oonded via a linear
o or branched al kyl ene R Mepresents an. -SO
, ) " -Rl2-noiety, a ;Cﬁg?' a\ i near or branched,

wherein
R! represents an optionally at least maono-substibded phenyl group,

R?represents a saturated or unsaturated, optionally at least mono-substituted,
optionally at Ieast one heteroatom as ting member contahing-cycloaliphatic -
group, which may be condefsed with an optionally at jeast ono-substituted
mono- or polycyellc ring system, or an optionally at least mono-substituted anyl or

AMENDED SHEET



LT L R s el ul gl PN U IR e = e et L D T T WASLTA R . e et e ata  enb raal

saturated or unsaturated, optionally at |east
nmono- substituted aliphatic group, a saturated or
unsaturated, optionally at |east nono-substituted,
optionally at |east -heteroatom as ring nenber
cont ai ni ng cydoal i phati c group, which may be

condenrc,ed W th a gggga_ﬁﬁaﬂ%jqu@pﬁm&uyay&ﬂmow

py a | i near or branched

MM@W@OUWH@M@@U by a linear or branched

al kyl ene group, or an optionally at |east
nmono- substituted aryl or heteroaryl gr oup,
RropREERE 2aie dribrandhed psatumteskeryinsaturated; H@ﬂfw@!f @Hgg t

and?or whi ¢ be b NEp&H| t Bast

mens-gubsiifuteda W'P{;%aq ofg%g?ﬁed sg'tatdr%iteg Spr relipa

Wﬁm pwnawlal legstainel hedgroatonpas ing H&Q'T'Wt”@&ta'“'"g
I phatic grou

- ayploaphatic grogp. = ur%@gﬁqwgw opt i onal Icz;]t"g'-

RIS AREEMag barmaded viag lineaber brabeked alikefgne group, or

ffa
ycCl oaI hatl Cc roup“ﬁ%?&pemam%ﬁwlwﬂ

bnmafrrpogmyuiu rihgeystenk grdiaewhichupay bé ke F@?"

&ﬂ&&%@d
whi ch B0'5"3 Kea Henge® 8! & the
\@&%ﬁﬂﬂﬂrrrg bﬁﬁ' f“ﬂ@ %Vdgt east’ mono- substtlgtbm‘gd ®

Betidin®find' @bl @abor elormpup, whi ch may he condensed with
a nono- or polycyclic ring systemand/or which may be

bonded via a linear or branched alkglene grOUﬁ 101

w'YEEEEQ-éH rdgien atsmn) & sganograup, 6F geipn@ egar or
sat ur at or unsatur | }E EEI! EQFE y
Q'PH%‘UB:!\‘?"%@%P%&E%%U@ RS Ay group

unsat ur at ed, optionally at |east rmno substltut ed,

q‘ptlonally a w Sﬁ—hﬂm oiety, an
@% at g{u:!;&nﬂancﬂrﬁﬂgé Q'PHm

and/ or whi ch rray be bonded visa |inear or br| dged ai
l\/bre group, - and/or which may be bridged by in
runsghraad. oo 'YF'E%?F‘

refresets edinabkort mwmdoawmd o

@%%W@B ol cyc'r'?“?“?ﬁﬁﬁe‘”’“bﬁ‘“"“‘““m

Wik opiondly ablsmctane hateroatom ﬁ‘é S nembe foRtaining

_'a'k 06ic SoapP whiER i B baRISRSET Wit & gt plycyolic ring-
" runsat ur at ed,

0 pt i on aI I
s&aéﬁimmﬂwmwemmm% o alielane aranp, or
an opiionally ot jsas mo?R suBiaideY £ _ch Hetroaryl group. which may be
condensed with @ mono-or polycycilc ring system and/or which may be bnndgd-
via a linear or branched alkylena group,

R7 represents a linear or branched, saturated or unsaturated, optionally at least

mona-substibuted aliphatic group, a saturated arunsatumhd optiomally at least

" mono-substituted, optionally at least one heteroatom as ring member containing

cycloaliphatic group, which may be condensed with a mono- or polycyelic ring-
éystam- andior which may be:bonded via a linear or branched alkylene group, or
an optionally at least mono-substituted aryl or heteroaryl group, which may be
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nono- substituted, optionally at |east one heteroatom
as ring nenber containing cycloaliphatic group, which
may be condensed with a nono- or polycydic ring-

system and/ or which may be bonded via a |linear or
bri dged. al kyl ene group, and/or which may be bridged

.by a l'inear or branched al kyl ene group, or an
whtersed With aomone s polysydicsing syslem avd/ar which may be bonded
VIS AR b B Palihey be condensed with a nono-
or poﬁcygﬁg ri ngI sysétzgrr?]“g%d/or whi ch may be bonded
via a linear or branched al kyl ene group, Rho

RmChES: & fecy o BRincfipg, eRRARAGy ARMUACE ooty of least

mrophihstituted aliphatic greun, arsaturstedorunsatucated,apptionally at-least
ritBotsABSl g oo at iR Bne HOfRbddtin S8 RfthiAay bdniBling
cygasdighatiorgroin; vdhichumay b icotdanssd withcomopasertholysyclic dng-
R8BI anflor REICK T4 SRl 3 B Bl Pone groun.

atciomiviich miay bie bridgedby biiinelsrat rgnchediafiadeneqgrobp Aarene d

. [ I t
oo/l o Pbo @iten Wit ob Ralerdararali Wit e b, e
condrossdowth aurnonosormtyeyclio rippsystend landior mbrichymay be bodded
=Ry ] ' I i near or branched al kyl ene
%éﬁ%@é%@%ﬁ@ﬁy .. L. optionally in form
of one of the stereoisoners, preferably enantioners or

RE1pARSEAE SO0 R RAAEH DGR fholdl. ) Mol obpetinthéa,
satmated oo mesatuttngl, optiafially atlesshtaong-sibstitiried afiptiatis graup.a
safliptBa EP LSRRG, Besdiel plBaicHioRBSsyipd, PRBRIN e
hetggeatomis ingonember ¢nntainipg ayvealiphaic gidup, whichphapbe
coftidloBl SR moo- W PRI i S8iett BiubPufilo By e bonded
by ﬂﬂln@ar qrdranshied alitdenearoen andiethridged diva lineaor branched

alkA8 bic B ) bENFER SOBketor S ishied AT HERRRIP o |

onsi|' s
grospwhich maybe @l'ldﬁﬂ%%??\'@l amangc hepolpyclic ihg systetr anddor a

up, a trifluoronethyl

] :
which b&ﬁ&ﬂﬂdvﬁaaﬂgf@ﬁgg gfoup. a -CO Cr-al kyl group,

group, a trittuorone

a
R* represents a linear or branched, saturated or unsaturated, optionally at feast

mono-substituted aliphatic group, a saturated or unsaturated, optionally at jeast

mono-substituted, optionally at least one heteroatom as ring member containing
eycloaliphatic group, which may be condensed with @ mono- or polycydlic ring-
‘system and/or which may be borxied via a linear or bridged alkylene group,
and/or which may be bridged by a Bnear or branched alkylene group, or an
optiopally at least mono-substituted aryl or heteroany! group, which may ha
condensed with a mono- or polycyclic ring system and/or which may be bonded

_ via a linear or branched alkylene group,
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cyano group, a carboxy group, a -CO 0-C s-al kyl group,

a -CONR'RB- noiety, a -CO NH NRR-noiety. an

-S-§ .g-al kyl group, an -SO CL.-al kyl group, an -

30z- Crsal kyl group, a -Owal kyl ene-S-C . al kyl group. a
- Gsal kyl eneSO- Cr. 6- al kyl group. a 6-al cyter>e-SOC

RS %sau%@%gné 6 BB e et @ﬂgf’ﬁﬁ e?g?*“‘
ﬁltphﬁ&i gmUp.da sdtarated or mtﬂd By

mawra'g!}ﬁ%ﬂ 0P o st foEBa e 2@5 ’“n%'hnge‘tm‘"'"g

;g{eﬁc rokip, Whish aiycheesndensed with amyony-sr gelycyplicarng-

b S s Lo PR,

aw,ﬂﬁ? LPpé bridgasty ?liﬁeaﬁdﬂrf bmﬂdletlt ellytenergrerp,crntaed
rom oup consjsting,o itr
nwanﬁwl%@ow-ﬁgb%ﬁﬁ‘éﬁ%' hetgraq] &Fon, el el B
@} yetora andor which, iay biayonded -
group, a O Gral group a Csa- cydoal kyl . group.
ﬁmﬂmf&rhﬁf@hﬁjmﬂnﬁﬂm group.
C -"l kyl ene- O C&al kyt group or a Cral kyt gr oup
substituted with one dro leBst
RY ogmtswiwmﬁsf%\d’%u%&"ﬂ%’% 3 %ﬁi&“‘o‘@?’&
%ﬂk’lﬁ!ﬂﬁﬁ[ﬂ up) £ ¥aturated Or drisatarateel;, ogtionally at least -
eter

ocyc |c ri nﬂb#/stem %‘%ga%é?b.e g&?@g&s&mhmg

w{gﬂ&@}sﬁgsf&; rmﬁﬁlnwmﬁmmmammd@ rirg-

e bpnlevis irsat f BRGR Gtige dpee:

r&f b ed £ lifeardit barched alkylere gﬁoup.aﬂﬂew

o rouEEég |tg‘tagd vvlth %Pﬁ Ermrsf;] droxiswé_?ﬁlasl\l%:lgEg

W cing systens and/ar which hapbe bomded
uupurt er heteroatom se ect ed fromthe group consisting

vizoa lingaror bashed alkyene 8MYPs ul phur as a ring menber. and
wherein If. Rr, identical or different, represent

Rilyenosanes S ineagoh ﬁﬁ%&a&%@” o A Tl s

' mdmjé{]msﬁﬁ%@éﬂr?ﬁﬁ“ b stle?mnmmnamwpﬁom!wmyeaﬁ
SysSt e | C e a eas
a0 sibsttutad 6AK L R

vl eEjedsh

wﬂ&%ﬁb a@m@ nwﬁamhsécbm ammwwmc ring-
oo e wnich oy be-bondod via & i? P Sble Blove,

. andlor which-may be bridged by a linear or branehed'_alkylem group, of an

aptionally at least mono-substituted aryf or heteroaryl group, which may be
condensed with a mono- o polycydiic ring system and/or which may he bonded
via a linear or branched alkylene group,
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ni trogen, oxygen and sul phur as a ring nenber. Cl
preferably Rl represents a phenyl group, which is
optionally substituted by one or nore substituents

i ndependently selected fromthe group consisting of a
fluorine atom a chlorine atom a brom ne atom a
linear or branched G .6-alkyl group. a |inear or

Grtie @ o B e %21”3;“%’? ‘E'Et'err?'??fg'r"ét‘n‘g?ﬁ‘hﬁf’ymxy
aiemmers,)mmogma’(emran ) BJHIB
gtﬁef er abl %‘ @8@?&?%?%({38% M}yd.a&é%erg\hh %'ﬂy kfixing ratio,

y one or nore substltuents
bm'w@élﬂﬁnﬁ:hy mmm.raammogdm@altmﬁprﬁg of a

fluorine ato rine atom a bromne atom a
@ ﬁﬁﬁtﬁ%‘?@?ﬁoxy group, a tritkroronethyl
-group and a trlfluoronethoxy group, nost preferably
i repre ents a p é%& uted by.
Wt&mﬁ%"'&?%’rﬁ' %ﬂ@g dgg%u £ ooﬁﬁbﬁ) dtlﬂtgarrent
according to clai m8 or 9. characterized in that

réﬁéﬁems oot thi B B B AR f‘-‘*‘*@é”“@*”‘

ptoriaily gubistitdted by one: air mong subsﬁmems independently

A i e i

YiONE] & findzir 0P braptsed:01.0 akcoangropp; @ frmy) geup; 3 lydroxy

i S“%tré% ebyisrot RS el 2,40 Crog NI

mneo-emsmlmewmmdlodi o

cpdtd- GRA
S st fera OHf -

&Nﬂcg‘ﬂ E T&@YIT%’%&%@?@%y one ﬁ#‘éﬁ?ﬂ grotipPéR
SONS] 4R grodp) éeﬂ%dme&emwmmmlﬁﬂg@msocw
conS| stl n of m%&m by

m&P@%ﬁ%ﬁﬂe"e&g% hg coxy gr oup,
eﬁeﬁ:@hﬁﬂt‘é hﬁﬂlﬁﬁ*’gmpbndd a*}Cf-e@ﬂW!&-ﬂ graupor onet hyl
group, a tr uor onet hoxy group, a -CO-Qd-6-al kyl -

group.. a 104 AMENDED SHEEP cyan group, a carboxy
\aligteBy Re, RB, GRrfBicalor silffelgrt, mrotaseyit hydioueiRorg Gmﬁll'a'! group,

e AP A oy %“f"ﬁ“fﬁf Sty mepe o

Hoydtlis)3-¢p mewmm no
aIkI rou‘?@qa - Cl- Wﬁp@ﬁ%@ﬁé_@éﬂbﬂw&mm

may contain at least one furt!'ler heteroatom eeleeted from the group consisting of
nitrogen, oxygen and sulphur as a ring member,

RS, R®, identical or different, represent a hydrogen atom, a Ci.e-alkyl group, 2
.CO-0-Cys-alkyl group, a Cag-cycioalkyl group, a Cr.e-alkyleno-Cas-cycloalil -

gmup. Cyg-alkylene-O-Cyg-alkyl group or a Cyrgalkyl group substiiuted withone .

* or more hydroxy. groups, or RC, R together with the bridging nitrogen atom form
a saturated, mono- oF bicylic, 3-10 membered heteroeyclic ring systom, which
may be at least mono-substituted by one or more substituents independently
selected from the group conststing of C1.5 alkyl group, a -CO-Cy.g-alkyl group;
a—C0-0- Ci.g-alkyl group, a -CO-NH- Gig-alkyl group, a -C8-NH- Cys-alkyl
group, an exo group, a Ci.e-alkyl group substituted with one or more hydroxy
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one or nore hydroxy groups and a, -s-al kyl ene- NRERF
group. whereby Re, Re, identical or different,
represent hydrogen or a Cwal kyl group, or It" and Ra
together with the bridging nitrogen atomform a
saturated, nono- or bicyclic, 3-10 nmenbered

e LA SRR PRS00 b e

iy Gorthit )t le@mﬂasum hestemitosh seleelpd wm Hhierpraup ceasisting of
one further@rﬁ at om sel ﬁe the group
TBPWQ&" PB@%E"“SE%E sul phur as a ring

nmenber . R identical or different, represent a
@%d“’%@n&a& A e PER Sy, o

QHPR t t t d t ﬂ “9 h ey l o
r ou Supstitute W or nore OX

iy pembpra heterometa fing SYRtEh MERY be o fedBE moP-
ﬁ';.g&m@a onE%FﬁTor@erﬂomrﬁ&emhﬂ@mps andfor which

terocyClic ring sys | east.
marenntain ot P@ﬁt%@%ﬂ?ﬁﬁf %Pamﬁﬂ} gam {p Consisting of

6caed ﬂiérﬁl‘im' group consi sting of
Wa@é@?ﬁmoﬁo@a CO"fg?val kyl group, a -CO O

Cl.s-aligd group, a -CONH C 1 alkyl group, a -CS-NH
pFéfgrao 8.2 Bifergkgroup Ouiich & dtioAally subistituted by ene or
S

byt repftisg
m:g;gltut ed W|th one or %ﬁ&ﬁ%‘dﬁﬁc&ﬁ l%;@?'h‘ﬁé"&?{ﬁpﬂm'im

Wmﬂ&h@«ﬁm@mﬁ et bfrched Cr.e-alkyl group, a

turt erhet eroat om sel ected from the cons stl ng

lryear o branshesh Cre SIF0RK 9taiP: S (AT prouB, & ity and

uﬁfﬁ%ﬁh&hﬁ%ﬁ mﬂﬁéﬁﬁhteﬂﬁbw grnuﬁq. éfcgamgrumemdaasemboxy
r

TP R PSR ) TRPTRBYa T PIEO oY SER S AN

siivdifined by héevmdr@m&mﬂ@mmehwmmummgmm
system Wwhi ch é [ east nono- .sub tute%b@&&rll a
consistisgof afiyating atam, g cf P agroming
R orot, tindERimeRn! grotip ahd ot

et ef oat,om sel ecxe romthe gro
pisferablydy re Wﬁ@ﬁ%ﬂw@ﬂm Wi %pﬁﬂﬁ‘ﬁﬁﬁ‘ﬁhégﬂﬁhﬁi’%ﬂm
infth8 R2 represents a phenyl group, which is
optional Iy substituted by one or nore substituents

I ndependent|ly selected fromthe group consisting of a

10.Madicarnbf 'ﬂg’ﬁ&uﬂdﬁﬁﬂahﬂ Bor9, fd'nﬁmlctéitedimmat Rﬂcﬁ»mms a
atom a brom ne atom a { ﬁro BH :iet IOX}é“YEHEBSt

saturated or u , optiona
. hetsroatom as ring member mntaming Css cycloaliphatic group, which may be

condensed with an optionalty at least mono-substifted mono- or palycyclic: ring
system, or an optionally at least monc-substituted, &- or 6-membered aryl oT
hetoroaryl group, which may be condensed with an optionally at least mono-
substituted mono- or polycyedic ting system, preferably R? represents a phenyl
group, whiich Is optionally substituted by one or more substituents independently
selected from the group cansisting of a halogen atom, a finear or branched Cis
alkyl group, a linear or branched Cy.5 alcoxy group, a formyl group, a hydroxy '
Qraup; a tifluoromethyl group, a trifluoromethoxy group, a -CO-Cq g-alkyl group. a

104

AMENDED SHEET

e e e e e = whi



a

L

group, a bifluoronmethyl group and a trifl uoronethoxy
group, nost preferably RZ represents a phenyl group,
which is substituted by a chlorine atomin the 4-
position. 11. Medicanent according to one or nore of
clainms 8-10, characterized in that R3 represents a

| i near or branched. saturated or unsaturated,

cy@ic gmap, a/carbodyamatp, MIWQUPQ@%N%ARMOIEW.

-@@Hl‘@:ﬁ@ tge e%ut‘%#‘%@%é ry Mﬁlmﬁﬂim an -

MMWM & HOg-alkyleres-S-(Gioreliai gioug, GaCrs-alkylene-S0-Cre

s °a'*%§%@%f93ﬁ*%%%@#§%f€$ R B sltitasd

oh@ﬁﬂﬂmﬁﬂmﬁgmaﬁa%ﬁﬂén@ NRSRF gindgph,ene gr oup,

or an optionally at |east nono-substituted, 5- or 6-
rrerrbered aryl or heteroaryl group, which nmay be

ﬂ“dehhﬂl oodiffereat, rgrbsent diydrogen or aQqsat-alkgrl group,

%" tickehervutlyine BEPGie R Y Rk sdBAEH Hang or

t@:r aﬁohﬁdnbagﬂ lmmbd:mu@h ng syatém which atd}dte atleast mono-

ﬁ%%ge@hﬁn?ﬂf Sngdtor BiterilR, Ga Sy s andior which

nidyicohRat Ml legstong merrmwmommmm dhe\btoupaonsisting of
em and/or whi ch may be bonded

"@Pﬂg %C“‘{ﬁq%?%%ﬁe bekyl ene group, nore

preferably R3 represents a Ilnear or branched,

RO RY, hddritiatordiflerent; mpresent @ hydrogematemm, ar Gf.oalilgroda, &

CREG oo G ribedidion ST A PR ey

group @(—@ﬂk}ﬁhﬁ&ﬁ’waﬁﬂ ona Cas-alkdigroup spbstituted wWithvagne

PR IRy, e @ ma voees MWt T
.. CIC I . T ML LY

* ordh eyt 8 B RL il e tieipd daroffR im torm

a mﬂmmm lor bicedlic, 3y10ahembiried heteroeylie Hog systam, which

e b4 APRRp TR st A5y Bhor i8R BEEAHTE Ffrectipitly

sefpctabiromihe gupficenalsting ¢ Glsallebipupia r-'éﬂ*@seak:ﬂ group,

%ﬁ%@’ﬁﬁe"’lﬁ&@m@aﬁq}ﬁﬂ GRS E e

qroap, ta Gosalkyignopp mhmmmﬂmm of mrmhydmxy

gmslw%saff w%ﬁ@%%?%%ﬁ%ﬁw&?ﬁ%ﬁﬁﬁ% e
sycontaihiaCicastarieckythor heteroatdn® sdcuteRironniiecgrpup consisting of

ef er ahl ﬁtﬂR@ﬁ;'F esents an%ﬁﬂfrg&‘ﬁe, g?;/eti/%an

whereln RE, RF, identical or different, represent hydrogen or a C-alkyl group, of
RE and RF together with the bridging niirogen atom form a saturated, mono- or
bicyclic, 3-10 membered heterocyelic ing system, which may be at lsast mono-
substituted by one or mere, identical or different €, ¢ alkyl groups and/or which
may contain at least one further heteroatorn sefected fiom the group consisting of -

nitrogen, oxygen and sulphur as a ring member,

T b

rmore preferably R? represents a phenyl group, which is optionally substituted by
one or more substituents Independently selected from the group consisting of a
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AMENDED SHEEP 14. Medi canent according to one or nore
of clains 8-13, characterized In that RB represents a
| i near or branched, saturated or unsaturated,
optionally at |east nono-substituted Cl1.70 aliphatic
group, a saturated or unsaturated, optionally at

| east nono-substituted, optionally at |east one

ﬁﬁ{rﬁtb%ﬂnﬁ’ rﬁh&tﬂoﬂﬂeﬂﬂmﬁeﬁ bﬁfmlné arim, almﬂlyﬁgmup, a met}tlc;]xy

c oaf i phatic group e condensegd -wi 2

GROND. & ORIV, SPHE B RGOSR BT, Mosk D R
RPAL8HSY dhefiyl dro wiith Bsabeadd Gy &uéﬂﬂﬁtanﬂnm.ﬁ- or

optionally ‘at |east nono-substituted, 5- or

Rrsitidnber ed aryl or heteroaryl group, whi ch may be
condensed with a nmono- or polyc do ring system and/ or -
whi ch may be bonded via a Ilnear or b anched 2

11. h@:mnkmnan@mla or meugraf clgim higtR
r@%m Rﬁtlé@%?hhbﬁtﬁﬁt@n ﬁaﬁm@fatml c

roup or an opt| ona

| east nono- substltut ed

amﬁea satiyried ppunsatweted, eatenally

@pﬂﬁ ﬂpﬁﬁfﬁfaﬂe%téﬁ@hawmm ﬁﬁﬁﬁ?ﬁélﬁﬁeﬁf a
ori ne atom ofine atom a romneaom a

containleg Cas-cydipalinhabio gaup, whichmay be gondensed,with agpono- or

WW Whﬂ:h‘iﬂ@y b& bbRdda Sl IPLEAF or FraRoHEEKE .5

uor onet h roup, atrlfluororretho
lgv'msmuwm qptionsly akessh MoROBskS e

aryl
optl ongH'] Eubstlt ged %;agne or ma;re sugs t en'ts
sxﬁtmpewﬁewm et b hanler NP l@%tgrnﬂmheﬁﬁ% CoPrayps

prretﬂ *Regroup %y{%ﬁﬁg}ﬂ tLi fI uorn o b
gm!ﬁylﬂmapap&an qnﬂeaﬂwybﬁﬁtmﬁﬁm@?d r%anénpered
@ﬁ%@f P\ Switléh %e%nﬂé%dmwﬂréﬁlon@h@fﬁﬂ?@ﬂlé

_wmmaa;a;e&zaﬁwaﬁw S bl

mérk rﬁeﬁw% it & Bfatiched, Unsubstiiited T gatiyl
opt’i onal I ast rmno supst i tut ed, optional Iy at
- GIpUY, $705H peS @ HEUWEHBYEP-  cont ai ni ng

Ci e-cycl oaI phatl c group whi ch may be condensed with a

nmono- or polyo)dllc ring-system and/ or e
12. Meslicramst arerdingita oue o5 oRs S AT ‘ﬁ\ﬂﬁﬂ@h@ 'ﬁ%ﬁ%@'

;ﬂ'bséﬂs Riggh'atorila b}%’iﬁtgrﬁ@ﬁl% éarb@w grugpda liﬁedr oar
ete ry gyloup ﬁv\hgi_lch ébe condense

g oW, a linearur

mé{ﬂlﬁerédbiyﬂ ;]. ﬁmﬁuﬁﬂﬁ@%ﬁh&eﬂhh&ﬂﬁr&g
preferably R/  represents | i near or brapche
branshed Fras FOLIR L AT RN n@@o@& leasimamog ‘Bhenyl

. group, more preferably Prﬁl’erably R* represents a hydrogen atom or a linear or
branched Cy.z-alkyl group, most preferably R* represents a hydrogen afom.

13: Medicament according to ane or more of dlaims 8-12, characterized In that R®
represents an ~0-50,-R% -moiety, an -NH-CO-R™-inolety, an -NHz-moiety, an
NH-80--R® molety or an ~-NR®-S0,-R'%moiety, preferably Rs_ represents an

U L0-80.-R%moiety, an —-NH-50-R® moiety or an —-NR®-S0,-R"-moicty.
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group, a saturated, optionally at |east

nmono- substituted Cs.s-gndoafl phatic group, or an
optionally at |east nono-substituted phenyl group,
nore preferably RT represents a linear or branched,
optionally at |east nono-substituted Cl.5-al kyl

group, a saturated, optionally at | east
14. Mestimanb sciarding th @t wyoersficlams 813 chapcterized indhetRED
H_
SR § s R beRied, ot BT unCRRRE plibhalyHoast

(D

group,
naone-substitpled €3ai Aijphatiogroopea satvrated os uneaturted; opfanaly at

e e e S e T el

coutaining Gy graytloaliphatic groep, whichiniayibe ovnsiemped gmbmml- or

'r'cs%éi“ REEIp A8, Snich e B LEATR i BB U M kT €1

alkgipne griapsoraarl optionallycat I@mmaubsmmdaﬁecr Hmembered aryl

e T e N e

sﬁﬁnn enﬂui- whizh mdydmshonded vizsa hseanqubandw&aﬂkylepeaqwup,

%%xsgﬁaﬁné%ﬁ%i%iﬁ%%mh@%ﬂmy KSR R0 1 o

orcanaipdionallysat sest emnerahbetitutad menﬁbgmm.

e "”%ﬂ%ﬁﬁ%&a@%@#ﬁew AR 1 e

coﬁslsﬁngihﬁ@ﬂmrm aiproLp chiorinaatony tai bromirie/atan, Bdnear or

orgRas ool B el o RS X iy ffous B 6HRA Yroue,

a palryiygrbing, o tifigoreysthyhgroupda fifiuaidinasthesaygroup.Fociiee grodp

- el (ARl e HIEI e ° Rttt Bhatforut hehig Y
optiosdly substiidted by mmﬂm&lumm indepetydentty Iselgaed from
0
ﬂ*%”@mﬁﬁ“ﬁﬁ&éﬁﬁ%"ﬁﬁﬁ%ﬁ% % yBing 885, oM Gmire B, A vRdthy
group, alinethgobgroup,antiSveromelitng groupranda &%mmeﬁmwﬂup
ri ng-system and/ or which may be bonded via a |linear

or bridged C al kyl ene group and/or which may be
15 Mdmwmmmqmnrmwm characjarizad Inythet R

rerfbs@i Ao P trdbchey, ﬁ%gﬁ“ﬁ%@% F?%"%Ef e

mmmbauummmaﬁphamwumﬂ

mgmwe#@%g&%ﬁﬁgp rmre pre%gragﬁma@fsq{%qgsents a’

containingl Cgreyslpaliphatic group, which may be condensed with a mono- or
polycyclic ring-system and/or which may be bonded via a linear or branched Gig-

| alkylene group, or an optionally at least mono-substituted aryt or heteroaryl group,
which may be condensed with a mono- or pelycyclic ring system and/or which
may be bonded via a linear or tranched Cy¢-alkylene group, preferably R7
represents a linear or branched, optionally at least mono-substituted Cyg-alkyl -
group, & saturated, oplionally at least mono-substituted Cye-cycloaliphatic group,
or an optionally at least mono-substituted phenyl group, more preferably R7

. represents a linear or branched, optionally at least mono-substitited Cy.s-alkyl

. group, a saturated, optionally at least mono-substituted Cy g-cycloaliphatic group,
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et hyl group, an n-propyl group, an n-butyl group, an
optionally at |east nono- substituted phenyl group, an
optional |l yat | east nmom borizyl group, an optionally
at | east nono-substituted naphthyl group, which may be
bonded via a Gs-al kyl ene group, an optionally at

o S SRS B 0 e PRI e

suBstibitints #8 ikidipe ﬂd\aitly)fmm oné sasthenselected Fon thetgsoup

Benzo[ h] t hi o I no
consiplngst ot CopSene a8 g BB aim, SHRmAR
at(ﬁdi)td ﬂ@lﬁh{gfo@ al mehbxygoap b bifocmetiyl-ggumand @ group
ora 7 nmet hyl - 2- oxo, bt cycl o-[ 2. 2. 1] - hept - 1-yI
““EPENR? §¥°“H3referably R8 representsa nethyl group,
an et hyl group, an n- propyl group..an n- 108 AMENDED

SHEET but y!
16 Mehmmmo a8 i Rt B 4 8Bl o B
tsSH e er &%ﬁéﬂéd G{ammed anungtivate, loptionallye seast

ropiesdn . :
o snsbge sl i ol o

teaS0R6ncisUbstifuted. Géb&l’ﬁiﬂ? Al leagt onehetematoyh issningliyembet east
,) mrérr@go substit ulEn%ggggmﬁlﬂn zt hI ed iaz Ingeg“%% m8ho- or
| BRAKE wiichURay h@bowded]ﬂalal lineat of laridged Coqo-

am”sé‘é’@%;p ?Wg?%ﬁéa vl B Brdarsi ikt oF et sHlkytons

g_mﬁﬁ. ot an?:»pﬁgﬁhﬂ?@t Sllzdls(tj &Igﬁﬁ-@::?fﬂtgﬂd A 2r 8-mémbeted Etyiy:tr
toraRt Ssp. Which Ve &Hﬁ*’fﬁ‘é’?‘i %"g%%r %Sﬁﬁgé'

armflﬁﬂa{ inag be’bodded Viaar krear ot brnched Gl _aralkdena gruna

bromﬁg atom . a geﬁy&(sgrohigi!cgar%@r%ogﬁ%%@atwm

opitiofaly &thedﬁtﬁmmatbahm ogligrally &t leasbonk a

hemerp&?%{”' 8 Bt el kAR ey

mnﬂameamm-.s rriho- SGoiRiRicningsystera andOrRtchwiay e, bonded -

v AR ST DSBS e U Sy .
- Iinea& drﬂiiﬂidlﬁﬂ rmwmﬂqdenesgbupmm upﬂoualbmﬁlem‘tmm-subsﬁnmad

y sofBihgal oo ARk Vi e AR i

Mo 8P phivelt ring gystam, andiravhiclamay de tmndedrvﬁe@llmmnora
orerad T BN B, b e KPR ARV fF ol an
ethyl group, an n-propyl group, an n-butyl group, an optionally at least mono-
substituted pheny! group, an oplionally at least mono-substituied benzyl group, an
optionally at least mono-substittted naphthyl group, which may be banded via a
Cys-alkylene group, an optionally at least mono-substituted thienyt group, an
optionally et least mono-substituted 2,1,3-Benzothiadiazole group, an optionally at

' least mono-substituted Benzofblihiophenyl group, an optionally at least mono-

substituted Imidazo[2.1-bjthiazole group, an optionally at least mono-substituted
1H+pyrazula group or a 7,7-Dimethy}-2-oxo-bicyclo-]2.2. 1}-hepi-1-vl group, most
preferably R® represenis a methyl group, an ethyl group, an n-propy! group,.an n-
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by a Iinear or branched CH al kyl ene group. and/ or
bridged by a linear or branched G s aUryl ene group,
or an optionally at |east nono-substituted aryl or
heteroaryl group, which may be condensed with a nmono-
or pol yoycliic ring systemand/or which may be bonded

%”}g’l %’lﬁ lfgéllli‘v' H%Fﬁﬁﬂ%{zﬂ” %'gé) ran c%a l@ﬁ BFO?{EE Ef‘ %grﬁgﬁ%"y at
Akyl geags, anmpnmmlytastaast trmdomubat}{med

@@%W%% RACE W8 G o-Skyod oSl B pREG iy at

' l&asn ghoeubitiaed deehyCgroup, ki loptionaiym least mapbemjodsnnned

L HsnslBptieer oroi b°%%ﬂé*¥%+ﬂ%ﬂ§f@°§'aﬁei§a enpubHiRe.” "

HeReSIBRAGSHENYYOroED, @icﬁﬁahammé@stgnmum@ irhidgzofP._a
uorine atom a c ne atom nm ne atom
b&tb [l OPOtRe AR Da@wﬂn fJg aﬁﬁmq B graliper @
7ShBinRdthye 2@ chidytd 1%—1nﬁmmran bammm if

Brani:ged sat E&Ts‘i‘ﬁ?‘?‘ﬁ E ugsgt i‘ﬁr"?hﬁd q‘ﬁ t| onal l%hngofa

ﬁ@ﬂéraﬁrgdat @I{ihtﬁﬁ%ﬂbﬂf ?tmdmrrTEMW?n?|meﬂsﬁtgm¢ﬁ@£hmﬂ gmup.
MONO- SUbSti tute 0 | Ona a ea, on ero
phErY] 9Rbe A RIAIIORY SEPUPARERERERSIRLR SERTLEH Wil Bromitie in

4pBsivsaRd b PRahyisudhglgrouwhi ch may be condensed with a
nmono- or polycyclic ring-system and/ or which may be

bonded via a linear or bridged Cr |-, al kyiene group
17. MRORARENAUcE RIIPY dne dimidiedd clamaalie) eharacteribea ihatiR?

AR St el 0T e & ar Gy bt sptypeted

org.rlﬁﬂﬁuatudll.l optionally diéeast mibaosatistituted Cya o slipitaticayroup, a

?/qquClIC r%‘ﬁ@égﬁg d/ or V\hlc%%bep%ﬁgﬂed

hdBrlatofipashing ndmrtber mmlnwca@mmmﬁc groap, lwhiclg mayrbe

mngﬂ%tegd%éfd or unsaturﬁted! OR“?@&?* %ﬁ'@ﬁhlea

byashiteangr mmm Conélitylane gootp. dhdfordidged byatlirﬂagbmmnched

ot bl SRR ek R ol s

graup, ivhictignay &mmidmlad withgr mopo-corgralyeyelic ridp systerhand/or

whitil 537 P Binfer vio %@%@Eﬂ%&&ﬁﬁgﬁ%@'ﬁﬂﬁw%ﬂ o

sc&-m’émwda mmr avbrdrehed ﬁa.ﬁ(ydalkyrgmm oranciptiongliyat least -
cond@naeﬁ g G rmn§§ F ag(e }i Xﬁ llgg“ ggeSgSE eg%up'

Mo Whlyﬂ!?&egmums aDSO:R Eimoiely] 3 G brisdRt Ca alkyl

| gmrﬂgf B ora pﬁé,-?y\‘ Brwp. which may be bonded via a Cy2 alky_lene group andfor

substituted with one or more substituents Independently sefected from the group
consisting of a fluorine atom, a chlorine atom and a bromine atom.

18.Medicament according to one or more of claims 8-17, characterized in that RY
represents a linear or branched, saturated or unsaturated, optionally at least
“mono-substititted Cy.qo-aliphatic group, a saturated or unsaturated, optionally at
least mono-substituted, optiopally at least one heleroatom as ring member |
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et hyl group, an n-propyl group. an n-butyl group, an
optionally at |east nono- substituted phenyl group, an
optionally at |east nono-subst tuted benzyl group, an
optionally at |east nono-substituted naphthyl group,
whi ch may be bonded via a . Ca-al kyl ene group, an

DA Loflocat STRRG WS ) b S 2Bl Aidho- 8P
oy be bandeg viaom Biday oa bridgaehCy.ac-

polykydlic mem
Foterestnimanlomaseriak B LGBLBP P BPbrafthod C:calkylne
OF &t Sptlorin} &Y 18 nfongreubptitutni SydriGomelribered adybarst

grdligs]
m)no substlt ted 1 %%@%ﬁhw&%&ﬁ’@ﬁ%ﬁm%?wwm

»%F %&h'rh(aﬁé)bdrma@ia@ﬁm ofbidnched (hypalkyiene phodp,

PgeTRDI A pobsera MAREREDERRLRT (e MR afbiptecdar

uﬂ@etw.%ﬂ bifticHa nYaﬂeaé: NSRS DstiRdd, wpticnal W}éa;t oup, an

opt | ong%lﬁ):ﬂgt easfwrmres éubst [ %jt Eﬂﬂcg‘}"g‘ nghgﬂ ouBe
miéreﬂoﬂ%mwaymed

cORianaEe
t | | t | t
vé%ﬁ%aé@r@@%&mﬁ%f rone <4 AF ieh 5y e bridoselbuee

RGP Or BraRshdd Gt{-éikyl&wg@hb] Arppptumlly ot least meno-substituted
substjtuted | nd

S‘Eéartl onal | y at ast non i iy el eo o%edetha
Sy e e
ohe] Srienliong gmu&rgg@:,?m@gw oS PR g o
m%w’m ki

oy sivhich ey bé bonded viaa |

o%m ne in the EO@IU on and a %ﬁ{i&yf éﬁ;,;g%-?“p

optioAdlly ﬂﬁﬂmwm&mwmgmup. an optionaly at

8 fStrpriribi o) e an Poigal iy ot ono-

| suaeﬁtumtmu hizele gehuppah loptiathdlly atleast mant-substituted

y”-%pﬁ“b“ R %&ﬁﬁﬁhﬁﬂﬁ%&ﬁ%‘?ﬁéﬁﬂfﬁ"ﬁ%p

pmmﬂy Rﬂuabmem danethyl guot, n ethplgroup, arpepyopybgroup, an o-
b By S S Al Ak o B AR B S s BBl o
leddt mdaeSubiibted bepay gesuh) BRoptionallr at iedst yonoesubstituted
naphthyl group, which may be bonded via a Gy.s-alkylene group, an opilonally at
least mono-substituted thienyl group, an optionally at least mono-substituted.
2 1,3-Benzothiadiazole group, an optionally at least mono-substituted
Benzo[bJthiopheny! group, an npﬁonally at least mono-substituted Imidazo[2.1-
bJthiazole group, an optionally at least mono-substituted 1H-pyrazole group. or a
7.7-Dimethyl-2-oxo-bicyclo-[2.2. 1}-hept-1-yl group, whersin said subsiituents; if
presert, are idertical or different and selected from the group consisting ofa -
fluorine atom, a chlorine atom, a bromine atom, a methyl group, a formyl group, a
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O group, or an optionally at |east nono-substituted 5-
or 6-nenbered aryl or heteroaryl group, which may be
condensed with a nono- or polycycic ring system

and/ or which may be bonded via a linear or branched

Ci ao-al kyl ene group, preferably R' represents a

I inear or branched Cl1.10-al kyl group, a saturated or

runm@qﬂ-.enont gmqald pherioxy geutp substitibabwith bomioe in the
opt,j. onal t | § het eroat om as ri ng nmenber
41£%¢Qﬂqﬂi% E ﬁﬁgtlc group, which may be
condensed with a nono- orpotycydlc ri ng-system and/ or
whi ch b b nded Vi a r
10, Mesheanie R presraing fo o arMpf St iR ¥t pakBid o et R
rebglg@&%t alqilheﬂf ctﬁ'lnﬁil ]’ﬁﬂe@t Mt@ﬂbmtlmsgtlmw ﬂptlﬂﬂdly at least :
optiqna a st, NDnNo- su itute
mae s Crisalgat S50 Sty Upsdinbn, SoRHRR &

lod¥t ana-wmﬁﬁted @ tiﬁﬁﬁly ailleast bhe hetesbatomaasting metmbeh may

be bonded v! a@?@knear or %@Mﬁlﬂﬁéﬁﬁﬂﬁﬁm

Wﬂ%ﬁpnﬂ]?bb t@hdw viagnhineab ot btidgedoUpyo-

mgﬁy%lptl onal l%’&&d" 'Bﬁﬂ’ Hﬁ'ﬂﬁ%ﬁ | tut 'S‘%%ﬂy Iggigm

MMemhammw

group V\/nl ch ma be bondﬁd H&ﬁﬂﬁ?‘%ﬁeﬁlwﬁyl o

Mdr@l&ﬂ'vﬁ’a fiedrondranoed Cr.qo-alkylene group,

B,@nzot hl adl azol eEgﬁﬂ“ﬁﬁ?%ﬂEﬂw %ﬁ%é%ﬁ&&?ﬁ}

unﬁﬂhm&mﬂb rially hﬂaa@t mareesubstihded, toptienally at least ohe

ol daz% bbb S B2 ByesBieRRl SB3b! izh 7B

coridefrsBl Wth B)hor- @k polptytlic ring SyRein fvelforvihigh norydeedho et

pref er ab epresent s ay r%éa ﬁé&’ﬂya
Sk s STTE ol A Pttty a

!meﬁﬁbr amuheﬂ m-hl o grdsabar optidrally ateast

& réré%r”n%h% iy ogﬁ?%se&"ﬁsﬁﬁéu% PR e 4

and/desthich may e tmmleﬂydaea angamrp

m&ysbm
%@%’ﬂ% upi P el R feboERlt e metd orqup, ap

eﬂlﬂlywum lﬂh&i-plbpﬁgibupﬁ aih, reb@ghgroup, ardiptioohlly afrleast memp-

"EBW@FPX’!% l e?ﬁs‘g%ﬁﬁﬁ'% q%’é%ﬁ%#%%b@uﬁd benzyi group, an

wm MUMWZW group] which maybegbonded vda a

O o i b3 RSl Lol YA Bftean

e
optionally at least mono—subslituted 2.1,3-Benzothladiazole group, an optionally at

least mono-substituted Benzofbjthiophenyl group, an optionally at least mono-
' substituted Imidazo[2.1-bjthlazole group, an optionally at least mono-substituted
" {H-pyrazole group or 2 7,7-Dimethyl-2-oxo-bleyclo{2.2. 1-hept-1-yl group, most
preferably R represents a methyl group, an ethyi group, an n-propyl group, an r-
.~ bistyl group, an optionally at least mono-substituted phenyl group, 2n optionally at
' least mono-substituted benzyl. group, an optionally at least mono-substituted
naphthyl group, which may be bonded via a Cis-alkylene group, an optionally at
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7, 7-Dl et hyl - 2r oxo- bi cycle-[2.2.1) hept-1-yi group,

wherein said substituents. If present, are identical
or different and selected. fromthe group consisting
of a fluorine atom a chlorine atom a brom ne atom

a nmethyl group, a fornyl group, a phenyl group, a
phenoxy group. a phenoxy group substituted with

QW m?ed a8t hid naﬁeghmmyhhwhmamhb@mﬂ
I camen accordln Pr nore of. cl.ai
2,1,8-Besrethigdinzole gireyn, H“PHB?“ sit leaghmoaesy Estﬁu near

eg% ﬁgmﬁ&?ﬁtut ed G 0- géiﬁct)hatl C groug nlm:?j':’z;;

sbath)am!e gebup; arm nptinnally atlgaStypencssi

t Ehita it
T B 2 oS %ﬁﬁ%nﬁﬂ%yc ?ﬁ%ﬁ‘gﬁ"ﬁ?m. o
peasehty amidemmbmr differantancospiectesd fromdhe gpaw; capns:shng ofa

o S%é@ﬁ@ﬁﬁ“%“??@%@‘%ﬁ@f%ﬁ“% bR

bhm%gnbubya phériaxy grou atmheRentgroun sulbgtinged @P@!ma In the

r._a m)nosubstltut ed 5- or
8’@8’@?‘@%%’%@% eEr'%arytgroup whi ch may be

condensed wth a nono- or polycyclic ring system

12
20. igficGmoff Ui 1o mﬂ@?‘éﬁl&?ﬁ”ﬁ?‘?@é‘:ﬁ??*ﬁ“
re;mnmnrmanchwd@f $8LLEaiRy oF Yo » Sptionally & legst

B0 i COPLARPAIL ot b BTGP oy o
leastmom-supsiuted, obtmﬁﬂp ishieast Wﬁemmm AS Fieg mamber

Wﬁ%oﬂﬁgﬁaa near or ri dgegﬁﬁ@kﬁﬁgﬁgr
mwmmww eslvia a lincacar 10
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lrast sopersvsfityied §-

ed aryl or heter?ﬁ
gguummrampummat qr 6psipbe or
rPgQé &% o/ Whigh tﬂ@xﬁﬂﬂﬁﬁd |?ndfﬁ¥@?p5@ﬁﬁﬂﬂrih§%y@tﬂm
I nea r " branche

ral kyl ene grou
andéiravhich pagbe bpaﬁefégiérﬁ Eﬂeaf fﬁp&’%&vw'ﬂ“sﬁemeﬂ'ﬁw-
rl]yﬁ %.%%Pﬁeé'a ifHeAF Br bdRctied W .\pla ﬁﬂﬂlp @aturated or
opt1 orfa east mnono- substltuted phen roup, an
tmpahmﬁad.lqphgnallyﬁé@aﬁ&mm% ii aa%& .

Gy, witlEiPHiZry be
My be E‘Eﬁg%g Vi a. Wﬁ%#@%@@ﬁd

: nopdmawlwﬂyn amoreaark

VI MR o e, O B B e et ey o iidged by

Imear or branched Cy.zalkylene group, or an nptionany at least mono-substituted
5- or 8-membered atyl or heteroary! group, which may be condansed with 3
mono- or polycyclic ring system and/or which may be bonded via a linear or
branched Cy5-alkylene group, more preferably R'Z represents a methyl group, an
ethyl group, an n-propyl group, an n-butyl group, an optionally at least mono-
substibited pheﬁyl group, an optionally at least mono-substituied benzyl group. an
optionally at least mono-substituied naphthyl group, which may be bonded viaa
Cy.salkylene group, an optionally at least mono-substituted thienyl group, an
optionally at least mono-substitiied 2,1,3-Benzothiadiazole group, an optionally at

112

AMENDED SHEFT



SO T L N L eyl R SR L

AVENDED SHEFT | east nono-substituted

Benzo[ bl t hi ophenyl group, an optionally at |east nono-
substituted | mdazo[2.1-b]Jthl azol e group, an
optionally at |east nono-substiwed | H pyrazole

group or a
7, 7-Dinmetttyl - 2- oxo- bi cycl o-[ 22. 1] - kept - 9-yl group.

leR qmqruggﬁﬁég'ﬁér?ﬁ&’[%ﬁm?h@?gngaampﬁ@ﬂaﬂym wst Bno-
suhgtﬂ}./m mld,ag@[ﬁl ﬂ'@ﬁ'ﬁ% $’?q°%%|e¥iat %eﬂrslly'JP ar oup an

1 Wapw I east nosubstl ut-ed %R%%Sy%w an -

preferatily yemuﬁaéeetb groppean-etaf AU,
b'gﬂtgm{&?onam al* Ffég e =" s

t 1 t
Ie&thMMB?@Pgmﬁgo o 'Y'&Bﬁ%%g mong-subsiitdted

m@ﬁﬁ%ﬁrﬂpﬁy tiG ﬁigg b@%ﬁ&éﬂpiﬂhfﬂ @p&lﬁlﬁyllang geayp, aaoptionally at

i liﬂeﬁtﬂnﬂm’%&?ﬁgw tltut ﬁ E]Q%Msﬂmw

w&&%%&%l al{aéﬁ; 2, 2%%%?%?[

Bememnpbmwgmﬂsan mﬁaﬁ'@
b]@[azﬂ d%'r?‘?‘ﬁ g?,ﬂgnaiﬁl Ea%ﬂmbﬁ@mxmambpmbmmmﬂ .

7 mmgmylgaaggp&%nmgﬁh' eptels rl ganta%“m e@%ﬁéﬁt@l&t@ if
w%e%ﬂ}%@h@&ﬂ or Bqﬁposﬁ s&é@ﬂéﬂ ﬁ&hbﬂfe droup donsisting of a

fuadne st ammfvaﬁt ' Someiny atip! §RimPadsi, a

ﬂ&h&ﬂ IFY ﬁéﬁw@&ﬁ:pmﬁmwﬁmrcbmmémﬂm
ph%"%&m@j% sat ra'f.’edpor unsaturated. optionally at
wmm&mﬂawpa 10- al | phatic group, a

saturated or unsaturated, optionally at | east

21. M;E;?néf; gzté'lr‘ftﬂgﬂ%g (961(‘\? fp’té}'%é @ ts&gﬁb%’q?%%{i%ﬁgr ou p
eshtiatdd or ursatraied, optinally

s Ster&&%%q%@@”%@ﬁ#@‘%}%%ﬁ%ﬁ%y%ﬂ

Spfinaly allesnene hetroatom agteg mergbe@ up,

'e%?hﬁﬁ%& [ on atgtlquSSt nos&e %ﬁ'&% ..Bmo_or

FRich mmﬁdf\ﬁacarfnﬁewmw
m@@ﬁﬁﬁu o Boned.

[ nay be bonded

ey e i oy heckilosd o o 0eF ot Binrthed é"‘am"e
| ths in @ Pu@{aw t l?u-@arjb@mupa-mmmmwwor
Rt urate op I Qna a no

Pefpoarstarmpup, whioh By eplofsd Pkt SRS of PRYCIIHAD systom
and/oP WAlcHiRay 58 BoRd& Aia i Ineat drbrgnchad Cdialkyiensygmap,
preferably R™ represents a linear or branched Cy-g-alkyl group, a saturated or
unsaturated, oplionally at least mono-substiuted, optionally atfeast one
. heteroatom as ring member containing Cs.s-cycloaliphatic group, which may be_
condensed with a mono- or pelycyclic ring-system andlor which may be borvded
| via a linear or bridged C4.g-atkylene group and/or which may be bridged by &
finear or branched Cis-alkylene group, or an opticnally at least mono-substituted
. 5 or 6-membered aryl or heteroaryi group, which may be condensed with a -
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condensed with a nono- or poyaydl c ring-system and/ or
whi ch may be bonded via a linear or bridged
Cl13-al kyl ene group and/ or which may be bridged by a

| inear or branched G - -alkyl ene group, or an
optionally at |east nono-substituted 5- or e-nenbered
aryl or heteroaryl group. which may be condensed with

Enonia-30r pRiYENEIETing IapsEmayIdior wiichy UT%thbﬁdJOrﬂEd yiasg §neanor
. | _ . )
%n%%@%@?%%ﬁ%ﬁ%ﬁ%’eﬁ ’ﬁ?@%ﬁ@%ﬁ{?@ﬁ? fflpSan
eayligroury eo irapyd grastph @ nehusyligrowm an-optiopslly af ieast mane-
S HeR ol oA pORA 1kt bR ulBlfien perpy aroup, an
opfionaliyt Jeast mbbat stibstitited oaphthsigroam whicteimby betbdndadviaa
et A AR

aptionally b kst o subkstivuted 20, BBenzathiadiapdiicgealp, \ancdptionally at

L B G o 6t o

sBstihdpd Jmidamiad shlthizmnlagroup,raropptionally hleadt rharassubstinfed

bl bl 5P e PR AR B 8 0 B 0508, e

preferablyRY? repireantac msthyy droupZan bhwkenmup Laty h-rgopy group, sin n-

oS0 RO . 5 o

leaplt onsiibstituted beretyl gwonp, atubpticnally atdemstangrio-gulsiiptedn

e e

e grotip.carGhptivnally atilesst mormsgubsiituted -

| 233 B80RlBle b8! ol BORNY 3 lebbinithd Blikitheed” O

Benzo[tgthiphenyl igraw, anioptionallyat least mpho-subitityted timideof2.1-

pihyl-oxqricypo-[a2. 1bepbhal grpupswhereist said substituents, if

préFE RS MRl K ffreritaf 58684 loPiAR by gonsigting of o
fluging atom. ghibrise istom) & brmine atom, @ wethyt groapea faimyt groap, a
P o b et protp. i pfithond SR Ko 6 R Bl o
4-posttingjand eonpthylsulfanylgougs oup, a  Phenyl group, a

phenoxy group. a phenoxy group substituted with..
bromne In the 4-position and a nethyl suifonyl group.
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AMENDED SHEET _~ E>F 22. Medi canent according to one
or nmore of clains 8-21 conprising at |east one
substituted azetidi ne compound of general fornula I
R RS NRZR4A 3 r~ wherein R represents a phenyl
group, said phenyl group being unsubstkuted or
substituted Wth. 1. 2, 3.4 ors subttltuents

e SRR 815 S T

lebsttined akdiitlinerdontpaiind of §&hdraformd L, - CF3, -
and - COON, RZ represents a phenyl group, sald phenyl

group bei ng unsubstgéuted or sub tuted with 1,
2.3.4 or 5 substituends | ndependept|ly sel ected from
t he group conS|st|ng of E/C ~NBr, hear or branched
& a awl, linear randF \G al coxy, -(Cz0}4i,
-011. -CF3, -CIFa. - and , represents a
| i near or. branched, "unsubsti uted C-w al kyl group.
R4 represents a hydrogen atomg?® -CN, -COCH, a |inear or
branched. unsubsriluted C -0 al kyl group, or a phenyl
group, said phenyl group being unsubstituted or
substituted with 1. 2, 3.4%r S sum Independently
selected fromthee group consisting of F, C3. Br,
l'inear or branched. Cl14 alkyl, |Ilinear or branched G
Xy, -(c>0)-H, -0H, -CF3, -0CF3r -CN and - COON,
R5 represents an.-Q SOTRB-noi ety, an -NH CO R7-noi ety,

- - NHr noi et - NH- SOr Ro npi et or an -NR
B raeresrerea phisiviaroun, said Pheaybares "w @MD
Sitistituted With 1 &5 ) Uor § SUBSibnEifdEpa rewegsmup

bei ng un ubtbi‘ed or . sulst, tut d ,
Qrisisting RdagR AR 'nﬁam& nghes Gr-s
alcoxy, {C=0)-H, -OH, -CF3, -OCFs3, -CN and ~-COOH, .

R? represents a phenyl group, said phenyl group being unsubstituted or
substituted with 1, 2, 3, 4 or 5 substiiuents Independently selected from thie group
consisting of F, Cl, Br, linear or branched G4 aliyl, finear or branched Gy
alcoxy, (C=0)-H, -OH, -CFj, -OCF,, -CN and -COOH,

R® represents a finear or branched, unsubstituted C. alkyl group,

R* represents & hydrogen atom, -CN, ~COOH, a linear or branched,
unsubstituted C:.q alkyl group, or a pheny! group, said: phenyl group being:
unsubsfituted or substituted with 1, 2, 3, 4 or 6 substituents independently
selected from the group comsisting of F, Cl, Br, linear or branched Cre alkyl
hnearurhnumhedcaaahnmy {C=0)-H, -OH, 4mﬁh4JGF1-{nuand-ch3H
R® represents an ~0-50,-R%moiety, an —NH-CO-R™- oiety. an —NHx-moiety, an
—NH-SOz-Ra moiety, or an ~NR-SO-R""-moiety or an -O-C(=0)}-R""-molety,
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consisting of F. C, Br, linear or branched 4 al kyl,
i near or branched 014 al coxy, {GOH, -OH, -CFs,
-OCF3, -CN and -COOH. Rr represents a linear or
branched Cr4 al kyl group, said al kyl group being

unsubsfttuted or substituted with 1, 2. 3. 4 or 5
Rluepresentea pheiyl depiposaid phenyl geoucbeiog uﬂmhsmnae@ pbup

W%Wag f”d?? %S%én@;ecycl pen #?%Hﬁ!ﬂ%‘bmm

consistingof F, G, Bumneamrdnraqdled@maiw lioear @yhfahdx@d Cge oup
Mt h 1, 2, 3, 4 or

@@&%ﬁé@&%ﬁdg{gﬁsueﬁ 'gﬁebct ed fromthe group

consisting of F. C, Br - SH, linear or branched

o e e 7 e R B

UﬂSUbﬁ‘htU@d oﬁsuhstﬁxtedmdthﬂt Qedtbors admmmwgpedenﬂVed

syt iR e Spppind B0 B b ioet Ebefined Cus

aledy, %Hndwa, SleSclopéitiRdr cy@hhexyligrougOeNid Gyclopéhtyl or

ol E R m%uﬁa%&?? S itz A 5

substiteersts indgpehdanitly splectedsum the groupicensisting of Gij Br, ~OH, -

sif e %qw@%s%w%%% 3 <B8oLfor P ag BB o] |

' phea;d@wmbelng uimﬂ:&hmtEMrglbe@;utw with hr&lﬁaéfortﬁmdﬁhiments
%ﬁ#tagfﬁ%\édtﬂﬁréﬂ%eé%mﬁ PSR! I.%gr odp d%'g %‘?%’i?"n"éﬂ o)

C,Eﬂll@ Jindgr or branehed 0.5 Blcary, WEFTRHA0H,| s, 462GIFs, €N and -

c‘é&ﬁﬁnChed C- 16 al COxy, phenyl (optionally substituted
h 1, 2, 3, 4 or 5 subsituents independently

sel ect ed fromthe group consisting of F, -, Br. OH..
R S8k i b o et IO BRIEF BB
selécted Om thelgsoup cansisting o phanyllavaphihyb mienﬁeﬂmm%ed

W@ﬁ%ﬁ+l nearfbgﬁ B%%W@Foox &rsﬂﬁl

blthlamm&pymale sapfaryl oomﬁwmammm or

EHWI ere” WJJW&EWW group, sal%l‘l agrﬁup

consisting bEKyCl, Br.dinpatet brgnched Grxalky, lbeauewbmnqhed Ci.s 3
d by a

a'Wé%‘%an@hWﬁ@?e%? Ibr| gl _ei ng

indepesdiontly salocicd ﬂprrsttrbmupmmg iof £, Clz Brsomumarstr
branched Cy ¢ alky! and linear or branched Cy.s-alcoxy), phenoxy {optionally
substituted with 1, 2, 3, 4 or 5 subsiituents Independently selecied from the group
consisting of F, Cl, Br, OH, finear or branched Gy alkyl and linear or branched
Cig-alcoxy), 502 CHa, (C=0)-H, -OH, -CF3, ~OCF;, -CN and —-COOH and sald
aryl or heteroaryl group being optionally bonded via a Cy.g alkylene group; or a
cycdiohexyl group, said cyclohexy! group being optionally bonded via a Cy.
alkylene bridge and/or being optionally bridged by a linear or branched Ci.a
alkylene bridge and being unsubshtutad or substitutedwith1, 2,3, dor S5
substituents independently selected from the group consisting of F, Cl, Br, Ilrrear
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substituents | ndependently selected fromthe group
oonsistng of F, C, Br, linear 116 AMENDED SHEET or

branched Crs al kyl. linear or branched Cl al coxy,
-(C=0)-H, -OH -CF3, =0, - ©CF3. -CN and -000H ?,r -
RO represents an -SOrR12-nmoiety, a --(C0)-R73-noi ety;

ali Pﬁ;hea'm alaﬂycﬂb;opH aOHhePFA, =0, -
?%!H”f’ cgﬁlaaéﬁdhenyl radical bei ng unsubstituted or
GGBﬁt—CNLarﬂd-tD@OH 1, 2, 3, 4 or 5 substituents-

I ndependent |y sel ect ed fromthe group consi sting of

F CI Br | i near or branched Cl i nea
S0aR%w olalyl 5 inelgy pEbrafhed

piety 8O
d d/ 5,1(;-@& ﬂgjﬂsunw
an @g%_' nc'r(ﬁol %@ene ‘bri dﬂéﬂ ;%?%é etr':t L the :up
éu fatedoditiD 22) Gnd dr Gisebatitugnts Hﬁ" 9

_gﬁts%hoarﬁ: (%agﬁﬁlﬂﬁredr?ﬁ&ﬂe{' ]Ll[QQé (fur)galldphe:ﬁdml .

GeQ¥¢f, POH( %ml’:b

benzo ranyl.,, i |azoI e- and pyrazol e.
Mﬁ&% f‘g&ﬂ)eupqtﬂpﬁg unsubsdt ut ed or

substltuted with 1. 2 3, 4 or 5 substituents

R Ao e sy ey

m@e gmmlmasiwm ofipbenyl. (ephtind

‘é%gﬁ"@aé‘f Wc%ns?gtl ng of F."C, E[Z‘:gﬂ_%r
%#“E?‘H'ﬁ'b?{)% aggg{s'ltgnuent sé ndependei&gwy %eﬁt eltrﬂcf rom

isBAg oD, Chp B lincamy bsandhed &

L e

idshendanly selected framfthe graup consistpg ot

% Vshiagy} phenoxyofoptionally
M“%Ei Tﬁ%’:‘@w oo i e o2
5 8 th¥néh @E?dlkﬁfan HpBa rénched
WP‘@%ﬁj@@e %‘S ILEI ntg unzabst @w?rgascéj‘éh?%g‘d
) om&%ﬁo%@ﬂﬁpé 19 bontied Qa a Oi.a ah@hhe group; ora

G o agm%rpb%r anched ﬁ:y! ?ecfox)ém.a

alkylene bridge andfor belng opﬂonally bridged by a linear or branched Cia
alkylene bndgeandbelngunsubsnwledorsubsmmdmth1 2.3, 40r8
substituents independently selected from the group consisting of F, C1, Br, finear
or branched Cys alkyl, linear or branched Gy alcoxy. (C=0)-H,-OH, -CF3, =0, -

OCFs, <CN and ~COOH;

R" represents a linear or branched Ca.s alkyl group: an aryl or heteroaryi group
selected from the group consisting of phenyl, naphthyl, thienyl, fueanyl (furyl),
2.1,3-benzothiadiazole, benzo[bithiophenyl, ben_m[b]mranyl. Imidazol2.1-
bjthlazole and pyrazole, said aryl or heteroaryl group being unsubstituted or
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OCF3, -CN and --COON: 7 represents a linear or

branched C s ally) group: an aryl or heteroaryl group
R7 selected fromthe group consisting of phenyl.
naphthyl. thienyl. furanyl (furyl).

2,1, 3-benzot hl adi azol e, benzo[b]thlophenyl

I i
? 5
S nﬁiﬁﬁsﬁﬁww A bl

ML Bhﬂm%mbsm ml ekt
%%?ﬁ ap condisti Cl(BpOH) for

Ifﬂljné‘:ﬂtréeﬂeﬂlw ﬂé@r@@f WWM#&%&’B@t I % ti?%tbonapy E

st §78 1,295 of§ suskiizpbefidependeoty selecwidframe tho group

| conbisting dléd}l.\%n? 19%:2 )Isl))_/eag o? E?qr;%l“(\éd &gpt I Igf%&%{gear or branched

é%&%ﬂd@ﬁf I'ne afﬂofo o) ?gﬁ?ﬁjﬂw PCN@VE;TGEEW sak
dl?'m:ﬁhatmafﬂ’mwﬂg eptionglly Bﬂ iR %l @gsoupr ora
sbbraire, BT '@‘55 ot EﬁEFﬂ e ﬁwng?:n%gm%mq

aitylgriechridlgg mndlor

aitmed:wh'laizkweneﬁ
ag{yl%e aﬁg%nar%'el ng opti onal I y bri dﬂ&%’%ﬁ&?ﬁﬁ%ﬁﬁw

sobdlituris irgepeadeniy

‘ m 14? of brafichéd _glrams(map)-t-lu@ﬁs-cﬁ.
|iﬁ"5a2+§é%g{ %é toedfromﬁ’}e group consisting of F,

QBT 3, BN and Hor branched Cr-6 al kyl, |inear or
branched Cl-o0 ak*)W -(C=Q-H -OH, CF3 =0.

R?Cl['\lmiggma@ﬁ@[p? 2 re resen s a@lphnea%wg r&%e%%%%mup

%ﬁﬁ%ﬁ@b wﬁ;ﬁﬁﬁtmm . lbagtyfurany| (fury).
na enyI furany {:gn% gﬂ @1_ |
hetraarybgrolie beingi ﬁlﬂeﬂ or

E@itag?%%ﬁ grou be| ng 5§Ubit< tlé%mﬁ%%ﬁﬁ%gmm

oﬁ "cﬁraﬁ Iﬂ%a%pbh&ncmmalmgnﬁarﬁr beancBed C1s
|near or

anph om0 S5 E D SuAIgRE 15

mﬁfapéndérﬂﬁ'ﬂefected from the group consisting of F, Cl, Br, OH, linear or
branched Cr.s aflkyt and linear or branched Cyg-aleoxy), phenoxy (optionally

| substindted with 1, 2, 3, 4 or & substituents independently selected from the geoup

conslsting of F, Cl, Br, OH, Iinear or branched Ci-¢ alkyl and finear or branched
Cy.e-alooxy), ~S02CHy, {C=0}H, -OH, -CF,, -OCFs, -CN and ~COO0H and sald
aryl or heteroaryl group being optionally borided via a Cia-alkylene group; or a
cyciohexyl graup, said cyciohexyl group belng optionally bonded via a Cs
alkylene bridge andlor being optionally bridged by a linear or branched Cra
alkylene bndgeand being unsubsttwted or substituted with 1, 2, 3, 4or &
substituents independently selected from the group mnsnsting of F, Cl, Br, finear

118

AMENDED SHEET




ekttt e T T LD

i ndependently selected fromthe group consisting of F,
ad, Br, OH Ilinear or branched Cl.s alkyl and |inear
or branched Cl.u-al caxy). phenoxy (optionally '
substituted with 1. 2, 3,4 or 5 suybstitueft
|ndependently selected fromthe group consi sting of

OH. | i near al n [ [ =0) -
oo bipaer S sl Bbet ay Braner BRES Sy A YT OH TR, =0,
- 668, - Era- and -COON and said aryl or -
heter'varyl group bei ng optionally bonded via a,
Ct, 3al kyl ene group; or a cyclohexyl group. said
““i‘?ﬁé 98 3!1‘&%? ibRshchd (03,9 @llkyy glvapianian or lzet@patvl group
al kyl'ene %I‘I

|wmmmmgeuggga§fstﬁ'9/ s b‘%'s{ﬁﬂynﬁt asilitmpittie At

s n\ii, bénzbibjfurardd, idiidazof?.1-
e o e i o

chjthizizotei ang pyrazele, &pid agyl or| grggp
vﬁa cﬁz%,&b« 5 &hﬁ!ﬂiﬁ!ﬁrﬂé hﬂépaﬁimﬂy fs‘eleclaldd’mm the group

0CE3, and
rcapsmﬂpi:sl"' , &4 B ligar oF b@ﬂﬁgﬁ&ﬁ o g3k of R Hﬁp\‘}%%lﬁ
Yckhey Bne§H Gt sRRod Wthrs 229, 4 oeSUbgns:D
e e
S%Lfrﬁo hnd hrlbiaf 87 Blafciied Cl L-hicoRy)| phetiosy

eteroaryl group I n ubstit ute
wbswmdwbma.qorfzsulﬁ@ﬁﬂsgﬂ&mw i e group

'@H%E&@&fﬁ aﬁeb@pr rfdrmﬁdhedmaw ﬁmmaﬁr'mbmid‘ed

M,M@é;?:iﬁé& ra”"&q%ﬁsﬂa#b ot said

‘Mgf‘ f‘efg?‘}ﬂ'i' o HRGdridlly 86hded Vil daDRalkyithe group; or a
ﬁmmgmmé@ Pl aiprig beicapipTalboper vk o

M& % PB&Y op AONAIR bNdLEd wamwwmdnmm

) substltuents Inde endent | d, frem
aﬂMega@uﬂgEMMHWQUW M %a$ 40F8

3@#&& a&,ﬂejﬁg! anedistivg of F, Cl, Br, linsar
%P cox@)d 802 H %ggf 0. -
anummpwamamaroahw%?d% : ‘%F)aﬁ 1'.9;'%- '
RO ?‘d waaClSaIIl\/bne group; or a
cycl’bhexy group. said cydohexyl group being

optlonally bonded via a Ga -al kyl ene bridge and/or

W fg ?fbﬁe@fﬂﬂ%@mbwomdrs mmlydmmomar 3
ytene bridge and.bei ng“unsub,stltﬁt etqmpr EPE,J ut ed

diastergomers, erapematsorinfo of a mixture-of a

sterecisomers, preferably enantiomers and/or dlastereomers, in any mbdng raiiq.

or a corresponding N-oxide thereof, a coresponding salt thereof, or a

comesponding solvate thereof,

and-optionally one or more pharmaceutically acceptable excipients.
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substituents | ndependently selected fromthe group
cormstingof F. Cl. Sr, linear or branched Cl-6

al kyl, linear or branched G .e alcoxy. -(CO-H -OH,
-CF3, 'O - OCF3, -CN and -tO O+ n optionally In form
of one of the stereoi soners, preferably enantioners or
di astereoners. a racemats Orin formof a m xture-of at

| east two of the stereoi sorrers prefera |- o

23, Mesicamernbasaosdiog iy SaimiZ2eIBPEsng ne-Shbstey pzstin
_ ﬂﬂfﬂ N- Oxi de thereof a cor respondi ng

m@‘@m&%@%&? e f correspondl ng sol vate thereof, and

optionally oge or nore pharnaceutically accept abl e
excl pients. Y19 AMENDED SHEEP-23. Medi canment
acecording to cy=a=# 22 conprising at | east. one
substituted aZeti diye conpound of general formula I.
X Rs H 8 Xgywhereph X represents a hal ogen atom
preferably a & yhe atom R6 represents an -O
RB- noi ety!, an =T CORY- np etB an Nl -lrnoiety, an
--NHWOrR noiety, o o W-noiety or an
g=0 +0 -noiety Ra rg d phenyl group. said
phenyl group bei ng/unsubsi ¥t ed subsWited with 1,
2.3.4 or 5 sub epen'aently sel ected from
the group cg (1, Br. linear or branched
Ct 4ai kyl, 11 branched™Cr.. al coxy. -(C=0-H.
-0H -CFO. - Q§ CN and CODH, Re represents. a
linear or brapgched C, _s al kyl group, said al kyd group
bei ngs unsuf@stituted or subs utated with 1, 2, 3,4 or
5 substituents i ndependently selected fromthe group
consisfutg of F. O, Br, -OH -SH, |inear or branched.
\'\d"l&fﬁl@n e

X represents halogen'atn_m. preferably a chlorine atom,

R® represents an —0-S0-R%-moiety, an—NH-CO-R'-molety, an ~NH-moiety, an
-NH-80-R? molety, oran -NR'-sozR" _molety or an —O-C(=0)-R"\-moiety,

R® represents a phenyl group, sald phenyl group being unsubstituted or
substituted with 1, 2, 3, 4 or 5 substituents Independently selected. fmmmegmup
conslisting of F, Cl, Br, finear or branched Ci.¢elkyl; linear or branched Cqs
alcoxy, {C=0)-H, -OH, -CFa, -OCFs, -CN and -COOH, |

R? represents a linear or branched Gy alkyl graup, sakd alkyl group being
unsubstituted orsuhsﬁhxtadwttlﬂ 2, 3, 4 or 5 substituents independently
salected from thegruupmnslsﬁngofF Cl, Br, -OH, -SH, linear of branched Cis
alcoxy, -CFa and —OCF3; a cydowntyl or cydohexyl group, said cyclopentyl or
" cyclohexyl group being unsubstituted or substituted with 1, 2, 3, 4 or
. substituents independently selected from the group consisting of F, Cl, Br, -OH, -
. 8H, linear or branéhe-d Cysalcoxy. -CF5 and —OCF3; or a phenyl group, sald
. phenyi group being unsubstituted or substituted with 1, 2, 3, 4 or 5 substituents
T 120
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al coxy, -C5 and -OCFOQ a cydopentyl or cycl ohex)d
group, said cyclopentyl or cycl ohexyl group being
unsubstituted or substituted with 1. 2, 3.4 or5
substituents independently selected fromthe group

SRRRCRO i S Sl oL 7 i prarche

CSlf S line @ rlbramihed \iy o gloox MEHuﬁd,bﬁﬁatm dEN and -

@ tituted with 1, 2, 3, 4 or 5 substifuents 120
DED SHEET __ cY Independent ly selected fromthe
group consisting of F. d, Br, linear or branched C 4

i i G A et
tHe griug thndistig @f pheryi, ﬂlﬂ“\:ﬂlﬂhmwfuw (furyt),

%roup seI ect ed frowéwnﬁf co %rlwrﬂq ?Jazgﬁ,pyl

]%él;ép ZpYior hbrrapilgid behgmubshmted or

nz o[ b] ur anﬁé g%ﬂ%ﬁ%ﬁ&"éﬂ?@ﬁ%ﬁ%ﬁ L Sup

mﬁélbm{g'd d : Q{lilm' ﬁﬁéaio{&an&w&cmf alkylslinear bobranehed Crg f
I hdepen en | ec rom 0 I n or -
EW(Bpe"ﬂ {op llﬁ“g'g% edﬂg%ﬁ?‘f#&efﬁea? or
Wa@&u&dﬁmm cSlKe aoﬂsts{ﬁngtufme!l Isr.eebumarmed

“.'V\/Ith fl3e-d%| , oragpsubst“tliiﬁ slﬁgf‘yglfe{eenden #m%

ram&@sﬁsﬁmeatsﬁud ehtly'selected fionethelgrdup

 cublthfisd Wit
mqs-sﬂzw%"ﬂ . SRR p ﬁ%hb@’&f’wnﬂ%ﬁm“m&

MNEQ-CHR, —(GﬂD SO CP%, -DCHR -Cltand 9600H medrsait

rainc ed EW'“ alk d“l’ldli‘"‘qe r.or m@&fg@ up; QG

WWWH@WWN lbﬁgdﬂmalmﬁnag

_ n@%@ﬁ%&@ SRk

bridgd sindbeldg dnsibstitutedyr, substitatddavitm @, 213, dg;.u'Sand/ or

Wﬁiﬁeﬂ&wﬁgﬂ?ﬁe@%ﬁ?ﬁ@mﬁ% el neBiind b GE Prhed:

-nrmh&eﬂ C125 alByl4ﬁrmar or brandteddhaysleviyn G rOH; -CFy, =0, -

_gg he group consisting of F. C, Br,
iched C, -0 al kyl, linear or branched Cl4

alcoxy (O) H -OH -CF3, =0, - n OCF3. -ON and

| R repmeems an —S0-R2.molety; a —(C=0)-RP-molety; a linear or branched
- Cy.galkyl radical; or a phenyl radical, sald pheriyl radical being unsubstituted or

substituted with 1, 2, 3, 4 or & substituents independently selacted from-the group
consisting of F, Cl, Br, finear or branched Cyg alkyl, finear or branched Cy.g )
alcoxy, {G=0)-H, -OH, -CFa, -OCFs, -CN and ~COOH and/or said phenyl radical
belng optionally bonded via & Crs-alkylene bridge, |

R™ represents a linear or branched Cy alkyl group; an aryl or heteroaryl group
selected from the group consisting of phenyl, naphthyl, thienyi, furanyl (fusyl),
2,1,3-benzothiadiazole, benzofblthiophenyl, benzo[blfuranyl, Imidazof2.1-
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RO reprdsents an -SORlz-nmoletl ; a -(C)-R -noiety; a
I inear or branched C alkyl radical or a phenyl

radi cal . said phenyl radical being unsubstituted or
subsh uted with. 1, 2, 3, 4 or 5 substitur "its

e s 5% S e e B b e o
ndepdndbntly Sétécted GoRsth u
%E@’qgaggﬁé&ﬁandworsal d phenyl r drgyal bg Y ° gt
apbsistingdfF, Gb Brinear o bracshk Gl dsar grranghd Crs
A ST G e Bl R 2 Bperonor 7
t'ef oaM“group " sel ect ed from the g
trelependantly seleticd romythe grayesRyaisingaf &n (A, Bri éﬂiﬁwﬂ or

Era“r%%tﬁf 2%@6%%%%@&“%&?‘“‘”

birthdﬂnﬁe@mﬁh dng, anylrmﬁaﬁtmsﬁtmﬂ@ ladwe

Eﬁﬁ% iﬁbéi 'Btﬁ'gglg r{'%%n?fy se ect ga wln%ﬁgm:d

O‘P.E-&l@ﬁtf)n@m AB=0)H, -, SICHss L

Bt B B 3 g v o

eytikstiéxyLgroup, saiddelobrid group being eptienaly Sanderk vig s

SRS bideh Rl befo ppomalir ety %@wrme;g%

émbne belige/ andbeing unsubsﬂhm or qlbs,ﬂtut%l

E‘ﬂiﬁ?‘i‘!lﬁtﬂrﬁ? %?E,@gg@f Wﬁ@&% r2f5hg Of 61 CLBr; linear

Bd éb‘?%ﬂ&l ear or branched Cﬁ%

ot bisshclastiC1 4 alley linear or brtlee! Cos aleod, dSip)H.-8H. 2. =0 -
) 3, -O&Clj, -CN and -COX and said s

Q?:yg‘ilJ '@ﬂ%ﬁgﬁﬂ: group bei ng optionally bonded via a

C13 al kyl eno group or a ~. cw ohexyl group said -’

SRt B L S b e

ﬁd@ﬁaﬂfmmthegrmlpsmrﬁtsﬁnﬁaf

gﬂ%ﬁ%ﬁ@ﬂ%@%ﬁepen e gﬁﬁeﬂmect ed[braomt%

ijthiaiale andpytzole, seid asi or hetemarnyl ampunheing HasH

St bhaed WS 3723, 43S Chelndd isnty deiGHotifromio group
R 1 resents

donststing of FpCh b, Hiedacy raachad Cge@m lg;rranglp Crs

et ero t ting
%f"u_ gﬁ?l@‘ (tﬂiggﬁ%y . I eny 9?%,;62% I W
lﬁdépéi‘ldeﬁtigsﬁlho‘:tad fragrohe grou consistingof Ep YOH, near or
Benzal Pt ULRR vl ihhARaRbAcHEd Gy s-alcoxy)s phenoxy (optionally.
substituted with 1, 2, 3, 40r 5 suhstimmts_indapendenﬂy selected from the group
conslsting of F, Cl, Br, OH, Tinear or branched Cys alkyl and linear or branched
Cyp-alcoxy), -S0zCHa, {(C=0)-H, -OH, -CFs, -OCFs, -CN and _—COOH and said
aryl or heteroaryl group being optipnally bonded via a Cy3 alkylena group; ora

-cyciohexyl group, said cyclohexyl group being optionally bonded via a C1-3

alkylene bridge and/or being optionally bridged by a linear or branched Cys
alkylene bridge and being unsubstituted or substituted with 1, 2, 3, 4or 5
substituents independently selected from thie group consisting of F, Cl, Br, linear
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byhl azol e and pyrazole, said aryl or heteroaryl group

bei ng unsubsftuted or substituted with 1. 2. 3, 4 or

5 substituents I ndependently selected fromthe group 1
consisting of F, C, Br, linear or branched Cl4 al kyl,
linear or branched C, & al coxy, phenyl (optionally

substituted with 1.2.3, 4 or substltun
|mmmymmmr@a bransheds HDip LTVt Y. o =0. -

H@qx branched Cn$ al kyl and‘li near
?ancgdg al coxy)r phenoxy (optionally,
substltuted W|th1 2, 3.4 or 5 substituents

'Fﬁﬂ 7S e&%ﬁ% b Yindif of ikl @1 ikt gfofPan & ﬁfwéf RéfeRgrplgroup

I hear or br nc

| $afented foom theagrotye donsiting-of pbeiyl) nanb@m@mlenyl( &n@)\y' ( %)

X asimniaRgeR: bR opﬂoﬁiﬁ‘aﬁﬁ’ﬁﬂﬁ%.a .

* Hjthidzelecang pyrtazolepsaid aryiwdmarya roup beipgi

W?’éﬂ'@ﬁé‘)@ﬂ
eBEe W a7 20 0 & YRS oty el the group

wonsiefimcbf &) OF, Bralinear enbrancheld €1.aaliylblinesag oo heansbed Cse d

or S“%mﬁ@,@‘éﬂ%&{ﬂ%ﬁﬁmm ﬁéglz;roup cmsof F.

GihdepSnderiﬁy selpetel Fom Aronepconsistingot Fp Chrin BH.dwear or

Trgprod Cr.2 5 g R BanCH SR tipgey) phroRy (obfonall

lsubstituted with a3 edoiChsubslituents ipdepsndeatly aelprted from the group

heﬁ%ﬁgﬁﬁf' %ﬁf%yfﬁ&ﬁ%@ﬂﬁﬂcﬂ%@%ﬁgﬁmy |Gt birilkhed

T4 Lrcilcoy)) SROACHG -(CBORH, Horlz-4HHs) ~COOH and said

bonddd Vi e group; ora
e

epsiolisdyl grotp,dsatd cycinhiexyl groue belpgtop

%@ﬁ%ﬁ%@ﬁﬁﬁé Syl 58 Sy BRG] 57 BOBH o e

alkiviphe biidgrmand being uhsdbatitite Oswmﬁmﬂeﬁy% 4ord

%% wgﬂm ﬁgp%lgent se ect ed&}rﬁbo'%htggjglz Cg_&':::ar'

onhmelned@mlkﬁ lingar oChra Cr-m@lepa {G5P
b4:OT br andi ed g ral coxy), phenoxy
opﬁ-c‘):%ggn& YOS t ut ed with 1, 2.3, 4or 5

-substituents independently selected fromthe group

K #linelr of branthed E1k i fidin, n COWW’

séiesta) fiom thagroupaRmsistipg P pheryl haphithyl, tiienyafurad (fjuryd)
2,1,3-benzothiadiazole, benzn[b]thnophenyl berzolblfuranyl, imidazo[2.1-
bJthiazole and pyrazole, said aryl or heteroaryl group being unsubstituted or
substituted with 1, 2, 3, 4 or § substituents independently selected from the group
conslsting of F, Cl, Br, linear or branched Cysalkyl, linear or branched Ci.

* alcoxy, phenyl (optionally substituted with 1,2, 3, 4 or & substituents

independently selected from the group consisting of ¥, Cl, Br, OH, linear or
bréndled C1.c alkyl and linaar or branched Cy.g-alcoxy), phenoxy {optionally
substituted with 1, 2, 3, 4 or 5 substituents independently selected from. the group
consisting of F, CJ, Br, OH, linear or branched Cy.s alkyl and linear or branched
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aryl or heteroaryl group being optionally bonded via a
C' al kyl ene group; or a cydoheXryl group, said
cydohexyl group being optionally bonded via a Cl4

al kyl ene bridge and/ or being optionally bridged by a
l'inear or branched Chu alkylene bri dge and bei ng.

:gﬂsuﬁ)st | t%@ ?ﬁ P OTE; -GN ard 40008 and said ”
Hepen en't I y seI &cted fromt he grou& i
apyI6F heterandbrokip bBing apticnalbnbendedyia & Can ali¥iPTE APREA T &

o e

ﬁ%saer“&ﬁ%g an%’%ﬁ%ﬁmyﬁ%s epr 34 gﬁ?@ﬁl wlﬂl(aﬁg?r

ridiorchdinyd opficmally badge&k';u a tineaser branghed Cra

o il Pt o

enll sestted frooihe g;rqup qensistag of F. G, Br, finear

né?‘&i'%f{&o'%l@t' g@ﬁ%b&%%fcbgel ng uﬂ ubsti tmgégrh'eao'_-

IONAGT-@OOM: 1. 2. 3.4 or 5 substltuents
| ndependent ly selected fromthe.group consisting of
F ad, O, linear or branched Cs alkyl, |inear or

§I d&ﬁuﬁf@bwmmm«mwﬁw enantiomers of ed

E'&“* PW ih%"%’ cﬁ%%n gb{#ﬁ%ﬁéﬂ%@ﬂ%ﬂle

didreoBbmefs, mfaﬁblyeawam:omomndwmmstma@r. irbarahm ratio,

qa??%yw'@ @%’%ﬁg’l%?%t %Hﬁnc’ﬁ#ﬁ s‘é?agg‘?red from

Respdrditiy sohes thereofy of F. CI. Sr. OR linear or
branched Cya al kyd and linear or branched 123 AMENDED

SHEET . "Cam al coxy), -SOCH3. -(C=C)-H -0OH -CF3,
nalighdnat matephaemacestically ascomtable exsipianiar v |

group being optionally bonded via a G 4 al kyl ene

group; or a cyclohexyl group, said cyclohexyl gr oup

24, m:@mmntawrdinmu lona o chore of claigis-$23 gbrprising 8§ leagyene

a or bei 0 © | inear or :
%ﬁﬁ!‘ﬁg@&g %‘J #ﬂlgpg an él ng unsubstituted
or substituted with 1.2. 3, or 5 substittuents
i ndependent |y sel ted fromthﬁsgroup consi sting of F.
C/ e

a, Br. linear branch al kyl, linear or
branched Cl. e al coég_
=CN and -coCH; optifonal [

- OH, CF31 O - OCF3.
orm of one of the

st ereoi soners, prgkerably nanWters or r dl estereomem

a racemate or in form of agn'xture of at | east two of

t he

wherein

ﬁ' represents a phenyl group, which Is mono-substituted with a halogen atom,

prafarably a chlorine atom, I the 4-position of the phenyl ring,

R represents a phenyl group, which Is mono-substituted with a halogen atom,
proferably a chlorine atom, in the 4-position of the phenyl ring,
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stereol soners. preferably enanti onmers and/ or

di astereoners, in any mxing ratio, or a corresponding
N- oi dde thereof, a corresponding salt thereof or a
correspondi ng sol vate thereof, and optionally one or
nore pharnmaceutically acceptabl e exdplents. 24.

Medi canent according to one or nore of clainms 8-23

i SiNg. i . pRETBRibN a
S HOBo B (o A SRRl i, FRUTRRIENY
methidgmydp, gr oup, which |Is nono-substituted with a .
hal ogen atom preferably a chlorine atom In the

4-position of ft phenyl ring, Rz represents a Phenyl
Rfr i [ Ssubstituted with a hal ogen atom

preferably a chlorine atom in the 4-position of the
phenyl ring. 124 ANMENDED SHEET R3 represents a |inear

Rirepreaads af ~080u-BS nidiety cah ENHECBHRymoipty @9, —NHx-moiety, an

r raily . net hy| u .Lepresents a hydrogen
W%@g‘h@&ﬂ%‘%ﬁé%% %I!é{ﬁvi ety, an
-NH CO R7-npiety, an -NH noiety, an -NHSO -RB noi ety,
@r_an_-NRA- SO -.R 0- nni . .
R Feigossle eipnecyle: O 13 PrpefPpiahes frR B bl mors
hikagba bRees) pedferably gneairena fiyoine astd/ononeorf Inge: ¢hierine

nd/ or one or nore chlorine atons. R represents a

A%9Mtsar or branched Cryr alkyl group, a linear or
branched Cis al kyl group, which is at |least partially

| uorinate a C.3 - I r ndhag ey
R Fpeetin P e o T ad oy Sy i £ Miear i planche O
alkpr grobg, wideinisait kast parialyffiodbatedoa €26 Cysloalkyligrowm,are
tons. RB Le '
ot group. phERIT SaPLE sl S BREBE ARG icbitoms
preiférablyome®r nrave Gusrinesatomsent s | ndependent |y sel ected
fromthe group consisting of a fluorine atom a

chl ori ne
R® represents a linear or branched C-.5 alkyl group,

a phenyl group, which s optionally substituted with one or more substituents
independently selected from the group cansisting of a fluotine atom, a chiofine
atom, an unsubstituted phenyl group, a formyl group, a methylsulfonyl group, a
benzyl group and a phenoxy group, which Is aptionally mono-substituted by a

bromine atom In its 4-position,

a naphthyl group, which may be bonded via 2 methylene or ethylene group,

a Benzo[blthlophene group, which is optionally substituted with one of more

methyl groups and/or one or more chlorine atoms,

a pyrazole group, which is optionally substituted with one or more substituents

~ independently selected from the group consisting of a methyl gmup,'an ethyt

group and a phenyl group,
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atom an unsubstituted phenyl group.. a fornyl group,
a net hyl sul fonyi group, a benzyl group and a phenoxy
group, which is Optionally nono-substituted by a
brom ne atomlIn its 4-position, a naphtt'ryl group,
whi ch may be bonded via a nethylene or ethyl ene group.
a Benzo[ b] t hl ophene group, which Is optionally

substituted with one or nore nethyl. draoups,and/ or
ongn intidaml21-bithiazdle graspowhich s aplionafly é‘%@%ﬁﬁ “ﬂ%ﬂ ODf qrdnore
optiopal Ly substituted with one or nore substituents
idﬂ@ﬂﬁﬁ Py selected fromthe group consisting of a
nethyl group, an ethyl group and a phenyl group, 125
D) SHEET, a hizaEhR fa 7. Diedsthyl-2-
bRt i O o A 2 e e

4" With one or nore chlorine

atmlcwd{amm},ﬁepg-nqﬂgmua. oA benzyl amvp. a
2,1, 3-Benzot hi adi azol e group, a 7, 7-Di rnet hyh2-

0x0- bi cydo{2. 2. 1]-hept 1 Yl group. ora benzyl group.
RR¥rep FesaeCh, dlioyl ghoup) P@fmﬁbhf pmettyt amHy. %P“&ﬁﬁp"““

grodn, %%ﬁ%vﬁ Y erl? lﬂ%@m&'ﬂgthms and/or ane or
OftforRl chidhneartsrhs, & bemzylgrows, wheneiaihe fing sanonaly ewgsﬁmed

T i RbroRias apnsTa e Il o chior i e SO

$F-noifly? noiety Rio represents a phenyl group,. which
Is optionally substituted with one or nore fluorine
atons -and/ or one or nore chlorine atons, R12

r@ﬂeq&eéamamnﬁbhwp.mopﬁmwwe or more
%HRE t
g{ﬁ@ﬁwﬁ{%&;%ﬁﬂyg %rror m)re Idwé}ﬁgpaltggg axd/or one

or nore chlorine atoms, optionally In formof one of

d:}g 2St er eoi so #gpéﬁgta% ?or 23l réulf:)nﬁ:»)t(‘tauprhgnylgmup, |

aw.mmpnmwfmmwmm@m ﬂ?éﬁﬂwfw’f one or
enant kg&r F@Hg%or di astereoners. in any mxing ratio.
'ng N-ordde thereof, a corresponding
salt thereat, or correspondi ng sol vate t hereof
optionally In form of one of the sterecisomers, preferably enantiomers or
diastereomers, a racemate or.in form of a mixture of at least two of the
stereoisomers, preferably enantiomers and/or diastersomers, in any mixing retio,
or a carresponding N-oxide thereaf, a comresponding salt thereof, ora
corresponding solvate thersof,

and optionally one of mora pharmaceutically acceptable exclpients.
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and optionally one or nore pharmaceutically acceptable
excipl:rits. 126 ANMENDED SHEET 25. Medi canent
according to one or nore of dawns 8-24. characterized
in that the substituted azetidine conmpound is

sel ected fromthe group consisting of [1]

4- Fl uor o- benzenesui foni ¢ aci d
1-[trans-bl s- (4-chl aro- phenyl)-nethyl -2- neth

érfl aBootding te6he ot mbad of claims 8-24, characterized in that the

é 525 8R 1@; 9&4 chi orln-@g%%ng‘t)lyf%q Zstmatc;?yl az

(25, 3R) - 1-[ ei s44-di br o- phenyl ) nmet hyi | - 2t net hyl -azetid

i i%«@pﬂ-ﬁ@@%\%‘lﬁ%nof O
((Zghggi)wﬂﬁ Bls4Xl chbro phenyl ) - met hyi | - 2- nel hyhazetl d

i n-3-yi]-4- fluoro-benzenesul fonam de. (6)

482] hi BRﬁ{BﬁL(ﬁﬂihkﬁ‘Gﬁbﬁbﬁﬂ-ﬁﬁﬁiﬁ-z-memyl-azath&yl}-z 2,2-
1-]Di s-(4-chi oro-phenyl)-nmet hyfl -

net hifffltascagetamidey i | - ani de, [7] C | ohexanecar bagrl b

add {(2S, 3R)-1-[bGs(4-chtoro-pheny9-nett-Yf} 2- C.

mthégﬁ%%& 3- @P@?ﬁhﬂé@ﬂ‘?ﬂ%&ﬁb@ﬁw caC|d

azetidl n- 3- yt} arnide, [9] N((2S,3R}1-EBis-(4-chloco

phen [}-m 2- € .
Ustanoireass ks Soprorelismiridind el ipesdngt 4

{traghhal(bls (4-chl or o- phenyl ) - met hyF} 2-

net hyl - szeti di n3- yfkam de, 127 AMENDED SHEET [ 11]

Bi phenyl - 4-sul fonic acid

8 an (is ﬁh)-sa[més(wh hesmyf-hetiyiH2yb i/ arstiain-3-yi)-4-
azet | | n- de, IL|12] A Acetyl N-(trans | [bis
( 4- chpapprbg H%ﬁ%@ ?' mef hyi , azeti di n-3-yl}

-benzenesuf f onami de,

[6] Thiophene-2-sulfonic acid {(25,3R}1~(bi5—(4—d1|om-phenyl)—tneﬂlyﬂ~2—
methyl-azetidin-3-yl}-amide,

[71 Cyclohexanecarboxylic acid {(23,3R)-1—[bls{4—d1!om—phenyl)-meﬂ1yl]-2
methyl-azetidin-3-yl}-amide,

(8] . Butahe-1-sulfonic acid {(25-33)*1—[bls-(4-chlﬂm-phenyi)-m§ﬂw-2méﬂayl-
azetidin-3-yi}-amide,

8] N-{(2S,3R)-1-[Bis{(4-chloro-phenyl}-methyll-2-methyl-azetidin-3-y]}<3,5-
difluoro-benzamide, -

[10] Néhh&alam—.‘!—sulfonic acid {trans-1-Ibis-{4-chloro-phenyl)-meathyfl-2-
methyl-azetidin-3-yi}-amide,
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[13] N-[trans-14Bi s-(4-chl oro-phenyl } net hyl

-2-nmet hyl -azetidin-3-yf -4-{M

bmo- phenoxy) - benzenesul f onam de, [ 14]

N- ('t rans-1-pi s- (4-chl oro- phenyl } et hyl ] - 2- net hyl - azet i
di n- 3-yi } 4 net hyl sul fonyt - benzenesul f onam de, [15]

(Iﬁﬁ%@Bﬁq‘%ﬁyﬁ?ﬁ%ﬁ%ﬁmﬁﬁ RN %Fﬂﬂ)znmmmm

, azetidtidimayiranke, |
6 Chl ona. 3- net hyl - benzo[ b]th| ophene-2-suffonlc acid
(trans 1-[ bl s-(4- chloro-phenyl)-nethyl]-2-neth

a 5]1 ﬁarém 4Ihidro-phenyly-meth -2memy1-azeudm—3-yl}-

olmd b]thiaznle -sutfonle acid
{t_raz‘.ﬁ’ @’ '@%I or o-
phonyl ) - met hy24net hyL. azebdi n-33 yrl)-arnWe [18] N[

t@gf%LBl %4 chl 8m phenyl| }rrﬁwa%/f\] a nmet h Fazetl dl n 3

2- Nanm,h-pgﬁm swldeoni c acid {
trans-| ts-(4-chtoro- phenyl) nmet hy :
- 2- rrtethyt azedd"ut 3-y)anfde, [2t)] N[trans-I.

{% eN(-(]&aﬁél YBiR-(AARYS-bh agﬂmamﬁmmhmm-w}@ yf)

met hyl sul f onam
tran® 3{'?%“@%@5\?

E’ﬂ‘#) nmet hyi ] - 2-nmet hyl -azetl d .
i n3- yI}(7 7- di net hyl - 2- oxo-)icycfa[ 2. 2- 1] hept

@lré:ﬂgt S%I SHQ nam de, ué@aaAﬁNDED SHE Q%ﬂ-phenyl)—

t r angethyl-Rimethi-cRlionGyipasmy, ) - met hyQZ

net hyi - azeHdi n- 3-yi ] -am de, [23] N (

trans |'-[ Bi s-(4-chl oro-phenyl } nethyl ] -2-nethyi-azeti di
2aalee acii{thns-1-bis-(4-

§:Chiofo-3phatRyPtendSIHRRD
ban “HE!?%@R&M]' ragol e- 4-si Itor:'["é:leamd(

- 2- msthyl azeti di n- 3- yl}am de, [25]

le hen&iﬂiﬁffom Cﬁn&m{mmw@m{mwm

ﬂtyl}:ﬁ-me@mcbﬁetﬁ
5 I\/let hyl -1 - phenyl -1 H pyrazol e-4-su|fon| c acid {
trans- 1- [bIS (4- -Moro- -

[18]e Ny st B L chieid pheriDShethiiP-2Inethy-adotidme-3-yi-3,5-
dichiorm-benzenesulfionamide,

[’19] 2-Naphthalene-1-yi-ethanesulfonic acid { trans-1 -[bts—(4—chlom—phenyl)-
methyl}-2-methyl-azetidin-3-yl-amide,

[20] N—(trans-i-[Bls-(4-chloru-phenyi)—maﬂ1yl]*24nemyl-azeﬁqu3-yl)-phanyi-
methylsutfonamide,

RN h'ans-1-[BIs{+dﬂom-phenyl)-mem24neﬂ1¥l-ﬂzeﬂdﬁ;?3‘Yﬂ'(7s7‘

dimethyl-2-xo-bicycio]2.2.1]hapt-1-yl)}-methylsuifonamide,
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[27]
N4t rans- 1| - (Bl s- (4-chi oro- phenyl ) - mneUM - 2- net hyl - azeti d ;
in3-yi)-Nrmethyl- 4-fluoro-benzenesuffonam de, [ 28] :
N- (trans-1|48b- (4chbro- phenyl } - met hyl | - 2- net hyf - azeti di :
n-3-A-N-(4 fkioro-benzyl)-4-fluoro-benzer ul fonam de, i-
[ 28]
Iﬁﬂﬂ]rﬂaﬁhthalérﬁ-ﬂi-s(lﬂem aoid § tnanelylblsnidahioro-phenyl)-meidlrto| ;gf
4Lor o- ber nenesul t onam de, ‘[301 5‘

N- [ b Y%’F’E&%(Mﬁ‘br 0' phenyl } net hyl } 2- net hyl - azet i di /

n3-yl]-N (et hyl sul phonyl } 4f | uot o4xwomout f onam de, _ ' :

t - L AB .
el b SRBR R APPSO SR S
(4  pHen tRpeadfbhaipiden de), [ 32] :
N-((trans-1-[Bis-(4 chloro- phenyl}msthyl]-Z
azetidln3-yl}-4-fluoro- r'

netttyl - .
?nyﬁ B, 68TurictinTHsyrazoke-4 lstfonta MEiEDEBN SHEBIE-(4f@ ®oro-phenyl)-
'é??tgyﬁiﬂewiﬁwlr%t h*2- met hyl - azeti di n-3-Y

1} 4- fluom benzenesul fonani de; optionally | n form of

Baf HeomaRaphesiRie ~du i febfaRpRatias shetlp et

or @ yipamidy for the nodul ati on of
preferably cannablnold I (C131) receptors. for the
cannati uwi d-receptors, prophylaxis and/or treatnent of

(65 S-Methgl-Dihérys-1Hemvramie-dentfonis asiis tems- t{his{&iehlero-of

car di ovascul ar

LSEPWQMQ@W%@%@M%ws system

di sorders of the respiratory system disorders of the

o e ! R e T
Aifinordizedgsisonanide;

for treat ment of food intake

di sorders. preferably selected fromthe group
consisting of bulima, anorexia. cachetaa, obesity

[28]dNt{iraes-1 BB HHaihitrophanyl)-methyl: mmnd:tldm&w&e nt

i 288 elB) - S blfReReRiShaRiY, Y oDesi ty. and/or

[29] N{han&i-{Bis{Mhm—phenyDﬁeﬂwuaZﬂemyl-azeﬁdin&w}-ﬂ-pmpﬁ
4-ﬂmro-benzenesulfo__namrde.

30} N-{trans-1-{Bis-(4-chloro-phenyl}methyl}-2-metfyl-azetidin-3-yi-N-
tmeﬁyimlptmnyl)—ﬁmm—benzgnmmnmide. )

[81] N-{ians-1-{Bis {4-chloro-phenyl)methyf}-2-methyl-azetidin-3-yl)-N-bis(4- o
fluoro-benzenasulfonamide), ;

[32) N-{(frans-1-{Bis-{4-chloro-phenyl)}-methyl}-2-methyi-azetidin-3-yl}4-fluoro-
benzenesulfonamide, and

A
T T |
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2s. medi canent according to one or nore of clains 8 -26
for the prophylaxis treatnent O psychosis. 29.

Medi canent according to one or nore of clains a -26
for the prophylaxis and/or 1 treatnent of al coho
abuse and/ or al cohol addiction, nicotine abuse and/or

_ nicotine addiction, drug abuse and/or .dru ieCld QD i
i/@a@gﬁ_eﬁ}?wm@hmwmm%&%%ﬂﬂ‘#ﬁ@g‘&ﬁc on. i
ﬁéf y ‘drug abuse and/or drug addiction. 130 : 5
AVENRISE-Beenesulionamide; " 57 30 Medi canent A

according to one or nore of clains 8 - 26 for the -

prophyl axi s and/or trea n cRpORdii@BaNt o aor der s
aﬁmlnam}hdomam@mﬁ?‘&hﬁg&lg??@‘lﬁ%ﬁ ng OPQ schi zophreni a,

ar ndet gﬁghgssion, epi | epsy, neurodegenerative
coTesePRng '

;. cerebel lar disorders, spinocerabellar
di sorders, cognitive disorders, cranial trayna iC
attacks, %%g@hﬁ;ﬁr&@ dsnsredciaims §l-2hdonine 'ﬂ‘i’@}ﬂ%’%ﬁo
26. Mgdicaren lson, I\/grbus F@nt]hnlgg%g rd¥apins for the
chirbirioiterecepogs, RS Ui‘?@ﬂ%}@?" tr tEzlement di S%Fnd?:{ssbrdem
conpul ,si v 1 .ggﬁ;@,{ . Jisedfsofdboroentral nepveyiRSYStem,
Pﬂﬁ"g@f’ﬁ%f:@&’og ar |ve‘§f

oﬁmmmnmmmmﬁ%%égg %"ﬁgﬁ@% %ﬁ’wém of the

|

dystoni a f’g%}'q %%@fg@mpnm@mncd@@w of the
eﬁ%ﬁ'f'@“% n, - I'nsomia, ipmmunologic disorders,
QQWMIW@GMV?#@TJ} Tarrhea, asthma, nenory

di sorders, pruritus, pain or for potentiation of the

anal gesic effect of narcot " I ' is andlor
27 Mutidapestt ascording o eng ﬂ'H"HB?]%ﬁ ‘%@%ﬁ? 2?? fcﬁg:iég ransit .
s g e s i
I'ned i n one ar re o ' alitds (non-insulfing
ob pulimiapdRorexda.casher B PMIL%%I y g‘::cep?ngl e
XCi ﬁFtesf- B mivre preferts medi cament for
qeenen%g‘gﬂ‘aa |or?qe(s)lf cannabipnoi d4eceptors. preferably
‘cannablnold I (CBS) receptors. for the prophylaxi
0 CEAIRG 0 O of e deciais 8t RE ferdhe PRIPTEPGEYOr
m_@@ﬁnﬁ?ﬂt I'sordérs of the i mune system disorders of

ticatmentrad peyd®sH ar system di sorders of the
endocri nous system disorders of the respiratory

e e e o o Meod TR athaestd fRind prophyiads andlor
'tl"EﬂhTIEI"lt of alcohol abuse andIn.r alcohot addiction, nicofine abuse a_nd!or
nicatine addiction, drug abuse andior drug addiction and/or medicament abuse

and/or medicament addiction, preferably drug abuse and/or drug addiction.
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30. Maficapd oty

32_U sa of at |east one substihited azetidi ne conmpound

as defined in one or nore of clains 825 and
optionally one or nore pharnaceutically acceptable
for the preparation of a nmedicament

exci pi eni s,
forthe prophylaxis and/or treatnent of food intake ;
di sorders, preferably selected fromthe group i

consi sting of bgl ima, I anoreX| a cacheX| a, obesity :
| 2
e It di ?%et eaﬁﬁ‘r% I% era e3| Pﬁgﬂi‘\?%%ﬁ%i#lm
h?zugbﬁ?@oﬁﬁﬁﬁo%ughgem; %ﬁ;g;m?h um gg;bmnst;:g of
tE [ neqs&g(#m &ﬁg TRE ders,
. udaélﬁlmm:g aé;ﬁ.mmaemmufm cpgnititesdisornders, mmlald/
t {
e il LA, RSTAROS P ropaty, Wabind ARG ane”
FRnhMoeiRAlEheimas, Riniands diseases or

Pﬁﬂﬁﬁd?ﬂéﬂﬁ%ﬁﬁﬁh tional
nmpre o c a| rrs W@éﬁ%ﬁ?'ﬂ 'Oggrbi*eyqﬁr@enuoafgwlﬁgisordem

[Eiticef, pieditmynitdpdydegbmevaneitor

ction,

ta;tﬂlivgag nent Ofglﬁl COthf-‘-SﬁPiLij'b?lﬁﬁgd/ OBﬁ @I cgﬂol %t}% -
use

rordess deiongy
lna%nﬁﬁa) ﬁnxﬁﬁﬁtﬂoﬁd disoidars, soietbifs plaquis; somitingailashieanstthma,

e SR, PO 9ot tr B gl of Ui aRdade BREREY

or fig Influenciag drtestinabtransit cl ai ms

naftdit st meh-aaRpic ashigeday,
8-25 and optionally one or nore pharmaceutically
accept abl e exciplents. for the preparation of a

31. Us&Bﬁaﬂem &gefsnbsﬁtﬁed raz.eﬂdﬁ?é amppammﬂﬁmdeﬂnmhhmormﬁom
clag@s ﬁorq'xrs sel ec eﬂ r%m ﬁgﬁyﬂﬁ&%ﬁﬁﬂﬁgﬁi ﬂh!&g
formraﬁmaﬁmam meﬂwwemt tterﬂse rmduhﬂeﬁ b

proférafif s 11086 E80mne R pitPriters a&@@r"&ﬁﬁ%
disgidarsasd tive centel aervous mbmsdﬁaldamsfcﬂie ivbiuine system,
oispitgint e Falivesitin &t BomdiP Yol erbiothhe® Sistem,

discidemidf e reshiyatoiycsydteny,rdisorderstoftih gastobintestinab trpcl ot
[ i nduced nnvenpnt

di er.s ancer, nedi cament ;

_ Wm@%éﬁ? tonia, n, insomia, inmmnologic - _ :
enda6o) cenml ¢ shock, 6enorragk; shock, hypotersslo
32.Use of at least one substituted azetidine compound as defined in one or more of ’
dalms 8-25 and optionatly one or more phamnnaceutically acceptable axcipients,

forthe preparaﬂnn'df a medicament for the prophylaxis and/or treatment of food

intake disorders, preferably selected from the group consisting of bulimia,
anorexia, cachexia, obesity and type Il diabetus mebitus (non-insuline dependent

e

. diabetes mellitus), more preferably obesity.

ey
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di sorders. sclerotic plaques, vomting, diarrhea.
asthma. nenory disorders, prurRu% pain, or far

pat ent| adon of the anal gesic effect of narcotic and
non- narcotic anal gesics, or for iritlut encing
intestinal transit. 132 AMENDED SHEEP

43.Use of at least one substituted azetidine compound as defined in one or more: of
claims 8-25 and optionally one or more phanmaceutically accepiable excipients,
for the preparation of a medicament for the prophylaxis and/or treatment of

psychosis.

34, Use of at least one substituted azetidine compound as defined in ohe or more of
claime 8-25 and opfionally one or more pharmaceutically acceptable excipients,
 for the preparation of a2 medicament for the prophylaxis andlor treatment of
alcohol abuse andfor alcohol addiction, nicotine abuse and/or hicotine addiction,
drug abuse andlor drug addiction and/or medicament abuse and/or medicament
addiction, preferably drug abuse and/or drug addiction. '

35 {ise of at least one substituted azetidine compaund according to one or more of
clalms 8-25 and optionally ane or more phamaceutically accepfable exciplents,
for the preparation of & medicament for the prophylaxis and/or treatment of one or
more disorders selected from the group consisting of schizophrenia, arxiety,
depression, epilepsy, neurodegenerative disorders, cerebeltar disorders,
spinocerebellar disorders, cognitive disorders, cranial trauma, panic atiacks,
periphetic neuropathy, glaucoma, migraine, Morbus Parkinson, Morbus
Huntington, Morbus Alzhelmer, Raynaud's disease, tremblement disorders,
compulsive disorders, senile dementia, thymic disorders, tardive dyskinesia,
bipolar disorders, cancer, medicament-induced movement disorders, dystonia,

. endotoxemic shock, hemorragk shock, hypotenslon, insomnia, immunotagic
dizorders, sclerotic plaques, vomiting, diarthea, asthina, memoty disorders,
prurttus, pain, or for potentiation of the analgesic effect of narcotic and non-
narcotic analgesics, or for influencing intestinal transit.
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