
WO 2005/077897 PCr/EP2005/001658  Substituted
Azetidine Compounds, their preparation and use as
medicaments  The present invention relates to
substituted Azetidine compounds of general formula
(I), methods for their preparation, medicaments
comprising these compounds as well  as their use for
the preparation of a medicament for the treatment of
humans and - animals. Cannabinoids are compounds,
which are derived from the cannabis sativa plant
which is commonly known as marijuana. The most active
chemical compound of the  naturally occurring
cannabinolds Is tetrahydrocannabinol (THC),
particularly 2-ThC.  These naturally occuring
cannabinoids as well as their synthetic analogues
promote  their physiological effects via binding to
specific G-coupled receptors, the so-called
cannabinold-receptors. At present, two distinct types
of receptors that bind both the naturally occurring
and  synthetic cannabinoids have been identified and
cloned. These recepors, which are  designated CB1 and
CB2 are involved in a variety of physiological or
pathophysiological processes in humans and animals,
e.g. processes related to the  central nervous system,
immune system, cardiovascular system, endocrinous
system, respiratory system, the gastrointestinal tact
or to reproduction, as described  for example, In
Hollister, Pharm. Rev. 38, 1986, 1-20; Reny and
Singha, Prog. Drug.  Res., 36, 71-114, 1991; Conroe
and Sandyk, In Marijuana/Cannabinoids,  Neurobiology
and Neurophysiokrgy, 459, Murphy L. and Barthe A.
Eds., CRC Press,  1992. Therefore, compounds, which
have a high binding affinity for these cannabinold
receptors and which are suitable for modulating these
receptors are useful In the  prevention and/or
treatment of cannabinoid-receptor related disorders.
Thus,. it was an object 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 receptors, particularly Cannabinold  1
(CB1) receptors.' Preferably said medicaments should
be suitable for the CONFIRMATION COPY 



WO 2 0 0 5/0 778 9 7 1Cl'/EP2O05ro01658  prophylaxis
and/or treatment of disorders related to the central
nervous system, the  immune system, the cardiovascular
system, the endocrinous system, the respiratory it
system, the gastrointestinal tract or reproduction In
humans and/or animals. Said object was achieved by
providing the substituted Azetidine compounds of
general formula I given below, stereoisomers,
corresponding N-oxides,  corresponding sells and
corresponding solvates thereof. Surprisingly, it has
been  found that these compounds have a high affinity
for cannabinoid receptors,  particularly for the
CBI-receptor and are therefore suitable for the
prophylaxis and/or  treatment of various disorders
related to the central nervous system, the Immune
system, the cardiovascular system, the endocrinous
system, the respiratory system,  the gastrointestinal
tractor reproduction In humans andloranimals,
preferably  humans including infants, children and
grown-ups. Thus, in one of Its aspects the present
Invention relates to substituted Azetidine  compounds
cf general formula I, R1  RZ R4  3 wherein - R1
represents an optionally at least mono-substituted
phenyl gawp. R2 represents a saturated or unsaturated,
optionally at least mono-substituted, .  optionally at
least one heteroatom as ring member containing
cycloaliphatdc group,  which may be condensed with an
optionally at least mono-substituted mono- or
polycyclic ring system, or an optionally at, least
mono-substiituted aryl or hetemaryl  group, which may
be condensed with an optionally at least
mono-substituted mono- or polycyclic ring syster^ 2 wo
2005/077 rcr/Er2005/001658  R3 represents a linear or
branched, saturated or unsaturated, optionally at
least  



mono-substituted aliphatic group, a saturated or
unsaturated, optionally at least  mono-substituted,
optionally at least one heteroatom as ring member
containing  cycloaliphatic 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, or an  optionally at least
mono-substituted aryl or heteroaryl group, which may
be  condensed with a mono- or polycyclic ring system
andlo(which may be bonded via a  linear or branched
alkylene group, with the proviso that R$ is bonded to
the azetidine  ring via a carbon atom, RI represents a
hydrogen atom, a cyano group, a carboxy group, a
linear or  branched alkyl group, or an optionally at
least mono-substituted aryl group, R represents an
-O-SOzRs-moiety, an -NH-CO-R7-moiety, an -NHZ-malety,
an - NH-SOrR8 moiety, an -NRs-SOrR1-moiety or an
-O-CO-R'"-moiety, Re represents a linear or branched,
saturated or unsaturated, optionally at least
mono-substituted allphatic group, a saturated or
unsaturated, optionally at least  mono-substituted,
optionally at least one heteroatom as ring member
containing  cycloaliphatic 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, or an  optionally 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, Rr represents a linear or branched,
saturated or unsaturated, optionally at least
mono-substituted aliphatic group, a saturated or
unsaturated, optionally at least  mono-substituted,
optionally at least one heteroatom as ring member
containing  cycloallphatic group, which may be
condensed with a mono- or polycycllc ring- system
and/or 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  condensed with a mono- or polycyclic ring system
and/or which may be bonded via a  linear or branched
alkylene group, 3  ----- ------- - 



1  WO 2005ro77897 PCr/EY20051001658 R represents a
linear or branched, saturated or unsaturated,
optionally at least  mono-substituted aliphatic group,
a saturated or unsaturated, optionally at least
mono-substituted, optionally at least one heteroatom
as ring member containing  cycloaliphatic group, which
may be condensed with a mono- or polycycllc ring-
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 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, Re
represents an SOrRt2-moiety, a -CO-R19-moiety, a
linear or branched. saturated  or unsaturated,
optionally at least mono -substituted aliphatic group,
a saturated or  unsaturated, optionally at least
mono-substituted, optionally at least one heteroatom
as ring member containing cycloallphatic 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 and/or bridged by a linear or
branched alkylene group, or  an optionally 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  an alkylene group, R10
represents a linear or branched, saturated or
unsaturated, optionally at least  mono-substituted
allphatic group, a saturated or unsaturated,
optionally at least  mono-substituted, optionally at
least one hatematom as ring member containing
cycoaliphatic group, which may be condensed with a
mono- or polycydlc ring- 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-substtuted aryl
or heteroaryl group, which may be condensed with a
mono- or polycydic ring system and/or which may be
bonded via a linear or  branched alkylene group, 4 



-------- --- --- W0 2005/077897 PCT/19P2005/001658 R11
represents a linear or branched, saturated or
unsaturated, optionally at least  mono-substituted
aliphatic group, a saturated or unsaturated,
optionally at least  mono-substituted, optionally at
least one heteroatom as ring member containing
cydoaliphatic group, which may be condensed with a
mono- or polycyclic ring- system and/or which may be
bonded As 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
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, R12
represents a linear or branched, saturated or
unsaturated, optionally at least  mono-substituted
aliphatic group, a saturated or unsaturated,
optionally at least  mono-substituted, optionally at
least one heteroatom as ring member containing
cycloaliphatic group, which may be condensed with a
mono- or polycyclic ring- 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
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, R18
represents a linear or branched, saturated or
unsaturated, optionally at least  mono-substituted
aliphatic group, a saturated or unsaturated,
optionally at least  mono-substituted, optionally at
least one heteroatom as ring member containing
cycloaliphatic group, which may be condensed with a
mono- or polycyclic ring- 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 monosubstldated aryl
or heteroaryl group, which may be condensed with a
mono- or polyiyclic ring system and/or which may be
bonded via a linear or  branched alkylene group, 5 



____ ..... w. ,.__ . ~. WO 2005/077997
PCT/EP200S/00165fl  optionally in form of one of the
stereolsomers. preferably enantlomers or
diastereomers, a raoemate or In form of a mixture of
at least two of the  stereoisomers, preferably
enantiomers and/or diastereomers, In any mixing ratio,
or a corresponding N-oxide thereof, a corresponding
salt thereof, or a corresponding  solvate thereof.
with the proviso that compounds of general formula I,
in which R1 and R2 each  represent an unsubstituted
phenyl group, R5 represents an -O-SOrRB moiety and R6
represents a methyl group are excluded. A mono- or
polycyclic ring-system according to the present
Invention means a mono- or polycycllc hydrocarbon
ring-system that may be saturated, unsaturated or
aromatic. If the ring system is polycyclic, each of
its different rings may show a  different degree of
saturation, I.e. it may be saturated, unsaturated or
aromatic.  Optionally each of the rings of the mono-
or polycyclic ring system may contain one _  or more,
e.g. 1, 2 or 3. heteroatoms as ring members, which may
be identical or  different and which can preferably be
selected from the group consisting of N, O, S  and P,
more preferably be selected from the group consisting
of N. 0 and S.  Preferably the polycyclic ring-system
may comprise two rings that are condensed.  The rings
of the mono- or polycyclic ring-sytem are preferably
5- or 6-membered.  The term "condensed" according to
the present Invention means that a ring or ring-
system Is attached to another ring or ring-system,
whereby the terms 'annulated' or  "annelated" are also
used by those skilled in the art to designate this
kind of  attachment. ,If one or more of the residues
R2, R9 and RtR73 represents or comprises a saturated
or unsaturated, optionally at least one heteroatom as
ring member containing  cycloaliphatic group, which is
substituted by one or more, e.g.1, 2, 3, 4 or 5,
substituents, unless defined-otherwlse,each of the
substituents may be  Independently selected from the
group consisting of hydroxy, fluorine, chlorine,
bromine, branched or unbranched C14-alkyl. branched or
unbranched C1.4-alkoxy,  



branched or unbranched C14-perfuoroalkoxy, branched or
unbranched C14- perfluoroalkyl, oxo, amino, carboxy,
amido, cyano,nttro, .S02NI-12,.-CO-Cs.4-alkyl, -
SO-C14-alkyl, -SO2-C1-4-alkyl, -NH-SOxCi4-alkyl ,
wherein the Cr4-alkyl may in each 6 WO 20 0 5/07789 7
PCr/EP2005/001658  case be branched or unbranched, and
a phenyl group, more preferably be selected  from the
group consisting of hydroxy, F, Cl, Sr. meth/, ethoxy.
methyl, ethyl, oxo,  Us and a phenyl group. If one or
more of the residues R2, R3 and R6-R13 represents or
comprises a  cycloaliphatic group, which contains one
or more heteroatoms as ring members,  unless defined
otherwise, each of these heteroatoms may preferably be
selected  fmm the group consisting of N, 0 and S.
Preferably a cycloallphatic group may  contain 1, 2 or
S hoteroatoms independently selected from the group
consisting of N,  O and S. Suitable saturated or
unsaturated, optionally at least heteroatom as ring
member  containing, optionally at least
mono-substituted cycloaliphatic groups may preferably
be selected from the group consisting of Cydopropyl,
Cyclobutyl, Cydopentyl,  Cyclohexyl, Cycloheptyl,
Cyclooctyl, Cyclopentenyl, Cyclohexenyl,
Cycloheptenyl,  Cyclooctenyl, Pyrrolldinyt,
Piperldinyl, Piperazinyl, Homo-Piperazinyl and
Morpholinyl. If one or more of the residues R2, R3 and
R6 R13 comprises a mono- or polycyclic ring  system,
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 hydroxy, fluorine, chlorine,
bromine, branched or unbranched C1_  4-aIkoxy.
branched or unbranched C1.-alkyl, branched or
unbranched C1.4 perfluoroalko y, branched or
unbranohed. C14-perfluoroalkyl, amino, carboxy, oxo,
amido, cyano, nitro, -SO2NHx, -CO C14-alkyl,
SO-C14-alkyl, -SOaC1.4-alkyl, -NH- SO2-C1.4-alkyl,
wherein the C1.4-alkyl may In each rase be branched or
unbranched,  and a phenyl group, more preferably be
selected from the group consisting of  hydroxy, F. Cl,
Br, methyl. ethyl,-methoxy, ethoxy, CF3, axe and a
phenyl group. 



If one or more of the residues R2, R3, R4 and RB-R13
represents or comprises an aryl  group, which is
substituted by one or more, e.g. 1, 2, 3, 4 or 5,
substitents; unless  defined otherwise, each of the
substituents may be Independently selected from the
group consisting of a halogen atom, a linear or
branched C15-alkyl group, a linear or  branched C14
aikoxy group, a forrnyl group, a hydroxy group, a
trifluoromethyl group,  7 WO 2005/077897
PC1'/EP2005/001658 a trifluoromethoxy group, a
-CO-C14-alkyl group, a cyano group, a carboxy group, a
- CO-O-Ci.6-alkyl group, a -CO-NR^RB- moiety, a
-CO-NH-NRR-moiety, an -S-C1$- alkyl group, an -SO-Ci
a-alkyl group, an -SOrC1$-alkyl group, a
-C,.ralkylene-S-C1$- alkyl group, a -Ci.
,alkyleneSO-101$alkyl group, a -C1.
-aIkyleneSO2-C1$-alkyl  group, a C1.-alkyl group
substituted by one or more hydroxy groups and a --C1
8- alkyiene-NRERF gip, whereby R. Rs, identical or
different, represent hydrogen or a C1.0-alkyl group,
or R^  and RB together with the bridging nitrogen atom
form a saturated, mono- or bicyclic,  3-10 membered
heterocyclic ring system, which may be at least
mono-substituted by  one or more, Identical or
different, C1$ alkyl groups and/or which may contain
at least  one further heteroatom selected from the
group consisting of nitrogen, oxygen and  sulphur as a
ring member, Rc, RD, Identical or different, represent
a hydrogen atom, a C1$-alkyl group, a
-CO-O-C1.5-alkyl group, a C34-cycIoalkyl group, a
C1.8-alkylene-C3.s-cycloalkyl group.
C1$alkylene-O-C,$-alkyl group or a C1.8-alkyl group
substituted with one or move  hydroxy groups, or Rc,
RD together with the bridging nitrogen atom form a
saturated,  mono- or bicyclic, 3-10 membered
heterocyclic ring system, which may be at least
mono-substituted by one or more substituents
Independently selected from the group  consisting of
C1$ alkyl group, a -CO-C1.-alkyl group, a -CO-O-
C14-alkyl group, a - CO-NH- C,.o-alkyl group, a -CSNH-
C1$-alkyl group, an oxo group, a C14-alkyl group
substituted with one or more hydroxy groups, a
Cl$-alkylene-O-C1$-alkyl group and  a -CO-NH2 group
and/or which may contain at least one further
heteroatom selected  from the group consisting of
nitrogen, oxygen and sulphur as a ring member, and  



wherein RE, RF, identical or different, represent
hydrogen or a C14-alkyl group, or RE  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 more, Identical or different C1.s alkyl groups
and/or which may contain at last'  one further
heteroatom selected from the group consisting of
nitrogen, oxygen and  sulphur as a ring member.
Preferred aryl groups, which may optionally be at
least mono-substituted, are phenyl  and naphthyl. 8 WO
2005/077897 PCl'/EP200S/001668  if one or more of the
residues R2. R3 and R8-R73 represents or comprises a
heteroaryl  group, which is substituted by one or
more, e.g. 1, 2, 3, 4 or 5, substituerits, unless
defined otherwise, each of the substituents may be
independently selected from the  group consisting of a
halogen atom, a linear or branched C1.&-alkyl group, a
linear or  branched Ci-s alcoxy group, a formyl group,
a hydroxy group, a trifluoromethyl group,  a
trifiuoromethoxy group, a -CO-Cw$-alkyl group, a cyan
group, a carboxy group, a - CO-0-C1.6-alkyl group, a
-CO-NR"RB- moiety, a -CaNH-NRRW-moiety, an -S-Cu -
alkyl group, an -SO-C14 alkyl group, an SOz-Ci$alkyl
group, a -Ci o-alkyleneS-Ci$- aikyl group, a -Ci.
alkylene-$O-Ci..-alkyl group, a -:15-alkyleneSO2-Ci
Ikyl  gip, a Ci4-alkyl group substituted by one or
more hydroxy groups and a--C1.  aikylene-NRERF group,
whereby R", Ra, identical or different, represent
hydrogen or a Ci$-alkyl group, or R"  and R0 together
with the bridging nitrogen atom form a saturated,
mono- or bicyclic,  3-10 membered heterocyclic ring
system, which may be at least mono-substituted by  one
or more, identical or different, C1.5 alkyl groups
and/or which may contain at-least  one further
heteroatom selected from the group consisting of
nitrogen, oxygen and  sulphur as a ring member, Rc,
RD, Identical or different, represent a hydrogen atom;
a C1.-alkyl group, a  -CO.O-C1..-alkyl group, a
C3.8-cycloalkyl group, a C1.8-alkylene-C cycloalkyi
group,  C j.ralkylene-O-Ci.e-alkyl group or a
Ci$-alkyl group substituted with one or more  



hydroxy groups, or Rc, RD 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 more substituents
independently selected from the group  consisting of
C1.0 alkyl group, a -CO-C1-ralkyl group, a-CO-0-
C1$alkyi group, a - CO-NH- C14-alkyl group, a -CS-NH-
C1.5alkyl group, an oxogroup, a Cw$alkyl group
substituted with one or more hydroxy groups, a
Ci.ralkylene-O-Cn$-alkyl group and  a -CO-NH2 group
and/or which may contain at least one further
heteroatom selected  from the group consisting of
nitrogen, oxygen and sulphur as a ring member, and
wherein Rs, RF, identical or different, represent
hydrogen or a Cie-alkyl group, or RE  and RR together
with the bridging nitrogen atom form a saturated,
mono- or bicyclic,  3-10 membered heterocyclic ring
system, which maybe at least mono-substituted by  one
or more, Identical or different C1$ alkyl groups
and/or which may contain-at least g WO 2005/077897
PCr/Ee2005/001658  one further heteroatom selected
from the group consisting of nitrogen, oxygen and
sulphur as a ring member,  The heteroatoms, which are
present as ring members in the heteroaryl radical,
may,  unless defined otherwise, independently be
selected from the group consisting of  nitrogen,
oxygen and sulphur. Preferably a heteroaryl radical
may contain 1, 2 or 3  heteroatoms independently
selected from the group consisting of nitrogen, oxygen
and sulphur. Suitable heteroaryl groups, which may
optionally be at least mono-substituted, may
preferably be selected from the group consisting of
thlenyl, furyl, pyrrolyl, pyridlnyl,  Imidazolyl,
pydmidlnyl, pyrazinyl, Indolyl, chinolinyl,
Isochinolinyl, benzo[1,2,5]- thiodlazolyl,
benzo[b]thlophenyl, benzo[b]furanyl,
Imldazo[2,1-b]thIazolyl and  pyrazolyl. more
preferably be selected from the group consisting of
thienyl-,  benzo[1,2,5]-thiodiazolyl,
benzo[b]thlophenyl, imidazo[2,1-b]thiazolyl and
pyrazolyl.  if one or more of the residues R3 and
R$-R13 represents or comprises a linear or  branched,
saturated or unsaturated aliphatic group, such as an
alkyl group, which is  substituted by one or more,
e.g. 1, 2, 3, 4 or 5 Substtuents, unless defined
otherwise,  



each of the substituents may be independently selected
from the group consisting of  hydroxy, fluorine,
chlorine, bromine, branched or unbranched C14-alkoxy,
branched  or unbranched C1.4-pertluoroalkoxy, branched
or unbranched C1.4-perfluoroalkyl,  amino, carboxy,
amido, cyano, nitro, -SO2NH2, -CO-C1.a-alkyl, -S0-C1;
-alkyl, SO2- C1-4-alkyl, -NH-SOZ-Ccy-alkyl, wherein
the C1alkyl may In each case be branched  or
unbranched, and a phenyl group, more preferably be
selected frim the group - consisting of hydroxy, F,
Cl, Br, methoxy, ethoxy, CF3 and a phenyl group.
Preferred linear or branched, saturated or unsaturated
aliphatic groups, which may  be substituted by one or
more substituents, may preferably be selected from the
group consisting of methyl, ethyl, n-propyl,
isopropyl, n-butyl, iso-butyl, seo-butyl, tert- butyl,
n-pentyl, n-hexyl, n-heptyl, n-octyl, n-nonyl,
n-decyl, vinyl, ethinyl, propenyl,  propinyl, butenyl
and butinyl.  10 WO 2005/077897 PC'r/EP2005/001658  if
any of the residues R3 and R-R13 comprises a linear or
branched alkylene group,  unless defined otherwise,
said alkylene group may preferably be selected from
the  group consisting of methylene (-(CH2)-), ethylene
(-(CHz)r), n-propylene (-(CHI),  Isopropylene
(-(C(CH3)r), n-butylene (-(CHI-), n-pentylene
(-(CH2)b-), n-hexylene  (-(CHI), n-heptylene
(-(CH2)7-), n-octylene (-(CH2)-), n-nonylene(
-(CH2)g-) and  n-decylene (-(CH2),r), more preferably
from the group consisting of ((CH2)-),  ethylene
(-(CH2)r), n-propylene (-(CH2)3-), isopropylene
(-(C(CHs)2-) and n-butylene  (-(CH2)4-)- - - Preferred
are compounds of general formula I given above,
wherein R1 represents a  phenyl group, which Is
optionally substituted by one or more substituents
independently selected from the group consisting of a
halogen atom, a linear or  branched Cw-ralkyl group, a
linear or branched C1.e alkoxy group, a fonnyl group,
a  hydroxy group, a trifluoromethyl group, a
trifluoromethoxy group, a -CO-Cj lkyl  group, a cyano
group, a carboxy group, a -CO-O-C.r.-alkyl group, a
-CO-NR"RB- moiety, a -CO-NH-NRcR-moietSi, an
-8-Cie-alkyl group, an SO-Ci.e-alkyl group, an  SOrC1$
alkyl group, a -Cw$-alkyleneS-C14-alkyl group, a
-C16-alkyleneSO-C1 - 



alkyl group, a -C1$-alkyleneSO2-C1$ alkyl group, a
Cl-0-alkyl group substituted by  one or more hydroxy
groups and a C1.s-alkylene-NRERF group, - whereby RA,
Re, identical or different, represent hydrogen or a
C1-ralkyl group, or RA  and RB 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
more, identical or different, C1.c alkyl groups and/or
which may contain at least  one further heteroatom
selected from the group consisting of nitrogen, oxygen
and  sulphur as a ring member, Rc, R, Identical or
different, represent a hydrogen atom, a C1-e-alkyl
group, a  -CO-O-C14-alkyl group, a C3.3-cycloalkyl
group, a C14-alkylene-Caa-cycloalkyl group,
C1-0-alkylene-O-Csralkyl group or a C14-alkyl group
substituted with one or more  hydroxy groups, or Ro,
RD 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 more substituents
Independently selected from the group  consisting of
C1.8 alkyl group, a -CO-C14-alkyl group, a--CO-O-
C1.8-alkyl group, a - CO-NH- C14-alkyl group, a
-CS-NH- C1.6-alkyl group, an oxo group, a C1.ralkyl
group 11 WO 2003/077897 PCT/EP2005M01658  substituted
with one or more hydroxy groups, a C14-alkylene-o-C,
alkyl group and  a -CO-NH2 group and/or which may
contain at least one further heteroatom selected  from
the group consisting of nitrogen, oxygen and sulphur
as a ring member, and  wherein RE, RF, Identical or
different, represent hydrogen or a C1.6-alkyl group,
or RE  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 more, identical or
different C1.6 alkyl groups and/or which may contain
at least  one further heteroatom selected from the
group consisting of nitrogen, oxygen and  sulphur as a
ring member, preferably R1 represents a phenyl group,
which is optionally substituted by one or  more
substituents independently selected from the group
consisting of a fluorine.  atom, a chlorine atom, a
bromine atom, a linear or branched C14-alkyl group; a
linear  



or branched C1$ alkoxy group, a formyl group, a
hydroxy group, a trifluoromethyl  group, a
trifluoromethoxy group, a cyano group and a carboxy
group, more preferably R1 represents a phenyl group,
which is optionally substituted by one  or more
substituents independently selected from the group
consisting of a fluorine  atom, a chlorine atom, a
bromine atom, a methyl group, a methoxy group, a
trifluoromethyl group and a trifluoromethoxy group,
most preferably R' represents a  phenyl group, which
is substituted by a chlorine atom In the 4-position,
and the residues-R2-R13 have the meaning given above,
optionally In form of one of  the stereolsomers,
preferably enantlomers or diastereorrers, a racemate
or In form of  a mixture of at least two of the
stereolsomers, preferably enantlomers and/or
dlastereomers, in any mixing ratio, or a corresponding
N-oxide thereof, a  corresponding salt thereof, or a
corresponding solvate thereof. Also preferred are
compounds of general formula I given above, wherein R2
represents a saturated or unsaturated, optionally at
least mono-substituted, optionally  at least
heteroatom as ring member containing C9..8
cycloaliphadc group, which may  be condensed with an
optionally at least mono-substituted mono- or
polycyclic ring  system, or an optionally at least
mono-substituted, 5- or 6-membered aryl or 12 WO
2005/077897 PCr/EP2005/001658  heteroaryl group, which
may be condensed with an optionally at least mono-
substituted mono- or polycyclic ring system,
preferably R2 represents a phenyl group, which Is
optionally substituted by one or  more substituents
independently selected from the group consisting of a
halogen  atom, a linear or branched C1$ alkyl group, a
linear or branched C1_6 aicoxy group, a  formyl group,
a hydroxy group, a trlfluoromethyl group, a
trifluoromethoxy group, a - CO-C1-c-alkyl group, a
cyan group, a carboxy group, a -CO-O-C14 alkyl group,
a - CO-NR"R- moiety, a CO-NH-NROR-moiety, an
S-C1$-alkyl group, an -SO-C1,w  alkyl group, an SO2
Ci$-alkyl group, a -C1$-aIkyleneS-C1$-alkyl group, a
-C14- alkylene-SO-Ci$-alkyl group, a -Ci
B-alkylene-SO2-C1-e-alkyl group, a C1-e-alkyl group
substituted by one or more hydroxy groups and a -C r
alkylene-NRERF group,  



whereby R". R8, identical or different represent
hydrogen or a Ci.s-alkyl group, or RF`  and RB
together with the bridging nitrogen atom form a
saturated, mono- or blcydlc,  3-10 membered
heterocyclic ring'system, which may be at least
mono-substituted by  one or more, identical or
different, Ci.s alkyl groups and/or which may contain
at least  one further heteroatdm selected from the
group consisting of nitrogen, oxygen and  sulphur as a
ring member, Rc. R, identical or different, represent
a hydrogen atom, a C1 alkyl group, a  -CO-O-Ci.e-alyl
group, a C84-cycloalkyl group, a
Ci~alkylene-Cr34-cydoalkyl group,
Cw-ralkylene-O-Cio-alkyl group or a CI$-alkyl group
substituted with one or more  hydroxy groups, or R, RD
together with the bridging nitrogen atom form a
saturated,  mono- or bicyclic, 3-10 membered
heterocyclic ring system, which maybe at least
mono-substituted by one or more substituents
Independently selected from the group  consisting of
C1a alkyl group, a -CO-Ciralkgl group, a -CO-O-
Ci.e-alkyl group, a - CO-NH- C1.5alkyl group, a
-CS-NH- Ci.s-alkyl group, an oxo group, a C10-alkyl
group  substituted with one or more hydroxy groups, a
Ci4Qlkylene-O-Ci.e-allgl group and  a -CO-NH2 group
and/or which may contain at least one further
heteroatom selected  from the group consisting of
nitrogen, oxygen and sulphur as a ring member, and
wherein RE, RF, identical or different represent
hydrogen or a C1-&-alkyl group, or RE  and RP together
with the bridging nitrogen atom form a saturated,
mono- or bicycle,  3-10 membered heterocyclic ring
system, which maybe at least mono-substituted by 13 WO
2005/077897 PCT/EP200S/001658  one or more, identical
or different C,-e alkyl groups and/or which may
contain at least  one further heteroatom selected from
the group consisting of nitrogen, oxygen and  sulphur
as a ring member, more preferably R2 represents a
phenyl group, which Is optionally substituted by one
or more substituents independently selected from the
group consisting of a fluorine  atom, a chlorine atom,
a bromine atom, a methyl group, a methoxy group, a
trifluoromethyl group and a trifluoromethoxy group,
most preferably R2 represents a phenyl group, which is
substituted by a chlorine  



atom In the 4-position, and R' and R3-R'3 have the
meaning given above, optionally In form of one of the
stereoisomers, preferably enantiomers or
dlastereomers, a racemate or In form of a  mixture of
at least two of the stereoisomers, preferably
enantiomers and/or diastereomers, In any mixing ratio,
or a corresponding N-oxide thereof, a  corresponding
salt thereof, or a corresponding solvate thereof.
Preference Is also given to compounds of formula I
given above, wherein R3  represents a linear or
branched, saturated or unsaturated, optionally at
least mono- substituted CI-10-aliphatic group, a
saturated or unsaturated, optionally at least mono-
substituted, optionally at least one heteroatom as
ring member containing C cycloaliphatic group, which
may be condensed with a mono- or polycyclic ring-
system and/or which may be bonded via a linear or
branched Ci.3-alkylene group, or  an optionally at
least mono-substituted, 5- or 6- membered 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 Cl s-alkylene group,
preferably R3 represents a linear or branched,
optionally at least mono-substituted  Ci_to-alkyl
group, or an optionally at least mono-substituted, 5-
or 6- membered 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
C14-alkylene group, more preferably R3 represents a
linear or branched, unsubstituted.Cr_10 alkyl group,
most preferably R3 represents a methyl group, 14 ~. kr
WO2885/77897 PCTIEP2005ro01658  and R', Re and R-R'3
have the meaning given above, optionally in form of
one of the  stereoisomers. preferably enantiomers or
diastereomers, a racemate or in form of a  mixture of
at least two of the stereoisomers, preferably
enantiomers and/or  diastereomers, In any mbdng ratio,
or a corresponding N-oxide thereof, a  corresponding
salt thereof, or a corresponding solvate thereof.
Further preferred compounds of general formula I given
above are compounds, in  



which R represents a hydrogen atom, a cyano group, a
carboxy group, a linear or  branched C1.10-alkyl
group, or an optionally at least mono-substituted, 5-
or 6- membered aryl group, preferably R" represents a
hydrogen atom, a linear or  branched C1.3-alkyl group,
or an optionally at least mono-substituted phenyl
group,  more preferably R4 represents a hydrogen atom
or a linear or branched Cv.a-alkyl  group, most
preferably R4 represents a hydrogen atom, and R1-R3
and R5-R13 have  the meaning given above, optionally
in form of one of the stereoisomers, preferably
enantiomers or diastereomers, a racemate or in form of
a mixture of at least ton of  the stereoisomers,
preferably enantiomers and/or diastereomers, In any
mixing ratio,  or a corresponding N-oxide thereof, a
corresponding salt thereof, or a corresponding
solvate thereof. Also preferred are compounds of
general formula I given above, in which R6  represents
an -O-SOrR6-moiety, an NH-CO-R7-moiety, an
-NH2-moiety, an -NH- SOZ-Rs moiety or an
-NRa-3OrR1-moiety, preferably R5 represents an
-O-SOrR6- moiety, an --NH-SOrR8 moiety or an
-NR-SOrR1-moiety, and R1 and R8-0  have the meaning
given above, optionally In form of one of the
stereolsomers,  preferably enantiomers or
diastereomers. a racermate or in form of a mixture of
at  least two of the stereoisomers,
preferably.enantiomers and/or diastereomers,-In any
mbdng ratio, or a corresponding N-oxide thereof, a
corresponding salt thereof, or a  corresponding
solvate thereof. . Preference is also given to
compounds of general formula I given above, wherein R6
represents a linear or branched, saturated or
unsaturated, optionally at least mono- substituted
01.10 aliphatic group, a saturated or unsaturated,
optionally at [east mono- substituted, optionally at
least one heteroatorn as ring member containing Cs.e-
cyoloallphatic group, which may be condensed with a
mono- or polycyclic ring 15 WO 2005/077897
PCr/EP2005/001658  system and/or which may be bonded
via a linear or branched C1.8-alkylene group, or  an
optionally at least mono-substituted, 5- or 6-membered
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 Cn-s'alkylene
group, preferably Rs represents an  optionally at
least mono-substituted C-cycloallphatic group or an
optionally at least  mono-substituted phenyl group,
wherein the respective substituents are independently
selected from the group consisting of a fluorine atom,
a chlorine atom,  a bromine atom, a linear or branched
C14 -alkyl group, a linear or branched C1~e  alcoxy
group, a finny/ group, a hydrox y group, a
trifluoromethyl group, a  trifluoromethoxy group, a
cyan group and a carboxy group, more preferably Rs
represents a phenyl group, which Is optionally
substituted by one or more - substituents
independently selected from the group consisting of a
fluorine atom, a  chlorine atom, a bromine atom, a
methyl group, amethoxy group, a trifluoromethyl  group
and a trifluoromethoxy group, and R1-R6 and R7-R73
have the meaning given  above, optionally in form of
one of the stereolsomers, preferably enantiomers or -
diastereomers, a racemate or in form of a mixture of
at least two of the stereolsomers, preferably
enantiomers and/or diastereomers, in any mixing ratio,
or a  corresponding N-oxide thereof, a corresponding
salt thereof, or a corresponding'  solvate thereof. R7
Furthermore, compounds of general formula I given
above are preferred, in which represents a linear or
branched, saturated or unsaturated, optionally at
least mono- substituted C1-10-allphatic group, a
saturated or unsaturated, optionally at least mono-
substituted, optionally at least one heteroatom as
ring member containing C94  cycloaliphatic group,
which may be condensed with a mono- or polycyclic ring
system and/or which may be bonded via a linear or
branched C1-ralkylene group, or  an optionally at
least mono-substituted aryl or heteroaryl group, which
may be  condensed with a mono- or paycyclic ring
system and/or which may be bonded via a  linear or
branched C14-alkylene group, preferably-R7 represents
a linear or branched,  optionally at least
mono-substituted C1.54kyl group, a saturated,
optionally at least  mono substituted
Cse-cycloallphatlc group, or an optionally at least
mono-substituted  phenyl group, more preferably R7
represents a linear or branched, optionally at least  



mono-substituted C1-5-alkyl group, a saturated,
optionally at least mono-substituted  CwcycloallphatJc
group, or an optionally at least mono substituted
phenyl group, 16 WO 2005"77897 PC IEP2005/00165B
wherein In each case the substitients are
independently from one another selected  from the
group consisting of group consisting of a fluorine
atom, a chlorine atom, a  bromine atom, a methyl
group, a methoxy group, a trifluoromethyl group and a
trifluoromethoxy group, and R1-R6 and Re-R13 have the
meaning given above,  optionally In form of one of the
stereolsomerss, preferably enantiomers or
diastoreomers, a raoemate or in form of a mbcttre of
at least two of the  stereoisomers, preferably
enantiomers and/or diastereomers, In any miring ratio,
or a  corresponding N-oxide thereof, a
corresponding'salt thereof, or a corresponding
solvate thereof. Also preferred are compound of
general formula I given above, wherein R8  represents
a linear or branched, saturated or unsaturated,
optionally at least mono- substituted Ciao-aliphatic
group, a saturated or unsaturated, optionally at least
mono- substituted, optionally at least one heteroatcin
as ring member containing Ca.6- cycloallphatic group,
which may be condensed with a mono- or polycydic ring-
system-and/or which may be bonded via a linear or
bridged C1-10-alkylene group  and/or which may be
bridged by a linear or branched C,.5-alkylene group,
or an  optionally at least mono-substituted 5- or
6-membered 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
C1-1o-alkylene group, preferably R8 represents a
linear or branched C1.i(ralkyl group, a saturated or
unsaturated, optionally at least  mono-substltuted;
optionally at least one heteroatom as ring member
containing Cs - cycloaliphatic group, which may be
condensed with a mono- or polycydic ring- system
and/or which may be bonded via a linear or bridged
Ci.s-alkylene group  and/or which may be bridged by a
linear or branched C14-alkylene group, or an
optionally at least mono-substituted 5- or 0-membered
aryl or heteroaryl group, which  may be condensed with
a mono- or polycydlo ring system and/or which may be  



bonded via a linear or branched C1-s-alkylene group,
more preferably R8 represents a  methyl group, an
ethyl group, an n-propyl group, an n-butyl group, an
optionally at  least mono-substituted phenyl group, an
optionally at least mono-subsittuted benzyl  group, an
optionally at least mono-substituted naphthyl group,
which may be bonded  via a C1-3-alkylene group, an
optionally at least mono-substituted thienyl group, an
optionally at least mono-substituted
2,4,3-Benzothladiazole group, an optionally at  least
mono-substituted Benzo[b]thlophenyl group, an
optionally at least mono 17 .. is WO 2005/077897
PC"T/EP2005/001658  substituted Imidazo[2.1-b]thlazole
group, an optionally at least mono-substituted 1 H-
pyrazole group or a
7,7-Dimethyl-2-oxo-bicyclo-[2.2.1]-hept-1-yl group,
most  preferably R8 repre:ents a methyl group, an
ethyl group, an n-propyt group, an n- butyl group, an
optionally 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 C1 -alkylene group, an
optionally at least mono- substituted thlenyl group,
an optionally at least mono-substituted 2,1,3-
Benzothiadlazole group, an optionally at least
mono-substituted Benzo[b]thiophenyl  group, an
optionally at least mono-substituted
Imidazo[2.1-b]thiazole group, an  optionally at least
mono-substituted I H-pyrazole group or a
7,7-Dimethyl-2-oxo- bicyclo-[2.2.1]-hept-1-yl group,
wherein said substituents, 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 phenyl group, a
phenoxy group, a  phenoxy group substituted with
bromine in the 4-position and a methylsulfonyl group,
and R1-R7 and Rs-R1a have the meaning given above,
optionally In form of one of the  stereoisomers,
preferably enantlomers or diastereomers, a racemate or
In form of a  mixture of at least two of the
stereolsomers, preferably enantlomers and/or
diastereomers, In any mixing ratio, or a corresponding
N-oxide thereof, a  corresponding salt thereof, or a
corresponding solvate thereof. Also preferred are
compounds of general formula I given above, In which
RB  



represents an s02-R124noiettiyy, a -CO-R13-moiety, a
linear or branched, saturated or  unsaturated,
optionally at least mono-substituted C1.4o aliphatic
group, a saturated or  unsaturated, optionally at
least mono-substituted, optionally at least heteroatom
as  ring member containing Ca.o cycloaliphatio group,
which may be condensed with a  mono- or polycyclic
ring-system and/or which may be bonded by a linear or
branched  C1$ alkyiene group. and/or bridged by a
linear or branched Cif alkylene group, or an
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  C1-6 alkylene group, preferably R9 represents
an -SOrR92-molety, a linear or  branched CI-10 alkyl
group, or an optionally at least mono-substituted
phenyl group,  which may be bonded via a C1,2 alkylene
group, more preferably RB represents an -
S02-R12-molety, a linear or branched C1s alkyl group,
or a phenyl group, which may  be bonded via a Cw
alkylene group and/or substituted with one or more
substituents 18 WO 2003/077897 PCI;'/EP2005/001658
independently selected from the group consisting of a
fluorine atom, a chlorine atom  and a bromine atom,
and R'-Re and R10-R'3 have the meaning given above
optionally In form of one of the stereolsomers,
preferably enantlomers or  diastereomers, a racemate
or in form of a mixture of at least two of the
stereoisorners, preferably enantiomers and/or
diastereomers, in any mixing ratio, or a corresponding
N-odde thereof, a corresponding salt thereof, or a
corresponding  solvate thereof. Preference is
furthermore given to compounds of general formula I
given above,  wherein R10 represents a linear or
branched, saturated or unsaturated, optionally at
least mono-substituted C1_10-aliphatic group. a
saturated or unsaturated, optionally at  "_. least
mono-substituted, optionally at least one heteroatom
as ring member containing  C3,.gcycloaliphatic group,
which may be condensed with a mono- or polycydic ring-
system and/or which may be bonded via a linear or
bridged C1.1-alkylene group  and/or which may be
bridged by a linear or branched Cluelkylene group, or
an  optionally at least mono-substttuted 5- or
6-membered 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 C1.1-alkylene group, preferably R'0
represents a  linear or branched C1.1-alkyl group, a
saturated or unsaturated, optionally at least
mono-substituted, optionally at least one heteroatom
as ring member containing Cw  cycloaliphatic group,
which may be condensed with a mono- or polycydic ring-
system and/or which may be bonded via a linear or
bridged C1 alkylene group  and/or which may be bridged
by a linear or branched C14-alkylene group, or an
optionally at least mono substituted or 6-membered
aryl or hetaroaryl group, which  may be condensed with
a mono- or polycyclic ring system and/or which may be
bonded via a linear or branched C1alkyiene group, more
preferably R10 represents  a methyl group, an ethyl
group, an n-propyl group, an n-butyl group, an
optionally 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 C14-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 Benzo[b]thlophenyl group, an
optionally at least mono- substituted
lmidazo[2.1-b]thlazole group, an optionally at least
mono-substituted 1 N- pyrazole group or a
7,7-Dlmethyl-2-oxo-bicydo-[2.2.1]-hept-1-yl group,
most 19 WO 2005/077897 PCl'/EP2005/001658  preferably
Rio represents a methyl group, an ethyl group, an
n-propyl group, an n- butyl group, an optionally at
least mono-substituted phenyl group, an optionally at
least mono-substitrited benzyl group, an optionally at
least mono-substituted naphthyl  group, which may be
bonded via a Ci.-alkylene group, an optionally at
least mono- substituted thienyl group, an optionally
at least mono-substituted 2,1,3- Benzothladlazole
group, an optionally at least mono-substituted
Benzo[b]thlophenyl  group, an optionally at least
mono-substituted lmidazo[2.1-b]thiazole group, an
optionally at least mono-substfbrted 1 H-pyrazole
group or a 7,7-Dimethy1-2-oxo-
bicydo-[2.2.1]-hept-1-yI group, wherein said
substituents. if present, are Identical o~  different
and selected from the group consisting of a fluorine
atom, a chlorine atom, a  



bromine atom, a methyl group, a formyl group, a phenyl
group, a phenoxy group, a  phenoxy group substituted
with bromine in the 4-position and a methylsulfonyl
group,  and Ri-R9 and R' 1R13 have the meaning given
above, optionally in form of one of  the
stereoisomers, preferably enantiomers or
diastereorners, a raoemate or in form of  a mixture of
at least two of the stereoisomers, preferably
enanticmers and/or  diastereomers, in any mixing
ratio, or a corresponding N-wdde thereof, a
corresponding salt thereof, or a corresponding solvate
thereof. Furthermore, compounds of general formula I
given above are preferred, wherein Rif  represents a
linear or branched, saturated or unsaturated,
optionally at least mono- substituted C1.10-allphatlc
group, a saturated or unsaturated, optionally at least
mono- substituted, optionally at least one
heteroatom.as ring member containing C,
cycloallphatic group, which may be condensed with a
mono- or polycycllc ring ...: , system and/or which
may be bonded via a linear or bridged C1.10-alkylene
group  and/or which may be bridged by a linear or
branched C14-alk ylene group, or an  optionally at
least mono-substituted 5- or 6-membered aryl or
heteroaryl group, which  may be condensed.with a mono-
or polycydlc ring system and/or which may be  bonded
via a linear or branched Ci.10-alkylene group,
preferably Rii represents a  -linear or-branched
C140-alkyl-group, a-saturated or unsaturated,
optionally at least  mono-substituted, optionally at
least one heteroatom as ring member containing C 0-
cydoaliphatic group, which may be condensed with a
mono- or polycyclic ring- system and/or which may be
bonded via a linear or bridged Cl- ralkylene group
and/or which may be bridged by a linear or branched
Ci.a-alkylene group, or an  optionally at least
mono-substituted 5- or 6-membered aryl or heteroaryl
group, which 20 WO 2005/077897 PCr/Ee22005/00165  may
be condensed with a mono- or polycydic ring system
and/or which may be  bonded via a linear or branched
C14-alkylene group, more preferably. R11 represents  a
methyl group, an ethyl group, an n-propyl group, an
n-butyl group, an optionally 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
C1.ralkylene group, an optionally at least
mono-substituted thieny[ group, an  optionally at
least mono-substituted 2,1,3-Benzothiadiiazoie group,
an optionally at  least mono-substituted
Benzo[b]thiophenyl group, an optionally at (east mono-
Substituted Imidazo[2.1-b]thlazole group, an
optionally at least mono-substituted 1H- pyrazole
group or a 7,7-Dirnothyl-2-oxo-bicyclo-[2.2.1]-hept-1
yI group, most  preferably R71 represents a methyl
group, an ethyl group, an n-propyl group, an n- butyl
group, an optionally 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
C1,,-alkylene group, an optionally at least mono-
substituted ttiienyl group, an optionally at least
mono-substituted 2,1,3- Benzothiadiazole group, an
optionally at least mono-substituted
Benzo[b]thk)phenyl  group, an optionally at least
mono-substituted Imidazo[2.1-b]thiazole group, an
optionally at least rrwno-substituted 1 H-pyrazole
group or a 7,7-Dimethyl-2-oxo- bicydo-[2.2.1]-hep 1-yl
group, wherein said substituents, 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 phony[
group, a phenoxy group, a  phenoxy group substituted
with bromine In the d-position and a methylsuifonyl
group,  and the residues R1-R10, R12 and R13 have the
meaning given above 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 diastereomers, in any mixing ratio,
or a corresponding N-oxide  thereof, a corresponding
salt thereof, or a corresponding solvate thereof. Also
preferred-are compounds-of general formula I given
above, wherein R12  represents a linear or branched,
saturated or unsaturated, optionally at least mono-
substituted C1-90-aliphatic group, a saturated or
unsaturated, optionally at least mono- substituted,
optionally at least one heteroatom as ring member
containing Cg.r  cycloallphatic group, which may be
condensed with a mono- or polycyclic ring- system
and/or which may be bonded via a linear or bridged
C14aalkylene group 21 



WO 2005/077897 PLT/EP2O0S/001658  and/of which may be
bridged by a linear or branched C1.S-alkylene group,
or an  optionally at least mono-substituted 5- or
6-membered 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
C1.1oalkylene group, preferably R 12 represents a
linear or branched C1.1o-alkyl group, a saturated or
unsaturated, optionally at least  mono-substituted,
optionally at least one heteroatom as ring member
containing Cs$  cycloaliphatic group, which may be
condensed with a mono- or polycydic ring- system
and/or which maybe bonded via a linear or bridged
C1,3-alkylene-group  and/or which may be bridged by a
linear or branched C1.3-elkylene group, or an
optionally at least mono-substituted 5- or 6-membered
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 C1alkylene group, more
preferably R12 represents  a methyl group, an ethyl
group, an n-propyl group, an n-butyl group, an
optionally 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 C14-alkylene group,
an optionally at least mono-substituted thienyl group,
an  optionally at least mono-substituted
2,1,3-Benzothiadiazole group, an optionally at  least
mono-substituted Benzo[b]thiophenyl group, an
optionally at least mono- substituted
Imidazo[2.1-b]thlazole group, an optionally at least
mono-substituted 11-1- pyrazole group ora
7,7-Dlmethyl-2-oxo-blcyclo-[2.2.1]-hept-1-yl group,
most  preferably R12 represents a methyl group, an
ethyl group, an n-propyl group, an n- butyl group, an
optionally 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 C1-s-alkylene group, an
optionally at least mono- substituted thienyl group,
an optionally at least mono-substituted 2,1,3-
Benzothladlazole group, an optionally at least
mono-substltuted Benzo[b]thlophenyl  group, an
optionally at least mono-substituted
Imldazo[2.1-b]thi:azole group, an  optionally at least
mono-substituted 1 H-pyrazole group or a
7,7-Dimehhyl-2-oxD- bicyclo-[2,,2A]-hept-1 yl group,
wherein said substihuents, 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 formy] group, a phenyl group, a
phenoxy group, a  phenoxy group substituted with
bromine in the 4-position and a methylsulfonyl group,
and residues R1-R11 and R13 have the meaning given
above, optionally in form of one  of the
stereolsomers, preferably enantlomers or
diastereomers, a racemate or In form 22 WO 2005/077897
PC1'/EP2005/001658 of a mixture of at least two of the
stereolsomers, preferably enantlomers and/or
diastereamers, In any mbdng ratio, or a corresponding
N-oxide thereof, a  corresponding salt thereof, or a
corresponding solvate thereof. Also preferred are
compounds of general formula I, wherein R12 represents
a linear  or branched, saturated or unsaturated,
optionally at least mono-substituted C1.10- aliphatic
group, a saturated or unsaturated, optionally at least
monosubstituted,  optionally at least one heteroatom
as ring member containing C34-cydoallphatlc  group,
which may be condensed with a mono- or polycydic
ring-system and/or which  may. be bonded via a linear
or bridged C1_10-alkylene group and/or which may be
bridged by a linear or branched C14-alkylene group, or
an optionally at least mono- substitute 5- or
6-membered 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
Ci -alkylene group, preferably R13 represents a linear
or branched Cie  alkyl group, a saturated or
unsaturated, optionally at least mono-substituted,
optionally at least one heteroatom as ring member
containing C5s-cycloaliphatic  group, which may be
condensed with a mono- or polycyclic ring-system
and/or which  may be bonded via a linear or bridged
C14-alkyiene group and/or which may be  bridged by a
linear or branched C1~alkylene group, or an optionally
at least mono- substituted 5- or 6-membered aryl or
heteroaryl group, which may be condensed with  a mono-
or polycydic ring system and/or which may be bonded
via a linear or  branched C7.3-alkylene group, more
preferably R13 represents a methyl group, an  ethyl
group, an n-propyl group, an n-butyl group, an
optionally 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 C- alkylene group, an
optionally at least mono-substituted thienyl group, an
optionally at  least mono-substituted
2,1,3-Benzothiadiazole group, an optionally at least
mono- substituted Benzo[b]thlophenyl group, an
optionally at least mono-substituted
Imidazo[2.1-b]thiazole group, art-optionally-at
least.monosubstituted 1 H-pyreaole  group or a
7,7-Dimethyl-2-oxo-bicydo-[2.2.1]-heptr1-yl group,
most preferably R13  represents a methyl group, an
ethyl group, an n-propyl group, an n-butyl group, an
optionally 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 C-i.-a0cylene group, an
optionally at least mono 23 WO 20051077897
PCr/EP2005/001658 substituted thienyl group, an
optionally at least mono-substituted 2,1,3-
Benzothladlazole group, an optionally at least
mono-substituted Benm[b]thiophenyl  group, an
optionally at least mono-substituted
lmiidazo[2.1-b]thlazole group, an  optionally at least
mono-substituted 1 H-pyrazole group or a
7,7-Dimethyl2-oxo- bicyclo-[2.2.1]-kept-1 yl group,
wherein said substituents, 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 phenyl group, a
phenoxy group, a  phenoxy group substituted with
bromine In the 4-position and a methylsulfonyl group,
and R1-R12 have the meaning given above optionally In
form of-one of the  stereoisomers, preferably
enantiomers or diastereomers, a racemate or In form of
a  mixture of at least two of the stereolsomers,
preferably enantiomers and/or  diastereomers, In any
mixing ratio, or a corresponding N-oxide thereof, a
corresponding salt thereof, or a corresponding solvate
thereof. Particular preference Is also given to
compounds of general formula I,  1 R6  F R Rs  wherein



R1 represents a phenyl group, said phenyl group being
unsubstituted or substituted  with 1, 2, 3, 4 or 5
substituents independently selected from the group
consisting of  F, Cl, Br, linear or branched C1a
alkyl, linear or branched C1_e alcoxy, -(C=0)-H, -OH,
-CF3, -0CFa, -CN and -COON,-- -   -  RR represents a
phenyl group, said phenyl group being unsubstituted or
substituted  with 1, 2, 3, 4 or 5 substituents
independently selected from the group consisting of
F, Cl, Br, linear or branched C1a alkyl, linear or
branched C1-6 alcoxy, -(C=O}H, -OH,  -CF3, -0CF3, -CM
and -COOH, 24 WO 200"77997 PCTIE 2005/01653 Re
represents a linear or branched, unsubstituted Cr.1
alkyl group, R4 represents a hydrogen atom, -CN,
-COOH, a linear or branched, unsubstituted C1- 6 alkyl
group, or a phenyl group, said phenyl group being
unsubstituted or substituted - with 1, 2, 3, 4 or 5
substituents independently selected from the group
consisting of F, CI, Br, linear or branched On alkyl,
linear or branched CI-6 alcoxy, -(C=O}H, -OH,  -CF9,
-0CFa. -CN and -000H, R5 represents an
-O-SOrRe-moiety, an -NH-CO-R'-molety, an -NH4noiety,
an - NH-.SOS moiety, or an -NR9SOz-R1-moiety or an
-O-C(=0}1111-moiety. 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 consisting of  F, Cl, Br, linear or
branched C1$ alkyl, linear or branched C14 alcoxy,
-(C=O)-H, -OH,  -0Fe, -0CF3, -CN and -COOH, R7
represents a linear or branched C1s alkyl group, said
alkyl group being  .unsubstituted or substituted with
1, 2, 3, 4 or 5 substituents independently selected
from the group consisting of F. Cl. Br, -OH, -SH,
linear or branched Cnsalooxy, -CF3  and -OCF3; a
cyclopentyl or cydohexyl group, said cyclopentyl or
cydohexyl group  being unsubstituted or substituted
with 1, 2, 3, 4 or 5 substituents independently
selected from the group consisting of F. Cl, Br, -OH,
-SH, linear or branched C14  alcoxy, -CF3 and -OCF3;
or a phenyl group, said phenyl group being
unsubstituted or  substituted with 1, 2, 3,4 or 5
substituents Independently selected from the group  



consisting of F, Cl, Br, linear.or branched Cis alkyl,
linear or branched C1a alcoxy, - (C=O)-H, -OH, -CF3,
-OCF3, -CN and -COOH, R represents-a linear or
branched C~ alkyl group; an aryl or-heteroaryl group
selected from the group consisting of phenyl,
naphthyl, thienyl, furanyl (furyl), 2,1,3-
benzothiadlazole, benzo[b]thiophenyl, benzo[b]f
uranyl, Imidazo[2.1-b]thiezole 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 F.
Cl, Br,  linear or branched CI-6 alkyl, linear or
branched C1s alooxy, phenyl (optionally 25 WO
2005/077897 PCT/EP2005/001658  substituted with 1, 2,
3, 4 or 5 substituents Independently selected from the
group  consisting of F, Cl, Br, OH, linear or branched
Ci4 alkyl and linear or branched C14- alcoxy), phenoxy
(optionally substituted with 1, 2, 3.4 or 5
substituents Independently selected from the group
consisting of F, Cl, Br, OH, linear or branched  Ci.e
alkyl and linear or branched Ci.8alcoxy), S02-CH3,
-(C0}H, -OH, -CF3, - OCF3, -CN and -COOH and said aryl
or heteroaryl group being optionally bonded via  a
C1-3 alkylene group; or a cyclohexyl group, said
cyclohexyl group being optionally  bonded via a C1,3
alkylene bridge and/or being optionally bridged by a
linear or  branched C14 alkylene 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 or  branched C1.e
alkyl, linear or branched C1.6 alcoxy, -(C=O)-H,
-01-1, -0F3, =O,.-OCF3,  -CN and --000H; RR represents
an -SOrR12-moiety; a -{C=O}R73-moiety; a linear or
brandhed Cie  alkyl radical; or a phenyl radical, said
phenyl radical being unsubstituted or  substituted
with 1, 2. 3, 4 or 5 substituents Independently
selected from the group  consisting of F, Cl. Br,
linear or branched C1.6 alkyl, linear or branched C1.5
alcoxy, - (0=0)-H, -0H, -CF3, -OCF3, -CN and -COOH
and/or said -phenyl radical being  optionally bonded
via a Ci.3-alkylene bridge, R1 represents a linear or
branched C1_5 alkyl group; an aryl or heteroaryl group
selected from the group consisting of phenyl,
naphthyl, thienyi, turanyl (fury[), 2,1,3- 



benzothiadlazole, benzo[b]thiophenyl,
berrzojb]furanyl, imidazo[2.1-b]thiazole 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 F, Cl, Br,  linear or branched C1.6
alkyl, linear or branched C1$ alcwg/, phenyl
(optionally  substituted with 1. 2, 3,4 or 5
substituents Independently selected from the group
consisting of F, Cl, Br, OH, linear or branched C1$
alkyl and linear or branched C1 - alcoxy), phenoxy
(optionally substituted with 1, 2, 3, 4 or 5
substituents  Independently selected from the group
abnslsting of F, Cl. Br, OH, linear or branched  C1.8
alkyl and linear or branched C1-&-alooxy), -SO2-CH3,
-(C=O)-H, -OH, -CF3, - OCF3, -CN and -COOH and said
aryl or heteroaryl group being optionally bonded via
a C1a alkylene group; or a cyclahexyl group, said
oyolohexyl group being optionally  bonded via a C1$
alkylene bridge and/or being optionally bridged by a
linear or 26 WO 2005/077847 PCr/EP2005/001658
branched CI-3 alkylene bridge and being unsubstituted
or substituted with 1, 2, 3,4 or  5 substitu(r)nts
Independently selected from the group consisting of
F.-CI,'Br, linear or  branched C1.8 alkyl, linear or
branched C1.5 alooxy, -(C--O)-H, -OH, -CF3, =0, -OCF3.
-CN and -000H; R11 represents a linear or branched
C1-5 alkyl group; an aryl or heteroaryl group
selected from the group consisting of phenyl,
naphthyl, thienyl, furanyl (furyl), 2,1,3-
benzothiadlazole, benzo[b]thiophenyl, benzo[b]furanyl,
uriidazo[2.1-b]thiazole 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 F, Cl, Br,
linear or branched C1.5 alkyl, linear or branched C1s
aicoxy, phenyl (optionally  substituted with 1, 2, 3,4
or 5 substituents independently selected from the
group  consisting of F, Cl, Br, OH, linear or branched
C1$ alkyl and linear or branched C1e- alooxy), phenoxy
(optionally substituted with 1, 2, 3,4 or 5
substttuents - Independently selected from the group
consisting of F, Cl. Br, OH, linear or branched  C1$
alkyl and linear or branched C1-"lcoxy), -SOx-CHs,
-(C0}H, -0H, -CF3, - OCF3. -CN and -COOH and said aryl
or heteroaryl group being optionally bonded via  



a Cis alkylene group; or a cydohe)yl group, said
cyclohexyl group being optionally  bonded via a
Clsalkylene bridge and/or being optionally bridged by
a linear or  branched C1$ alkylene bridge and being
unsubstib utted or substituted with 1, 2, 3, 4 or  5
substituents independently selected from the group
consisting of F, Cl, Br, linear or  branched C1$
alkyl, linear or branched C1s alcoxy, -(C=O)-H, -OH,
-CF3, 0, -OCF3i  -CN and -COOH; R'2 represents a
linear or branched C1 a alkyl group, an aryl or
heteroaryl group  selected from the group consisting
of phenyl, naphthyl, thienyl, furanyl (furyl), 2,1,3-
benzothiadiazole, benzo[b]thiophenyl, bonzo[b]furanyl,
imidazo[2.1-b]tttiazole and  pyrazole, said aryl or
heteroaryl group being unsubstituted or substituted
with It 2, 3,  4 or 5 substituents independently
selected from the group consisting of F, Cl, Br,
linear or branched C1.8 alkyl, linear or branched C1$
alcoxy, phenyl (optionally  substituted with 1, 2, 3,4
or 5 substltuents independently selected from the
group  consisting of F, Cl, Br, OH, linear or branched
C1$ alkyl and linear or branched C1$  alcoxy), phenoxy
(optionally substituted with 1, 2, 3, 4 or 5
substituents  Independently selected from the group
consisting of F. Cl, Br, OH, linear or branched 27 ra.
WO 2005/077897 PCP/EP2005/001658 Ci$ alkyl and linear
or branched Cj4-alcoxy). SOrCH3, -(C=0)-H, -OH, -CF3,
- OCF3, -CN and -COOH and said aryl or heteroaryl
group being optionally bonded via  a Ci$ alkylene
group; or a cyclohexyl group, said cyclohexyl group
being optionally  bonded via a Cia alkylene bridge
and/or being optionally bridged by a linear or
branched C1-3 alkylene bridge and being unsubstiluted
or substituted with 1, 2. 3, 4 or  5 substituents
independently selected from the group consisting of F,
Cl, Br, linear or  branched Ci$ alkyl, linear or
branched Ci-c alcoxy, -(C-O)-H, -OH, -CF3, =0, -OCF3,
-CN and --COON; Rig represents a linear or branched
Cis alkyl group, an aryl or heteroaryl group  selected
from the group consisting of phenyl, naphthyl,
thienyl, furanyl (furyl), 2,1,3- benzothiadiazole,
benzo[b]thiophenyl, benzo[b]furanyl,
imidazo[2.1-b]thiazole 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 F; Cl. Br,  linear or branched C14
alkyl, linear or branched Ci4 alcoxy, pherryl
(optionally  substituted with 1, 2, 3, 4 or 5
substituents independently selected from the group
consisting of F, Cl, Sr, OH, linear or branched Ci$
alkyl and linear or branched Cia- alcoxy). phenoxy
(optionally substituted with 1. 2, 3, 4 or 5
substituents  independently selected from the group
consisting of F, Cl. Br, OH, linear or branched  Ci.s
alkyl and linear or branched Ci.8-alcoxy), SOrCH3,
-(C=O)-H, -OH. -CF3, - OCF3, -CN and -COOH and said
aryl or heteroar} group being optionally bonded via  a
Cia alkylene group; or a cyclohexyl group, said
cyclohexyl group being optionally  bonded via a C;.3
alkylene bridge and/or being optionally bridged by a
linear or  branched Ciaalkylane bridge and being
unsubstituted or substituted with 1, 2.3, 3,4 or 5
substituents independently selected from the group
consisting of F, Cl, Br. linear or  branched Ci.6
alkyl, linear or branched CIM akxxy, -(C=0)-H, -OH1
-CF3. 0, -OCF3,  -CN and -COOH; optionally in form of
one of the stereoisomers, preferably enantiomers or
diastereomers. a racemate or in form of a mixture of
at least two of the  stereoisomers, preferably
enantiomers and/or diastereomers. In any mixing ratio,
or a corresponding N-oxide thereof, a corresponding
salt thereof, or a corresponding  solvate thereof, 28
WO 2005/077897 PGT/EP2005/001658  especially to
compounds 'of the following formula lb, x R5  N (1H
CH3 x Ib,  



wherein wherein X represents a halogen atom,
preferably a chlorine atom, Rs represents an
-O-SOrR6-malety, an --NH-CO-R7-niolety,, an
-NH2-rnolety, an -- NHSOrR5 moiety, or an
-NR9-SOrR70-moiety or an - O-C(=O}R11-moiety; R6
represents a phenyl group, said phenyl group being
unsubstituted or substituted  with 1, 2, 3, 4 or 5
substituents independently selected from the group
consisting of  F, Cl, Br, linear or branched C1.6
alkyl, linear or branched CI-0 aicoxy, -(C=O)-H, -OH,
-CF3, -OCF3. -CN and -COOH, R7 represents a linear
or_brenched C1_ alkyl group, said alkyl group being
unsubstltuted or substituted with 1, 2, 3, 4 or 5
substituents Independently selected  from the group
consisting of 17, Cl, Br, -OH, -5H, linear or branched
C1.9 alcoxy, -CF3  and -OCF3; a cyclopentyl or
cycopenyl group, said cyclopentyl or cyclohexyl group
being unsubstiluted or substituted with 1, 2, 3, 4 or
5 substituents Independently  selected from the group
consisting of F, Cl, Br, -OH, -SH, linear or branched
C1$  aicoxy, -CF3 and --OCF3; or a phenyl group, said
phenyl group being unsubstituted or 29 WO 2005/077897
PC17M005/001658  substituted with 1, 2, 3, 4 or 5
substituents independently selected from the group
consisting of F, Cl, Br, linear or branched C1-0
alkyl, linear or branched C1$ alooxy, - (C=O)-H, -OH,
-CF9i -OCF3, -CN and -COON. R8 represents a linear or
branched C1- alkyl group; an aryl or heteroaryl group
selected from the group consisting of phenyl,
naphthyl, thienyl, furanyl (furyl), 2,1,3-
benzothladiazole, benzo[b)thlophenyl, benzo[b]furanyl,
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 F, Cl, Br,
linear or branched C1.e alkyl, linear or branched C14
alcoxy, phenyl (optionally  substituted with 1, 2, 3,
4 or 5 substituents Independently selected from the
group  consisting of F, Cl, Br, OH, linear or branched
C14 alkyl and linear or branched C18- alcoxy), phenoxy
(optionally substituted with 1, 2, 3, 4 or 5
substituents  Independently selected from the group
consisting of F, Cl, Br, OH. linear or branched  



C1 alkyl and linear or branched Ci-e-alcoxy),
-SOz-CHs. (C O)-H. -OH, -CF3, - OCF3. -CN and -COON
and said aryl or heteroaryl group being optionally
bonded via  a C1$ alkylene group; or a cyclohexyl
group, said cycohexyl group being optionally  bonded
via a C14 alkylene bridge and/or being optionally
bridged by a linear or  branched C1.3 alkylene 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 or  branched
C1.8 alkyl, linear or branched C1$ alooxy, -(C--O)-H,
-OH, -CF3, =0, -OCF3,  -CN and -COOH; R9 represents an
-SOR12 moletyr, a - (C=0)-R13-moiety; a linear or
branched C1$  alkyl radical; or a phenyl radical, said
phenyl radical being unsubatituted or  substituted
with 1, 2, 3, 4 or 5 substltuents independently
selected from the group  consisting of F, Cl, Br,
linear or branched C1$ alkyl, linear or branched Cia
alcoxy, - (C=O}H, -OH, -CF3, -OCF3, -CN and -COOH
and/or said phenyl radical being  optionally bonded
via a C1.3-alkyl ylene bridge, R7 represents a linear
or branched 014 alkyl group; an aryl or heteroaryl
group  selected from the group consisting of phenyl,
naphthyl, thienyl, furanyl (furyl), 2,1,3-
benzothiadiazole, benzo[b]thiophenyl, benzo[b]furanyi,
Imidazo[2.1-b]thiazole and  pyrazole, said aryl or
heteroaryl group being unsubstituted or substituted
with 1, 2, 3,  30 WO 200-"77997 PCP/EP2005/001658  4
or 5 substituents independently selected from the
group consisting of F, Cl, Br,  linear or branched C13
alkyl, linear or branched C1$ alcoxy, phenyl
(optionally  substituted with 1, 2, 3, 4 or 5
substituents independently selected from the group
consisting of F, Cl, Br. OH, linear or branched C14
alkyl and linear or branched C1.6- akiaxy), phenoxy
(optionally substituted with 1, 2, 3, 4 or 5
substituents  independently selected from the group
consisting of F, Cl, Br. OH, linear or branched  C1.6
alkyl and linear or branched C1$alcaxy), -SO2-CH3,
-(C0)-H, -OH, -CF3, - OCF3, -CN and -COON and said
aryl or heteroaryl group being optionally bonded via
a C13 alkylene group; or a cyclohexyl group, said
cyclohexyl group being optionally  bonded via a C13
alkylene bridge and/or being optionally bridged by a
linear or  



branched C13 alkylene bridge and being unsubstituted
or substituted with 1, 2, 3, 4 or  5 substiiuents
independently selected from the group consisting of F,
Cl, Br, linear or  branched C1.8 alkyl, linear or
branched C1-6 alcoxy, -(C=O)-H, -OH, -CF3, =0, -OCF3,
-CN and -COOH; R11 represents a linear or branched C1z
alkyl group; an aryl or heteroaryl group  selected
from the group consisting of phenyl, naphthyl.
thienyl, furanyl (furyl), 2,1,3- - benzothiadiazole,
benzo[b]thiophenyl, benzo[b]furanyl,
Imidazo[2.1-b]thiazole and  pyrazole, said aryl or
heteroaryl group being unsubetltuted or substituted
with 1, 2, 3,  4 or 5 substltuents Independently
selected from the group consisting of F. Cl, Br,
linear or branched C1$ alkyl, linear or branched C13
alcoxy, phenyl (optionally  substituted with 1, 2, 3,
4 or 5 substituents independently selected from the
group  consisting of F, Cl, Br, OH, linear or branched
C1$ alkyl and linear or branched C1 ar
alcaxy),Phenoxy(0ptlonalh+substituted vtith 1, 2, 3, 4
or 6 substituents  independently selected from the
group consisting of F, Cl, Br, OH, linear or branched
C1.6 alkyl and linear or branched C1-s-alcoxy),
-802-CH$, -(C=0)-H, -OH, -CF3, - OC1=3, -CN and -COON
and said aryl or heteroaryl group being optionally
bonded via  a C13 alkylene group; or a cyclohexyl
group, said cyclohexyl group being optionally  bonded
via a C13 alkylene bridge and/or being optionally
bridged by a linear or  branched C1.3alkylene bridge
and being unsubstituted or substituted with 1, 2, 3, 4
or  5 substltuents Independently selected from the
group consisting of F. Cl, Br, linear or  branched C73
alkyl, linear or branched C1$ alcoxy, -(C=O)-H, -OH,
-CF3, =0, -OCF3,  -CN and --COON; 31 WO 2005/077897
PCr/EP20051001658  R12 represents a linear or branched
C1$ alkyl group, an aryl or heteroaryl group  selected
from the group consisting of phenyl, naphthyl,
thienyl, furanyl (furyl), 2,1,3- benzothladlazole,
benzo[b]thiophenyl, benzo[b]furanyl,
1midazo[2.1-bjthiazola 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 F, Cl, Br,
linear or branched C1$ alkyl, linear or branched C1.6
alcoxy, phenyl (optionally  



substituted with 1, 2, 3, 4 or 5 substituents
independently selected from the group  consisting of
F, Cl, Br, OH, linear or branched C1$ alkyl and linear
or branched C1.6- aicoxy), phenoxy (optionally
substituted with 1, 2, 3, 4 or 5 subst tuents
independently selected from the group consisting of F.
Cl, Br, OH, linear or branched  C1.6 alkyl and linear
or branched C14-alooxy), SO2-CH3, -(C=0)-H, -OH, -CF3,
- OCF3, -CN and -COOH and said aryl or heteroaryl
group being optionally bonded via  a C1.9 alkylene
group; or a cyclohexyl group, said cyciohexyl group
being optionally  bonded via a C1.3 alkylene bridge
and/or being optionally bridged by a linear or
branched C1.8 alkylene 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 or  branched C1.6 alkyl, linear or
branched C1.0 alcoxy, -(C=O)-H, -0H, -CF3, =0, -OCF3,
-CN and -COOH; R13 represents a linear or branched Cis
alkyl group, an aryl or heteroaryl group  selected
from the group consisting of phenyl, naphthyl,
thienyl, furanyl (furyl), 2,1,3- benzathladiazole,
benzo[b]thlophenyl, benzo[b]furanyl,
imidazo[2.1-b]thlazele and  pyrazole, said aryl or
heteroaryl group being unsubstltuted or substituted
with 1, 2, 3,  4 or 5 substituents independently
selected from the group consisting of F, Cl, Br,
linear or branched C1$alkyl, linear or branched C1s
alooxy, phenyl (optionally  substituted with 1, 2, 3,
4 or 5 substltuents Independently selectedfrom the
group,  consisting of F, Cl, Br, OH, linear or
branched C1$ alkyl and linear or branched C14-
aicoxy), phenoxy (optionally substituted with 1, 2, 3,
4 or 5 substituents  Independently selected from the
group consisting of F, Cl, Br, OH, linear or branched
C1$ alkyl and linear or branched C14-alcoxy), SO2-CH3,
-(C=O)-H, -OH, -CF3, - OCF3, -CN and --COON and said
aryl or heteroaryl group being optionally bonded via
a C13 alkylene group; or a cyclohexyl group, said
cyclohexyl group being optionally  bonded via a C1s
alkylene bridge and/or being optionally bridged by a
linear or  branched C1.3 alkyleno bridge and being
unsubetituted or substituted with 1, 2, 3, 4 or 32 WO
2005/077897 PCP/EP2005/001658 5 substituents
independently selected from the group consisting of F,
Cl, Br, linear or  



branched CI-6 alkyl, linear or branched Cie alcoxy,
-(C=O)-H, -OH, -CFO, =0, -0CF3,  -CN and -COOH;
optionally in form of one of the stereolsomers,
preferably enantiomers or  diastereomers, a racemate
or in form of a mixture of at least two of the
stereoisomers, preferably enantlomers andlor
diastereomers, in any mixing ratio, or a corresponding
N-o>ade thereof, a corresponding salt thereof, or a
corresponding  solvate thereof. Particularly preferred
are compounds of general formula I,  t 8 :~x: I
wherein Rt represents a phenyl group, which is
mono-substituted with a halogen atom,  preferably a
chlorine atom, In the 4-position of the phenyl ring,
R2 represents a phenyl group, which is
mono-substituted with a halogen atom,  preferably a
chlorine atom, In the 4-position of the phenyl ring,
RO represents a linear or branched, unsubsttluted CI-6
alkyl group, preferably a  methyl gip, R+ represents a
hydrogen atom, R5 represents an -O-SOrR6-moiety, an
-NI-I-CO-R7-moiety, an --NHr-moiety, an - NH-SOZ-R8
moiety, or an --NR9-SOZ-R'0-moie1y 33 WO 2005/077897
PCT/EP2005/001658  Re represents a phenyl ring, which
Is optionally substituted with one 'or more halogen
atoms, preferably one or more fluorine and/or one or
more chlorine atoms, R7 represents a linear or
branched C1s alkyl group, a linear or branched C1-5
alkyl  group, which Is at least partially fluorinated,
a C9..5 cycloalkyl group, or a phenyl  group, which Is
optionally substituted with one or more halogen atoms,
preferably  one or more fluorine atoms, R8 represents
a linear or branched C1.5 alkyl group, 



a phenyl group, which is optionally substituted with
one or more subetituents  independently selected from
the group consisting of a fluorine atom, a chlorine
atom,  an unsubstituted phenyl group, a formyl group,
a methylsulfonyl group, a benzyl _  group and a
phenoxy group, which is optionally mono-substituted by
a bromine atom  In its 4-position, a naphthyl group,
which may be bonded via a methylene or ethylene group,
a Benzojb]thlophene group, which is optionally
substituted with one or more methyl  groups and/or one
or more chlorine atoms, a pyuazole group, which is
optionally substituted with one or more substituents
Independently selected from the group consisting of a
methyl group, an ethyl group  and a phenyl group, an
imidazo[2,1-b]thiazote group, which is optionally
substituted with one or more  chlorine atoms, _a
thlenyl.group, a fury/ group, a2,1,3-Benzothladlazole
group, a 7,7-Dimethyl-2-oxo- bicyclo-[2.2.1]-hept 1-yl
group, or a benzy] group, R9 represents a C1.6 alkyl
group, preferably a methyl group, a phenyl group,
which is  optionally substituted with one or more
fluorine atoms and/or one or more chlorine  34
W0.2005/077897 PeriEP2005/001658  atoms, a benzyl
group, wherein the ring Is optionally substituted with
one or more  fluorine atoms and/or one or more
chlorine atoms, or a SOrRS2-moiety, R10 represents a
phenyl group, which is optionally substituted with one
or more  fluorine atoms and/or one or more chlorine
atoms, R12 represents a C1 alkyl group, preferably a
methyl group, or a phenyl group. which  is optionally
substituted with one or more fluorine atoms and/or one
or more chlorine  atoms, optionally in form of one of
the stereoisomers, preferably enanflomers or
diastereomers, a racemate or In form of a mixture of
at least two of the  stereoisomers, preferably
enantlomers and/or diastereomers, in any mbdng ratio,
or a corresponding N-o ride thereof, a corresponding
salt thereof, or a corresponding  



solvate thereof. Most particularly preferred are
substituted azetidine compounds of general formula I
given above selected from the group consisting of ,[I]
4-Fluoro-benzenesulfonlc add 1-Itrans-bis-4-chlor
o-phenyl}methylj-2- methyl-azetidin-3-yi ester, [2]
N-((2S,3R)-1-[Bis-(4-chloro-phenyl
methyl]-2-methyl-azetidin-3-yl}2,2,2-
trifluoro-acefamide, [3]
(2S,3R)-1-[Bis-(4-chloro-phenyl)-methyl] 2-methyl
t[din-3-ylamine,  ]4] Hexanoic add
{1-[bis-(4-chloro-phenyl}methyl]-2-methyl-azetidln-3-y
l}- amide, [5j
N-[(2S,3R]-1-(Bis-(4-chloro-phenyl}methyl]-2-methyl-az
etidln-3yO-4-fluoro- benzenesulfonamide, 35 WO
2005/077897 PCT/EP2005/001658  [6]
Thiophene-2-suffonlc acid
{(28,3R)-1-[bis-(4-chloro-phenyl)-methyl]-2-
methyl-azetidin-3-yamide, [7] Cyclohexanecarboxyllc
acid {(2S,3R)-i-[bls-(4chionrphenyl}methyl]-2-
methyl-azetidin-S-yI) -amide, [8] Butane-l-suffonic
acid ((2S,3R)-1-[bia(4chior0-phenyl}methyl]-2-methyl-
azetidin-3-yl]-amide, - [9]
N-[(2S,SR)-1-[Bis-(4chlom-phenyl)-methyl]-2-methyl-aze
tidin-3-yI)-3,5- d fluoro-benzamide, [10]
Naphthalene-2-sulfonic acid
{trans-l-[bis-(4-chloro-phenyl}methyl]-2-
methyl-azetidin-3-yl)-amide, [11] Blphenyl--sulfonic
acid { trans-1-[bls-(4chloro-phenyl)-methyl]-2-methyl-
azetldln-3-yt]cimide; [12]
4-AcetyI-N-(trans-l-[bis-(4-chloro-phenyl)-methyl]-2-m
ethyl-azetidin-3-y)- benzenesulfonamlde, [13]
N-(trans-1-[Bls-(4-chloro-phenyl}methyl]-2-methyl-azet
ldin-3-yi}4-(4- bromo-phenoxy)-benzenesulfonamide,  



[14] N-{trans-l-pis-(4-chloro
phenyl}methyl]-2-methyl-azetidin -yl.r4
methylsulfonyl-benzenesuffonamide,  [15]
2,1,3-Benzothiadiazole
ulfonlcadd{trans-l4bls-(4chloro-phenyl)-
-methyl]-2-methyl-azebdin-3-yl}-amide, [16]
5-Chlona3-methyl-benzo[b hlophene-2-sulfonic acid
{trans-l-DA-(4-chlonr
phenyl}methyl]-2-methyl-azetldin-3-y-amlde,  36 WO
2005/077897 PCT/EP2005/001658  [17] 6
Chloro-imidazo[2,i-bJthiazole-5-sutFonic acid
{trans-l-[bls-(4 chloro
phenyl)-methyl]-2-rnethyl-azetidin-3-yl},amide,  [18]
N-(
trans-l-[Bis-(4chloro-phenyl}methyl]-2-methyl-azetidin
-3-yl]-3,5- dichloro-benzenesulfonamide, ]19)
2-Naphthalene-l-yl-ethanesulfonlc acid {
trans-l-fbfs-(4-chloro-phenyl)-
methyl]-2-methyl-azetidin-3-yl}ramide,  [20]
N-trans-l-{Bls-(4chloro-phenyl)-met yI
-2-methyl-azetidin-3-yl]-pheny[- methylsulfonamide,
[21] N-[ bans-l-[Bis{4chloro-phenyl)-methyl]
2-methyl-azetidin-3-y9-rn7-
dimethyt-2-oxo-bicydo[2.2.1
]kept-l-yl}-methylsulfonamlde, [22]
Naphthalene-l-sulfonic acid {
trans-1-(bis-(4chloro-pheny)-methyl]-2-
methyl-azetidin-3-yl)-amide, [23] N-(
trans-1-[Bis44chlar6-phenyl)-met
yj]-2-methyl-azetidin-3-yI)-4-
phenoxy-benzenesuifonamide, [241 1,3,5-Trimethyl-1
H-pyram19-4-suffonic acid{
trans-1-[bis-(4-chloro-phenyl)-
methyl]-2-methyl-azetidin-3-yf}-amide,  j [25]
Benzo[b]thlophene-3-sulfonic acid {
trans-l-[bis-(4-chloro-phenyl)-methyl]-2-
methyl-azettdln-3-yl -amide, [26] 5-Methyl-1-phenyl-1
H-pyrazole--suffonlc acid { trans-1-[bis-(4chloro-
phenyl)-methyl]-2-methyl-azetldin3-yl]-amide,  [27]
N-{trans-l-leis-(4-chloro-phenyl)-methyl]-2-methyl-aze
bdin 3-yl)-N-methyl- 



4-fluoro-benzenesullbnamide. 37 WO 2005/077897
PCP/EP2005/001658  [28]
N-(trans-1-[Bis-(4-chlo"enyl}methyij
2-methyl-azetldln-3-yll-N-(4-guoro
benzyl)-4-fluoro-benzenesuIFonam[de,  [29]
N-{trans-14Bls-(4
chloro-phenyl)-methyll-2-methyl-azetidin-3-yl)-N-propy
w- fluoro-benzenesulfonamide, [301
N-(trans-l-[Bis-(4-chloro-phenylrmethy!]-2-methyl-azet
ldln-3-yl}N- (methylsulphonyi)-
4-fluoro-benzenesulfonamide. [31)
N-{trans-1-[Bis-(4-chlonrphenyl)-methyll-2-methyl-azet
idln 3-yil-N-bis (4- fluoro-benzenesulronamide), -
[32]
N-{(trans-l-[Bis-(4-chloro-phenyl)-methyl]-2-methyl-az
etldin-3-y4fluoro benzonesulfonamide, and  [33]
N-{(2R,3S)-1-[Bis-(4-chloro-phenyl}methyl]-2-methyl-az
etidin-3-yl}-4-fluonr  benzenesulfonamlde; optionally
in form of a corresponding N-oxide, a corresponding
salt or a  corresponding solvate. In another aspect
the present invention provides a process for the
preparation of  substituted azetldine compounds of
general formula I given above and corresponding
stereoisomers thwreaf, according to which at least one
compound of genenml formula  II, Ri 4  H  Rs II  38 WO
2005/077897 PCl'/EP2005/01658  wherein R' to Ra have
the meaning given above, Is reacted with at least one
compound of general forrrrula X1SOrR6 or X2-CO-R",
wherein R and R" have the  meaning given above and X'
and X2 represent suitable leaving groups, in a
suitable  



reaction medium, optionally in the presence of at
least one base, to yield at least one  compound of
general formula I given above, wherein R5 represents
an -0-SOrR6- moiety or an -O-CO-R"-moiety, and
optionally purifying and/or optionally isolating  said
compound(s), and optionally at least one of these
afore mentioned compounds, wherein R  represents an
-OSOx-R0 or an CO-R11 moiety, is reacted with ammonia,
to yield  a compound of general formula I, wherein R5
represents an --NHrmolety, and  optionally purifying
and/or optionally isolating said compound(s), and
optionally at least one of these atom mentioned
compounds, wherein R6  represents an -NHrmoiety, is
reacted with at least one compound of general formula
X3-COR', X'-S0,rR8 or r-sOrR70, wherein W. R and Rio
have the meaning given  above and X3, X' and X5 are
suitable leaving groups, in a reaction medium,
optionally  in the presence of at'least one base, to
yield a compound of general formula I given  above,
wherein R represents an -NH-CO-R7-moiety, an
-NHSOrRe-moiety or an - NR9SOrR10-molety with R9
representing a hydrogen atom, and optionally purifying
and/or optionally Isolating said compound(s), and
optionally at least one compound of general formula t,
wherein R6 represents an  -NR9SOrR1O-moiety with R0
representing a hydrogen atom Is reacted with at least
one compound of general formulaXB-R9, wherein R9 has
the meaning given above  except for a hydrogen atom
and X6 is a leaving group, to yield at least one
compound  of general formula I given above, wherein R6
represents an -NRtSOrR1D-moiety,  and optionally
purifying and/or optionally Isolating said
compound(s), or, according to which at least one
compound of general formula Ill,  39 WO 3005/077897
PC1'/EP3005ro01658  R1 -N  } H  R3  III 



wherein R4 represents a hydrogen atom and R'-R3 have
the meaning given above, is  oxidized to yield at
least one compound of general formula IV, 0   R3 IV
wherein R'-R3 have the meaning given above, which is
optionally purified and/or  optionally Isolated, and
reacted with at least one compound of general formula
Rr H,  wherein R-m" represents an -4lHrmotety or an
-NHRB-moiety, wherein R9 has the  meaning given above,
the resulting compound Is optionally purified and/or
optionally  isolated and optionally reacted with at
least one compound of general formula  X3-C0-R7,
X4-SOrR6 or XkSaz-R'a, wherein R7, R8 and R10 have the
meaning given  above and X3, X4 and X6 represent a
leaving group, In a reaction medium, optionally  In
the presence of at least one base, to yield a compound
of general formula I given  above, wherein R5
represents an -NHrmolety, an -NH-CO-R7 moiety, an
-NH-SOr  R8-moiety, or an -NRSOrR'o-moiety, which Is
optionally purified and/or isolated.  Said inventive
process Is also illustrated In the following scheme 1:
40 WO 2005/077397 PCT/EP20OS/001658  Scheme 1: Ri - OH
RZ Ra  Ri 5 Ri O  R2 R4 R2 3 3  with R5 = O-8O2-R6  or
o-CO-R11 - (0 Ri sa  (b) ~N R2 H  



Ri H2 3  with Rya = -NH2 R2 R4 or -NHR9 Rl Fe  t~) RZ
}{  R1 3  with R5 = -NH-SO2-R! or -NH- CO-R7  RZ R4
\(d) or -NR-SOR1  R3 Ri RS   with R5 -NHSO2-4e or -NH-
CO-R7 R2 R4 or-NH-5O2-R1 9   with RS = NR9-802-Ri0
R9;A H  41 WO 2005/077897 PCT/M005/001658  Preferably
step (a) according to scheme I Is carried out in one
or more organic  solvents as reaction medium. Suitable
solvents include but are not limited to  halogenated,
preferably chlorinated, organic solvents such as
dichiorpmethane or  chloroforme and linear or cyclic
ethers, such as tetrahydrofurane, 1,4-dloxane, or 1.1-
dimethoxyethane. Reaction temperature as well as the
duration of the reaction may  vary over a broad range.
The optimum reaction temperature and duration of
reaction  for a given reaction may be determined by
conventional methods known to those  skilled In the
art. Preferred reaction temperatures are 0-30 C,
preferably 15-25 T. Suitable reaction  times may vary
from approximately 10 minutes to 3 days.  Suitable
bases for use in step (a) 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 one or more Inorganic  bases
may also be used. The leaving groups X1 and X2 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 include,
for example, alcohols such as methanol, ethanol,
Isopropanol or  mixtures of at least two of these
alcohols. The ammonia is preferably added as a
concentrated, preferably aqueous solution. Reaction
temperature, pressure as well as the duration of the
reaction may vary over  a broad range. The.optimum
conditions may be determined by conventional methods
known to those skilled in the art. Preferred reaction
temperatures range from ambient  temperature, i.e.
approximately 15-25 C to the boiling point of the
reaction medium.  Suitable reaction times may vary,
for example from approximately 10 minutes to 3  days.
Obviously the reaction may also be carried out in a
reactor at elevated  temperatures and pressure.
Preferably compounds of general formula I, wherein Rs
represents a -OSOZ-R6-moiety with R6 representing a
methyl group, are used In  step (b). 42 WO 2 0
05107789 7 PCE/&P2005/001658  The reaction steps (c)
and (d) according to scheme I may also be carried out
under  conventional conditions known to those skilled
In the art. A suitable reaction medium  used for these
reaction steps is preferably comprises one or more
organic solvents.  Suitable solvents include but are
not limited to halogenated, preferably chlorinated,
organic solvents such as dichioromethane or
chloroforme and linear or cyclic ethers.  such as
tetrahydrofurane, 1,4-dioxane, or
1,1-dimethoxyethartie. Reaction temperature as well as
the -duration of the reaction may vary over a broad
range. The  optimum conditions for a given reaction
may be determined by conventional methods  known to
those skilled In the art. Preferred reaction
temperatures are 0-30 C, 



preferably 15-25 C. Suitable reaction times vary, e.g.
from approximately 10 minutes  to 3 days: Suitable
bases that may be present during reaction steps (c)
and (dj Include organic  bases such as trlethylamine
or pyridine as well as inorganic bases such as sodium
hydroxide or potassium hydroxide. Mixtures of one or
more organic bases and/or one  or more inorganic bases
may also be used. The leaving groups )3, X4, X5 and X6
may be of any We known to those skilled In the  art
for this type of reaction. Preferably the leaving
group Is s-a halogen atom, more  preferably a chlorine
or bromine atom. The preparation of compounds'of
general formula IV according to step (a) of scheme  1
may preferably be carried out according to the
literature publications of Katritzky at  al., J.
Heterocycl. Chem., 1994, 271-275; P.R. Dave at al., J.
Org. Chem., 1996,  61(16), 5453, Synlett. 1991, (11),
783-784 and Axenrod at 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 RAH, wherein R`59 represents an
-NHrmolety or an -NHR9-moiety, wherein R9 has the
meaning given above, are also  commercially available
or may be prepared by conventional methods known to
those  skilled In the art. 43 WO 200M77897
PeriEP2005/001658  Preferably step (f) according to
scheme 1 is carried out In one or more organic
solvents as reaction medium such as chlorinated,
organic solvents like  dichloromethane orchioraforme
and preferably in the presence of sodium
triacetoxyborohydride and acetic acid, or in the
presence of H2 and an alcohol such  as methanol and/or
ethanol as a reaction medium. Reaction temperature as
well as the duration of the reaction may vary over a
broad  range. The optimum reaction temperature and
duration of reaction for a given  reaction may be
determined by conventional methods known to those
skilled in the  art Preferred reaction temperatures
are 0-30 C, preferably 15-25 C. 



The substituted 3-azetldlnoi compounds of general
formula III may be prepared  according to scheme 2
given below. 44 WO 2003/077897 PCFIEF2003/001658
Scheme 2: OH  R3 R4 All X OH  3 4 R3 4 R  B1 R4 X  R3
X R3 R4  C C R1\  NHZ }-NH2 R1 OH R2  ~-N RZ R4  R3
In Scheme 2 the substituents R1-R4 have the same
meaning as definled above and X  represents a halogen
atom, preferably a bromine or chlorine atom. 45 WO
2005/077897 Per/M003/001658  The substituted
hydroxy-alkenylene compounds used as a starting
material for  reaction steps A and Al according to
scheme 2 are commercially available and/or  may be
prepared according to methods well known to those
skilled in the art, e.g. by  reduction of the
corresponding carbonyl compound with a suitable
reducing agent  such as aluminium lithium hydride,
sodium borohydride or catalysed hydrogenation  



as described, for example, in Catalysis Letters, 1999,
62(2-4), 175-177; Tetrahedron,  1984,40(7), 1195-1198;
J. Org. Chem.. 1999, 64(7),2582-2589; J. Am. Chem.
Soc.,  2001, 12168-12175; Synlett. 1763-65 (1999);
Bull. Soc. Chim. France, 132(5-6), 522- 30 (1995);
Tetrahedron Lett., 43(49), pages 8893-8896 (2002) and
J. Natural  Products, 65(6), 902-908 (2002). The
corresponding descriptions are hereby  incorporated by
reference and form part of the present disclosure. The
halogenenated alkenylene compounds used as starting
material for reaction step  B and B1 are commercially
available and/or may be prepared from the
corresponding  hydroxy-alkenylene compounds using a
suitable halogenation agent such as thionyl_
chloride, triphenyl phosphln/carbontetrachlorlde,
bromine, hydrobromic acid, triphenyl
phosphin/carbontetrabromide, phosphor tribromide and
others described in the  literature, for example, in
Chem. Bar. 123(12), 2387-94,1990; J. Am. Chem. Soo.,'
111(9), 3363-3368, 1989; J. Org. Chem., 63(25),
9565-68,1998; Heterocycles 32(5),  965-73, 1991;
Famiaco, 44(12),1167-91, 1989; Synthesis, 8,
598-603,1989; and J.  Med. Chem., 33(3), 908-18, 1990.
The corresponding descriptions are hereby
Incorporated by reference and form part of the present
disclosure. The reaction steps A, B and Bl may be
carried out as described In Higgins et al., J.
Heterocyclic Chem., 1971, 8, 1059-1062 and in US
5,073,648. The corresponding  parts of the
descriptions are hereby incorporated by reference and
form part of the  present disclosure.. Reaction step A
Is preferably carried out In an organic solvent such
as  dichloromethane, chiarofom, carbontetrachloride or
mixtures thereof as reaction.  medium. Reaction
temperature as well as the duration of the reaction
may vary over a broad  range. The optimum conditions
for a given reaction may be determined by
conventional methods known to those skilled in the
art. Preferred reaction  temperatures are from -10C to
+30 C, preferably from 0C to 25 C, more 46 w>: WO
20051077897 PCT/M005/001658 



(,- preferably from 0 C to 10C. Suitable reaction
times vary from a few minutes to several hours,
preferably from 3 to 8 hours. Reaction step B Is
preferably carded out by dissolving the educt in a
suitable reaction  medium, preferably a linear ether
such as diethylether, or a cyclic ether, such as
tetrahydrofuran, 1,4-dloxane or 1,1-dlmethoxyethan,
and In the presence of an  aqueous solution of a base,
preferably selected from the group consisting of an
alkali  metal such as lithium, sodium, or potassium,
under vigorous stirring. Reaction temperature as well
as the duration of the reaction may vary over a broad
range. The optimum reaction conditions fora given
reaction may be determined by  conventional methods
known to those skilled in the art. Preferred reaction
temperatures range from 10C to the boiling point of
the reaction mixture, preferably  from 15C to 25 C.
Suitable reaction times vary from a few minutes to
several hours,  preferably from 3 to 8 hours  Reaction
step 131 is preferably carded out in the presence of
an aoddlzing agent such  as peracetic acid, m-chloro
perbenzoic acid, N-Bromsuccinimide or the like. The
3-azetidinol compound is obtained by carrying out
reaction step (c) according to  the'methods described
in the literature publications of M.E. Jung, J. Org.
Chem.,  1991, 56(24).6729-6730; V.R. Gaertner. J. Org.
Chem., 1967, 32, 2972, Katrizkyet  al., J. Heterocycl.
Chem. 1994,271-275, P.R. Dave et al, J. Org. Chem..
19W,  61(18), 5453 and US 5,073,646. The corresponding
descriptions are incorporated by  reference and form
part of the present disclosure. The correspondIng
amines of general formula C(H)(R1XR2)-NH2 are
commercially  available and/or may be obtained
according to scheme 3 given below: 47 WO 2005/077597
PC1'/EP2005/001658  Scheme 3: R1 /OH  d N  R2 Rz 



'62  Br + I C2a  ".) R R  R~  R C2b _NHz  Br RZ R2
The reaction steps A2, B2, C2a and C2b may be carded
out according to  conventional methods well known to
those skilled in the ark Step A2 is for example
described in Hajipour et at, Synth. Commun. 1999,
29(10), 1697-1701, A. Sasse at  al., Arch. Pharm.,
2001, 334(2), 45-52. Step B2 is for example described
In the  publication of Fernandez at al., Synthesis
2001, (2), 239-242; Baruah et al., Syniett,  1999,
(4), 409-410. Steps C2a and C2b are for example
disclosed in the publications  of M. Grlsar et al., J.
Med. Chem., 1973, 865 or DeJaegher at al., Synlett.
2002,113- I I S. The respective descriptions are
hereby incorporated by reference and form part  of the
present disclosure. 48 WO 2005/077897
PCt/EP2005/001658  Another aspect the present
invention is a process for the preparation of
substituted  azetidine compounds of general formula I
given above and corresponding is  stereolsomers
thereof, according to which at least one compound of
general formula V Rt  R2 V  wherein R1 and R2 have the
meaning given above and Y represents a halogen atom,  



preferably a chlorine atom or a bromine atom, is
reacted with at least one compound  of general formula
VI, 5  H R.4  Rs VI  optionally In form of a salt,
wherein Ra, R4 and R5 have the meaning given above, In
e suitable reaction medium, optionally in the presence
of a base, and the resulting  azetidine compound(s)
Islare optionally purified andlor optionally isolated.
The compounds of general formula V may be obtained
according to conventional  methods skilled In the art
Some exemplary methods are Illustrated In scheme 4
given below. -   49 5 . WO 2005/077897
PCP/EP2005/00163 r:.  Scheme 4: R1 R1-Br + R2-CHO  =O
or  R2 - R1-CHO + R2-Br - AS /C3  R1 OH -X  R2 NO R2 M
The compounds of general formula (Va) may, for
example, be obtained according to  step AS of scheme 4
by reduction of a corresponding 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 0C and the boling
point of the reaction medium. 



The compounds of general formula (Va) may, for
example, also be obtained  according to step B3 of
scheme 4 by a Grtgnard 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 boiling
point of the reaction medium.  The corresponding
starting materials for the reactions according to
steps AS and B3  of scheme 4 are commercially
available and/or may be prepared by methods well
known to those skilled in the art. Reaction step C3 of
scheme 4, In which X represents a halogen atom,
preferably a  chlorine or bromine atom, may be carried
out using a suitable halogenating agent  such as
hydrobromic acid, thionyl bromldp, thionyl chloride,
acetyl bromide, In a  suitable reaction medium such as
acetic acid, benzene, toluene, dichloromethane or 50
WO 2005/077897 PCT.IEP2005/001658  chloroform, whereby
the reaction temperature is preferably kept in the
range of 0C  to the boliing point of the reaction
medium. The reaction of at least one compound of
general formula V given above with at least  one
compound of general formula VI may preferably be
carried out in an inert  reaction medium, whereby
acetonttrile, tetrahydrofuran or mixtures thereof are
preferred. Suitable bases include organic bases such
as triethylamine and inorganic  bases such as
carbonates of alkali metals, preferably potassium
carbonate, or  potassium Iodide. The reaction
temperature is preferably in the range of ambient
temperature to the baling point of the reaction
medium. The reaction times may vary  over a broad
range. The compounds of general formula VI may be
prepared from the Corresponding  substituted
benzhydrylazetidine compounds of general formula VII.
N R4  VII by hydrogenolysis, preferably in the
presence of palladium metal on carbon powder,  In a
reaction medium such as an alcohol like methanol.
Preferably said  



hydrogenolysis is carried out at amblent temperature,
l.e. approximately 15-25 C.  After the hydrogenolysis
Is completed, compounds of general formula VI are
preferably Isolated in form of a corresponding salt
such as a hydrochloride or  hydrobromide salt. 51  WO
2005/077897 PCT/EP200SH101658  The compounds of
general formula VII may be prepared according to the
methods  described, for example, in US 5,073.646 and
J. Frigola, J. Med. Chem., 1993, 36,  801-810. The
compounds of general formula VI are usually obtained
In form of a  mixture of diastereoisomers. The
respective enantlomers may be obtained by  racemic
resolution with HPLC using chiral columns or by
crystallization with chiral  derivatives obtained from
the reaction of the corresponding racemato with chiral
agents as described in the publication of J. Frlgola,
J. Med. Chem. 1994, 37,4195- 4210 and J. Frigola, J.
Med. Chem.. 1995, 38,1203-1215. The corresponding
enantiomers may also be obtained by asymmetric
epoxidatlon in a corresponding  reaction as described
In scheme 2, which Is carried out according to the
method  described in the publication of Sharpless at
al.. J. Am. Chem. Soc., 1980, 102, 5974- 5976; J. A.
Marshall et al., Org. Lett., 2000 2(18),2897-2900
using tart: Butyl  hydroperkudde In the presence of
titanium Isopropoxide and diethyl or dilsopropyl
tartrate as oxidant. The corresponding descriptions of
the afore mentioned literature publications are
hereby incorporated by reference and are part of the
present disclosure. During the processes described
above the protection of sensitive groups or of
reagents may be necessary and/or desirable. The
introduction of conventional  protective groups as
well as their removal may be performed by methods
well-known  to those skilled In the art. if the
substituted anticline compounds of general formula (I)
themselves are  obtained in form of a mixture of
stereoisomers, particularly enantiomers or
diastereomers, said mixtures may be separated by
standard procedures known to  those skilled In the
art, e.g. chromatographic methods or fractunalized
crystallization  



with chiral reagents. It is also possible to obtain
pure stereolsomers via  stereosoiective synthesis. 52
WO 2005/077897 PCT/EP20O5/001659  Substituted
azetidine compounds of general formula I, which
comprise nitrogen-atom  containing saturated,
unsaturated or aromatic rings may also be obtained In
the fomr  of their N-oxides by methods well known to
those skilled In the art. In a further aspect the
present invention also provides a- process for the
preparation  of salts of substituted azetidine
compounds of general formula (I), stereolsomers
thereof or N-oxides thereof, wherein at least one
compound of general formula (I)  having at least one
basic group Is reacted with at least orie inorganic
and/or organic  acid, preferably In the presence of a
suitable reaction medium. Suitable reaction  media
Include, for example, any of the ones given above.
Suitable Inorganic adds  include hydrochloric acid,
hydrobromlc acid, phosphoric acid, sulfuric acid,
nitric acid,  suitable organic acids are e.g. citric
acid, maleic acid, fumaricacid, tartaric acid, or
derivatives thereof, ptoluenesulfonic add, methanesi
lfonic acid or camphersulfonic  acid. In yet at
further aspect the present Invention also provides a
process for the  preparation of salts of substituted
azetidine compounds of general formula (I).
stereolsomers thereof or N-oxides thereof, wherein at
least one compound of general  formula (1) having at
least one acidic-group Is reacted with one or more
suitable  bases, preferably in the presence of a
suitable reaction medium. Suitable bases are  e.g.
hydroxides, carbonates or alkoxides, which Include
suitable. cations, derived e.g.  from alkaline metals,
alkaline earth metals or organic cations, e.g.
[NHnR4"]",  wherein n Is 0, 1, 2, 3 or 4 and R
represents a branched or unbranched C14-alkyl-
radical. Suitable reaction media are, for example, any
of the ones given above.  Solvates, preferably
hydrates, of the substituted azetidine compounds of
general  formula (1), of corresponding stereolsomers,
corresponding N-oxides thereof, or of  corresponding
salts thereof may-also be. obtained by standard
procedures known to  those skilled in the art. 



53 WO 2005/077897 PCE/EP200S/001658  The purification
and Isolation of the inventive substituted azetidine
compounds of  general formula (I), of a corresponding
stereoisomer, or salt, or solvate or any  Intermediate
thereof may, If required, be carded out by
conventional methods known  to those skilled in the
art, e.g. chromatographic methods or
recrystallization. The substituted azetidine compounds
of general formula (I). their N-fides, their
stereoisomers, corresponding salts thereof and
corresponding solvates are  toxicologically acceptable
and are therefore suitable as pharmaceutical active
substances for the preparation of medicaments. It has
surprisingly been found that the substituted compounds
of general formula I  given above, stereoisomers
thereof, corresponding N-oxides, corresponding salts
and corresponding solvents have a high affinity to
cannabinoid receptors. particularly  cannabinold 1
(CB1}receptors. i.e. they act as antagonists on these
receptors. Thus, an other aspect of the present
invention Is a medicament comprising at least  one
substituted azetidine'compound of general formula I
given above including the  afore disclaimed compounds,
optionally inform of one of the stereoisomers,
preferably enantiomers or diastereomers, a racemate or
In form of a mixture of at  least two of the
stereoisomers, preferably enantiomers and/or
dlastereomers, in arty  rnbdng ratio, or a
corresponding N-o)ide thereof, a corresponding salt
thereof, or a  corresponding solvate thereof, and
optionally one or more pharmaceutically  acceptable
excipients. Said medicament may comprise any
combination of one or more of the substituted
azetidine compounds of general formula I given above,
stereolsomers thereof,  corresponding Nudes thereof,
physiologically acceptable salts thereof or
physiologically acceptable solvates thereof. 54 WO
2005/077897 Per/EflOO5roo165s  Preferably said
medicament is suitable for the modulation (regulation)
of  cannabinoid-receptors, Preferably cannabinold 1
(CB1) receptors, for the prophylaxis  



and/or treatment of disorders of the central nervous
system, disorders of the Immune  system, disorders of
the cardiovascular system, disorders of the
endocrlnous system,  disorders of the respiratory
system, disorders of the gastrointestinal tract or
reproductive disorders. More preferably said
medicament is suitable for the prophylaxis and/or
treatment of  one or more disorders selected from the
group consisting of psychosis,  schizophrenia,
anxiety, depression, epilepsy, neurodegenerative
disorders,  cerebellar disorders, spinocerebellar
disorders, cognitive disorders, cranial trauma,  panic
attacks, peripheric neuropathy, inflammation,
glaucoma, migraine, Morbus  Parkinson, Morbus
Huntington, Morbus Alzheimer, Raynaud's disease,
tremblement  disorders, compulsive disorders, senile
dementia, thymic disorders, tardive  -dysidnesia,
bipolar disorders, cancer, medicament-Induced movement
disorders,  dystonia, endotoxemic shock, hernorragic
shock, hypotension, insomnia,  immunologic disorders,
sclerotic plaques, vomiting, diarrhea, asthma, food
Intake  disorders, preferably bulimia, anorexia,
cachexia, obesity, type II diabetus mellitus
(non-insulin dependent diabetes mellitus), memory
disorders, pruritus, alcoholism,  drug addiction,
medicament addiction, preferably abuse of one or more
of  medicaments selected from the group consisting of
oplolds,- barbiturates, cannabis,  cocaine,
amphetamines, phencyclidine, hallucinogens and
benzodiazepines, pain, or  for potentiation of the
analgesic effect of narcotic and non-narcotic
analgesics, or for  Influencing Intestinal transit.
Particularly preferably the inventive medicament Is
suitable for the prophylaxis and/or  treatment of
pain, of food Intake disorders, preferably bulimia,
anorexia, cachexia,  obesity or type II diabetus
mellitus (nonansuline dependent diabetes mellitus),
preferably diabetes, psychosis, alcoholism, drug
addiction and/or medicament  addiction, preferably
drug addiction, diarrhea and/or prurltus. Most
preferably the inventive medicament Is suitable for
the prophylaxis and/or  treatment of one or more
disorders selected from the group consisting of
obesity,  psychosis and/or drug addiction. 55 



WO 2005/077897 PCT/EP2005/001658  Another aspect of
the present invention Is the use of at least one
substituted  azetidine compound of general formula I
including the afore disclaimed compounds,  optionally
in form of one of the stereoisomers, preferably
enantiomers or  diastereomers, a racemate or In form
of a mixture of at least two of the  stereolsomers,
preferably enantlomers and/or diastereomers, In any
mixing ratio, or a  corresponding N-oxide thereof, a
corresponding salt thereof, or a corresponding
solvate thereof, and optionally one or more
pharmaceutically acceptable excipients,  for the
preparation of a medicament for the modulation of
cannabinold-receptors,  preferably cannabinoid 1 (CBi)
receptors, for the prophylaxis and/or treatment of
disorders of the central nervous system, disorders of
the immune system, disorders  of the cardiovascular
system, disorders of the endocrinous system,
disorders-of the  respiratory system, disorders of the
gastrointestinal tract or reproductive disorders.  The
use of at least one substituted azetidine compound of
general formula I Including  the afore disclaimed
compounds, optionally in form of one of the
stareolsomers,  preferably enantlomers or
diastereomers, a racemate or In form of a mixture of
at  least two of the stereoisomers, preferably
enantiomers and/or dlastereomers. In any  mixing
ratio, or a corresponding N-oxide thereof, a
corresponding salt thereof, .or a  corresponding
solvate thereof, and optionally one or more
pharmaceutically  acceptable exciplents, for the
preparation of a medicament for the prophylaxis and/or
treatment of one or more disorders selected from the
group consisting of psychosis,  schizophrenia,
anxiety, depression, epilepsy, neurodegenerativv
disorders.  cerebellar disorders, splnocerebellar
disorders, cognitive disorders, cranial trauma,  panic
attacks, peripheric neuropathy, glaucoma, migraine,
Morbus Parkinson,  Morbus Huntington, Morbus
Alzhelmer, Raynaud's disease, tremblement disorders;
compulsive disorders, senile dementia, thymic
disorders. tardive dyskinesla, bipolar  disorders,
cancer, medicament-Induced movement disorders,
dystonia, endotoxemic  shock, hemorragic shock,
hypotenslon, insomnia, Immunologic disorders,
sclerotic  plaques, vomiting, diarrhea, asthma, food
Intake disorders, preferably for the  regulation of
appetite, for the maintenance, Increase or reduction
of body weight,  



bulimia, anorexia, cachexta, obesity, type II diabetus
mellitus (non-insulin  dependent diabetes mellitus),
memory disorders, alcoholism, pruritus, drug
addiction,  medicament addiction, preferably abuse of
one or more of medicaments selected  from the group
consisting of opioids, barbiturates, cannabis,
cocaine, amphetamines, 56 WO 2005/077897 PC
r/EPZ003Po0165s phencyclidine, hallucinogens and
benzodlazepines, paink, or for potentiation of the
analgesic-effect of narcotic and non-narcotic
analgesics, or for influencing intestinal  transit is
particularly preferred. The medicament according to
the present invention may be In any form suitable for
the application to humans and/or animals, preferably
humans Including Infants,  children and adults and can
be produced by standard procedures known to those
skilled In the art. The composition of the medicament
may vary depending on the  route of administration.
The medicament of the present invention may for
example be administered  parentally in combination
with conventional injectable liquid carriers, such as
water or  suitable alcohols. Conventional
pharmaceutical excipients for Injection, such as
stabilizing agents, solubilmng agents, and buffers,
may be Included In such injectable  compositions.
These medicaments may for example be Injected
Intramuscularly,  Intraperitoneally, or intravenously.
Medicaments according to the present Invention may
also be formulated into orally  administrable
compositions containing one or more physiologically
compatible  carriers or excipients, in solid or liquid
form. These compositions may contain  conventional
ingredients such as binding agents, fillers,
lubricants, and acceptable  wetting agents. The
compositions may take any convenient form, such as
tablets,  pellets, capsules, lozenges, aqueous or oily
solutions, suspensions, emulsions, or  dry powdered
forams suitable for reconstitution with water or other
suitable liquid  medium before use, for immediate or
retarded release. The liquid oral forms for
administration may also contain certain additives such
as  sweeteners, flavoring, preservatives, and
emulsifying agents. Non-aqueous liquid  



compositions for oral administration may also be
formulated, containing edible oils.  Such liquid
compositions may be conveniently encapsulated In e.g.,
gelatin capsules  In a unit dosage amount. 57 WO
2003/077897 PCr'/EPI005/001658  The compositions of
the present invention may also be administered
topically or via a  suppository. The daily dosage for
humans and animals may vary depending on factors that
have  their basis in the respective species or other
factors, such as age, sex, weight or  degree of
Illness and so forth. The daily dosage for humans may
preferably be in the  range froml to 2000. preferably
1 to 1500, more preferably Ito 1000 milligrams of
active substance to be administered during one or
several Intakes per day.  Pharmacological Methods 1.
In vitro determination of affinity to
CBIICB2-Rezeptors The in-vitro determination of the
affinity of the inventive substituted azetidine
compounds to CB,/CBrReceptors is carried out as
described In the publication  of Ruth A. Ross, Heather
C. Brockie at al., Agonist-inverse agonist
characterization at CB1 and CB2 cannabinoid receptors
of L-759633, L759656  and AM630". British Journal of
Pharmacology, 126, 665-672, (1999). The  respective
parts of the descriptions are hereby incorporated by
reference, and  form part of the present disclosure.
The iransfected human CB1 and CB2  receptor are
obtained from Receptor Biology, Inc. The radlollgand
used for both  receptors is [3HJ-CP55940. 58
-------------- ------------ ----- --- WO 2005/077897
PCTIEP20051001658  II. In-vivo bioassay system for
determination of cannabinoid activity Mouse tetrad
model Substances with affinityfar cannabinoid
receptors are known to produce a wide  range of
pharmacological effects. It Is also known that
intravenous administration of a  



substance with affinity for cannabinoid receptors in
mice produces analgesia ,  hypothermia, sedation and
catalepsy. Individually, none of these effects can be
considered as proof that a tested substance has
affinity for cannabinoid-recaptors,  since all of
these effects are common for various classes of
centrally active agents.  However, substances, which
show all of these effects, i.e. substances that are
active  in this so-called tetrad model are considered
to have affinity for the cannabinoid  receptors. It
has further been shown that cannabinoid receptor
antagonists are higly  effective in blocking the
effects of a cannabinold agonist In the mouse tetrad
model.  The tetrad model is described, for example, in
the publication of A- C. Howlett eta!,  International
Union of Pharmacology XXVII. Classification of
Cannabinoid Receptors.  Pharmacol Rev 54,161-202, 2002
and David R. Compton at al., In-vivo  Characterization
.of a Specific Cannabinold Receptor Antagonist
(SR14171 SA)  :Inhibition of Tetrahydrocannbinol-
induced Responses and Apparent Agonist  Acttvitf, J.
Pharmacol. Exp. Thar. 27T, 2, 586-594,1996. The
corresponding parts  of the description are hereby
Incorporated by reference. Material and Methods Male
NMRI mice with a weight of 20-30 g (Harlan, Barcelona,
Spain) are used In all  of the following experiments.
Before testing In the behavioral procedures 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. 59 WO 20051077897
PCr/EP2005/001658  In order to determine the agonistic
activty of the substance to be tested, the mice are
Injected intravenously with the substance to be tested
or the vehicle alone. 15  minutes after Injection,
latency In hot plate analgesia is measured. Rectal
temperature, sedation and catalepsy are measured 20
minutes after Injection.  In order to determine the
antagonistic activity the Identical procedure Is used
as for  the determination of the agonistic effects,
but with the difference that the substance  to be
evaluated for its antagonistic activity is injectected
5 minutes before.the  



intravenous injection of 1.25 mglkg Win-55,212 a known
cannabinold-receptor  agonist. - Hot plate analgesia
The hot plate analgesia Is determined according to the
method described, in Wooffe  D. et al. The evaluation
of analgesic action of pethidine hydrochloride
(Demerolp', J.  Pharacol. Exp. Thor. 80.300-307,1944.
The respective description is hereby - Incorporated by
reference and forms part of the present disclosure.
The mice are placed on a hot plate (Harvard
Analgesimeter) at 55  0.5 C until 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 time limit the mice are allowed to remain on
the hot plate in absence of any  painful response is
40 seconds In order to prevent skin damage. This
period is called  the cut-off time (PC). Fifteen
minute after the administration of the substance to be
tested, the mice are - again placed on the hot plate
and the afore described procedure Is repeated. This
period Is called the post-treatment reading (PT). The
degree of analgesia Is calculated from the formula :
% MPE of Analgesia = (PT- B)1(PC-B) x 100 MPE =
Maximum possible effect 60 WO 2005/077897
PCT/EPMD05/00165B  Determination of sedation and
ataxia Sedation and ataxia is determined according to
the method described in Desmet L.  K. C. at al. ,
Anticonvulsive properties of Cinarizine and
Flunarizine in Rats and Mice",  Arznelm. -Forsch.
(Frug Res) 25, 9, 1975. The respective desaiption Is
hereby  incorporated by reference and forms part of
the present disclosure. The chosen scoring system is.
0: no ataxia; 1: doubful; 2: obvious calmness and
quiet  



3 pronounced ataxia; prior to as well as after
treatment. The percentage of sedation is determined
according to the formula:  % of sedation r= arithmetic
mean 13 X I DO Hypothermia:  Hypothermia Is determined
according to the method described in David it Compton
et al. "In-vivo Characterization of a Specific
Cannabinold Receptor Antagonist  (SR141716A)
Inhibition of Tetrahydrocannbinol- induced Responses
and Apparent  Agonist Activity', J. Pharmaool Exp
Ther. 2T7, 2, 566-594,1996. The respective
description is hereby incorporated by reference and
forms part of the present  disclosure. - . The
base-line rectal temperatures are determined with a
thermometer (Yello Springs  Instruments Co., Paniabs)
and a thermistor probe Inserted to 25mm before the
administration of the substance to be tested. Rectal
temperature is again measured  20 minutes after the
administration of the substances to be tested. The
temperature 61 WO 2OO5/O77897 PGT/EPIAOS/001658
difference is calculated for each animal, whereby
differences of ;-~--2 C are  considered to represent
activity.  Catalepsy:  Catalepsy is determined
according to the method described In Aipermann H. G.
et al.  "Pharmacological effets of Hoe 249: A new
potential antidepressant", Drugs Dev.  Res. 25,
267-282.1992. The respective description is hereby
Incorporated by  reference and forms part of the
present disclosure.  The cataleptic effect of the
substance to be tested Is evaluated according to the
duration of catalepsy, whereby the animals are placed
head downwards with their  kinlegs upon the top of the
wooden block. - The chosen scoring system is:
Catalepsy for more than 60 seconds = 6; 50 -60 seconds
= 5, 40-60 seconds = 4, 30-40  



seconds = 3, 20-30 seconds = 2, 5.10 seconds =1, and
less than 5 seconds =0.  The percentage of. catalepsy
Is determined according of the following formula: %
Catalepsy = arithmetic mean / 6 X 100 The present
invention Is Illustrated 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. 62 WO x0 05/0 7789 7
PGT/EP20051001658  Examples: The following examples
(a)-(i) show the preparation of selected intermediate
compounds used in the synthesis of the inventive
azetidine compounds.
(a).-theoo-3-Bromo-1,2-epoxybutane. - - Br2 was added
dropwise to a solution of 20.4 g (0.284 tnol)
trans-2-buten-1-01 In 60  ml of chloroform until the
solution assumed a'slight coloration (theoretical
amount of  Br2: 45,4 g, 0.284 mol). Crotyl alcohol was
then added dropwise until the solution  turned
transparent again. This reaction mixture was
maintained at room temperature'  (approximately 25 C)
for 15 minutes, the solvent evaporated off and a dark
liquid  residue was obtained. This crude
2,3-dibromo-1-butanol was dissolved in 140 ml of
diethyl ether and 16 g (0.284 mol) of potassium
hydroxide In 170 ml of water were  added to the
resulting solution. The mixture was stirred for 2
hours at room  temperature, the two layers separated
and the organic layer washed with water. The  solvent
was evaporated off and the residue distilled under
vacuum to yield 24 g (56%  of theory) of
threo-3-bromo-l,2-epoxybutane with a boiling point of
55-60C at 25 mm  Hg 'H NMR (CDCIL, 6): 1.68 (d, 3H
,J=7 Hz); 2.69 (dd, 1 H, J=5 y 2,5 Hz); 2.88 (dd,  1
H,J=5 y 4 Hz); 3.18 (ddd.1 H, J=7, 4 y 2,5 Hz ); 3.86
(q. 1 H, J=7 Hz) (b).- trans4-Dlphenylmethyl3-hydroxy
2- methylazetldine. A solution of
threo-3-bromo-1,2-epoxybutane (9.8 g, 64.90 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 aqueous
layer was alkalinized with potassium carbonate and
extracted  with diethyl ether to yield 9.4 g (61 % of
theory) of trans-1 -diphenylmethyl-3-hydroxy-
2-methylazetid1ne. The conesponding hydrochloride salt
was obtained by dissolving  63 WO 2005/071897 -
PCTIEP100SM01658  a solution of the compound In an
ethanol solution saturated with HCI gas and.
subsequent elimination of the solvent in vacuum.
Melting point of hydrochloride: 100-103C,  IR ( film,
cm' ): 3400, 1450, 1156, 749.702, 1H NMR (CDCE3, 6):
0.75 (d, J=6 Hz); 2.40 (b,1 H); 2.56 (t, 1 H, J=6 Hz);
3.02 (q. 1 H,J=6 Hz); 3.64 (t. 1 H. J=6 Hz); 3.87
(quint., 1 H, J---6 Hz); 4.34 (s, 1 H): 7.27 (m. 10
H). (c)
trans-l-Diphenylmethyl-2-methyl-3-methylsulphonyloxyaz
etidins. 50 g (0.495 mol) of triethylamine were added
to a solution of 77.33 g (0.329 mol)
trans-l-diphenylmethyl-3-hydroxy-2-methylazetidine in
600 ml of dichloromethane  and the resulting mixture
was cooled to 0 C. The temperature was maintained, a
solution of 50 g (0.437 mol) of mesyl chloride added
dropwlse and the resulting - mixture was left stirring
for 24 hours at room temperature. The resulting
solution was  washed twice with water (300 ml), dried
with anhydrous sodium sulphate and  evaporated to
yield an oil, which, when crystallized, with petroleum
ether, gave 104.6  g (96% of theory) of
trans-l-diphenylmethyl-2-methyl-3-methylsulphonyloxyaz
etidine  with a melting point of 68-71 C. IR (film, cm
1): 1361, 1339, 1178, 1152, 708,  1H NMR (CDCL,
6):0.63 (d, 3H, J=7 Hz); 2.85 (t. IH, J=6 Hz); 2.96
(s, 3H); 3,62 (t,  2H, J=6 Hz), 4.39 (s. IH); 4.55
(quint, IH, J=6 Hz); 7.23 (m, IOH). (d)
trans-3-Amino4-diphenylmethyl-2-methylazetidine 31 g
(93.65 mmol) of
trans-l-diphenylmetiyl-2-methyl-3-methylsulphonyloxyaz
etidine  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 mixture was evaporated until
the isopropanol  was removed completely (approximately
1/3 of the volume) and the residue was  extracted with
diethyl ether and water. The aqueous layer was
alkalinized and 64 WO 2005/077897 PCT/M005/001658
extracted with dlchloromethane to yield 10 g of the
desired compound. The etheric  layer of the first
extraction was acidified with dilute 5 %
(volume/volume)'acetic acid,  the acidic layer
alkalinized with sodium hydroxide and extracted with
dichloromethane, to yield 6.3 g of the compound giving
a total of 16.3 g (70% of  theory) of
trans-3-amino-l-diphenyimothyl-2-methylazetidine
having a melting point  of 68-69 C. M.p. of
corresponding dlhydrochioride : 150-153 C,  1R ( film,
cm' ): 3270, 1450.702, 'H NMR (CDCI3, 6): 0.64 (d, 3H,
J=7 Fiz), 2.20 (q, 1H, J=7 Hz); 2.63 It, 1H, J=7 Hz);
2.90 (quint., 1 H, J=7 Hz), 3.50 (t, IH, J=7 Hz), 4.20
(s, 1H); 7.20 (m, 10H). (a).-
(2S,3R)-1-piphenylmethyl-2-methyl-34nethylsuiphonyloxy
azetidine The enantlomer (25,
3R)-l-dlphenylmethyl-2-methyl-3-rnethylsulphonyloxyaze
tidine  was obtained by the same procedure as
described above for the preparation of the
trans-racemate but using (2S,
3R)-1-diphenylmethyl-3-hydroxy-2-methylazefidlne.  The
pompound (25,
3R)-1-diphenylmethyl-3-hydroxy-2-methyfazetidlne was
obtained  via the optical resolution of trans-1
-diphenylmethyl-3-hydroxy-2-methylazetidine with
(+)-(1 S)-pmphersulfonlc add, as described In the
literature publication of J. Frigola  et al., J. Med.
Chem., 1995, 38,1203-1215. (f).-(28,
3R).3.amino4-diphenylmethyl-2yrtethylazetidlne The
compound (2S,
3R)-3-amine-1-diphenylmethyl-2-methyiezetidine was
obtained  as described above under (d) using (25,
3R)-1-diphenyimethyl-2-methyl-3- methylsulphony
loxyazetidlne. (g).- (2S,
3R)dN{1-aonzhydryl-2-methylrazetidin-3yI)-2,2,24riiftu
oroacetamide  A solution of trlfluoracetic anhydride
(18,3 ml, 131,7 mmoles) in 25 ml of  



dlchloromethane Is added dropwlse under stirring and
cooling to approximately 0C 65 WO 2005/077897
PCT/EP2005/001658  to a solution of (2S,
3R)-3-amino-1-diphenylmethyl-2-methyiszetidine (16,6
g, 65,9  mmoles) in dichloromethane (90 ml). After the
addition has been completed, the reaction mbdure was
stirred at room  temperature for two hours. Ice-cooled
water was added, and the different phases  were
separated. The organic phase was washed with a
solution of sodium  bicarbonate 10 % (weight/welght),
followed by a saturated solution of sodium  chloride,
dried and evaporated to dryness under reduced pressure
to give 23.35 g  (yield 92% of theory) of (28,
3R)-N-(1-Benzhydryl-2-methyl-azetidln-3-y1)-2,2,2-
trifluoro-acetamide in form of an oil. IR (film, cri
1) : 3260, 1710, 1660, 1230. Said product was
dissolved in dried ethanol and a solution of
hydrochloride gas in  diethylether was added, and the
resulting solution was evaporated to dryness. The
corresponding hydrochloride was obtained in form of a
white solid with - a melting  point of 208 - 212 C. IR
of hydrochloride (KBr, art'): 3319, 1700, 1562, 1213,
1187, 700. (h).- (2S,
3R)-2,2,2-Trifluoro-N-(2-methyl-azetidin-3-yl)-acetami
de, hydrochloride  (21,9 9,57 mmoles) of (2S,
3R)-N-(1-Benzhydryl-2-methyl-azetidin-3yl)-2,2,2-
trifluoro-acetamide hydrochloride was dissolved In 300
ml methanol, Pd(DH)21C  (20%.4,4 g, humidity 50%) were
added, and the resulting mbdure was treated with  H2
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 (yield 99%) of (2S,
3R)-2,2,2-Trifluoro-N-(2-methyl-azetidin-3-
yl}acetamide with a melting point of 219 - 221 C. IR
(KBr, any) : 3244, 2895,1727,1563,1213, 11T7  66 -----
---------- WO 2005/077897 PCT/EP200S/001658 



(1). - His.(4-clorophenyl)methyl bromide A solution of
4,"iohlorobenzhydrol (5g, 19,8 mmoles) and acetyl
bromide (6 ml, 80  mmoles) In benzene (40 ml) is
heated to reflex for three hours. The reaction mixture
is evaporated to dryness. and the resulting solid (8.2
g, yield 100%) Is used directly  for further synthesis
without purification. 1H NMR (CDCI3, 6): 6,2 (s, 1 H),
7,3 (d, J=6,7Hz, 4H), 7,36 (d, J=8,7Hz, 4H).  Example
l: 4-Fluoro-benxenesulfonic
acid-trans-1-[bis-(4-chlcro-phenyl)-rnehylj 2-methyl-
azetidin-3-yl ester (1a)  2,2-dimethyl-propionic
acid4rans-l-benzhydryl 2methylazetidin-3'rl-ester  To
a solution of the hydrochloride salt of trans-1
-benzhydryl-2-methyl-azetidin-3-oI  (3,73 g, 12,8
mmoles) prepared according to example (b) given above
in 80 ml  pyridine, 4,4 ml of biethylamine were added
and the mbcture was cooled to  approximately 0 C.
Afterwards, a solution of (2,4 ml, 19,2 mmoles)
tdmethylacetylchloride (pivaloylchlorlde) was added,
and the reaction mixture was  heated to approximately
70 C under an inert gas atmosphere for eight hours.
The  solvent was evaporated off, and the residue was
dissolved in diethylether, washed  with water, and the
ether evaporated to yield the free base. 1H NMR (CDCb,
6): 0,8 (d, J=6,3 Hz, 3H),1,2 (s, 9H), 2,6 (m, 1 H),
3,15 (m,1 H). 3,7  (dd, J=7,0 y 7,5 Hz, I H), 4,3 (s,1
H); 4,6 (dd, J=6,0, 6,6 y 12.6 Hz), 7,25 (m, 6H), 7,4
(m, 4H) 67 WO 2005/07/597 PCT/EP20051001655  The crude
material is dissolved In 15 ml of ethanol, and an
ethanolic solution  saturated with hydrochloride gas
Is added to precipitate the corresponding
hydrochloride salt, which is filtered off and washed
with dlethylether to yield 3.95 g  (yield 85% of
theory) of the hydrochloride salt having a melting
point of 163 - 166 C.  1H NMR (drDMSO, 6) :1,15 (s+d,
12H), 3,8 (m, 1H), 4,2 (m,1H), 4,6 (m,1 H), 4,9
(m,1H), 5,8 (d, J=10 Hz, 1 H), 7,4 (m, 6H), 7,75
(m,4H),12,2 (s, 1 H). 



(1h)  2,2-dimethyl-proplonic acid (trans
2-methyl-azetfdin-3 yl) ester hydrochloride
2,2-dimethyl-propionic acid 2-methyl-azetidin-3-yl
ester hydrochloride was obtained  from the compound
obtained according to step (I a) following treatment
described in  example (h) given above (yield 94% of
theory).  1H NMR (CDCE3, 5) : 1,2 (s, 9H), 1,7 (d,
J-6,9 Hz, 3H), 3,9 (m, 1H), 4,2 (m, 1H), 4,4  (m, 1H),
4,9 (m, 1H), 9,8-10,4 (b, 2H). (1c)  trans-l
-(Bis-(4chloro-phenyl)..methyl]2-methyl-azetidln.3yl-2
,2-dlmethyl- proplonlc acid  Said compound was
obtained according to the method described in example
2 given  -.1 below using bls-(4-chlorophenyl)methyl
bromide which was prepared according to  example (I)
given above (yield 95% of theory). 1H NMR (CDCI3, 6) :
0,8 (d, J 6,5 147,3H), 1,2 (s, 9H), 2.6 (m, 1H), 3,15
(m, 1H), 3,7  (m, 1H), 4,3 (s,1H), 4,6 (m, 1H),
7,2-7,35 (m, 8H) 68 wO 2005/077897 PGTIF.P2005/O01658
(1d)
140is-(4chloro-phenyl)-methyl]-2-methyl-azetidin-3-ol
This compound was obtained via the hydrolysis of the
ester prepared according to  step (1c) given above,
which was dissolved In ethanol comprising 10 % by
weight of  sodium hydroxide. The reaction mixture was
kept at room temperature  (approximately 25 C)
overnight. 1-lBis-(4-chloro-phenyl)-methyl]
2-mettryl-azetidin- 3-al was obtained In a yield of
89%. 1H NMR(CDCI3, 6) : 0,8 (d, J=6,2 Hz, 3H), 2,5 (m,
1H), 3,0 (m, 1 H), 3,6 (m, 1 H), 3,9  (m, 1 H), 4,3
(s,1 H). 7,2-7,3 (m. 8H) (1 e) -
trans4-Fluoro-benzenesulfonlc acid I
[bis-(4-chioro-phenyl)-methyl]-2-rnethyl-
azetidin-3-yl ester 



Said compound was obtained according.to the method
described in example 5 given  below. Melting poing
=105-107C, IR (KBr, crii 1) :1494,1370, 1187,1159,
1089. 1015, 1H RMN (CDCI3, 5) : 0,7 (d, J-6.2 Hz, 3H),
2,7 (m, 11-1), 3,3 (m, 1 H), 3,5 (m, I H), 4,3  (s, 1
H), 4,4 (m, 1 H), 7,2 (m, I OH), 7,9 (m, 2H). -
Example 2 (2R, 3S)-N414Bis-(4-chloro-phony
)-methyl]-2-methyl-azetldin-3-yi}2,2,2-tdtiuom-
acetamide A mixture of bis-(4-chiorophenyl)methyl
bromide (4 g,12,6 mmoles), the  hydrochloride of (2R,
3S)-2-met yt-3-trifluoioacetylamino azetidine ( 2,3 g,
10,5 mmoles) and potassium carbonate (16,5 g, 120
mmoles) in 400 ml of  acetonitrile was heated to
reflux for 24 hours. The reaction mixture was filtered
and the resulting clear solution evaporated to
dryness. The crude material Is 69 WO 2005/077897
PLT/EP20051001658 cristallized from ethylacetate to
yield 2.9 g of the product. Another 0,4 g of the
product were obtained by working up the mother
liquors. The overall yield of - the comound (2R,
3S)-N-(1-[bls-(4-chloro-phenyl)-methyl]-2-methyl-azeti
din-3- yl]-2,2,2-trifluoro-acetamide was 3.3 g (yield
67% of theory). IR (KBr, cm 1) : 3262, 3080, 1678,
1495, 1200, 1080, 799, iH RMN (de-DMSO + TFA, 6): 1,0
(d, J=5,6Hz, 3H). 3,95, dd, J=6,8 y 17,9Hz, 1 H),  4.3
(2dd, 2H), 4,6 (dd, J=6,8 y 13,2Hz, 1H), 5,7 (a, 1H),
7,4-7,5 (m, 8H), 9,8 (d,  J=5,3Hz, 1 H). -  Example 3
(2R, 3S)-1-[Bis-(4-chlorophenyl)methyl]-2-methyl-azet
idin 3yrl amine - (2R, 3S)-N-(1-[bls-(4
chloro-phenyl}methy1J
2-methyl-azettdln-3ryl)-2,2,2-trifluoro- aoetamiide
(2,8 g, 6,7 mmoles ) was suspended In a solution of
sodium hydroxide  (25 ml, - 60 mmoles) and 60 ml
ethanol and stirred at room temperature (approximately
25 G), whereby the gradual dissolution was observed
until a  



transparent solution was obtained. After three hours,
the solvent was evaporated  under reduced pressure and
the resulting basic solution was extracted with
ethylacetate, washed with water, dried over sodium
sulfate and evaporated to  dryness. (2R,
3S)-1-[Bls-(4-chlarophenyl)methyl]
2-methylazetidln-3-yl amine was  obtained in form of
an oil (1.95 g, yield 91 % of theory). IR (KBr, cm'):
3369,1495,1110,1030, 790, . 1H RMN (CDCh, 5). 0,75 (d,
Jn5,8Hz, 3H), 2,3 (m,1 H), 2,7 (m, 1 H), 3,0 (m,1 H),
3,6 (m,  1 H), 4,2, (s, 1 H ), 9, 7,2-7,3 (m, 81-1).
The product was dissolved in an ethanolic solution
saturated with hydrochloride gas  and afterwards, the
solvent was evaporated to yield the corresponding
dlhydrochlorlde salt  IR (KBr, cm") :
3380,1488,1094,1014  [ a ]d 35,5 (c 1,0, McOH ) 70 W0
2005/077897 PCT/EP2005/001658  Example 5  (2S,
3R)-N-(1-[Bis
(4-chlorophenyl)methyl]-2-methylazetidin-3-YO-4
fiuoro- benzene sulfonamide (2R,
3$)-1-[bis-(4-chlorophenyl)methyl]-2-methyl-azetidin-3
yI amine (0,159,  0,47 mmoles) and triethylamine (84
p1.0,59 mmoles) was dissolved in anhydrous
tetrahydrofuran (6m1). The mixture was cooled with an
Ice-bath to 0 C and a  solution of
4-benzene-sulphonylchloride (0,11 g, 0,54 mmoles) in
THE (4 ml) was  added dropwise. The cooling bath was
removed, and the reaction mixture was  allowed to warm
up to room temperature (approximately 25 C) and
stirred  overnight. The solvent was removed under
reduced pressure: and the residue  wasre-dissolved in
ethylacetate and water. The organic solution was
washed  with a saturated solution of sodium
bicarbonate, water and dried over sodium  sulfate and
evaporated to dryness. 0.16 g of (2R,
3)-1-N-(1-[bls-(4--chlorophenyl)
methyl]-2-methylazetldln-3-yi}4-fluorobenzenesulfonami
de were obtained (vield  75% of theory) with a melting
point of 154-157 C. 



1R (KBr, an ): 3255, 1592, 1492, 1155, 1090, 802. 1H
RMN (CDCler 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,
1H), 7,1-7,25 (m, 10H), 7,8 (m, 21-1). [;a ID -61,5 (c
1,0, MeOH ). The compounds prepared according to
examples 1, 2, 3 and 5 given above are given  In the
following table 1. Also included are example compounds
4 and 6-31, which  were prepared by analogous methods.
- 71 WO 2005/077897 PCr/EP2005/001658  Table L E M.P.
IR H NMR  C (KBr, c re) (CDCI3, 6) 1 1494, 1370, 1187,
0,7 (d, J=;6.2 Hz, 3H), 2,7 (m,  c 105 1159, 7089,
1p75 1H), 3,3 (m, 1H), 3.5 (m, IH),  4,3 (s,1 H), 4,4
(m, 1 H), 7,2 (m, Gl%o 107 1 OH), 7,9 (m, 2H) 2. 122-
3262, 3080, (de-CMSO+TFA, 6):1,0 (d,  127 1678,1495,
1200, J=5.0 It, 3H). 3,95, dd, J=6,8 y  17,9Hz, i H),
4,3 (2dd, 2H), 4,6 1080, 799 (dd, J m.6.8 y 13,2Hz, 1
H), 5,7 (s,  1 H), 7,4-7.5 (m, 8H). 9,8 (d,  J=5,3Hz,
11j) 3 134- 3369, 1495, 0,75 (d, J-5,8Hz, 3H), 2,3 (m,
136 1110,1030, 790 1 H), 2,7 (m, 1 H), 3,0 (m, 1 H),
3,8 (m,1 H),4,2, (s, 1 H ), 9, 7,2- 7,3 (m, SH). 4
3385, 2930, 1686, 0,85(m,6H), 1,3(m,4H). H o ~apn
1493,1092,1013, 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). 



4,3(s,1 H), 5,4(d,J=6,8H7,1H),  7.2(m,8H)  5
3255,1592,1492, 0,6 (d, J=5,8 Hz, 3H), 2,3 (m, 154-
1155, 1090, 802 1 H). 2,9 (m, 1H9. 3,4 (m, 2H),  4,2
(s,1 H), 4,8 (d, J=8,4'Hz,  :l-'2>b. 157 1H), 7,1-7,25
(m,10H), 7.8 (m.  2H) 6. 3262, 1489, 1155,
0,65(d,J=6,2Hz,H.2,4(t,J=7,4  e 72-76 1089, 804
1-z,1H), 3,0(m,IH), 3,4-3,55(m.  2H),
4,2(s,1H),4,9(d,J=8,8Hz,
1H),7{t,Jm4,0,4,7Hz,1H),7,2(m,8  xH H),1,6(m)  7 3293,
2929. 1638, 0,8(d,J 8,2Hz,3H), 1,2(m, 6H),  65-88
1542, 1,4(m,4H), 2.0(t,1H), 2.45 1014
3,6(f,J771Hz,1H)4,255(s,1 )I ,5,  5(d,Ja7,9,IH),
7,3(m, 8H) 8 (Hd):3422, 2961,
(HCl,d6DMSQ):0,3-1,5(m,1OH),  {HGE) 1496,1330, 1143,
3,0(rn,2H), 3,6-$,9(m,2H), 4,1- Y evV 1093,1014, 801
4,5(m,2H), 5,8(b,1 H), 7,5 90-96 8,0(m,9H),12,2(b.1H)
9 3293, 1838, 1596, 0,9 (d, J=5,8Hz, 3H), 2,61m,
1544,1489, 1332, 1 1-9, 3,1 (m, 1 H), 3,7 (m,1 H),
57-60 1089, 803 4,3 (m+s, 211}, 6,1 (b, 1H). 6.95  G+.
(m,1 H), 7,2 (m, 10H) 72 WO 2005/077897
PC37EP2005l001655  10 Cl 3231, 1488, 1330,
0,55(d,J=,2Hz,3H), 2,35(t, . ,0 156- 1159,1086, 1013,
J=7,6Hz,1 H), 2,9(m,1 H), 3,4--3,6
(m,2H),4,1(8,1H),4,9(d,J=9  



160 811 Hz,1H), 7,2(m,8H), 7,6(m,2H),
7,7(m,1H),7,9(m,3H), 8,4(s,1 H)  11 3220. 1590. 1486,
0,6(d,J=6.2Hz,3H), 2,4(t,Jf7,3  0 145 1321, 1161,
1089, Hz,1H), 2,9(m,IH), 3,5(m,2H),
4,2(s,1H),4,9(d,J=8.8Hz,1H),  as 146 601 7,2 (m,BH),
7,4(m,3H), 7,6(m,2  H), 7,7(m,2H), 7,9(m,2H) 12 O
3224, 1694, 1489, 0,6(d,J=6,1Hz,3H), 2,3(t,J=7,3  N~+
,0 177- 1164, 1088, 804 H7,1 H), 2,6(s,3H), 2,9(m,1
H),  3,4(m,2H), 4,2(s,1 H), 4,9(d,J=9 a+.0 180 Hz,iH),
7,2(m.8H), 7,9(d,J=7  Hz,2H), 8(d,J=7Hz,2H) :.~ 13 IT
1578, 1481, 0,6(d,J 6,2Hz,3H), 2,3(m,IH),  2  115-
1246,1157,1090, ,9(m,1H), H), 4,2(s,  ~` y,a o }-~ 1
H), 4,7(d,J=8,6Hz6Hz,1 H), 6,9(d,  119 1012, 803
J=9Hz,2H), 7(d,J=91-Iz,2H), 7.2  (m,8H),
7,5(d,J=9Hz,2H), 7 d J=9 2H 14 cl 3239,1490,1321,
0,65(d,J=6,1Hz,3H), 2,4(m,1 H).  202- 1167, 1091,
1014, 2,9(m,IH), 3,1(s,3H),3,4(m,  2H), 4,2(s,I H).
4,8(d,J=8,5Hz, 204 741 1H), 7,2(m,8H), 8(2d,J=8,4Hz,
4H).  15 7616 3288, 1523, 1489, 0,45 (d, J=BHz, 3H),
2,3 .0 1335, 1159, 1089, (t,J=7,5Hz,1H), 2,9(m,1 H),
3,3  (t,J=7,5Hz,1H), 3,5(m,1H), 4,1  CH, 804 (s,1H),
5,6 (d,J=8,6IIz,1H), 7,2 (m,BH), 7,7 (dd,J=7 y
9Hz,1H),  



82 (m,2H) 16 a 3233,1488, 1338, 0,6 (d,J=5,9H7.,3H),
2,4  105- 1157,1087, 799 (t,J=7.5Hz,1H), 2,6(s,3H),
3(m.1H), 3,4-3,6(m,2H), 108 4,2(s,IH), 5,1(d,J
9,3Hz,1H),  7,2(m,8H), 7,4(d,,);8,5H7,IH),  77m2H 17
3448,1489, 1459, 0.6(d,J 8,1Hz,3H).2,5(m,1H),  0 164-
1340,1250, 1178, 3(m,1H), 3.5(m,2H), 4,2(s,1H),
1142,1089, 5,2(d,J=8.1Hz,1H), 7(d,J 4,6 169 Hz,1 H),
7,2(m,BH), 7,9(d,  J=4,6Hz,I H) 16- a 3283, 1589,1489,
0,65(d,J=6Hz,3H), 2,4(m,1 H),  1334, 1166, 1140, 3(m,1
H), 3,5(m,2H), 4,2(s,1H),  144- 1089, 803
4,8(d,J=8,5Hz,1H), 7,2(rn,6H),  146 7,5(s,,1H),
7,7(8,2H) a 73 WO 2005/077897 PCT/EP2005/001658 19
3263, 1489, 1320, 0.7(d,J Hz,3H). 2(t,J=7,5Hz,  123
1150, 1088, 1014, 1H), 2,7(m,1H), 3,3-3.6(m,6H),
4(s,1 H), 4,3(d,J Hz,1 H), 7,2 128 805 (m,BH),
7,3-7,5(m,4H), 7,7(d.  J=7,7Hz,1 H), 7,8(d,J=7,2Hz,
1H 79dJ=75Hz,1H 20 3319,1489, 1328, 0,7(d,J=6Hz,3H),
2,4(t,J=7,5  r 'x'19 117- 1167,1136, 1090, 3,S(t (t.,1
H}, 3 ,J=7.551SHz,1 H}, 4,,2(2(ss,, 1 1 H), H),  118
804 4,3 (d,J=9,31-ia,1H), 7.2 ____ 7,4 m 13H 



21 3219,2261, 1743, 0,8(m.6H), 0,9(d,J=7,2Hz,3H),   65
jr 61489, 1331, 1147, 1,4(m,1H), 1,8 2,2(m,SH), 2,4
1089, 804 (m,1H), 2.6(m,IH), 2.9-3,3(m,  3H),
3,7(m,2H), 4,3(s,IH),  5,8(m,1 H). 7,2(m,SH) 22 3292,
1489, 1328, 0,4(d,J6Hz,3H), 22(t,J=7,5Hz  "' y Y 0
171- 1162,1135. 1 D89. .IH), 2,8(m,IH), 3,3J=7,5Hz, I
H). 3,4(m.IH), 4,1(s,1 H), 5(d,  CP6 174 1015, 800
J=B,4Hz,1H), 7,15(m,BH), 7,5- v 7,7(m,3H).
7,9(d,J=SHz,1H), 8(d,J=7,7Hz,1H), 8,25(d,J=  73Hz,1H,
dJ=81 1H  23 3225, 1583. 1488, 0,6(d,Jw6,3Hz,3H),
2,3(m;IH),  160- 1323,1244, 1159, 2,9(m,1 H),
3,4(m,2H),  4.2(8,1 H), 4,8(d,J=8,7Hz.1H),  162 1091,
803 7(m,3H), 7,2(m,IOH),  7,4(m,2H),
7.75(d,J=8.8Hz,2H)  24 3290, 1490, 1323.
0,65(d,J=6Hz,3H), 2,3(s,3H),   173- 1152,1058.803
2,4(m,4H), 2,9(m,1 H), 3.40.1 H), 3,5(t,J=7,1Hz,1H).
175 3,7(s,3H), 4,2(s,IH),  4,7(d,J--9,3Hz,1H),
7,2(m,BH) 25 3295, 1489.1334, . 0,5(d,J=6Hz,3H),
2,3(t,J=7,5  Two 192- 1159,1088, 800, Hz,1 H), 2,9(m,1
H), 3,4(tJ=7.4  o- Hz,1H), 3,5(m,IH), 4,1(s,IH), 197
753 5(d,J=B,9Hz,IH), 7,2(m,BH),  7,5(m,2H).
7,9(d,J=7,1 Hz,1 H),  62dJ=86HzIH 26 3233,3155, 1501,
0,7(d4=BH;3H), 2,4(m+s,4H),  u'y 0 ' 173- 1488, 1327,
1158, 3( 4~ (d,J=9 7Hz,1 H). 7,2- ~~  



176 1089, 7,4(m,10H), 7,5(m,3H), 7.8(8.1 H) 27 1591,
1491,1347, 0,7(d,J=6,lHz,3H), 2,6(s,3H  182- 1185,
1086, 1012 2,8(t,J=7Hz,IH), 3,2(m,IH),  3,4(m,2H),
4,3(a,IH), 7,1 186 7,3(m,IOH), 7,7(m,2H)  74 WO
2005/077897 PCT/EF7,0051001658  28 1592,1509, 1493,
0,6(d,J=5.9Hz,3H), 2,6(t,J=7,5 75-78 1349,1220,1156,
Hz1H), 3(m,1H), 3,2(t,J=7,6
Hz,1H),3,9(m,1H),4(s,1H),4,4  ` o Y1 1089, (s,2H),
7-7,3(m,14H).7,8(m,2H)  F 29 2967, 1592, 1492,
0,7(d,J=SHz,3H), 0,9(t,J=7,3  91-97 1351,1157, 1088,
3H), 1,6(m,2H), 2,7(t,J=7,7  Hz1H), 3(m,2H),
3,2(m,1H), OF _ 1014, 804 3,4 4,3 (s,1,2Hz
7H7,3(m~OH), )  T7m2H 30 1592,1493.1370 ' 0,6(d.J
6,3Hz,3H), 3,3(t,J=7,5  p an 1169, 1157.1088 g 1 HI z
I H). 3 9(m,I )4(m,  Y.~C 1H), 4,5(6,1 H), 7,2(m,10H),
8(m2H) 31 - 1591, 1493, 1376, 0,5(d,J=BHz,3H),
3,3-3,4(m,2H).    60-64 1175, 1154, 1.087, 4(m,IH),
4,3(m,IH); 4,5(s,IH),  970 7,2(m,12H), 8(m,4H), 838
32 154- 3238.1591, 1490, 0,6(d,J=6Hz.3H), 2,3(m,1H),
157 1325,1157, 1090, 2.9(m,1H), 3,4(m,2H); 4,2(s.I H),
4,T5(d,J=7,6H7,1 H),  



802 7,1-7,25(m,12H), 7,8 (m, 2H)  Racemate 154- 3254,
1593, 1492, 0,5(d,J=6H7,3H), 2,3(m,1H),  158 1154,
1329, 1090, 2.9(m,1 H), 3,4(m,2H); 33 4.1(8,1H),
4,7(dJ=8,9 Hz,1H),  803 7,1-7,2 (m.12H), 7.8 (m, 2H)
(2R, 3S)) 75 -_ is WO 2005/077897 PCr/EPSOOS/001658
Pharmacological Data: I. In-vitro determination of
affinity to C87/CB2-Rezeptors The affinity of the
inventive substituted azetidine compounds to CBI/CB2
receptors is  determined as described above. Some of
the values obtained are given in the  following table
II: Table II: Compound CBS Receptor CB2 Receptor
according to Radlollgand:[3H]-CP55940
Radioligand:[3H]-CP55940  Example % l4 (nM) % ic (nM)
Inhibition inhibition 10M 104 M . 1 60% - - - 5 59%
264 4,6% - 6 66% - 13,5% -- 14 82% - - - 15 68% - - -
18 95% - - - 25 87% -- --- - 33 71% - - - 76 



WO 2005/077897 Pcr/Eno051101658  ii. In vivo bioassay
system for determination of cannabinold activity The
determinlnation of cannabinoid activity in-vivo was
determined as described  above. Some of the values
obtained are given In the following table III: Table
III: Compound dosis edministwat 5 mg&g i.v. dosis
admidsferod 5 mgAc I.v. a= fdilg to Agordstc effect
prior to Wim 55212-2 Ina dose of l,26rrgtkg Iv.
Antagonlsfic Effect example: A 8 C. D A B. C D  1 5 0
0 0 46 10D 47 20  5 2 0 0 0 77 100  71 57  a 0 0 0 0
32 32 51 46  14 16 0 0 0 12 71 14 9  15 14 0 0 . 0 72
100 57 71  i.v. intravenous A Hot-Plate test  B:
Hypothermia  C: Catalepsy D: Sedation As can be seen
from the values given In table Ili the Inventive
azetidine compounds  act as cannabinoid receptor
antagonists, particularly for the CB1-receptors. 77
Claims:  1. Substituted Azetidine compounds of general
formula 1, R! Rs  R2 I I Fe 1  cl wherein  IV
representsan at least mono-substituted phenyl group, 



Rz represents a saturated or unsaturated, optionally
at least mono-substituted,  optionally at least one
heteroatum as ring member containing cydaaiiphatio
group, which may be. condensed with an optionally at
least mono-substituted  mono- or polycyclic ring
system. or an optionally at least mono-substituted
aryl or  hetetvaryl group, which. may be condensed
with an optionauy. at least morn- substituted mono- or
polycycliic ring. system, l ..  R' represents a linear
or branched, saturated or unsaturated: optlonaily at
least .  mono-substittrted aliphatic group, a
saturated or unsaturated..aptionaUy at least
mono:substituted,.optionallyat least oneheteroatom
as.rirg member containing  cyr foaliiphatic group,
with may be condensed with a mono- or potycyyclic
ring- system and/or which may be bonded vla.a linear
or branched aP ene group, or  an optionally at Ieest
mono subsGhrted aryl or heteroaryl gr:nlp, watch may
be  condensed with a mono- or polycyclic ring system
and/or which may be bonded  via. a linear or branched
alkylene group. with the proviso dud F 1s bonded to
the.  azetidine. ring via a carbon atom. 78
AMENDED-SHEET R' represents a hydrogen atom, a cyan
group, a carboxy group, a linear or  branched alkyl
group, or an optionally at least mono-substituted aryl
group,  R'representp an --O-SOrR6-moiety, an -NH-C
-R1-moiety, an -NHrmoiety, an  --NH-SOrR5 moiety, an
-NFe-S%- 70-molety or an O-CO-W1-moiety. RB represents
a linear or branched, saturated or unsaturated,
optionally at least  mono-substituted aliphatic group,
a saturated or unsaturated, optionally at least
mono-substituted. optionally at least one heteroatom
as ring member containing  cycioallphatlc group, which
may be condensed with a mono- or polycycliic ring-
system and/or which may be bonded via a linear or
branched.alkylene group, or  an optionally at least
mor*-s ted aryl or heternaryl group, with may be
condensed with a mono- or polycyclic ring system
and/or which may be bonded  via a linear or branched
alkylene group. R' represents a linear or branched,
saturated or unsaturated. optionally at least  



mono-substituted aliphatic group, a saturated or
unsaturated, optionally at least  mono-substituted,
optionally at least one heteroatom as ring member
containing,  cycloaliphatic group, which may be
condensed with a mono- or polycycliic ring- system
and/or which may be bonded via a linear or branched
alllWlem group, or  an optionally at least
mono-substituted -aryl or heteroaryl group. with may
be  condensed with a mono- orpolycydic ring system
and/or which maybe bonded  via a linear or branched
alkylene group. R represents a linear or branched,
saturated or unsaturated, optionally at least
mono-substituted aliphatic group. a saturated or
unsaturated, optionally at least  mono-substituted.
optionally at least one heteroatom as ring member
containing cydoaliphatic group, which may be condensed
with a mono- or polyryclic ring- - system and/or which
may be bonded via a linear or bridged alkylone group,
and/or which may be bridged by a linear or branched
alkylene group. or an optionally at least
mono-substituted aryl or heteroaryl group, which may
be f  condensed.with a mono- or polycy+dic ring system
and/or which maybe bonded via a linear or branched
alkylene group, .  79  AMENDED. SHEET R represents an
-SSOZ-R72 moiety, a -CO-R73-moiety, a linear or
branched,  saturated or unsaturated, optionally at
least mono-substituted aliphatic group, a  saturated
or unsaturated, optionally at least mono-substituted,
optionally at least  heteroatom as ring member
containing cydoaliphatic group, which may be
condensed with a mono- or polyayclic ring-system
and/or which may be bonded  by a linear or branched
alkylene group and/or bridged by a linear or branched
alkylene group, or an optionally 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 an alkylene group, r)
R10 represents a linear or branched, saturated or
unsaturated, optionally at least  mono-substituted
aliphatic group, a saturated or unsaturated,
optionally at least  mono-substituted, optionally at
least one heteroatom as ring member containing  



cydloaliphatic group, which may be condensed with a
mono- or polycyclic ring- system and/or which may be
bonded via a linear or bridged atk)Aene group,  and/or
which. may be bridged by a linear or branched alkylene
group, or an  optionally at least mono-substituted
aryl or heteroaryl group, which may be  condensed with
a mono- or polycyclic ring system and/or with may be
bonded  via a linear or branched alkylene group, R"
represents a linear or branched, saturated or
unsaturated, optionally at least  mono-substituted
aliphatic group, a saturated or unsaturated,
optionally at least  mono-substituted; optionally at
least one heteroatorn as ring member containing
cycloaliiphaticgroup, which may be condensed with a
mono- or polycyclic ring- 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
aryl or heteroaryl group, which may be  condensed with
a mono- or polyryctic ring system and/or which. maybe
bonded  via a linear or branched alkylene group, Ri2
represents a linear or branched, saturated or
unsaturated. optionally at least  mono-substituted
aliphatic group, a saturated or unsaturated,
optionally at least  mono-substituted. optionally at
least one hetsroatom as ring member containing  cy
loaliphatic group, which may be condensed with a mono-
or polycydic ring- 8o AMENDED SHEET system and/or
which maybe 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 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, Ru represents a smear or branched,
saturated or unsaturated, optionally at least
mono-substituted aliphatic group, a saturated or
unsaturated, optionally at least  mono-substituted,
optionally at least one heteroatom as ring member
containing  cydoaliphatic group, which may be
condensed with a mono- or polycyclic ring- 



system and/or which maybe bonded via. a hear or
bridged aucylene group,  and/or which may be bridged
by a linear or branched alkylene group, or an
optionally at least mono-substituted aryl or
heteroaryl group, which may be  condensed with a mono-
or polycyelic ring system and/or which may be bonded
via a linear or branched alkylene group, optionally In
form of one of the stereolssomers. preferably
enantiomers or  diastereomers, a racemate or in form
of a mixture of at least two of the
stereolsomers,.preferably enar omers and/or
dlastereorners. In any mbdng ratio, or a corresponding
14oxlde thereof, a corresponding salt thereof. or a
corresponding solvate thereof, with the proviso that
compounds of general formula 1. In which R' and R2
each  represent an unsubstttuted phenyl group, RS
represents an -0 SO -R-moiety  and R representsa
methyl group are excluded. 81  AMENDED SHEEP -_ ....
is 2. Compounds of general formula I according to
claim 1, wherein R' represents a Phenyl group, said
phenyl group being substituted with 1. 2. 3.4  or 5
substituents Independently selected from the group
consisting of F. Cl, Br,  linear or branched C,.
alkyl. linear or branched C,-6 alooxy, -((>=O)-H, -OH,
-CF3,  -OCF3. -CN and -COOH, R2 represents a phenyl
group, said phenyl group being unsubstituted or
substituted with 1. 2, 3, 4 or 5 substituents
Independently selected from the group  consisting of
F. a, Br. linear or branched C~$ alkyl, linear or
branched Cps  alcoxy, -(GO)-H. -OH, -CF3, -OCF3, -CN
and -COON. R3 represents a linear or branched.
unsubstituted Cis alkyl group.  R4 represents a
hydrogen atom, -CN, -000H, a linear or branched,
unsubstituted C*.6 alkyl group, or a phenyl group,
said phenyl group being  unsubstituted or substituted
with 1. 2, 3.4 or 6 substituents independently
selected from the group consisting of F. CI, Br,
linear or branched C1.0 alkyl,  



Unear er branched G_s akcoxy. -(C O)-H. -OH, -CF3,
-OCF3, -CM and -COON,  Rs represents an
-0SOz-Rs-moiety. an -NIi-CO-RT-moiety. an
--NHZ-moiety, an  -NH5O3 moiety, or an -NFe-SQV
1-moiety or an --O-C(=-0}R''-moiety, F{ represerris a
phenyl group, said phenyl group being unsu ted or
substituted with 1, 2.3.4 or 5 sum independentky
selected from the group  consisting of F, CI, Br,
linear or branched C14atkyl, linear or branched Ci$
alt oxy, -(0=0)-H. -OH, -CFa. -0CF3, -CN and -COON, RF
represents a linear or branched C14 alkyl group, said
alkyl group being  unsubstituted or substituted with
1, 2,3. 4 or 5 substituents independently  selected
from the group consisting of F, CI, Br, -OH, -5H,
linear or branched C1$  alcoxy, -CF3 and -OCFB; a
cyclopentyl or cyclohexyl group, said cydopentyt or
cydohexyl group being unsubstituted or substituted
with 1, 2, 3, 4 or 5 82  AMENDED SHEET substituents
independently selected from the group consisting of F.
CI, Or. -OH. - SH, linear or branched Cr.s alcoxy,
-CF3 and -OCF3; or a phenyl group, said  phenyl group
being unsubstituted or substituted with 1, 2. 3, 4 or
5 substituents  Independently selected from the group
consisting of F, Cl. Br, linear or branched  Cm alkyl,
linear or branched C1 alcoxy, -(C-O)-H, -OH. -CF3,
-OCF3, -CN and - COON. R8 represents a linear or
branched Ci-c alkyl group; an aryl or heteroaryl group
selected from the group consisting of phony!,
naphthyl. thienyi, furanyi (furyl),
2,1,3-bermothiadiazole, benzo[b]thlophenyl,
benzolb]furanyl, imklazo12.1- b]thiazole 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
F, CI, Or, linear or branched Cr c alkyl, linear or
branched Cr$  atcoxy, phenyl (optionally substituted
with 1, 2, 3, 4 or 5 substituents  independently
selected from the group consisting of F, Cl, Br, ON,
linear or  branched (h alkyl and linear or branched
Cn-alcoxy), phenoxy (optionally  substituted with 1,
2, 3, 4 or 5 substituents Independently selected from
the group  



consisting of F, Cf. Or. OH, linear or branched C,.s
alkyl and linear or branched  C,.& alcoxy). -902-CH3,
-(C--O)-H, -Ohl. -CFs, -OCF3, -CN and -COOH and said
aryl or heteroaryl.group being optionally bonded via a
GI-3 alkylene group; or a cy CIOhexyl group. said o
dohexyi group being optionally bonded via a C,4
alkylene bridge and/or being optionally bridged by a
linear or branched Cr$  alkylene bridge and being
unsubstiprted or substituted with 1, 2, 3, 4 or 5
substihlents Independently selected from the group
consisting of F, Cl, Or. linear  or branched C,.e
alkyl, linear or branched Cie alcoxy. -(C=D)-H, -OH,
-CF3, O. - 0OFt: OCF3. -CN and R9 represents an
--SO~rW-molety; a -(C)-R"-moiety; a linear or branched
Cr$ alkyl radical; or a phenyl radical, said phenyl
radical being unsubstituted or  substituted with 1. ,
3.4 or 5 substituents Independently selected from the
group  consisting of F. Cl, Or, linear or branched Cry
alkyl, linear or branched Ci a  alcoxy, -(0=0)-H. -OH,
-CF3. -OCF& -CN and -COON and/or said phenyl radical
being optionally bonded via a Cr3-alkylene bridge, 83
AMENDED SHEEP R10 represents a linear or branched C1-5
alkyl group; an aryl or heteroaryl group  selected
from the group consisting of phenyl, naphihyi,
thienyl, furanyl (furyI).  2,1,3-benzothiadlazole,
benzo[b]thiophenyl, benzo[b)furanyl, imidazo[2.1-
b)thiazole and pyrazole, said aryl or heteroa'I group
being unsubstituted or  substituted with 1, 2.3.4 or 5
substituents independently selected from the group
consisting of F. Cl, Br, linear or branched Chu alkyl,
linear or branched C, alcoxy. phenyl (optionally
substituted with 1, 2, 3, 4 or 5 substituents
Independently selected from the group consisting of F,
Cl, Br, OH, linear or  branched C1-6 alkyl and linear
or branched Ci-ralcoxy). phenoxy (optionally
substituted with 1. 2, 3, 4 or 5 substituents
Independently selected from the group (J consisting of
F. CI, Br, OH, linear or branched C1.6 alkyl and
linear or branched  Cis-alcoxy), sOz-CH3..(C-O)-H,
-0H. -CF3, -OCFF, -CN and -COON and said  



aryl or heteroaryl group being optionally bonded via a
C13 alkylene group; or a  cyclohexyl group, said
cyclohexyl group being optionally bonded via a C,$
alkylene bridge and/or being optionally bridged by a
linear or branched C1.3  alkytene bridge and being
unsubsttuted or substituted with 1, 2, 3. 4 or 5
substituents independently selected from the group
consisting of F, Cl, Br, linear  or branched C,.s
alkyl, linear or branched Ci$ alcoxy, -(Cz0}H; -0H,
-CF3, ). - OCF3, -CN and -GOOH; R'i represents a
linear or branched C,.s alkyl group-,an aryl or
heteroaryl group  selected from the group consisting
of phenyl, naphthyl. thienyl, furanyt (fury!).
2.1,3-berizothiadiazole, benzo[b]thiophertyt.
benm(b]furartyl, imkiazo[21- b]thiazole and pyrazolb,
said aryl or hoteroaryl group being unsubstituted or
substituted with 1, 2, 3, 4 or 5 substituants
independently selected from the group  consisting of
F, CI, Sr. linear or branched Ci.o alkyl, linear or
branched On  alcoxy, phenyl (optionally substituted
with 1. 2, 3, 4 or 5 substituents  independently
selected from the group consisting of F. CI. Sr, OH,
linear or  branched On alkyl and linear or branched
C,$alcoxy), phenoxy (opt optionally  substituted with
1, 2, 3.4 or 5 substituerhts independently selected
from the group  consisting of F, Cl, Sr, OH, linear or
branched Ch-6 alkyl and linear or branched C alcoxy),
-SOz-CHj. -(CsO)-H; -0H, -CF3. -0CFs, -CN and -000H
and. said  aryl or heteroaryl group being optionally
bonded via a Cra alkylene group; or a  aydohexyl
group, said yydohexyl group being optionally bonded
via a C,-z 84  AMENDED SHEEP alkylene bridge and/or
being optionally bridged by a linear or branched Cis
alkylene bridge and being unsubstihrted or substituted
with 1. 2. 3, 4_or5  substituents Independently
selected from the group consisting of F. Cl. Br,
linear  or branched C1s alkyl, linear or branched C1$
alcoxy, -(CtO)-H, -OH, -CF3, =O, - OCF3. -CN and
-COOH; R72 represents a linear or brandied Ci-s alkyl
group, an aryl or heteroaryl group  selected from the
group consisting of phenyl, naphthyl. thienyl, furanyl
(fury[),  



2,1,3-benzothladiazole. benzo[b]ihiophenyl,
benzo[b]furanyi, imidazo[2.1- b]thiazole and pyrazole,
said aryl or heteroaryl group being unsubstituted or
substituted with 1, 2, 3, 4 or 5 substituents
independently seceded from the group  consisting of F,
Cl, Br, linear or branched C1-a allprl, linear or
branched C1. alcoxy. phenyl (optionally substituted
with 1, 2, 3, 4 or 5 subsdtuents  independently
selected from the group Ong of F, Cl, Br, OH, linear
or  branched C14 alkyl and linear or branched
Cis-aicoxy), phenoxy (optionally  substituted with 1.
2, 3.4 or 5 substituents independently selected from
the group  consisting of F. Cl. Br, OH, linear or
branched C" alkyl and linear or branched
C,-6-alcoxy), $O2-CH3, -(C--O)-H. -OH. -CF3. -OCF3.
-CN and -COOH and said  aryl or heteroaryl group being
optionally bonded via a C1-3 alkylene group; or a
cyciohexyl group. said cyclohexyl group being
optionally bonded via a C14  alkylene bridge and/or
being optionally bridged by a linear or branched. Cr4
alkylene bridge and being unsubsiituted or substituted
with 1. 2, 3, 4 or 5  substituents Independently
selected from the group consisting of F. Cl, Br,
linear  or branched C1$ alkyl, linear or branched C1.p
alcoxy. -(C=O)H, -OH, -CF3. =0, - OCF3. -ON and -COOH;
R13 represents a linear or branched C,a alkyl group,
an aryl or heteroatyi group  selected from the group
consisting of phenyl, naphthyl, thienyi, furanyl
(furyt).  2.1,3-benzothladiazole, berizo[b]thiopherM.
ber~zo[b]furarryl. imkiaza[2.1 b]t hiazole and
pyrazole, said aryl or heteroaryl group being
unsubstituted or  substituted with 1, 2, 3, 4 or 5
substlfuents independently selected from the group
consisting of F, CI, Br, linear or branched C1.6
alkyl, linear or branched C1.e alcoxy. phenyl
(optionally substituted with 1.2, 3, 4 or 5
substituents  Independently selected from the group
consisting of F, CI, Br, OH, linear or  85 AMENDED
SHEET branched C~ alkyl and linear or branched
C,"lcoxy), phenoxy (optionally  substituted with 1, 2,
3, 4 or 5 substituents independently selected from the
group  consisting of F. CI, Sr, OH, linear or branched
C1 alkyl and linear or branched 



G, -aIcoxy), -SOrCli3, -(C--O)-H, -OH. -CF36 -OCF3,
-CN and -COON and said  aryl or heteroaryl group being
optionally bonded via a Cho alkylene group: or a
cyclohexyl group, said cyciohexy1 group being
optionally bonded via a C,3  apryfene bridge and/or
being optionally bridged by a linear or branched Cry
alkyleno bridge and being unsubstituted or substituted
with 1.2.3, 4 or 5 subst tuents independently selected
from the group consisting of F, Cl. Sr. linear  or
branched Cr a alkyl, linear or branched Cie alcoxy,
-(C--O)-H, -OH, -CF3, =O, - r j OCF3. -CN and --COON;
optionally In form of one of the stereoisomers,.
preferably enarrtiomers or  diastereomers. a racemate
or in form of a mixture of at least two of the
stereolsomers, preferably enantiomers
and/ordiastereomers, In any mbdng ratio, or a
corresponding N-oxide thereaf._ a corresponding
saltthereof, or a  conwponding solvate thereof_ 3.
Compounds according to claim I art  X 3  x .86 P1 ,
AMENDED SHEEI:: wherein  X represents a halogen atom,
preferably a chlorine atom, R~ represents an
x,502-Re-moiety, an -NH-CO-R'-moiety, an
-41H3-rnolety, an  -NH-SG -R8 moiety, or an
-NR9-SO.-R10-moiety or an --O-C(=O}R11-moiety, Rs
represents a phenyl group, said phenyl group being
unsubstituted or  substituted with 1, 2, 3, 4 or 5
substituents Independently selected from the group
consisting of F, Cl, Br, linear or branched Cr.ealkyl,
linear or branched Cz.e r J alcoxy, {(r0)-H, -OH.
-CF3, -OCF3. -CN and -COON. R' represents a linearor
branched Cr.5 alkyl group, said alkyl group being
unsubstituted or substituted with 1.2.3, 4 or 6
substituents independently  



selected from the group consisting of F, Cl, Br, -OH,
Si-I, linear or branched Cn-s  alcoxy, -CF3 and -OCF3;
a cyclopentyl or cydohexyl group, said cydopentyl or
cyclohexylgmup being unsubstltuted or substituted with
1, 2, 3,4 or 5  substituents independently selected
from the group consisting of F, CA, Br, -OH, - SH.
linear or branched Cr$ alcoxy, -CF3 and -0CF3; or a
phenyl group, said  phenyl group being unsubstituted
or substituted with 1, 2, 3.4 or 6 substituents
independently selected from the group consisting of F.
Ck Br linear or branched.  Cry alkyl. linear or
branched Cj-s alcoxy, -(CS!)-H, -0H, -CF3, -OCF3, -CN
and - r~ , COON, RB represents a linear or branched C4
alkyl group; an aryl or heteroaryl group  selected
from the group oansisCxrg of phergA, naphthyl;
thletryl, furanyl(furyl),  2,1,3-benzothiadiazole.
benao[b]thbphenyl, benzo[b]furanyI. bnktazo[2.1-
b]thlazole and pyrazale, said aryl orheteeroaryl group
being unsubstltuted or  substituted with 1,.Z 3.4 or 5
substifuents Independently selected from the group
consisting ofF, C1. Br, linear or branched 0i4alkyl,
linear or branched C1-6  alcoxy. phenyl (optionally
substiluted with 1, 2, 3.4 or5 substituents
Independently selected from the group consisting of F,
Cl, Br, OH, linear or  branched Cve alkyl and .linear
or branched Cj-s-aicoxyj. phenoxy (optionally
substituted with. 1, 2, 3, 4 or 5 substituents
Independently selected turn the group  87 AMENDED
SHEET consisting of F. Cl, Br, OH, linear or branched
C14 alkyl and linear or branched  C16-alcoxy),
-SSOz-CFla. -CF3, -OCF3. -CN and -COON and said  aryl
or heteroaryl group being optionally bonded via a C1-3
al)ylene group; or a  cyclohexyl group, said cydohexyl
group being optionally bonded via a C1a  alkylene
bridge and/or being optionally bridged by a linear or
branched C14  alkylene bridge and being unsubsituted
or substituted with 1, 2. 3, 4 or 5  substituents
independently selected from the group consisting of F.
Cl, Br, linear  or branched C1-0 alkyl. linear or
branched C14 alcoxy, -(C=0)-H, -01-1, -CF3, =0, -
0CF3. -CN and -C00H; 



t  represents an -sO2-R12 moiety- a -(C O)-R"-moiety;
a linear or branched  q-6 alkyl radical; or a phenyl
radical, said phenyl radical. being unsubstituted or
substituted with 1, 2, 3, 4 or 5 substituents
Independently selected from the group  consisting of
F. Cl. Br, linear or branched C1.6 alkyl, linear or
branched C1$  alcoxy. -(CrO)-H, -01-1, -CF3. -0CFF.
-CN and -000H and/or said phenyl radical  being
optionally bonded via a C1.s-alkylene bridge, R70
represents a linear or branched O alkyl group; an aryl
or heteroaryl group  selected from the group
consisting of phenyl, naphthyl. thienyl, furanyl
(ftiryl).  2,1,3-benzothtadiazole, benzo[b)thlophenyl,
benzolb]turanyl, imidazo[2.1- b]thiazole and pyraaole.
said aryl or heteroaryl group being unsubslituted or
substituted with 11. 2, 3, 4 or 5 substltuerds
Independently selected from the group  consisting of
F. CI, Br, linear or branched C1-Galkyl, linear or
branched C1-c  alcoxy. phenyl (optionally substituted
with 1, 2.3, 3,4 or5 substituents Independently
selected from the group consisting of F, Cl, Or, OH,
linear or  branched C1o alkyl and linear or branched
C1-0-alcoxy), phenoxy (optionally  substituted with 1,
2.3, 4 or 5 substnaents Independently selected from
the group  consisting of F. Cl. Or. OH, linear or
branched C1.6 alkyl and linear or branched
C1.vaicoxy). SO2-CFI3, -((>0}H. -OH, -CF3, -00F3, -ON
and -COON and said  aryl or heteraaryl group being
optionally bonded via a C14 alkylene group: or a
cydohexyl group. said cydohexyl group being optionally
bonded: via a C11-3  alkylene bridge and/or being
optionally bridged by a linear or branched C1-
alkylene bridge and being unsubstituted or substituted
with 1, 2, 3, 4 or 5  substituents. Independently
selected from the group consisting of F, Cl, Sr.
linear  88 AMENDED SHEET or branched C,$ alkyl, linear
or branched C14 alcoxy, -(C=O)-H, -OH, -CF3, ~O, -
OCF3, -ON and -COOH; fi" represents a linear or
branched C1-5 alkyl group; an aryl or heteroaryl group
selected from the group consisting of phenyl,
naphthyl, thienyl, furanyl (furyi),
2,1,3-benzothiadiazole, benzo(b)ihiophenyl.
benzo[b]furanyl. imldam[2.1- 



b]thlazole 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 F. CI, Br, linear or branched Ch..
alkyl, linear or branched C,-6 alcoxy, phenyl
(optionally substituted with 1, 2, 3.4 or 5
substituents  Independently selected from the group
consisting of F, Cl, Br, OH, linear or  branched C1_6
alkyl and linear or branched Cos-alcoxy). phenoxy
(optionally  substituted with 1,2.3,4 ors substituents
independently selected from the group  consisting of
F. Cl. Sr. OH, linear or branched C,.s alkyl and
linear or branched  Ci.salcoxy). -SOr-CH3, -(0=0)-H,
-OH, -CFs. -0CF3, -CN and -000H and said  aryl or
hetenoaryi group being optionally bonded via a C,s
alkylene group; or a  eyclohexyl group, said
cyciehexyl group being optionally bonded via a Cis
alkylene bridge and/or being optionally bridged by a
linear or branched Cis  alkylene 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  or branched Cr-5
alkyl, linear or branched C,-s alcoxy, -(C=O)-H. -OH,
-CF3. 0,  OCF3. -M arid -4DOOH; R12 represents a
linear or branched Cis alkyl group, an aryl or
heteroaryl group  selected from the group consisting
of phenyl, naphthyl, thienyl, furanyyl (furyl).
2.1.3-beruothladiazole. benzo[b]thiophenyl.
benzo[b]furanyl, imktazo[2-1- b]thiazole and.pyrazole,
said.aryt or heteroaryl group being unsubstituted or
substituted with 1. 2, 3.4 or 5 substituents
Independently selected from the group  consisting of
F. Cl, Sr, linear or branched Ci salkyl, linear
orbranched CI-0  atcoxy, phenyl (optionally
substituted with 1. 2, 3.4 or 5 substtuents
independently selected from the group consisting of F,
Cl, Br OH, linear or  branched Ci4 alkyl and linear or
brandied C -alcoxy), phenoxy (optionally  substituted
with 1, 2, 3, 4 or 5 substtuents Independently
selected from the group  consisting of F. Cl, Br, ON,
linear or branched C,,8 alkyl and linear or branched.
89 F. .  AMENDED SHEET 



Cs -alcoxy), s02-C%. -(C-O)-Fl. -OH. -CF3. -OCF3. -CN
and -COCH and said  aryl or heteroaryl group being
optionally bonded via a C1a alkyiene'group; or a
cyclohexyl group, said cyclohexyl group being
optionally bonded via a C,a  alkylene bridge and/or
being optionally bridged by a linear or branched Cra
alkylene 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  or branched C,4 allq,1, linear or branched Cr$
alcuxy. -(C=O)-H. -OH, -CF3, O, - OCF3. -CN and -COOH:
Ri3 represents a linear or brandied C1.s alkyl group,
an aryl or heteroaryl group  r) selected from the
group consisting of phenyl, naphthyl. thlenyl, furanyl
(furyl).  2,1.3-benxothladiazole, benzo[b]thlophenyl,
benzo[b]furanyl. imidazo[2.i- b]thiazole 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
F, Cl, Br, linear or branched On alkyl, linear or
branched Cns  alcaxy, phenyl (optionally substituted
with 1, 2, 3.4 or 5 subsiituents  Independently
selected from the group consisting of F, Cl. Br, OH;
linear or  branched on allgd and linear or brandied
C,walcoxy), phenoxy (optionally  substituted with 1,
2, 3, 4 or 5 subsdhrents Independently selected from
the group  consisting of F. CI, Br, OH, linear or
branched Cn" alkyl and linear or branched  C,-s-a"),
-SOrCH3, -(C =O)44. -OH. -CF3. -OCF3. -CN and -000H
and said  aryl or heteroaryl group being optionally
bonded via a C>_3 alkylene group; or a  cyclohexyl
group, said cyclohexyl group being optionally bonded
via a q-3  alkylene bridge and/or being optionally
bridged by a linear or branched On  alkylene bridge
and being. unsubstituted or substituted with 1, 2. 3,
4 or 5  substituents independently selected from the
group g of F. Cl. Br, Dear or branched C,-a allryl,
linear or branched Cr-.e alcoxy, -(C=O)-Hp -OW, -CF3,
O.  . .  OCF3. -CN and -COOH; optionally In form of
one of the stereolsomers, preferably enantlomers or
diastereomers, a racemate or In form of a mixture of
at least two of the  stereoisomers, preferably
enantiomers and/or diastereomers, in any mbdng ratio, 



or a corresponding N-oxide thereof, a corresponding
salt thereof, or a  corresponding solvate thereof. 80
AMENDED SHEEP 4. Compounds according to one or more of
claims 1-3 of general ferrule 1,  R1 RS R2 R'r  Ra
Wherein R1 represents a phenyl group. which is
morro-substituted with a halogen atom.  preferably a
chlorine atom. in the 4-position of the phenyl ring.
R2 represents a phony) group. which is
mono-substituted with a halogen atom,  preferably a
chlorine atom, in the 4-position of the phenyl ring.
R3 represents a lirlear or brandied. ultsubstituted
C.r a alkyl group. preferably a  methyl group, R4
represents a hydrogen atom, Fe represents an
--0-SOrR-molft. an ..NH-CO-R'-moiety. an -NIrmoiety.
an  -NH SOrR moi r, or an -IglR Sf}rR1p-moiety R6
represents a phenyl ring. which Is optionally
substituted with one or more  halogen atoms,
preferably one or moe fluorine,and!or one or more
chlorine  atoms, RT represents a linear or branched
Cn,s alkyl group, a linear or branched lira.  alkyl
group, which is at least partially fluorinated. a Gsa
cycloalkyl group. or a  phenyt group, which is
optionallysubstltuttd with one or more halogen atoms,.
preferably one or more fluorine atoms. 91  AMENDED
SHEET fie represents a linear or branched CI-6 alkyl
group, a phenyl group, which Is optionally substituted
with one or more substituents  independently selected
from the group consisting of a fluorine atom,.a
chlorine  



atom, an unsubstituted phenyl group, a formyl group, a
methylsulfonyl group, a  benzyl group and a phenoxy
group, which Is optionally mono-substituted by a
bromine atom In Its 4-position, a naphthyl group.
which may be bonded via a methylene or ethylene group,
a Benzo[b]ihiophene group, which Is optionally
substituted with one or more  methyl groups and/or one
or more chlorine atoms. a pyreznle group. which is
optionally substituted with one or more substituents
independently selected from the group consisting of a
methyl, group, an.ethyl  group and.a phenyl group, an
imidazo[2.1-b]thlazale group, which is optionally
substituted with one or more  chlorine atoms. a
thlenyl group. a furl group, a 2.1,3-3enzothiadiazole
group. a 7,7-Dimethyl-2- oxo-bicyclo-[2.2.1}-hept 1-yl
group, or a benzyt group, R9 represents a Cis alkyl
group. preferably a methyl gip. a phenyl group.  which
is optionally substituted With one or more fluorine
adli is and/or one or  more chlorine atoms, a benzyl
group, wherein the ring is optionally substituted
with one or more fluorine atoms. and/or one or more
chlorine atoms, or a SDz- R12-moiety . Rio represents
a phenyl group. which Is optionally substituted with
one or more  fluorine atoms and/or one or more
chlorine atoms, 92.  AMENDED SHEET R12 represents a
C14 alkyl group, preferably a methyl group, or a
phenyl group,  which Is optionally substituted with
one or more fluorine atoms and/or one or  more
chlorine atoms, optionally in form of one of the
stereoisomers. preferably enantlomers or
diastereomers, a racemate or In form of a mature of at
least two of the  stereoisomers, preferably
enantiomers and/or diastereomers. In any mWng ratio.
or a corresponding N-ode thereof, a corresponding salt
thereof, or a  corresponding solvate thereof 



r 5. Compounds according to one or more of claims 1-4
selected from the group  consisting of [1]
4-Fluoro-benzenesWFonio add
1-[trans-bis44.chl6ro-phenyl)-methyl]-2-
methyFv-etidin-3-yl ester. [2)
N-((2S,3R)-1-[BIs-(4-chlora-phenyl}methyl)-2-methyl-az
atldin-3-*2,2,2- trifluoro-acetamide, [3)
(28.3R)-1-[Bis44-chloro-phenyl)-methyq-2-methyl-azetid
in-3-ylarnine,  [4] Hexanolc add
(1-W4-chloro-pheM)-methyl]-2 yi-amddin-3- W  amide [5]
N-[(2S.3R)^1-[Bis-(a-chloro-phenyl)-methyl]-2-rnefhyl.
azetidin-3-yl)-4- fluoro4ionzenesulfonamide, [6]
Thiophene-2-sulfonicacid
{(2$,3R)-1-[bis-(4-chloro-phenyi)-methyq-2-
methylazetidin-3-ygamide, [7] Cyclohexanecarboxylic
acid {(2S.3R)-1-[bis-(4-dtloro-phenyl)-methyq-2-
methyl-azeldin3-yl]-amide, 93  AMENDED SHEEP . [8]
Butane-l-sulfonic acid
((2S,3R)-1-[bis-(4-chloro-phenyl methyl]-2-methyi-
azetidin3-yl}-amide. [9]
N-[(2S,3R)-1-[Bis-(4-chtoro-phenyl}methyl]-2-methyl-az
etidin-3-y(} S,5- difiuoro-berizamide, [10]
Naphthalene-2-sulfonlc add
(trans-i-[bis-(4-chlonrphenyl)-methyf]-2-
methyl-azetidln3-yf]amlde, .[11] biphenyl onic add {
turns-14bls-(4-chbm-phenyl)-mett~yi] 2-methyl- C i
azetidln-3 yf}amide, [12]
4-Acetyl-N{trans-l-{bis{4-chforo-phenyl)-methy1J-2-met
hyl-,azetfdin-3-yl]- benzenesuifonamide, [13]
N-[trans-l-[Sis-(4-"ro-phenyl}methyl]-2-methyI.azetldl
rr3.yIJ- -(4- bromo-phenoxy)-benzenesuifonamide,  [14]
N-{irans-14Bis{4
chbrn-phenyl}methylj-2-methyhazetidm-3-yI)r4 



met ylsuffonyl-benzenesutfonamide, [15] 2,1.3-Des
zothiadfaaole-4-suffonIc add
{trams-1{bis-(4-clrlpru-phenyl')- methyl]-Zrmethyf
azettidIn 3-yi]-amlda. [16]
5-Chloro.-3-methyl-ben24[b]thiophene-2-sutfostadd
{trans-l-[bls-{4-
ahloro-phenyl)-methyQ`2-mef1yl-azetidin 3-)l}-amldie.
[17] O-Gib4midam[2,1-b]thfazole-5-sulfonic acid
{trans-l-[bis (4 chlora-
phenyl)-methy2-methtfdin3*amide.  .[181 N q
trans-l-[Bfs-{4-chlom-phenyl)-methy
-2-methyHazeUdin73-y",6- dlchloro.benzenesutfonamfde,.
04  AMENDED SHEET [191 2
Naphthalene-1-yi-ethanesulfonic acid {
bans-l-[bis-{4chloro-phenyl}
methyll-2-methyl-azetidin-3-yt}-amide, [20]
N-{trans-1-Bis-(Mchlorm-phenyl)-methytj-2-methyl-azeti
din-3-yl-phenyl- methylsuffonamide, [21] N-(trans l-
s-(4-chloto-)henyl}methyq 2-methyl azetidin-3-yO-(7.7-
dimethyl2-oxo-bic
do[2.2.1]hept-1-y1)-methylsutfonamide, [22]
Naphthalene-1-sutfonic acid
(trans-l-[bls-(4-chbro-phenyt)-methyq-2-
methykmddin-3-yD-amide, a..  [23) N-(
trans-l-[8is-(4-rhtaro-phenyl)-methyl]-2-methylazetidi
n- -yl]-4 phenoxy-benzenesuffonamide,  [24]
1,3.rTrimeth*lH-pyrazaie-4-sulfanic add{
trans-1-[bis-(4-chbro-phenyl]-
methyg-2-methylazetidh-yi}-amide, Cpl
Ben[blmiophene-3-suffenic acid {
bans-1-bis{4-chbm-phenyt}methyl]-
2-methyl-azetid1n3-yfl-amide, [261 5-Methyl-l-phenyl-l
H-pyramte-a.sutfnntc add { trans-1 -[bis-(4chloro-
phenyl)-methyq2-methyl-azebdin yt]-amide, [27]
N-[b'ans-1-[Bis-(q-chbro-phenymettryq-2-methylmsttdin-
3-yg44-rnethyt- 4- laoro-berrzenesulfonamide, 



[281
N-(trarrs-l-[gis-(4-chlorv-phenyl}metyl[-2-methyl-arst
ldin-3-yi}-N-(4-
fluoro-berizyl).4-fluoro-benzenesutfnnamlde,  [291
N-{trans-l-[81x{4-chloro-phenyl}ntefhylf-2-meUtyl-azet
idin-3-yq-N-propyl- 4-tluono-benzenesuIbnamide, 95
AMENDED SHEET yl..  [30] N-(trans-l-[Bis{4
chlom-phenyl)-methyU-2-methyl-azeldin-3y )-N
(methylsulphonyl)-4fluoro-benzenesulfonamide,  [31]
N-[trans-l-[Bis-(4chloro-phenyl)-methyl]-2-methyl-azet
idin-3-yl}-N-bis(4- fluor)-benzenesulfonamide), [32]
N-((trans-l-[8is(4chloro-phenyA}methyl]-2-methyl-aaeud
in-3-y*4-fluom- benzenesulfonamide, and [33]
N-((2R,3S)-1-[Bis-(4-chloro-phenyl)-methy(]-2-methyl-a
zetidln-3-yg 4- r j fluero-benzenesulfonamlde;
optionally in form of a corresponding N-oxdde, a
corresponding salt or a  corresponding solvate. 6_
Process for the preparationof substituted azettdlne
compounds according to one  or more of claims 1-5,
characterized In that at least one compound of general
formula Il Fe R4  Fe OH  11 wherein R'to M have the
meaning.aocording to one or more of claims 1-5,. Is
reacted with at least one compound of general fomtula
V-SOt-R6 or X2-CO-R",  wherein RB and Rif have the
meaning according to one or more of claims 1-5  and X'
end )(2 are leaving groups. In a reaction medium,
optionally in the  presence of atleast one base, to
yield at least one compound of general formula  I
according to claim 1, wherein RS represents an
--OSOsR6 or a --0-CO-R"  moiety. and optionally
purifying and/or optionally Isolating said
compound(s), 



96  AMENDED SHEEP and optionally at least one of these
afore mentioned compounds, wherein R5  represents a
-O-502-86 or an--O-CO-R11 moiety Is reacted with
ammonia, to  yield a compound of general formula I
according to claim 1, wherein R5  represents an
--NH2-moiety, and optionally purifying and/or
optionally isolating  said compound(s), and optionally
at least one of these afore mentioned compounds,
wherein R5  represents an -NH2-molegr, is reacted with
at least one compound of general  formula X'-COR',
XiSOz-R5 or X5SOrR10, wherein k', Rs and R7 have the
meaning according to one or more of claims 1-5 and X'.
X4 and X5 represent  leaving groups, in a reaction
medium, optionally in the presence of at least one
base, to yield a compound of general formula I
according to claim 1, wherein R5  represents an
-NH-CO-R7-moiety, an -NH-SOz-t8--moiety, or an
-NFZO-SOrR10- moiety with Re representing a hydrogen
atom, and optionally purifying and/or  optionally
isolating said, compound(s), and optionally at least
one compound of general formula I, wherein R6
represents  an --NIA-SO 4 10-moiety with R'
representing a hydrogen atom is reacted with at  least
one compound of general formula X6-89: wherein R' has
the meaning  according to one or more of damns 1-5
with the exception of a hydrogen atom,  and X6
represents a leaving group, to yield at least one
compound of general  formula t according to claim 1,
wherein R5 represents an -NRQSQrR7-moiety,  and
optionally purifying and/or optionallyIsoiating, said
compound(s), or, that at leastone compound of general
formula Ill.  Ri H  Re Olt  111 97  AMENDED SHEET .
wherein R'-R9 have the meaning according to one or
more of claims 1x5, is  



oxidized to yield at least one compound of general
formula IV. R1 O  IV wherein R1-& have the meaning
according to one or more of claims 1-5, which is
optionally purified and/or optionally Isolated, and
reacted with at least one  compound of general formula
R&H, wherein R& represents an --NHiety or  an
-NHRB-moiety, wherein R has the meaning given above,
the resulting.  compound is optionally purified and/or
optienaly isolated and optionally reacted  with at
least one compound .of general formula )eCCO-R', X
-SOz-R or X6LsOa- R10. wherein Re, Re and R10 have the
meaning given above and X', X' and XI  represent
leaving groups, in a reaction medium, optionally in
the presence of at  least one base, to yield a
compound of general formula I according to one or
more of.claims 1-5. Wherein R6 represents an
-NHx-moiety, an-NH-CO-R7  mole4y, an -NH.SOrRe*molety,
or an -NROSO2-Wo-moiety, which is optionally  purified
and/or isolated. . 7. Process for the preparation of
substituted azetidlne compounds according to one  or
more of claims 1-5, characterized. In that at least
one compound of general  formula It,  R* V  98
AMENDED SHEET wherein Y represents a halogen atom,
preferably a chlorine atom or a bromine  atom, and R1
and R2 have the meaning according to one or more of
claims 1-5, is  reacted with at least one compound of
general formula VI, Ry  HN R4  3 



VI  optionally In form of a salt, wherein Re, R4 and
R5 have the meaning according to  one or more of
claims 1-5. In a suitable reaction medium, optionally
in the  presence of a base,. and the resulting
azetidine compound(s) Ware optionally  purified and/or
optionally isolated.. a.. Medicament comprising at
least one substituted azetidine compound of general
formula t, R'. Fe  l 1 - wherein R' represents an
optionally at least. mono-substituted phenyl group, RZ
represents a. saturated or unsaturated, optionally at
least mono-substituted.  optionally at least one
heteroalr as ring member containing cydoaliphatic
group, which may be condensed with an optionally at
least mono-substituted  mono- or.polycyclic ring
system, or an optionally at least mono-substituted
aryl or AMENDED SHEET heteroaryl group, which may be
condensed with an optionally at least mono-
substituted mono- or polycydic ring system, Ra
represents a linear or branched, saturated or
unsaturated, optionally at least  mono-substituted
aliphatic group. a saturated or unsaturated,
optionally at least  mono-substituted, optionally at
least one heteruatom as ring member containing
cydoaliiphatic group, which may be condensed with a
mono- or polycydic ring- system and/or 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  condensed with a mono-
or polycycic ring system and/or Which may be bonded r~
via a linear or branched alkylene group, with the
proviso that R3 Is bonded to the  azetidine ring via a
carbon atom, R4. represents a hydrogen atom, a cyan
group, a carboxy group, a linear or  brandied alkyl
group, or an optionally at least mono-substituted aryl
group, 



Re represents an -480rRe-moIety. an _VH-CO-R7-moiety,
an -NHzmolety, an  -NHSOz-R moiety an -NRSOTR'a-moiety
or an 0-CO-R11-moiety. Re represents a linear or
brandied, saturated or unsati uated, optionally at
least  mono-substituted aliphatic group, a saturated
orunsaturated. optionally at least  mono-substituted,
optionally at least one heternatom as ring member
containing  cydoaliphatic group. which may be
condensed with a mono- or potycycfic ring- system
and/or which may be bonded via a linear or branched
alkylene group, or  an optionally at least
monosukluded aryl or heteroaryt group, which may be
condensed with a mores- or poiyc9dlc ring system
and/or which may be bonded  via a linear or branched
alkylenegroup, Re represents a linear or branched,
saturated or unsaturated, optionally at least
mono-substituted aliphatic group, a saturated or
unsaturated, optionally at least  mono-substituted,
optionally at least one hetematorn as ring, member
containing  uydoallphatic group. which. may be
condensed with a mono- or polycycic ring- system.
and/or which may be bonded via a linear or branched
allrylene group, or  an optionally at least
mono-substituted aryl.orheteroaryl group, which may be
100 AMENDED SHEET condensed with a mono- or polycyclic
ring system and/or which may be bonded  via a linear
orbranched alkylene group, Re represents a linear or
branched, saturated or unsaturated, optionally at
least  mono-,substituted aliphatic group, a saturated
or unsaturated, optionally at -least
mono-substituted, optionally at least one heteroatom
as ring member containing  cydoaliphatic group, which
may be condensed with a mono- or polycyclic ring-
system and/or which may be bonded via a linear or
bridged alkylene group,  and/or which maybe bridged by
a linear or branched alkylene group, or an  optionally
at least mono-substihrted aryl or heteroaryl group,
which may be 9 condensed with a mono- or polycydic
ring system and/or which may be bonded  via a linear
or branched alkylene group, R represents an. -SO
-R12-moiety, a -CO-R"-moiety, a linear or branched,  



saturated or unsaturated, optionally at least
mono-substituted aliphatic group, a  saturated or
unsaturated, optionally at least mono-substituted,
optionally at least  heteroatom as ring member
containing cydoaliphatic group, which may be
condensed with a mono- or polycyclic ring-system
and/or which may be bonded  by a linear or branched
alkylene group and/or bridged by a linear or branched
alkylene group, or an optionally at least
mono-substituted aryl or heteroaryl.  group, which may
be condensed with a mono- or polycyciic ring system
and/or  which may be bonded via an alkylene group. R7
represents a linear or branched. saturated or
unsaturated, optionally at least  mono-substituted
aliphatic group, a saturated or unsaturated,
optionally at feast  mono-substttuted, optionally at
least one heteroatom as ring member containing
cycloalphatic group, wtdch may be condensed with a
mono- or polycycilc ling- system and/or which may be
bonded via a linear or bridged alkyfene group,  and/or
which may be bridged bye linear or branched alkylene
group, or an  optionally at least mono-substituted
aryl or heteroaryl group, which may he  condensed with
a mono- or polycyclic ring system and/or which may be
bonded  via a linear or branched alkylene group, 101
AMENDED SHEET R'r represents a linear or branched,
saturated or unsaturated, optionally at least
mono-substituted aliphatic group, a saturated or
unsaturated, optionally at least  mono-substituted,
optionally at least one heteroatom as ring member
containing  cydoallphatic group, which may be
condensed with a mono- or polycyclic ring- system
and/or which may be bonded visa linear or bridged ai
Mere group, - and/or which may be bridged by a linear
or brandied alkylene group, or an  optionally at least
monosubsUtuted 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, ~~. R'2 represents a linear or
branched, saturated or unsaturated, optionally at
least  mono-substituted aliphatic group, a saturated
or unsaturated, optionally at least  



mono-substituted, optionally at least one heteroatom
as ring member containing  cycloaliphatic group, which
may be condensed with a mono- or polycydic ring-
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 aryl or
heteroaryl group. which may be  condensed with a mono-
or polycydic ring system and/or which may be bonded
via a linear or branched alkylene group, Rho
represents a linear or branched, saturated or
unsaturated, optionally at least  mono substituted
aliphatic group, a saturated or unsaturated,
optionally at least  mono-substituted, optionally at
least one heteroatoin as ring member containing
cycoaliphatic group, which may be condensed: with a
mono- or potycydlc ring- system and/orwhich
maybe-bonded viva Iinearorbrtdged alkylenegroup,
'and/or which may be bridged by a linear or branched
alkylene group. or an  optionally at least
mono-substituted at$ or heteroaryt group, which may be
condensed with a mono- or polyaydk: ring system and/or
which may be bonded  via a linear or branched alkylene
group, 102  AMENDED SHEET y .. L. optionally in form
of one of the stereoisomers, preferably enantiomers or
diastereomers, a racemate or in form of a mixture of
at least two of the  stereoisomers, preferably
enantiomers and/or diastereomers, in any mixing ratio.
or a corresponding N-oxide thereof, a corresponding
salt thereof, or a  corresponding solvate thereof, and
optionally one or more pharmaceutically acceptable
exciplents. 9. Medicament according to claim 8,
characterized in that R1 represents a phenyl  group,
which Is optionally substituted by one or more
substituents independently  selected from the group
consisting of a halogen atom, a linear or branched Grp
alkyl group, a linear or branched Cc.o alcoxy group, a
fbrmyl group, a hydroxy  group, a trifluoromethyl
group, a trittuoromethoxy group. a -CO-Cr-alkyl group,
a  



cyano group, a carboxy group, a -CO-0-Cis-alkyl group,
a -CO-NR"RB- moiety,  a -CO-NH.NRR-moiety. an
-S-Cj.g-alkyl group, an -SO-C1.-alkyl group, an -
3Oz-Crsalkyl group, a -Cwalkylene-S-Ci. alkyl group. a
-GsalkyleneSO-Cr.6- alkyl group. a 6-al cyter>e-SOrC
6-aW group, a C+ 1W group substituted by  one or more
hydruxy groups and a _$-alkyiene-NRERF group, whereby
RA, RB, identical or different represent hydrogen or a
C-.ralkyl-group.  or R'' and RB together with the
bridging nitrogen atom form a saturated, mono- or
blcydtR 3-10 membered hetwocriia ring system. which
may be at least mono- substihited by one or more,
Identical or different G-a alkyl groups and/or which
may contain at least one Author heteroatom selected
from the group consisting of  nitrogen, oxygen and
sulphur as a ring member. Rc, R, Identical or
different, represent a hydrogen atom, a C1.6-alkyl
group, a  -CO-O-G.raIkyI group, a Csa-cydoalkyI.group.
a Cr$-atkylene-Csa- oalkyl  group.
C,-"lkylene-O-CGaalkyt group or a Cralkyt group
substituted with one  or more hydroxy groups, or R. R
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 more subsiltuents
independently  selected from the group consisting of
C,.B alkyl group. a -CO-C1.e-alW groups a -CO-O-
Ct.~F-alkyl group, a -CO-NH- Cn.Q-aIkyl group, a
-CS-NH- G.s-alkyl  group. an oxo group. a Cc4-alkyl
group substituted with one armors hydroxy  103 AMENDED
SHEET groups, a Cie,-alkylene-0-Gi.6-alkyl group and a
-CO-NH2 group and/or which  may contain at least one
further heteroatom selected from the group consisting
of  nitrogen, oxygen and sulphur as a ring member. and
wherein If. Rr, identical or different, represent
hydrogen or a Cn-"lkyl group, or  RE 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 more, Identical or different 01.6 alkyl groups
and/or which  may contain at least one further
heteroatom selected from the group consisting of  



nitrogen, oxygen and sulphur as a ring member. C1
preferably R1 represents a phenyl group, which is
optionally substituted by one or  more substituents
independently selected from the group consisting of a
fluorine  atom, a chlorine atom, a bromine atom, a
linear or branched G,.6-alkyl group. a  linear or
branched Cr.a aicoxy group, a fomfyl group, a hydroxy
group, a trrfiuoromethyl group, a tritluoromethoxy
group, a cyan group and a carboxy  group, more
preferably Ri represents a phenyl group, which Is
optionally  substituted by one or more substituents
independently selected from the group  consisting of a
fluorine atom, a chlorine atom, a bromine atom, a
methyl group, a  methoxy group, a tritkroromethyl
group and a trifluoromethoxy group, most  preferably
Ri represents a phenyl group, which is substituted by
a chlorine atom  in the 4-posifioon. 10. Medicament
according to claim 8 or 9. characterized in that R2
represents a  saturated or unsaturated, optionally at
least mono substituted. optionally at least
heteroatom as ring member containing C -K
cycloaliphatic group, which maybe  condensed with an
optionally at least mono-substituted mono- or
polycycllc ring  system, or an optionally at least
mono-substituted. 5- or 6-membered aryl or.
heteroaryl group, which may be condensed With an
optionally at least mono- substituted mono- or palyaMo
ring system, preferably R2 represents a phenyl  group,
which Is optionally substituted by one or more
substiuents Independently  selected from the group
consisting of a halogen atom, a linear or branched
G-u- alkyl group, a linear or branched C alcoxy group,
a formyl group, a hydroxy  group; a trifiluoromethyl
group, a trifluoromethoxy group, a -CO-GI-6-alkyl
group. a 104  AMENDED SHEEP cyan group, a carboxy
group, a --CO-O-C1 salkyI group, a CO-NR^R8- moiety,
a -C O NH-NRCR-moiety, an -$ Cis-alk 4 group, an
SO-C1.6-alkyl group, an - SO2-C1,3 alkyl group, a -Cj
e-alkyleneS-C,$alkyi group, a -C,-G-alkylene-SCa-Ci$
alkyl group, a -C1-Talkylene$02-C,$-alkyl group, a
C,-e-alkyl group substituted by  



one or more hydroxy groups and a,-s-alkylene-NRERF
group. whereby Re, Re, identical or different,
represent hydrogen or a Cwalkyl group,  or It" and Ra
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 more, Identical or different,
C1.e alkyl groups and/or which  may contain at least
one further heteroatom selected from the group
consisting of  nitrogen, oxygen and sulphur as a ring
member. Rc, R. identical or different, represent a
hydrogen atom. a C.r ualkyf group. a  -cO-O-C14-alkyl
group. a Cm-cydoatkyl group. a Cna alkylen~oafkyi
group. Ct.salkyleno-O-C, -alkyl group or a Ctralkyl
group substituted with one  or more hydroxy groups, or
Rc, R together with the bridging nitrogen atom form  a
saturated, mono- or bicydic, 3-10 membered
heterocyclic ring system, which  may be at least
mono-substituted by one or more substituents
Independently  selected from the group consisting of
C1-6 alkyl group, a -CO-Cwalkyl group, a -CO-O-
C1.s-aligd group, a -CO-NH- C.1 alkyl group, a -CS-NH-
C14-alkyl  group, an oxo group. a C1-4.--alkyl group
substituted with one or more hydroxy  groups, a
C1,-alkylene-4C i s-alkyl group and a-CO-NH2 group
and/or which  may contain at least one
turtherheteroatom 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 C1-5-alkyl group, or  RE and Rr together
with the bridging nitrogen atom form a saturated,
mono- or  bicyclic, 3-10 membered betemcydic ring
system, which may be at least mono- substituted by one
or more, Identical or different C,.s alkyl groups
and/or which  may contain at least one further
heteroatom selecxed from the group consisting of
nitrogen, oxygen and sulphur as a ring member, more
preferably R2 represents a phenyl group, which is
optionally substituted by  one or more substituents
Independently selected from the group consisting of a
105 AMENDED SHEET :..... fluorine atom, a chlorine
atom, a bromine atom, a methyl group, a methoxy  



group, a bifluoromethyl group and a trifluoromethoxy
group, most preferably RZ  represents a phenyl group,
which is substituted by a chlorine atom in the 4-
position. 11. Medicament according to one or more of
claims 8-10, characterized in that R3  represents a
linear or branched. saturated or unsaturated,
optionally at least  mono-substituted C1.1-afiphauc
group, a saturated or unsaturated, optionally at
least mono-substituted, optionally at least one
heteroatom as ring member  containing Ca
a-cycloaliphatic group, which may be condensed with a
mono- or  poWydic ring-system and/or which may be
bonded via a linear or branched C1.6- alkylene group,
or an optionally at least mono-substituted, 5- or 6-
membered aryl  or heteroaryl group, which may be
condensed with a mono- or polycydic ring  system
and/orwhich may be bonded via a linear or branched
C1.-alkylene group,  preferably Rs represents a linear
or branched, optionally at least mono-substituted
01.10-alkyl group, or an optionally at least
mono-substituted. 5- or 6- membered  aryl or
heteroaryl group, which may be condensed with a mono-
or polycydic ring  system and/or which may be bonded
via a linear or branched C1.6-alkylene group,  more
preferably R3 represents a linear or branched,
unsubstituted G_ro-alkyl  group, most preferably R3
represents a methyl group. 12-Medicament according to
one or more of claims 8-11, characterized In that R4
c represents a hydrogen atom, a cyan group, a carboxy
group, a linear or .  branched 01:10-ailryl group, or
an optionally at least mono-substituted. S- or 6-
membered aryl group, preferably R4 represents a
hydrogen atom, a linear or  branched Ow-alkyl group,.
or an optionally at least mono-substituted phenyl
group, more preferably Preferably R4 represents a
hydrogen atom or a linear or  branched CI3-alkyl
group, most preferably ii represents a hydrogen. atom.
13: Medicament according to one or more of claims
8-12. character zed In that Rs  represents an
-0-S02-le-moiety, an -NN-CO-W moiety, an -NIH-moiety,
an - NHSOrR moiety or an -NR9-SOz-R10-moiety,
preferably Rs represents an  0-SOrRe moiety, an
-NHSO2-R moiety or an -NRO-SOz-R7-moiety. 106  



AMENDED SHEEP 14. Medicament according to one or more
of claims 8-13, characterized In that RB  represents a
linear or branched, saturated or unsaturated,
optionally at least  mono-substituted C1.70 aliphatic
group, a saturated or unsaturated, optionally at
least mono-substituted, optionally at least one
heteroatom as ring member  containing C
-ctmtoafiphatic group, which may be condensed with a
mono- or  poiNvyclic ring-system and/or which may be
bonded via a linear or branched Ci- alkylene group, or
an optionally at least mono-substituted, 5- or
6--membered aryl  or heteroaryl group, which may be
condensed with a mono- or polyc do ring  system and/or
which may be bonded via a linear or branched
C1.b-alkylene group,  preferably Ft8 represents an
optionally at least mono-substituted Cn- cydoafrphatic
group or an optionally at least mono-substituted
phenyl group,  wherein the respective substituents are
Independently selected from the group  consisting of a
fluorine atom, a chlorine atom, a bromine atom, a
linear or  branched Gr--alkyl group, a linear or
branched C1.a alooxy group, a formyl group,  a hydmxy
group, a trilluoromethy l group, a trifluoromethoxy
group, a cyan group  and a carboxy group, more
preferably Ro represents a phenyl group, which Is.
optionally substituted by one or more substituents
Independently selected from  the group consisting of a
fluorine atom, a chlorine atom, a bromine atom, a
methyl  group, a methoxy group, a trifluornmethyl
group and a trifluoromethoxy group. 15. Medicament
according to one or more of claims 8-14. characterized
In that R'  represents a linear or branded; saturated
or unsaturated, optionally at least  mono-substituted
C140-aliphatic group, a saturated or unsaturated,
optionally at  least mono-substituted, optionally at
least one heteroatom as ring member  containing
Cie-cycloalphatic group, which may be condensed with a
mono- or  polyo)dllc ring-system and/or which may be
bonded via.a linear or branched C1- alkylerre group,
or an optionally at least mono substituted aryl or
hetemaryl group,  which may be condensed with a mono-
or poyoyg1c ring system and/or which  may be bonded
via a linear or branched C14-alkylene group,
preferably R7  represents a linear or branched,
optionally at least mono-substituted Ciealkyi  



group, a saturated, optionally at least
mono-substituted Cs.s-gndoaflphatic group,  or an
optionally at least mono-substituted phenyl group,
more preferably RT  represents a linear or branched,
optionally at least mono-substituted C1.5-alkyl
group, a saturated, optionally at least
mono-substituted C"-cycloaliphatic group. 107  AMENDED
SHEET ar an optionally at least mono-substituted
phenyl group, wherein In each case the  substituents
are independently from one another selected from the
group  consisting of group consisting of a fluorine
atom, a chlorine atom, a bromine  atom, a methyl
group, a methoxy group, a trifluoromethyl group and a
ttifuoromethoxy gmup_ 16. Medicament according to one
or more of claims 8-15. characterized in that Re
represents a linear or branched, saturated or
unsaturated, optionally at least  mono-substituted
Cr-ia-alphatlc group, a saturated or unsaturated,
optionally at  least mono-substituted. optionally at
least one heteroatom as ring member  containing C,
v-aydoaliphatlc group. which may be condensed with a
mono- or  polycycUc ring-system and/or which may be
bonded via a linear or bridged Ct.1c- aUcylene group
and/or which may be bridged by a linear or branched
Cris-alkylene  group, or an optionally at least
mono-substituted 5- or 6-membered aryl or  hetemaryl
group, which may be condensed with a mono- or
polycyclic ring system  and/or which may be bonded via
a linear or branched Cr-1o-alkylene group,  preferably
R8 represents a. linear or branched CT-,ralkyl group,
a saturated or  unsaturated, optionally at least
mono-substituted, optionally at least one  heteroatom
as ring member containing C o ycloatiphatic group,
which may be  condensed with a mono- or polycydie
ring-system and/or which may be bonded  via a linear
or bridged C alkylene group and/or which may be
bridged by a  linear or branched C1.ralkylene group,
or an optionally at least mono-substituted  5- or
6-membered aryl or heteroaryl group, Which may be
condensed with a  mono- or polycycUc ring system and
or which may be bonded via a linear or  branched
Cris-alkylene group; more preferably R8 represents a
methyl-group, an  



ethyl group, an n-propyl group, an n-butyl group, an
optionally at least mono- substituted phenyl group, an
optionallyat least mom borizyl group, an  optionally
at least mono-substituted naphthyl group, which may be
bonded via a  Gs-alkylene group, an optionally at
least mono-substituted thionyl group, an  optionally
at least mono-substituted 2,1,3-8enzothiadlazolo
group, an optionally at  least mono-substituted
Benzo[b]thiophenyl group, an optionally at least mono
. i  substituted 1mldazo[2.1-b]thiazoI9 group, an
optionally at least monosubstitded 1H-pyrazole group
ora 7,7-Dimethyl-2-oxo,btcyclo-[2.2.1]-hept-1-yI
group, most  preferably R8 representsa methyl group,
an ethyl group, an n-propyl group..an n- 108 AMENDED
SHEET butyl group, an optionally at least
mono-substituted phenyl group, an optionally at  least
mono-subsWed benzyl group, an optionally at least
mono-substituted  naphthyl group, which may be bonded
via a Cy_3-alkylene group, an optionally at  least
mono-substituted thienyl group, an optionally at least
mono-substituted  2,1,3-Benzthlediazole group, an
optionally at least mono-substituted
Benzo[bithiophenyl group, an optionally at least
mono-substituted Imidazo[2.1- b]thiazole group, an
optionally at least mono-substituted 1H-pyrazole group
or a  7,T-Dimethyl-2-oxo-bicydo-[2.2.11-kept 1 yl
group, wherein said substituents, 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
phenyl group, a phenoxy group, a phenoxy group
substituted with bromine in the  4-position and a
methylsulfonyl group. 17. Medicament according to one
or more of claims 8-16. characterized in that R9
represents an -SOZ-R12,molety, a -CO-R13-moiety, a
linear or branched, saturated  or unsaturated,
optionally at least mono-substituted Ci-m
allphaticgroup, a  saturated or unsaturated,
optionally at least mono-substituted, optionally at
least  heteroatom as ring. member containing C3.a
cydoaliphatic group, which may be  condensed with a
mono- or polycycfic ring-system and/or which may be
bonded  



by a linear or branched CHI alkylene group.and/or
bridged by a linear or branched  G.s aUrylene group,
or an optionally at least mono-substituted aryl or
heteroaryl  group, which may be condensed with a mono-
or polyoyc1iic ring system and/or  which may be bonded
via a C alkyllene group, preferabty R represents an -
8Q2-R72-moiety, a linear or branched C, , alkyl group,
or an optionally at least  mono-substihrted phenyl
group, which may be bonded via a C1,3 alkylene group,
more preferably Rg represents an -SOrR12-moiety, a
linear or branched C a alkyl  group, or a phenyl
group, which may be bonded via. a Cj.2 alkylene group
and/or  substituted with one or more substtuents
Independently selected 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 R10  represents a linear or
branched, saturated or unsaturated, optionally at
least  mono-substituted C14-aliphatic group, a
saturated or unsaturated, optionally at  least
mono-substituted, optionally at least one heteroatom
as ring member log  AMENDED SHEET containing
cn-cydoariphatic group, which may be condensed with a
mono- or  polycyclic ring-system and/or which may be
bonded via a linear or bridged Cr I-,alkyiene group
and/or which may be bridged by a linear or branched
C1.6-alkylene  group, or an optionally at least
mono-substituted 5- or 6-membered 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 C1-10-aikylene group,  preferably
R70 represents a linear or branched Ci.1-alkyl group,
a saturated or  unsaturated, optionally at least
mono-substituted, optionally at least one  heteroatom
as ring member containing C6.6-cycloaliphatic group,
which may be  condensed with a mono- or polycydic
ring-system and/or which may be bonded " via a linear
or bridged Cts-alkylene group and/or which may be
bridged by a  linear or branched Ct alkylene group, or
an optionally at least mono-substituted  5- or
6-membered aryl or heteroaryl group, which may he
condensed with a  mono- or polycycllc ring system
and/or which may be bonded via a linear or  branched
Ci$-alk)Iene group, more preferably RY represents a
methyl group, an  



ethyl group, an n-propyl group. an n-butyl group, an
optionally at least mono- substituted phenyl group, an
optionally at least mono-subst tuted benzyl group, an
optionally at least mono-substituted naphthyl group,
which may be bonded via a .  Cta-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-substitued Benzo[b]thiophenyl group, an
optionally at least mono- substituted
Imidazo[2.1-bjthiazole group, an optionally at least
mono-substituted 1 H-pyrazole group or a
7,Mimethyl-2-oxo44cydo-(2.2.11-hept 7 yl group, most
preferably R10 represents a methyl group, an ethyl
group. an n-propyl group, an n- butyl group, an
optionally at least mono-substituted phenyl group, an
optionally at  toast mono-substituted benzylgroup, an
optionally at least mores-substituted  naphthyi group,
which may be bonded via a C,4-alkylene group. an
optionally at  least mono-substituted thlenyl group,
an optionally at least mono-substituted.
2,1,3-Benzothiadiazole group, an optionally at least
mono-substituted  Benzo[b]tbiophenyl group. an
optionally at least mono-substituted lmldazo[2.1-
b]thlazole group, an optionally at least mono
substihcl 1 H-pyrazole group or a  7.7-Dime hyi
2-oxo-bicyclo-t2.2.1}hept-1-yl group, wherein said
substituents: 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  110 AMENDED SHEET phenyl group, a
phenoxy group. a phenoxy group substituted with
bromine in the  4-position and a methylsulforryl group
19. Medicament according to one or more of claims
8-18, characterized in that R"  represents a linear or
branched, saturated or unsaturated, optionally at
least  mono-substituted Ciao-aliphatic group, a
saturated or unsaturated, optionally at  least
mono-substituted, optionally at least one heteroatom
as ring member  containing Cs -cycloaliphatIc group,
which may be condensed with a mono- or  polycyclic
ring-system and/or which may be bonded via a linear or
bridged C .10- alkylene group and/orwhich maybe
bridged by a linear or branched Crs-alkylene 



0 group, or an optionally at least mono-substituted 5-
or 6-membered aryl or  heteroaryl group, which may be
condensed with a mono- or polycycic ring system
and/or which may be bonded via a linear or branched
Ciao-alkyIene group,  preferably R" represents a
linear or branched C1.10-alkyl group, a saturated or
unsaturated, optionally at least mono-substituted.
optionally at least one  heteroatom as ring member
containing Crr~cloaliphatic group, which may be
condensed with a mono- orpotycydic ring-system and/or
which may be bonded  via a linear or bridged
Cra-alkylene group and/or which may be bridged by a
linear or branched Cns-altgIene group, or an
optionally at least mono-substituted  5- or 5-membered
aryl or heteroaryl group, which may be . condensed
with a  mono- or pobv,dlc ring system and/or which may
be bonded via a linear or  branched Cna-al c)lene
group, more preferably R" represents a methyl group,
an  ethyl group, an n-p opyl group. an n-butyl group,
an optionally at least mono- substituted phenyl group,
an optionally at least mono-substituted benzyl group,
an  optionally at least mono-substituted naphtryt
group, which maybe bonded, via a  C,a-alkylene group,
an optionally at least mono-substituted thieenyl
group, an  optionally at least mom
2,1,3-Benzothladlazole group, an optionally at  least
mono-substituted. Berrco[blthiophenyl group, an
optionally at least mono- substituted
lmidazo[2.1-b]titlazole group, an optionally at least
mono-substituted I H-pyrazole group or a
7,7-Dimethyl-2-oxo-blcyctojZ 2.1}hept-1 yl group, most
preferably R" represents a methyl group, an ethyl
group, an n-propyl group. an n- butyl group, an
optionally at least monasubstituted phenyl group, an
optionally at  least mono-substituted benzyl. group,
an optionally at least mono-substituted  naphthyl
group, which may be bonded via a Cis alkytene group,
an optionally at  111 AMENDED SHEET least
mono-substituted thienyl group, an optionally at least
mono-substituted  2,1,3-Senzothiadlazole group, an
optionally at least mono-substituted
Benzo[b]thlophenyl group, an optionally at least
mono-substituted lmidazo[2.1- - b]thiazole group, an
optionally at least mono-substituted 1 H-pyrazole
group or a  



7,7-Dlmethyl-2roxo-bicycle-[2.2.1)hept-l-yi group,
wherein said substituents. 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  phenyl group, a
phenoxy group. a phenoxy group substituted with
bromine In the  4-position and a methylsulfonyl group.
20. Medicament according to one or more of claims
8-19. characterized in that R12  represents a linear
or branched, saturated or unsaturated, optionally at
least  mono-substituted G_,o-aliphatlc group, a
saturated or unsaturated, optionally at  least
mono-substituted. optionally at least one hetematom as
ring member  containing C"-cycloaliphatic group, which
may be condensed with a mono- or  polycyofic
ring-system and/or which. may be bonded via a linear
or bridged G.10- alkylene group and/or which may be
bridged by a linear or branched C1 -allylene  group,
or an optionally at least monosubstituted 5- or
6-membered aryl or  heteroarytgroup. which may be
condensed with a mono- or polycyclic ring system
and/or which may be bonded via a linear or branched
Gao-alkylene group,  preferably Rig represents a
linear or branched Cy.10 alkyl group, a saturated or
unsaturated, optionally at least mono-substitUted,
optionally at least one  heteroatom as ring member
containing C -cycloaliphatlo group, which may be
condensed with a mono- orpolycyclic ring-system and/or
which may be bonded- via a linear or bridged Glkylene
group and/or which may be bridged by a  linear or
branched Ctr alkylene group, or an optionally at least
morm~ubstituted  5- or 6-membered aryl or heteroaM
group, which may be condensed with a  mono- or
polycycilo ring system and/or which maybe bonded via a
linear or  branched C,,ralkylene group, more
preferably R12 represents a methyl group, an  ethyl
group, an n-propyl group, an n-butyl group, an
optionally at least mono- substituted phenyl group, an
optionally at least mono-substituted berrzyl group. an
optionally at least mono-substituted naphthyl group,
which may be bonded via. a  C,salkylene group, an
optionally at least mono-substituted thienyl group, an
optionally at least mono-substituted 2,1,3-
thindlazole group, an optionally at 112  



AMENDED SHEFT least mono-substituted
Benzo[blthiophenyl group, an optionally at least mono-
substituted Imidazo[2.1-b]thlazole group, an
optionally at least mono-substiwted  I H-pyrazole
group or a
7,7-Dimetttyl-2-oxo-bicyclo-[22.1]-kept-9-yl group.
most  preferably R72 represents a methyl group, an
ethyl group, an n-propyl group, an n- butyl group, an
optionally at least mono-substituted phenyl group, an
optionally at  least mono-substituted benzyl group. an
optionally at least monosubstituted  naphthyl group,
which may be bonded via a C1.3-alkylene group. an
optionally at  least mono-substituted thienyl group,
an optionally at least mono-substituted
2,1,3-Benzothladiazole group, an optionally at least
mono-substituted  Benzo[b]thiophenyl group, an
optionally at least mono-substituted lmidazo[2.1-
b]thlazole group, an optionally at least
mono-substituted I H-pyrtzole group or a
7,7-Dimethyh2-oxo-biaydo-{2.2-11-hept 1-yt group.
whereln said substituents, H  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  phenyl group, a
phenoxy group. a phenoxy group substituted with
bromine In the  4-position and a methylsuifonyl group.
21. Medicament according to one or more of claims
8-20, characterized in that R13  represents a linear
or branched, saturated or unsaturated. optionally at
least  mono-substituted C1-10-allphatic group, a
saturated or unsaturated, optionally at  least
mono-substituted, optionally at least one heteroatom
as ring member  containing Cgs-Cycloaliphatic group,
which may be condensed with a mono- or  poycytlic
ring-systern and/or which may be bonded via a linear
or bridged C1-to- aliryiene group and/or which may be
bridged by a linear or branched C,. -allgdene  group,
or an optionally at least monosubsdluted 5- or
6-membered aryl or  heteroaryl group, with may be
condensed with: a mono- or polycycfic ring system
and/orwhldi may be bonded via a linear or branched
Ci-vratkylenegroup,  preferably R13 represents a
linear or branched Ct-ur alkyl group, a saturated or
unsaturated., optionally at least mono-substituted,
optionally at least one  heteroatom as ring member
containing Csa-cyotoaliphattc group. which may be  



condensed with a mono- or poyaydlc ring-system and/or
which may be bonded  via a linear or bridged
C13-alkylene group and/or which may be bridged by a
linear or branched Gi- -alkylene group, or an
optionally at least mono-substituted  5- or e-membered
aryl or heteroaryl group. which may be condensed with
a 113  AMENDED SHEET mono- or pofycyck ring system
and/or which may be bonded via a linear or  branched C
iicy ene group, more preferably R'3 represents a
methyl group, an  ethyl group, an n-propyl group, an
n-butyl group, an optionally at least mono-
substituted phenyl group, an optionally at least
mono-substituted bend group, an  optionally at least
mono-substituted naphthyl group, which may. be bonded
via a  C1 alkylene group, an optionally at least
mono-substituted thienyl group, an  optionally at
least mono-substituted 2,1,3-Benzothladiazole group,
an optionally at  least mono-substituted
Benzo[b]thiophenyl group, an optionally at least mono-
substituted ImidazoR1-b]thiazole group, an optionally.
at least mono-substituted  1H-pymzole group or a
7,7-Dlmethyl-2-oxo-bicydo [Z2.11-kept 1-yl group, most
preferably R73 represents a methyl group, an ethyl
group, an n-propyl group, an n- butyl group, an
optionally at least mono-substituted phenyl group, an
optionally at  least mom-substituted benzyl group, an
optionally at least mono-substituted  naphthyl group,
which may be bonded via a CI,3-allglene group, an
optionally at  least mono-substituted thienyl group.
an optionally at least mono-substituted
2,1,3-Benzothtadlamle group, an optionally at least
mono-substituted Benzo[b] hlophenyl group, an
optionally at least mono substtutod Imidazo[2.1
b]thiazole group, an optionally at least
mono-ssubstituted I H-pyrazole group or a
7,7-Dimeth*2-07w-bicyckg2-2-ll4ep t 1-y1 group,
wherein said substiluents, 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  Phenyl group, a
phenoxy group. a phenoxy group substituted with..
bromine In the  4-position and a methylsuifonyl group.
114  



AMENDED SHEET _~ E>F 22. Medicament according to one
or more of claims 8-21 comprising at least one
substituted azetidine compound of general formula I.
R' R5  N RZ R4  3  r~ wherein  R' represents a phenyl
group, said phenyl group being unsubstkuted or
substituted With. 1. 2, 3.4 ors subttltuents
independently selected from the group  consisting of
F. Cl, Br, linear or branched Cr-6 alkyl, linear or
branched C14  alcoxy, -(C=O)-H, -CH, -CF3, -OCF3, -CN
and -COON, RZ represents a phenyl group, said phenyl
group being unsubstituted or  substituted with 1,
2.3.4 or 5 substituerds Independently selected from
the group  consisting of F. Ci, Br, hear or branched
Ct a aWyl, linear or brandied CJ.G  alcoxy, -(Cz0}4i,
-01I. -CF3, -OCFa. -ON and ,OOH, R3 represents a
linear or. branched, unsubstituted C-w alkyl group.
R4 represents a hydrogen atom. -CN, -COOH, a linear or
branched.  unsubsriluted CI-0 alkyl group, or a phenyl
group, said phenyl group being  unsubstituted or
substituted with 1. 2, 3.4 or S sum Independently
selected from thee group consisting of F, C3. Br,
linear or branched. C14 alkyl,  linear or branched Ci
a aIcoxy, -(c>0)-H, -0H, -CF3, -0CF3r -CN and -COON,
R5 represents an.-Q-SOTRB-moiety, an -NH-CO-R7-moiety,
an --NHrmoiety, an  -NH-SOrRo moiety, or an -NR
SOrR1-moiety Oran -0-q--:0)-R"-mOlGty'  115 AMENDED
SHEET R represents a phenyl group, said phenyl group
being unsubstihued or  substituted with 1, 2, 3.4 or 5
substituents independently selected from the group  



consisting of F. Cl, Br, linear or branched G4 alkyl,
linear or branched 014 alcoxy, {GO}H, -OH, -CFs,
-O.CF3, -CN and -COOH. Rr represents a linear or
branched Cr4 alkyl group, said alkyl group being
unsubsfttuted or substituted with 1, 2. 3. 4 or 5
substituents independently  selected from the group
consisting of F, Cl, Br, -OH, SH, linear or branched
CI -s  alcoxy, -CF3 and -0CF3; a cyclopentyl or
cydohexyl group, said cycloperrtyl or  cydohexyl group
being unsubstituted or substituted with 1, 2, 3, 4 or
5  substituents Independently selected from the group
consisting of F. Cl, Br. -OH. - SH, linear or branched
Ci.s alooxy. -CF3 and -0CF3; or a phenyl group. said
phenyl group being unsubstituted or substituted with
1, 2, 3, 4 or 5 substituents  Independently selected
from the group consisting of F, Cl, Br, linear or
branched  Cr.6 alkyl, linear or branched C1$alcoxy.
-(C O)-H, -0H. -CF3, -OCF3, -CN and - COOH, -.  R
represents a linear or branched Gs alkyl group; an
aryl Or heteroaiyl group  selected from the group
consisting of phenyl, naphthyl, thienyl, furanyi
(furyl),  2,1,3-benbothiadiazole, benzo[b]thiophenyl,
benxolb]furanyl, lmidazo[2.1- b]thlazole and pyrazole,
said aryl or heteroaryl grog being unsubsfituted or
substituted with 1, 2, 3, 4 or 6 substduents
independently selected from the group  consisting of
F, Cl, Br, linear or branched C1 alkyl, linear or
branched C-16  alCOxy, phenyl (optionally substituted
with 1, 2, 3, 4 or 5 subsituents  independently
selected from the group consisting of F, Cl, Br. OH..
linear or  branched C1 alkyl and luhearor branched Cn
icoxy), phenoxy (optionally  substituted with 1, 2, 3,
4 or S. substituents independently selected from the
group  consisting of F, Cl, Br, OH, linear or branched
C" alkyl and linear or branched .  Ci~alooxy), SOrCH3,
-(0=0)-H. -OH. -CF3. -0CF3, -CN and -COOH and said
aryl orheteroavyl group being optionally bonded via a
Crag alkylene group; or a  cyclohexyl group, said
cyciohexyl group being optionally bonded via a CI-3
alkylene bridge and/or being optionally bridged by a
linear or branched C"  alkylene bridge. and being
unsubstituted or substituted with 1, 2, 3, 4 or 5  



substituents Independently selected from the group
oonsistng of F, Cl, Br, linear 116  AMENDED SHEET or
branched Crs alkyl. linear or branched C1 alcoxy,
-(C=0)-H, -OH. -CF3, =0, - OCF3. -CN and -000H: ?,r
R9 represents an -SOrR12-moiety, a --(C-0)-R73-moiety;
a linear or branched Cr.s alkyl radical; or a phenyl
radical, said phenyl radical being unsubstituted or
substituted with 1, 2, 3, 4 or 5 substituents
Independently selected from the group  consisting of
F. Cl, Br, linear or branched C1_s alkyl, linear or
branched C1.e  alamx, -(00)-H. -OH, -CF3. -00F3, -CN
and -COOH and/or said phenyl radical  being optionally
bonded via a G4-alkylene bridge, R' represents a
linear or branched GIs alkyl group; an aryl or
heteroaryl group  selected from the group consisting
of phenyl. naphthyl. thlenyl, furanyl (fury!).
2,1,3-benzo1hiadiazole, benzn[b]thiophenyl.
benzo(b]furanyl, imlda2OEZl- b]titiazole and pyrazole.
said aryl or heteroaryl group being unsubsdtuted or
substituted with 1. 2, 3, 4 or 5 substituents
independently selected from the group  consisting of
F. Cl, Sr. linear or branched Gj6 alkyl. linear or
branched Cr-a  alaaxy,. phenyl (optionally substituted
with 1. 2, 3.4 or $ substihients  independently
selected from the group consisting of F. CI, Sr. OH,
linear or  branched Cis ally! and linear or branched
Cr..a-alcoxy), phenoxy (optionally  substituted with
1, 2, 3.4 or 5 substnuents Independently selected from
the group  consisting of F. Cl, Br, OH, linear or
branched Ga.s alkyl and linear or branched
C~~aIcoxy), SODCH3, -(C--O)-H. -OH. -CF3, -OCFs, -CN
and -COON and:sald fl aryl or heteroaryt group being
optionally bonded via a Cie alkylene group; or a
cyclohexyl group. said cyclot>eXyl group being
optionally bonded via a Cra  alkylene bridge and/or
being optionally bridged by a linear or branched C to
aNylene bridge and being unsubstituted or substituted
with 1.2.3.4 or 5  substituenis Independently selected
from the group consisting of. F. Cl, Or. bear  or
branched Crs alkyl, Mean or branched C,.c alcoxy.
-(C0)-H, 0H, -CE3,'O, - 



0CF3, -CN and --COON: 7 represents a linear or
branched Cis ally) group: an aryl or heteroaryl group
R7 selected from the group consisting of phenyl.
naphthyl. thienyl. furanyl (furyl).
2,1,3-benzothladiazole, benzo[b]thlophenyl,
benaa[b]furanyf, lmidazo[2.1- b]thlazole and pyrazole,
said aryl or heteroaryl group being unsubstituted or
117  AMENDED SHEEP substituted with 1. 2. 3, 4 or 5
substituents independently selected from the group
consisting of F. Cl, Br. linear or branched Cie alkyl,
linear or branched C,.s alcoxy. phenyl (optionally
substituted with 1, 2, 3. 4 or 5 substituents
independently selected from the group consisting of F.
Cl. Br, OR linear or  branched C1s alkyl and linear or
branched C1.e-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 C,.s alkyl and
linear or branched  Cl. alcoxy). $Oz-CHa, -(C=0)-H,
-OH, -CF3. -OCFs, -CN and -COON and said  aryl or
heteroaryl group being optionally bonded via a Cue
alkylene group; or a  cyclohexyl group, said cydohexyl
group being optionally bonded via a C+a  alkylene
bridge and/or being optionally bridged by a linear or
branched G4  alkylene 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  or branched Cr-6 alkyl, linear or
branched C1-o ak*)W. -(C=Q)-H. -OH, -CF3, =0. - OCF3,
-CN and --COON; R'2 represents a linear or branched
C,-s alkyd group, an aryl or heteroaryl group
selected from the group consisting of phenyl,
naphthyl. thlenyl. furanyl (furyl).  2.1,3-benzO
hiadla nle, benao[b]thlophertyi, benzo[b]furanyl.
imldazo[2.1- b]fhiazole and pyrazole. said aryl or
heteroayl group being unsubstituted or  substituted
with 1. 2. 3,4 or 5 substituents Independently
selected from the group  consisting of F. a, Br.
linear or branched C0 aIlryk, linear or branched ti-s
alcoxy, phenyl (optionally substituted with 1. 2, 3.4
or 5. agents  



independently selected from the group consisting of F,
Cl, Br, OH, linear or  branched C1.s alkyl and linear
or branched C1.u-alcaxy). phenoxy (optionally
substituted with 1. 2, 3,4 or 5 substitueft
independently selected from the group  consisting of
F. Cl, Sr. OH. linear or branched G4 alkyl and linear
or branched  C1.6-alcwgr). -S02-Clh, -(C OM, . `OH,
-CFa. -OCF3. -CN and -COON and said  aryl or
hetervaryl group being optionally bonded via a
Ct,3alkylene group; or a  cyclohexyl group. said
cydohexyl group being optionally bonded via a CI-3
alkylene bridge and/or being optionally bridged by a
linear or branched Ct a  alkyiene 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  118  AMENDED SHEEP or
branched Cr.6 alkyl, linear or branched C,. alcoxy,
-{C=0)-H, -OH, -CFs, =0. - 0CF3, -CN and-COON; R13
represents a linear or branched Cr.0 alkyl group, an
aryl or heteroaryl group  selected from the group
consisting of phenyl, naphthyl, thienyl, furanyl
(furyl).  2,1,3-benzothiadiazole. benzo[b]thiophenyl,
benzo[b]furanyl, imidazo[2.1- b]thiazole and pynamle.
said aryl or heteroaryl group being unsubstituted or
substituted with 1, 2, 3.4 or 5 substituents
independently selected from the group  consisting of
F, Ci,13r, linear or branched Ct.6 alkyl, linear or
branched Cry  alcoxy, phenyl (optionally substituted
with 1, 2, 3.4 or 6 substituents  Independently
selected from the group consisting of F, Cl, Sr. ON.
linear or  branched G.e allgt and linear or branched
Ci aalcoxy). phenoxy (optionally  substituted with 1,
2, 3.4 or 5 substituents Independently selected from
the group  consisting of F, CI. Sr. OH, linear or
branched C,.e alkyl and linear or branched
CI-GaIcoxy), -802CH3, -(CO)-H, -OH. -CFs. -0CF3, -CN
and -COON and said.  aryl or heteroaryl group being
optionally bonded via a C1.3 allMene group; or a
cyclohexyl group. said cydohexyl group being
optionally bonded via a Ga  alkylene bridge and/or
being optionally bridged by a linear or branched Ci-3
alkytene bridge and being unsubstituted or substituted
with 1. 2, 3.4 or 5  



substituents Independently selected from the group
cormistingof F. CI. Sr, linear  or branched C1-6
alkyl, linear or branched G,.e alcoxy. -(CO)-H. -OH,
-CF3, 'O, - OCF3, -CN and -tO.OH; n optionally In form
of one of the stereoisomers, preferably enantiomers or
diastereomers. a racemats Orin form of a mixture-of at
least two of the  stereoisomers. preferably
enantlomers and/or diastereomers, in any mbdng ratio,
or a corresponding N-0xide thereof. a corresponding
saltthereof. or a  corresponding solvate thereof, and
optionally one or more pharmaceutically acceptable
exclpients.  119  AMENDED SHEEP 23. Medicament
according to claim 22 comprising at least one
substituted azetidine  compound of general formula I.
X Rs  H  8 X  wherein X represents a halogen atom.
preferably a chlorine atom, R6 represents an -O
RB-moiety!, an --NH-CORY-moiety, an NI-Irmoiety, an
--NHw0rR' moiety, or an --Nks-so W0-moiety or an
q=O)+O'-moiety Ra represents a. phenyl group. said
phenyl group being unsubsituted or  subsWuted with 1,
2.3.4 or 5 substituents Independently selected from
the group  consisting of F, Cl, Br. linear or branched
Ct4aikyl, linear or branched Cr..  alcoxy. -(C=O)-H.
-0H: -CFO. -QCF3, -CN and CODH, Re represents. a
linear or branched C,_s alkyl group, said alkyd group
beings  unsubstituted or subs utated with 1, 2, 3,4 or
5 substituents independently  selected from the group
consisfutg of F. Cl, Br, -OH. -SH, linear or branched.
Cn-e  



alcoxy, -C5 and -OCFO; a cydopentyl or cyclohex)d
group, said cyclopentyl or  cyclohexyl group being
unsubstituted or substituted with 1. 2, 3.4 or5
substituents independently selected from the group
consisting of F. CI, Sr. -OH. - SI-I, linear or
branched C,-& alcoxy. -CF3 and -OCFF; or a phenyl
group,, said  phenyl group being unsubstituted or
substituted with 1, 2, 3, 4 or 5 substifuents 120
AMENDED SHEET __ cY Independently selected from the
group consisting of F. Cl, Br, linear or branched  C 4
alkyl, linear or branched C,e aicoxy. -(C=O)-H. -OH,
-CF3, -0CF3, -CN and - 000H, R represents a linear or
branched C,-0 alkyl group; an aryl or heter oaryl
group  selected from the group consisting of phenyl,
naphthyl, thienyl, furanyl (furyl),
2,1.3-benzothladlazole. benzo[b]thlophenyt,
benzo[b]furanyl, imldazo[2.1- b]thlazole and pyrazole,
said aryl or heteroaryl group being unsubstituted or
substituted with 1, 2, 8, 4 or 5 substfuents
independently selected from the group  consisting of
F, Cl, Br, linear or branched C,-0 ailryl, linear or
branched C1-0 elcoxy, phenyl (optionally substituted
with 1, 2, 3, 4 ors substituents  Independently
selected from the group consisting of F, CI, Sr. OH,
linear or  branched C,-s alkyl and linear or branched
C1-0-alcoxy), phenoxy (optionally  substituted vwith
1. 2. 3, 4 or 5 substituents independently selected
from the group  consisting of F. Cl, Br. OH, linear or
branched C ,-s alkyl and Iiinear or branched
Cr-0,alcoxyl -Mr-CH3, -(CO)-H. -0H1. -CFs, -CCs. -CN
and -0OOH and said  aryl or heteroaryl group being
optionally bonded via a Cra alkylene group; or a
cyclohexyl group, said cydohexyl group being
optionally bonded via. a Cy,-,  allalene bridge and/or
being optloihallybridged by a linear or branched C1-0
alkylene bridge and being unsubstit led or substituted
with 1. 2, 3,4 or 5  subs06uents independently
selected from the group consisting of F. Cl, Br,
linear  or branched C,-0 alkyl, linear or branched C14
alcoxy, -(=0)-H, -OH, -CF3, =0, - n OCF3. -0N and
-COOH; 



R9 reprdsents an -SOrR1z-moletl ; a -(C )-R -moiety; a
linear or branched  C alkyl radical or a phenyl
radical. said phenyl radical being unsubstituted or
subsh uted with. 1, 2, 3, 4 or 5 substitur 'its
independently selected from the group  bonsisting of
F, Cl, sr, linear or branched G-0 ate, linear or
branched G.s  aicotw. -(C>0)-H, -01-1. -CF3. -OCFs,
-CV and ---COON and/orsald phenyl radical  being
optionally bonded via a C,s-afcylene bridge. R'
represents a linear or branched C,.a alkyl group; an
aryl or heteroaM group  selected from the group
consisting' of phenyl, naphthyl, thlenyl. furanyl
(furyl),  2,1.3-benzothladlazole, benzo[b]fhlophenyl.
benzo[b]trranyl, Imldazo[2.1 121  AMENDED SHEET"
b]thiazoie and pyrazale. said aryl or heteroaryl group
being unsubstituted or  substituted with 1.2, 3.4 ors
substituents Independently selected from the group
consisting of F, Cl, Sr. linear or branched C1_6
alkyl, linear or branched C1_6 alcoxy, phenyl
(optionally substituted with 1, 2.3.4 or 5
substituents  independently selected from the group
consisting of F, Cl, Sr, OH, linear or  branched C1a
alkyl and linear or branched Cj.Talcoxy), phenoxy
(optionally  substituted with 1, 2, 3, 4 or 5
substituents independently selected from the group
consisting of F. Cl. Br. OH, linearor branched C1.0
alkyl and linear or branched  Cr.s-alcoxy), -SOrCH3,
-(G )-P, -OH. -CF3, -OCIj, -CN and -COOK and said
aryl or hetemaryl group being optionally bonded via a
C13 alkyleno group; or a ~. cwlohexyl group, said
eycohexyi group being optionally bonded via a C1~
alkylene bridge and/or being optionally bridged by a
linear or branched 014  alkylene bridge and being
unsubstituted or substituted with 1, 2, 3.4 or 5
substituents Independently selected from the group
consisting of F, Cl, Sr. linear  or branched C1.G
alkyl, linear or branched Cc-0 atcoxy. 4C O)-H, -OH,
-CF3, =0, - OCF3i -CN and -COOK; Ri1 represents a
linear or branched C1.6 alkyl group: an aryl or
heteroaryl group  selected from the group consisting
of phenyl, naphthyl. thienyl, furanyl (furyi).
2,1,3-benzathladlazole. berizo[b]thiaphenyl,
benzo[b]turanyl, imidaao[2.1- 



byhlazole and pyrazole, said aryl or heteroaryl group
being unsubsftuted or  substituted with 1. 2. 3, 4 or
5 substituents Independently selected from the group 1
consisting of F, Cl, Br, linear or branched C14 alkyl,
linear or branched C,&  alcoxy, phenyl (optionally
substituted with 1.2.3, 4 or 5 substituents
independently selected from the group consisting of F.
CI. Br, OH, linear or  branched Cn$ alkyl and linear
or branched p 6-alcoxy)r phenoxy (optionally,
substituted with 1, 2, 3.4 or 5 substituents
independently selected from the group  consisting of
F, CI; Sr. OH. linear or branched C1.6 alkyl and
linear or branched  C1.s-alooxy), SOTCH3, -(C O)--I,
-OH. -CE3, -OCFs. -CN and --COON and said  aryl or
heteroaryl group being optionally bonded via a C1_3
alkylene group: or a  cydohexyl group, said cyclohexyl
group being optionally bonded'via a Ci- alkylene
bridge and/or being optionally bridged by a linear or
branched C1-s  alkylene bridge and being unsubstituted
or substituted with 1, 2, 3, 4 or 5  substituents
Independently selected from the group consisting of F.
Cl, Sr, linear 122  AMENDED SHEEP or brandied Ch.6
alkyl, linear or branched C~alcoxy, -(C=O)-H, -OH,
-CF3, --. - OCF3, -CN and -COON; R12 represents a
linear or branched Ch-6 alkyl group, an aryl or
heteroaryi group  selected from the group consisting
of phenyl, naphthyl, thienyl, furanyl (furyl),
241.3-benzothiadiazote. benzo[b)thiophenyl.
benzo(b]furanyl, imidazo[2.1-.  b]thiazole and
pyrazole. said aryl or heteroaryi group being
unsubstituted or  substituted with 1, 2, 3, 4 or 5
substituents independently selected from the group
consisting of F, CI, Or, linear or branched Ci-e
alkyl, linear or branched Ci.s  alcoxy, phenyl
(optionally substituted vwcth 1. 2, 3.4 or 5
substituents  independently selected from the group
consisting of F. Cl, Or, OH, linear or  branched Chi
alkyl and linear or brandied Cj ralcoxy), phenoxy
(optionally  substituted with 1, 2.3, 4 or 5
substituents independently selected from the group
consisting of F, Cl, Or, OH, linear or branched Ch-s
alkyl and linear or branched  Ch.4-alcoxy), SOrCH3,
-(C=O)-H. -OH, -CF3. -0CF3. -CN and --COON and said  



aryl or heteroaryl group being optionally bonded via a
C" alkylene group; or a  cydoheXryl group, said
cydohexyl group being optionally bonded via a C14
alkylene bridge and/or being optionally bridged by a
linear or branched Chu  alkylene bridge and being.
unsubstituted or substituted. with 1. 2. 3.4 or.5
substitrents independently selected from the group
consisting of F, Cl, Or, linear  or branched C alkyl,
linear or branched Cis atcaxy, -(C=O)-H, -0H, -CF3.
zvO, - OCF3, -CN and --GOON; R73 represents a linear
or branched Gs alkyl group, an aryl or heteroaryl
group  selected from the group consisting of phenyl,
naphthyt, t hienyl. furanyl (furyl),
2,1,3-ber>ztothiadfazole. benzn[bjt hiophenyl.
benzo(b]furanyl, imIdazo[2.1- b]thiazole and pyrazole,
said aryl or heteroaryl group being unsubstituted or
substituted with 1.2.3.4 or 5 substltuents
independently selected from the.group  consisting of
F. Cl, Or, linear or branched Cls alkyl, linear or
branched Ci$  alcoxy, phenyl (optionally substituted
with 1. 2, 3.4 or 5 substituents  independently
selected from the group consisting of F, Cl. Br. OH,
linear or  branched Ci alkyl and linear or branched
Ch_a-alcoxy), phenoxy (optionally  substituted with
1,2,3,4 or 5 substituents independently selected from.
the group  consisting of F. CI. Sr. OR linear or
branched Cya alkyd and linear or branched  123 AMENDED
SHEET . Cam-alcoxy), -SOrCH3. -(C=C)-H. -OH, -CF3,
-OCF3, -CN and -COOH and said  aryl or heteroaryl
group being optionally bonded via a Ci4 alkylene
group; or a  cyclohexyl group, said cyclohexyl group
being optionally bonded via a CI-3  alkylene bridge
and/or being optionally bridged by a linear or
branched C1a  alkylene bridge and being unsubstituted
or substituted with 1.2.3, 4 or 5  substittuents
independently selected from the group consisting of F.
Ol, Br. linear  or branched Cr.e alkyl, linear or
branched C1.e alcoxy. -(C=O)-H. -OH, -CF31 O, - OCF3.
=CN and -coOH; optionally in form of one of the
stereoisomers, preferably enanWmers or  r dlestereomem
a racemate or in form of a mixture of at least two of
the  



stereolsomers. preferably enantiomers and/or
diastereomers, in any mixing ratio, or a corresponding
N-oidde thereof, a corresponding salt thereof or a
corresponding solvate thereof, and optionally one or
more pharmaceutically acceptable exdplents. 24.
Medicament according to one or more of claims 8-23
comprising. at least one  subsUMed azetidine compound
of general formula 1, Rm  Fe R4  wherein Ri represents
a phenyl group, which Is mono-substituted with a
halogen atom,  preferably a chlorine atom. In the
4-position of ft phenyl ring, Rz represents a Phenyl
group. which is mono-substituted with a halogen atom,
preferably a chlorine atom, in the 4-position of the
phenyl ring. 124  AMENDED SHEET R3 represents a linear
or branched, unsubstituted Cr-G alkyl group,
preferably a  methyl group, R4 represents a hydrogen
atom. R' represents an - O SOrRtmoiety, an
-NH-CO-R7-moiety, an -NH moiety, an  -NHSOr-RB moiety,
or an -NRA-SOr-R'o-moiety Rd represents a pherryl
ring, which Is optionally substituted with one or more
r~ halogen atoms, preferably one or more fluorine
and/or one or more chlorine  atoms. R' represents a
linear or branched Cryr alkyl group, a linear or
branched Cis  alkyl group, which is at least partially
fluorinated, a C-3 -a cycloalkyl group, or a  phenyl
group, which Is optionally substituted with one or
more halogen atoms,  preferably one or more fluorine
atoms. RB represents a linear or branched C1 alkyl
group. a phenyl group, which is optionally substituted
with one or more substituents  independently selected
from the group consisting of a fluorine atom, a
chlorine  



atom, an unsubstituted phenyl group.. a formyl group,
a methylsulfonyi group, a  benzyl group and a phenoxy
group, which is Optionally mono-substituted' by a
bromine atom In its 4-position, a naphtt'ryl group,
which may be bonded via a methylene or ethylene group.
a Benzo[b]thlophene group, which Is optionally
substituted with one or 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 group, an ethyl  group and a phenyl group, 125
AMENDED SHEET an imidazo[2,1-b]thiazoie group, which
is optionally substituted with one or more  chlorine
atoms, a thienyl group, a furyl group, a
2,1,3-Benzothiadiazole group, a 7,7-Dirnethyh2-
oxo-bicydo{2.2.1]-hept 1 YI group. ora benzyl group.
R9 represents a Gs alkyl group, preferably a methyl
group, a phenyl group,  which is optionally
substituted with one or more fluorine. atoms and/or
One or  more chlorine atoms, a benzyl group. wherein
the ring is optionally substituted  with one or more
fluorine atoms and/or one or more chlorine atoms, or a
-SC)z- R'? moiety Rio represents a phenyl group, which
Is optionally substituted with one or more  fluorine
atoms and/or one or more chlorine atoms, R12
represents a Gms alkyl group. Preferably a methyl
group, or a phenyl group.  which is optionally
substituted with one or more fluorine atoms and/or one
or  more chlorine atoms, optionally In form of one of
the stereoisomers, preferably enantiomers or
diastereomers. a racernate Orin form of a mixture of
at least two of the f stereoisorners, preferably
enantiomers and/or diastereomers. in any mixing ratio.
or a corresponding N-ordde thereof, a corresponding
salt thereat, or a  corresponding solvate thereof, 



and optionally one or more pharmaceutically acceptable
excipl:rits.  126  AMENDED SHEET 25. Medicament
according to one or more of dawns 8-24. characterized
in that the  substituted azetidine compound is
selected from the group consisting of [1]
4-Fluoro-benzenesuifonic acid
1-[trans-bls-(4-chlaro-phenyl)-methyl -2- meth
4-azetidin-3-y1 ester, [2]
N-{(25,8R)-1-[Bis(4-chiorn-phenyi}-mgthyi]-2-methyl-az
etidin-3-yO-2.2.2- trdWom-acetamide, r~ [3]
(25,3R)-1-[eis44-dibro-phenyl)-methyil-2tnethyl-azetid
tn--ylamine,  [4] Hexanofc acid
{1-(bi&(4-dtiloro-phenyl)-methyl]-2-methylazetidin-yl}
- amide. [5] N
((25,3R)-i-[B1s44-chbro-phenyl)-methyil-2-melhyhazetid
in-3-yi]-4- fluoro-benzenesulfonamide. (6)
'i"hiophene-2-sulfonic acid {(2S,3
4)-1-[bis-(4-chioro-phenyl)-methyfl-2-
methyl-azetldin--yil-amide, [7] C lohexanecarbagrlb
add {(2S,3R)-1-[bGs(4-chtoro-pheny9-mett-Yf} 2- C .
methyl-azetJdin-3-yO-amide. [81 Butane-l-sul[onlcacid
((2S.3R)-1-[bts-{4-chloro-phen)1)-methyl}2 yi-
azetidln-3-yt}-arnide, [9] N-((2S,3R}1-EBis-(4-chloco
phenyl}-m 2-methyl-azetfdin-3-*3.5- .
difluoro-benzamide. (10] Naphthalene-2-suifonlc acid
{traatks-lObis-(4-chloro-phenyl)-methyF}2-
methyl-szetidin3-yfkamide, 127  AMENDED SHEET [11]
Biphenyl-4-sulfonic acid
{trans-l-[bis-(4-chlom-phenyl)-methyl]-2-methyl-
azetidin-3-yi}amide, [12] A Acetyl N-(trans l [bis
(4-chlonrphenymethyi]-2 mefhyi,azetidin-3-yl}
benzenesuffonamide, 



[13] N-[trans-14Bis-(4-chloro-phenyl}methyl
-2-methyl-azetidin-3-yf -4-{M
bmmo-phenoxy)-benzenesulfonamide,  [14]
N-(trans-1-pis-(4-chloro-phenyl}methyl]-2-methyl-azeti
din-3-yi}4 methylsulfonyt-benzenesulfonamide,  [15]
2,1,3-Beriwthladiazole-4-suifonic acid
(tranns-1-[bls-(-chloro-phenyl)- metFrylJ-2-methyl
,azetidin~yl}-amldA, [16]
6-Chlona.3-methyl-benzo[b]thiophene-2-suffonlc acid
(trans-1-[bls-(4- chloro-phenyl)-methyl]-2-meth
azetidin-3-yt)-amide, J171
6-Chbro-Imidazo[2,1-b]thiaznle -sutfonle acid
{trans-l-[bis-(4-chIoro-
phonyl)-methy24nethyL.azebdin-33 yrI)-arnWe [18] N-[
trans-l-[BIs{4-chlom-phenyl}methyfJ-2.methyFazetidln-3
-yl)3,6- dlchbra-benzenesulfunamide, [19]
2-Naphthhalene-1 yl-ethanesulfonic acid {
trans-l-[bts-(4-chtoro-phenyl)- methy
-2-rrtethyt-azedd"ut3-y)amfde, [2t)] N-[trans-l.
{His-(4.chf)ro-phenyl)-methyfl-2-me#tyl-axetidin-a-yf)
-phenyl- methylsulfonamide, [21] N-{
trans-1-[Bls-(4-chloro-phenyi)-methyi]-2-methyl-azetld
in3-yl}(7,7- dimethyl-2-oxo-)icycfa[2.2-1]hept
1-yl}methylsuWonamide, 128  AMENDED SHEET [22]
Naphthalene-l-sulfonic acid {
trans-l-[bis-(4-chlor(>-phenyi)-methyQ-2-
methyi-azeHdin-3-yi]-amide, [23] N-(
trans-l-[Bis-(4-chloro-phenyl}methyl]-2-methyi-azetidi
n-3-yl]-4- phenoxy-benzenesuifonamide, [24]
1,3,5-Trimethyi-1H-pyraaole-4-si Itonlc acid(
bans-l-[bis-(4chloro-phenyl)- methyl
-2-methyl-azetidin-3-yi}amlde, [25]
Benm[b]fhlophene-3-suffonic acid
(trans-l-[bis-(4-chlom-phenyPrmethyij- ~T)
2-methyl-azetldin-S-yI)-amide, [26]
5-Methyl-l-phenyl-1 H-pyrazole-4-sulfonic acid {
trans-1-[bis-(4- -Moro- -
phenyl}methyl]-2-methyl-azetidin-3-yt)-amide. 



[27]
N4trans-l-(BIs-(4-chioro-phenyl)-meUM]-2-methyl-azetid
in3-yi)-N-methyl- 4-fluoro-benzenesuffonamide, [28]
N-(trans-l48b-(4chbro-phenyl}-methyl]-2-methyf-azetidi
n-3-A-N-(4  fkioro-benzyl)-4-fluoro-benzer ulfonamide,
[28]
N-trans-i-[Bis-(4-dtfvro-phenyl}me#WQ-2-methyl-azatidl
n-3-yi)-N-propyl- 4tiuoro-bermenesultonamide, [301
N-[bans-1-[Bls-(4-chbro'phenyl}methyl}2-methyl-azetidi
n3-yl]-N- (methylsulphonyl}4fluoto4xwommoutfonamide, _
.[311 N-{trans-I4Bis
(4-chlot)-phenyl)-methyl]-2-methyl-azetidin3-ylf-N-b(s
(4  fluom-benzenes4lfbnamide), [32]
N-((trans-l-[Bis-(4 chloro-phenyl}methyl]-2
metttyl-azetidln3-yl}-4-fluoro- r' .
benzenesuffonamide, and 129  AMENDED SHEET. [33
t4-((2R 3$
1,.(gis..(`{-chioro-phenyl)-meth*2-methyl-azetidin-3-Y
1}-4- fluom-benzenesulfonamide; optionally in form of
a corresponding N-o)ode, a corresponding salt or a
oorresponding ccKAB. 26. Medicament according to one
or more of claims 8 - 25 for the modulation of
preferably cannabinold I (C131) receptors. for the
cannatiuwid-receptors, prophylaxis and/or treatment of
disorders of the central nervous system. disorders  of
the immune system, disorders of the cardiovascular
system. disorders of the  0 endwr7rous system,
disorders of the respiratory system. disorders of the
gastrointestinal tract or reproductive disorders. 27.
Medicament according to one or more of Claims 8 - 26
for the PmPhYW)ds and/or  treatment of food intake
disorders. preferably selected from the group
consisting  of bulimia, anorexia. cachetaa, obesity
and type 11 diiabetus mellitus (non-insulin  dependent
diabetes mellitus), more preferably obesity. and/or  



2s.medicament according to one or more of claims 8 -26
for the prophylaxis treatment Of psychosis. 29.
Medicament according to one or more of claims a -26
for the prophylaxis and/or  1 treatment of alcohol
abuse and/or alcohol addiction, nicotine abuse and/or
nicotine addiction, drug abuse and/or drug addiction
and/or medicament abuse  and/or medicament addiction.
preferably drug abuse and/or drug addiction. 130
AMENDED SNEEr - -- -------- J  30. Medicament
according to one or more of claims 8 - 26 for the
prophylaxis and/or  treatment of one or more disorders
selected from the group consisting of  schizophrenia,
arndety, depression, epilepsy, neurodegenerative
disorders,  cerebellar disorders, spinocerabellar
disorders, cognitive disorders, cranial  trauma, panic
attacks, peripherie neuropathy. glaucoma, migraine,
Morbus  Parkinson, Morbus Huntington, Morbus
Alzheimer, Raynaud's disease,  tremblement disorders,
compulsive disorders. senile dementia, thymic
disorders.  tardive dysldnesia, bipolar disorders,
cancer. medicament-Induced movement  disorders,
dystonia, endotoxemic shock, hemorragic shock
hypotension,  Insomnia, immunologic disorders,
sclerotic plaques, vomiting, diarrhea, asthma,  memory
disorders, pruritus, pain or for potentiation of the
analgesic effect of  narcotic and non-narcotic
analgesics. or for Influencing intestinal transit
31.Use of at least one substituted azetidine compound
as defined in one or more of  claims 8-25 and
optionally one or more pharmaceutically acceptable
exciplents,  for the preparation of a medicament for
the modulation of cannabinoid4eceptors.  preferably
cannablnold I (CBS) receptors. for the prophylaxis
and/or treatment of  disorders of the central nervous
system, disorders of the immune system,  disorders of
the cardiovascular system, disorders of the
endocrinous system,  disorders of the respiratory
system, disorders of the gastrointestinal tract or
reproductive disorders. 



32_Ulsa of at least one substihited azetidine compound
as defined in one or more of  claims 825 and
optionally one or more pharmaceutically acceptable
excipienis,  for the preparation of a medicament
forthe prophylaxis and/or treatment of food  intake
disorders, preferably selected from the group
consisting of bulimia,  anorexia. cachexia, obesity
and type It diabetes melirlrrs (non-insulin dependent
diabetes mellitus), more preferably obesity. 131
AMENDED SHEET 33_Use of at least one substituted
azetidine compound as defined in one or more of
claims B-25 and optionally one or more
pharmaceutically acceptable 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 one or
more of  claims 8-25 and optionally one or more
pharmaceutically acceptable excipients,  for the
preparation of a medicament for the prophylaxis and/or
treatment of  alcohol abuse and/or alcohol addiction,
nicotine abuse and/or nicotine addiction,  drug abuse
and/or drug addiction and/or medicament abuse and/or
medicament  addiction, preferably drug abuse and/or
drug addiction. 35. Use of at least one substituted
azetidine compound according to one or more of  claims
8-25 and optionally one or more pharmaceutically
acceptable exciplents.  for the preparation of a
medicament for the prophylaxis and/or treatment of one
or  more disorders selected from the group consisting
of schizophrenia, anxiety,  depression, epilepsy,
neurodegenerative disorders, cerebellar disorders,
spinocerebeuar disorders, cognitive disorders. cranial
trauma, panic attacks,  peripheric neuropathy,
glaucoma, migraine. Morbus Parkinson, Morbus
Huntington. Morbus Alzheimer. Raynaud's disease.
tremblement disorders.  compulsive disorders, senile
dementia, thyrnic disorders, tardive d la,  bipolar
disorders, cancer, medicament induced movement
disorders. dystonia, n, insomnia, immunologic
enda6o)cemlc shock, 6emorragk; shock, hypotersslo 



disorders. sclerotic plaques, vomiting, diarrhea.
asthma. memory disorders,  prurRu% pain, or far
patentladon of the analgesic effect of narcotic and
non- narcotic analgesics, or for iritlut encing
intestinal transit. 132  AMENDED SHEEP . 


