
WO 2007/148208PCT/1B2007/001673 NEW CARBONYLATED (AZA)CYCLOHEXANES AS
DOPAMINE D3 RECEPTOR LIGANDS          The present patent application
concerns new ligands of the D3 receptor, their 5 process of
preparation and their therapeutic use.      These ligands of the
human 4J3 receptor behave as antagonists, or inverse agonists or
partial agonists or full monists. 10BACKGROUND       The invention
relates to novel carbonylated (aza)cyclohexane derivatives that
potently bind to the dopamine 03 receptor as partial, full or inverse
agonists and antagonists. This receptor, a D2-like receptor, is
discretely expressed in only but a few brain projections areas of
dopamine neurons, within dopamine neurons themselves 15
(auto-receptors) and in discrete peripheral organs, e.g. the kidney
(Schwartz et al. Clinical NeuroPharmacol, 1993, 16, 295). It has been
suggested, or even demonstrated that such brain localisations imply a
role of this receptor subtype in a number of physiological or
pathological processes such as cognition, dementia, psychosis,
substance abuse and dependence, mood regulation and disorders (e.g.
depression or 20 anxiety), motor regulation and disorders (e.g.
Parkinson disease, dyskinesias or equilibration disorders).      In
addition, peripheral D3 receptors, namely in kidney, seem involved in
the control of hormone secretion, diabetic disorders or blood
pressure (Jose et al., Curr. Opin. Nephrol. Hypertens., 2002, 11, 87;
Gross et al Lab. Invest., 2006, 86, 862). These 25 considerations
indicate that modulation (via partial, full or inverse agonism or
antagonism) of dopamine 03 receptors represents a potentially novel
approach to treating diseases of the central nervous system in
neurology and psychiatry as well as diseases of the cardiovascular or
hormonal systems. The international patent application WO 01/49679
discloses arylpiperazine 30 derivatives that display dopamine
antagonist properties on its receptors D3 and 134; however, these
compounds have a phenyl group on the position 4 of the piperazine
substituted by an halogen atom, and, on the other hand, on the
position 1 of the piperazine, an alkylene group optionally
substituted by a carbonyl group, and then a 5- or 6-membered aza
heterocycle fused with a phenyl group, such as indoline or 35
isoquinoleine. CONFIRMATION COPY  WO 2007/148208PCT/1B2007/001673 2
The international patent application PCT/FRO5/02964 discloses
arylpiperazine derivatives having an alkylene group and an indoline
cycle. These compounds are selective ligands of D3 receptor.
Unexpectedly, it has now been discovered that the compounds according
to the 5 invention, which represent a new family of arylpiperazine
derivatives, display a high affinity for the D3 receptor of dopamine.
By contrast to the compounds disclosed in WO 01/49769 and in
PCT/FRO5/02964, the compounds according to the invention have an aza
heterocycle, such as an arylpiperazine, and an alkylene group
substituted by an (aza)cyclohexyl group. Further, they are selective
ligands of 03 receptor. 10These compounds are useful as medicaments,
notably in neurology and psychiatry, particularly in Parkinson's
disease, schizophrenia, dementia, depression, mania, anxiety,
dyskinesias, equilibration disorders, Gilles de la Tourette's
disease. Further, these compounds are useful for treating drug and
tobacco dependency. They are also useful for preventing or treating
cardiovascular disorders implying 15 the peripheral dopamine
receptors, particularly in kidneys, such as hypertension, cardiac
failure, and other disorders such as renal insufficiency or diabetes.



\ Ar 25 Z chosen from the group selected within:   WO
2007/148208PCT/1132007/001673 3 -N-CH H \  e) -CHTCH  0 II/ -C-N f)
Rrepresentingalkyl ;cyanoalkyl ;monohalogenocyanoalkyl ;
polyhalogenocyanoalkyl ; hydroxyalkyl ; monohalogenoalkyl ;
polyhalogenoalkyl ; cycloalkyl ; monhalogenocycloalkyl ;
polyhalogenocycloalkyl ; cyanocycloalkyl ; alkoxy ; 5
monohalogenoalkoxy ; polyhalogenoalkoxy ; alkoxyalkyl ;
monohalogeno-alkoxyalkyl ; polyhalogenoalkoxyalkyl ;
alkoxyalkoxyalkyl ; monohalogeno-alkoxyalkoxyalkyl ;
polyhalogenoalkoxyalkoxyalkyl ; alkylcarbonyl ; awl; mono- or
polyhalogenoaryl ; aryloxy ; aryloxyalkyl ; mono- or
polyhalogenoaryloxyalkyl ; arylalkoxy ; alkenyl ; cycloalkenyl ;
cycloalkenylalkyl ; cyclalkenyl fused with benzene ; alkynyl, amino ;
10 alkylamino ;dialkylamino ;dialkylaminoalkyl
;monohalogenoalkylamino ; monohalogenodialkylamino
;halodialkylaminoalkyl ;polyhalogenoalkylamino ; -(CH2)m-C Het
polyhalogenodialkylamino ; polyhalogenodialkylaminoalkyl ;where
is a non aromatic heterocycle optionally fused with aryl or
optionally substituted with one or more acyl, alkyl or halogen ;
arylaminoalkyl ; alkoxyalkylamino ; 15 alkoxy(alkyl)amino
;cyanoalkylamino ;alkylcarbonylalkyl ;acylaminoalkyl ;
aminocarbonylalkyl ; alkylsulfanylalkyl ; alkylsulfinylalkyl ;
alkylsulfonylalkyl ; n being an integer from ito 3; m being an
integer from 0 to 4; Ar representing an aryl; an heteroaryl or an
aryl fused with a cycloalkyl or an 20 heterocycle, Ar being
optionally substituted with one or more alkyl; alkenyl; alkynyl;
cyano; halogeno; alkoxy; monohalogenoalkoxy; polyhalogenoalkoxy;
alkoxyalkyl; dialkylamino; non aromatic heterocyclyl attached by a
nitrogen; alkylsulfanyl; a lkylsulfinyl; alkylsu Ifonyl;
monohalogenoalkylsulfanyl; monohalogenoalkylsulfinyl;
monohalogenoalkylsulfonyl; polyhalogenoalkylsulfanyl;
polyhalogenoalkylsulfinyl; 25 polyhalogenoalkylsulfonyl; heteroaryl;
aryl; aralkyl; aryloxy; alkoxY-carbonylamino; acyl; acylamino;
aminocarbonyl; monoalkylaminocarbonyl; dialkylaminocarbonyl;
alkylsulfonylamino; monohalogenoalkyl; polyhalogenoalkyl; hydroxyl;
hydroxyalkyl; oxoalkyl; 



WO 2007/148208PCT/11320071001673 4 with the proviso that:     when Z
is a) NHCH and NR1R2 is 1) with Ar representing a phenyl fused with a
carbocycle and R is non aromatic heterocyclyl(CH2)m with m=0, then
the heterocycle is linked to the carbonyl by a carbon atom, 5when Z
is a) NHCH, then R is not alkyl, unsubstituted cycloalkyl, aryl,
heteroaryl or heteroarlyalkyl;     when Z is a) NHCH and NR1R2 is 1)
with Ar representing a phenyl substituted with two chlorine atoms or
fused with a carbocycle, then R is not amino, alkylamino,
dialkylamino, monohalogenoalkylamino, monohalogenodialkylamino,
polyhalogeno- 10 alkylamino, polyhalogenodialkylamino, alkyl,
alkenyl, aryl or unsubstituted cycloalkyl;     when Z is a) NFICH and
NR1R2 is 1) with Ar representing an unsubstituted phenyl, then R is
not alkyl, aryl or unsubstituted cycloalkyl;     when Z is a) NHCH
and NR1R2 is 4), then R is not aryl, aralkyl, aralkoxyalkyl,
aralkylsulfanylalkyl; and 15when Z is b) N, then R is not amino,
alkylamino, dialkylamino or halogenoderivative thereof,       or
their pharmaceutically acceptable salts, hydrates, or hydrated salts,
or the polymorphic, cristalline structures of these compounds or
their optical isomers, 20 racemates, diastereomers or enantiomers.
Preferably, NR1R2 is 1): -N N-Ar Preferably, Z is a). -N-CH 25H \
Preferably,Riscyanoalkyl,polyhalogenocyanoalkyl,hydroxyalkyl,
polyhalogenoalkyl,cyanocycloalkyl,alkoxy,alkoxyalkyl,alkoxyalkoxyalky
l, alkylcarbonyl, aryloxyalkyl, mono- or polyhalogenoaryloxyalkyl,
arylalkoxy, alkenyl, cycloalkenyl, non aromatic heterocyclyl(CH2)m
wherein the non aromatic heterocycle is 30 optionally fused with aryl
or optionally substituted with one or more acyl, alkyl or halogen,
alkylcarbonylalkyl, acylaminoalkyl, aminocarbonylalkyl,
alkylsulfanylalkyl, alkylsulfonylalkyl,  WO
2007/148208PCT/IB2007/001673 5 m being an integer from 0 to 4,
notably 0 or 2. Preferably, Ar represents an aryl, more preferably
phenyl.     Preferably, Ar is substituted with one or more alkyl,
cyano, halogeno, alkoxy, polyhalogenoalkoxy, alcanediyl,
dialkylamino, alkylsulfanyl, aryl, aralkyl, aryloxy,
alkoxycarbonylamino, acyl, alkylsulfonylamino, polyhalogenoalkyl,
hydroxy, hydroxyalkyl, oxoalkyl. 10Preferably, Ar is unsubstituted or
substituted with one or more alkyl, polyhalogenoalkyl, halogen or
cyano, more preferably with alkyl or polyhalogenoalkyl. The present
invention encompasses the following embodiments:  NR1R2 is a group of
formula 1) and Z is a group a); 15- NR1R2 is a group of formula 1)
and Z is a group b), c) or d), more preferably those where NR1R2 is
1) and Z is c); - NR1R2 is a group of formula 1) and Z is a group e)
or f);         NR1R2 is a group of formula 2) or 3), more preferably
those where NR1R2 is 2) and Z is a), those where NR1R2 is 2) and Z is
c) and those where NR1R2 is 3) and Z is 20 c); 



- NR1R2 is a group of formula 4) and Z is a group a);      NR1R2 is a
group of formula 4) and Z is a group b), c) or d), more preferably
where NR1R2 is 4) and Z is c); - NR1R2 is a group of formula 4) and Z
is a group e) or f) 25wherein R, Ar, m, n are defined as above.
Preferably, the compounds of the invention are those of formula (A):
R--1( ax_ N-CHrTh NN-Ar (A) 30 where:     R is chosen from
cyanoalkyl; monohalogenoalkyl; polyhalogenoalkyl;
monohalogenocycloalkyl; polyhalogeno-cycloalkyl; alkoxy;
monohalogenoalkoxy; polyhalogenoalkoxy; alkoxyalkyl;
monohalogenoalkoxyalkyl; polyhalogenoalkoxyalkyl;  WO
2007/148208PCT/I132007/001673 6 alkoxyalkoxyalkyl;
monohalogenoalkoxyalkoxyalkyl; polyhalogenoalkoxya I koxyal kyl;
monohalogenocyanoalkyl; polyhalogenocyanoalkyl; cyanocycloalkyl;
aryloxy; aryloxyalkyl; arylalkoxy; cycloalkenyl; cycloalkenylalkyl;
cycloalkenyl fused with benzene; alkynyl; dialkylaminoalkyl;
hydroxyalkyl; polyhalogenodialkylaminoalkyl; (CH2)m-C Het Het whereis
a non aromatic heterocycle optionally fused with aryl or optionally
substituted with one or more acyl, alkyl or halogen; arylaminoalkyl;
alkoxyalkylamino; alkoxy(alkyl)amino; cyanoalkylamino;
alkylcarbonylalkyl; acylaminoalkyl; am i nocarbonylalkyl;
alkylsulfanylalkyl; alkylsulfinylalkyl; alkylsulfonylalkyl;
alkylcarbonyl; mono- or polyhalogenoaryl; mono- or
polyhalogenoaryloxyalkyl; 10m being an integer from 0 to 4,     Ar
represents an aryl; an heteroaryl or an aryl fused with a cycloalkyl
or an heterocycle; Ar being optionally substituted with one or more
alkyl; alkenyl; alkynyl; cyano; halogeno; alkoxy; monohalogenoalkoxy;
polyhalogenoalkoxy; alkoxyalkyl; dialkylamino; non aromatic
heterocyclyl attached by a nitrogen; alkylsulfanyl; 15 alkylsulfinyl;
alkylsulfonyl; monohalogenoalkylsulfanyl; monohalogenoalkylsulfinyl;
monohalogenoalkylsulfonyl; polyhalogenoalkylsulfanyl;
polyhalogenoalkylsulfinyl; polyhalogenoalkylsulfonyl; heteroaryl;
aryl; aralkyl; aryloxy; alkoxy-carbonylamino; acyl; acylamino;
aminocarbonyl; monoalkylaminocarbonyl; dialkylaminocarbonyl;
alkylsulfonylamino; monohalogenoalkyl; polyhalogenoalkyl; hydroxyl;
hydroxyalkyl; 20 oxoalkyl;      or their pharmaceutically acceptable
salts, hydrates, or hydrated salts, or the polymorphic, cristalline
structures of these compounds or their optical isomers, racemates,
diastereomers or enantiomers. 25Preferably, in formula (A) :      R
is chosen from cyanoalkyl; polyhalogenoalkyl; alkoxy; alkoxyalkyl;
polyhalogenocyanoalkyl; cyanocycloalkyl; aryloxyalkyl; arylalkoxy;
cycloalkenyl; cycloalkenylalkyl; cycloalkenyl fused with benzene;
dialkylaminoalkyl; hydroxyalkyl; 30 alkylcarbonylalkyl;
acylaminoalkyl;aminocarbonylalkyl;alkylsulfinylalkyl;alkyl-
sulfonylalkyl; alkylcarbonyl;  WO 2007/148208PCTM320071001673 7
-(CH2) C Het  where  with aryl or optionally substituted with one or
more acyl, alkyl or halogen;       Ar represents an aryl optionally
fused with a cycloalkyl or an heterocycle and/or Ar 5 being
optionally substituted with one or more alkyl; cyano; halogeno;
alkoxy; polyhalogenoalkoxy;alkoxyalkyl;dialkylamino;alkylsulfanyl;
alkylsulfonyl; 



polyhalogenoalkylsulfanyl;heteroaryl;aryloxy;alkoxy-carbonylamino;
acyl; aminocarbonyl; alkylsulfonylamino; polyhalogenoalkyl; hydroxyl;
hydroxyalkyl; or their pharmaceutically acceptable salts, hydrates,
or hydrated salts, or the 10 polymorphic, cristalline structures of
these compounds or their optical isomers, racemates, diastereomers or
enantiomers. According to a further aspect, the compounds of the
invention are those of formula (1c) : 0 (CH2)n N\-NC\N-Ar 15(1 c)
Rischosenfromalkyl ;cyanoalkyl ;monohalogenocyanoalkyl ;
polyhalogenocyanoalkyl ; hydroxyalkyl ; monohalogenoalkyl ;
polyhalogenoalkyl ; cycloalkyl ; monhalogenocycloalkyl ;
polyhalogenocycloalkyl ; cyanocycloalkyl ; alkoxy ;
monohalogenoalkoxy ; polyhalogenoalkoxy ; alkoxyalkyl ;
monohalogeno-alkoxyalkyl ; 20 polyhalogenoalkoxyalkyl ;
alkoxyalkoxyalkyl ; monohalogeno-alkoxyalkoxyalkyl ;
polyhalogenoalkoxyalkoxyalkyl ; alkylcarbonyl ; aryl ; mono- or
polyhalogenoaryl ; aryloxy ; aryloxyalkyl ; mono- or
polyhalogenoaryloxyalkyl ; arylalkoxy ; alkenyl ; cycloalkenyl ;
cycloalkenylalkyl ; benzofusedcyclalkenyl ; alkynyl ; amino ;
alkylamino ; dialkylamino ; dialkylaminoalkyl ;
monohalogenoalkylamino ; 25 monohalogenodialkylamino
;halodialkylaminoalkyl ;polyhalogenoalkylamino ; -(CH2)m-C Het
polyhalogenodialkylamino ; polyhalogenodialkylaminoalkyl ;\`---1
where CHet is a non aromatic heterocycle optionally fused with aryl
or optionally  WO 2007/148208PCT/132007/001673 8 substituted with one
or more acyl, alkyl or halogen ; arylaminoalkyl ; alkoxyalkylamino ;
alkoxy(alkyl)amino ; cyanoalkylamino ; alkylcarbonylalkyl ;
acylaminoalkyl ; aminocarbonylalkyl ; alkylsulfanylalkyl ;
alkylsulfinylalkyl ; alkylsulfonylalkyl ; n is an integer from 1 to
3; 5m is an integer from 0 to 4;     Ar is chosen from an aryl; an
heteroaryl or an aryl fused with a cycloalkyl or an heterocycle; Ar
being optionally substituted with one or more alkyl; alkenyl;
alkynyl; cyano; halogeno; alkoxy; monohalogenoalkoxy;
polyhalogenoalkoxy; alkoxyalkyl; dialkylamino; non aromatic
heterocyclyl attached by a nitrogen; alkylsulfanyl; 10 a lkylsu lfi
nyl; alkylsulfonyl; monohalogenoalkylsulfanyl;
monohalogenoalkylsulfinyl; monohalogenoalkylsulfonyl;
polyhalogenoalkylsulfanyl; polyhalogenoalkylsulfinyl;
polyhalogenoalkylsulfonyl; heteroaryl; aryl; aralkyl; aryloxy;
alkoxy-carbonylamino; acyl; acylamino; aminocarbonyl;
monoalkylaminocarbonyl; dialkylaminocarbonyl; alkylsulfonylamino;
monohalogenoalkyl; polyhalogenoalkyl; hydroxyl; hydroxyalkyl; 15
oxoalkyl;     or their pharmaceutically acceptable salts, hydrates,
or hydrated salts, or the polymorphic, cristalline structures of
these compounds or their optical isomers, racemates, diastereomers or
enantiomers. Preferably, in formula (1c)     R is chosen from alkyl ;
cyanoalkyl ; alkoxy ; alkoxyalkyl ; awl; amino ; alkoxy(alkyl)amino ;
n is 1;     Ar is chosen from aryl optionally fused with a cycloalkyl
or an heterocycle; and/or optionally substituted with one or more
alkyl; cyano; halogeno; alkoxy; 30 polyhalogenoalkoxy; alkylsulfonyl;
polyhalogenoalkylsulfanyl; aralkyl; aryloxy; acyl; polyhalogenoalkyl;
hydroxyalkyl;        or their pharmaceutically acceptable salts,
hydrates, or hydrated salts, or the polymorphic, cristalline
structures of these compounds or their optical isomers, 35 racemates,
diastereomers or enantiomers.  WO 2007/148208PCT/1132007/001673 9 



According to a still further aspect, the compounds of the invention
are those of formula (2a): YN-CH  N/ (2a)   with 5R chosen from
cyanoalkyl ; monohalogenocyanoalkyl ; polyhalogenocyanoalkyl ;
hydroxyalkyl ;monohalogenoalkyl ; polyhalogenoalkyl
;monhalogenocycloalkyl ; polyhalogenocycloalkyl ;cyanocycloalkyl
;alkoxy ;monohalogenoalkoxy ; polyhalogenoalkoxy ;alkoxyalkyl
;monohalogeno-alkoxyalkyl ; polyhalogenoalkoxyalkyl
;alkoxyalkoxyalkyl ;monohalogeno-alkoxyalkoxyalkyl ; 10
polyhalogenoalkoxyalkoxyalkyl ; alkylcarbonyl ; aryloxy ;
aryloxyalkyl ; mono- or polyhalogenoaryloxyalkyl ; arylalkoxy ;
alkenyl ; cycloalkenyl ; cycloalkenylalkyl ; benzofusedcyclalkenyl ;
alkynyl, amino ; alkylamino ; dialkylamino ; dialkylaminoalkyl ;
monohalogenoalkylamino ; monohalogenodialkylamino ;
halodialkylaminoalkyl ; polyhalogenoalkylamino ;
polyhalogenodialkylamino ; polyhalogenodialkylaminoalkyl ; GIs a non
aromatic heterocycle optionally fused with aryl or optionally
substituted with one or more acyl, alkyl or halogen ; arylaminoalkyl
;alkoxyalkylamino ;alkoxy(alkyl)amino ;cyanoalkylamino ;
alkylcarbonylalkyl ;acylaminoalkyl ;aminocarbonylalkyl
;alkylsulfanylalkyl ; alkylsulfinylalkyl ; alkylsulfonylalkyl ; 20 m
being an integer from 0 to 4;     Ar representing an aryl; an
heteroaryl or an aryl fused with a cycloalkyl or an heterocycle; Ar
being optionally substituted with one or more alkyl; alkenyl;
alkynyl; 25 cyano; halogeno; alkoxy; monohalogenoalkoxy;
polyhalogenoalkoxy; alkoxyalkyl; dialkylamino; non aromatic
heterocyclyl attached by a nitrogen; alkylsulfanyl; alkylsulfinyl;
alkylsulfonyl; monohalogenoalkylsulfanyl; monohalogenoalkylsulfinyl;
mono halogenoa lkylsulfonyl; polyhalogenoalkylsulfanyl;
polyhalogenoalkylsulfinyl; polyhalogenoalkylsulfonyl; heteroaryl;
aryl; aralkyl; aryloxy; alkoxy-carbonylamino; acyl; 30 acylamino;
aminocarbonyl;monoalkylaminocarbonyl;dialkylaminocarbonyl;  WO
2007/148208PC171B2007/001673 10 alkylsulfonylamino;
monohalogenoalkyl; polyhalogenoalkyl; hydroxyl; hydroxyalkyl;
oxoalkyl;        or their pharmaceutically acceptable salts,
hydrates, or hydrated salts, or the 5 polymorphic, cristalline
structures of these compounds or their optical isomers, racemates,
diastereomers or enantiomers. Preferably in formula (2a): R is chosen
from cyanoalkyl ; polyhalogenoalkyl ; alkoxyalkyl ; cycloalkenyl ; 10
Ar is chosen from an aryl optionally substituted with one or more
alkyl; cyano; halogeno; polyhalogenoalkyl;        or their
pharmaceutically acceptable salts, hydrates, or hydrated salts, or
the 15 polymorphic, cristalline structures of these compounds or
their optical isomers, racemates, diastereomers or enantiomers.
According to a still further aspect, the compounds of the invention
are those of formula (2c) : 20(2c)     R is chosen from alkyl ;
cyanoalkyl ; monohalogenocyanoalkyl ; polyhalogenocyanoalkyl ;
hydroxyalkyl ; monohalogenoalkyl ; polyhalogenoalkyl ; cycloalkyl ;
monhalogenocycloalkyl ; polyhalogenocycloallryl ; cyanocycloalkyl ;
alkoxy ; monohalogenoalkoxy ; polyhalogenoalkoxy ; alkoxyalkyl ;
monohalogeno-alkoxyalkyl ; 25 polyhalogenoalkoxyalkyl ;
alkoxyalkoxyalkyl ; monohalogeno-alkoxyalkoxyalkyl ;
polyhalogenoalkoxyalkoxyalkyl ; alkylcarbonyl ; awl; mono- or
polyhalogenoaryl ; aryloxy ; aryloxyalkyl ; mono- or
polyhalogenoaryloxyalkyl ; arylalkoxy ; alkenyl ; cycloalkenyl ;
cycloalkenylalkyl ; benzofusedcyclalkenyl ; alkynyl, amino ;



-(CH2)m-C Het  WO 2007/148208PCT/IB2007/001673 11  \ Het N.--is a non
aromatic heterocycle optionally fused with aryl or optionally
substituted with one or more acyl, alkyl or halogen ; arylaminoalkyl
; alkoxyalkylamino ; alkoxy(alkyl)amino ; cyanoalkylamino ;
alkylcarbonylalkyl ; acylaminoalkyl ; aminocarbonylalkyl ;
alkylsulfanylalkyl ; alkylsulfinylalkyl ; alkylsulfonylalkyl ; 5n is
an integer from 1 to 3; m is an integer from 0 to 4;     Ar is chosen
from an aryl; an heteroaryl or an aryl fused with a cycloalkyl or an
heterocycle; Ar being optionally substituted with one or more alkyl;
alkenyl; alkynyl; cyano; halogeno; alkoxy; monohalogenoalkoxy;
polyhalogenoalkoxy; alkoxyalkyl; 10 dialkylamino; non aromatic
heterocyclyl attached by a nitrogen; alkylsulfanyl; a lkylsu Ifinyl;
alkylsulfonyl; monohalogenoalkylsulfanyl; monohalogenoalkylsulfinyl;
monohalogenoalkylsulfonyl; polyhalogenoalkylsulfanyl;
polyhalogenoalkylsulfinyl; polyhalogenoalkylsulfonyl; heteroaryl;
aryl; aralkyl; aryloxy; alkoxy-carbonylamino; acyl; acylam i no; am
inocarbonyl; monoalkylaminocarbonyl; dialkylaminocarbonyl; 15
alkylsulfonylamino; monohalogenoalkyl; polyhalogenoalkyl; hydroxyl;
hydroxyalkyl; oxoaliryl;        or their pharmaceutically acceptable
salts, hydrates, or hydrated salts, or the polymorphic, cristalline
structures of these compounds or their optical isomers, 20 racemates,
diastereomers or enantiomers. Preferably, in formula (2c): R is
chosen from alkyl ; n is 1; 25Ar represents an aryl optionally fused
with a cycloalkyl and/or optionally substituted with one or more
alkyl; cyano; halogeno; polyhalogenoalkyl;     or their
pharmaceutically acceptable salts, hydrates, or hydrated salts, or
the polymorphic, cristalline structures of these compounds or their
optical isomers, racemates, diastereomers or enantiomers. 30  WO
2007/148208PCT/B2007/001673 12 0 (CH2)n-ND-\_ N )-Ar (3c)
Rischosenfromalkyl ;cyanoalkyl ;monohalogenocyanoalkyl ;
polyhalogenocyanoalkyl ; hydroxyalkyl ; monohalogenoalkyl ;
polyhalogenoalkyl ; cycloalkyl ; monhalogenocycloalkyl ;
polyhalogenocycloalkyl ; cyanocycloalkyl ; alkoxy ; 5
monohalogenoalkoxy ; polyhalogenoalkoxy ; alkoxyalkyl ;
monohalogeno-alkoxyalkyl ; polyhalogenoalkoxyalkyl ;
alkoxyalkoxyalkyl ; monohalogeno-alkoxyalkoxyalkyl ;
polyhalogenoalkoxyalkoxyalkyl ; alkylcarbonyl ; awl; mono- or
polyhalogenoaryl ; aryloxy ; aryloxyalkyl ; mono- or
polyhalogenoaryloxyalkyl ; arylalkoxy ; alkenyl ; cycloalkenyl ;
cycloalkenylalkyl ; benzofusedcyclalkenyl ; alkynyl, amino ;
alkylamino ; 10 dialkylamino ;dialkylaminoalkyl
;monohalogenoalkylamino ; rnonohalogenodialkylamino
;halodialkylaminoalkyl ;polyhalogenoalkylamino ;     



is a non aromatic heterocycle optionally fused with aryl or
optionally     substituted with one or more acyl, alkyl or halogen ;
arylaminoalkyl ; alkoxyalkylamino ; 15 alkoxy(alkyl)amino
;cyanoalkylamino ;alkylcarbonylalkyl ;acylaminoalkyl ;
aminocarbonylalkyl ; alkylsulfanylalkyl ; alkylsulfinylalkyl ;
alkylsulfonylalkyl ; n is an integer from Ito 3; m is an integer from
0 to 4; Ar is chosen from an aryl; an heteroaryl or an aryl fused
with a cycloalkyl or an 20 heterocycle; Ar being optionally
substituted with one or more alkyl; alkenyl; alkynyl; cyano;
halogeno; alkoxy; monohalogenoalkoxy; polyhalogenoalkoxy;
alkoxyalkyl; dialkylamino; non aromatic heterocyclyi attached by a
nitrogen; alkylsulfanyl; alkylsulfinyl; alkylsulfonyl;
monohalogenoalkylsulfanyl; monohalogenoalkylsulfinyl;
monohalogenoalkylsulfonyl; polyhalogenoalkylsulfanyl;
polyhalogenoalkylsulfinyl; 25 polyhalogenoalkylsulfonyl; heteroaryl;
aryl; aralkyl; aryloxy; alkoxy-carbonylamino; acyl; acylamino;
aminocarbonyl; monoalkylaminocarbonyl; dialkylaminocarbonyl;
alkylsulfonylamino; monohalogenoalkyl; polyhalogenoalkyl; hydroxyl;
hydroxyalkyl; oxoalkyl;  WO 2007/148208PCT/1B2007/001673 13      or
their pharmaceutically acceptable salts, hydrates, or hydrated salts,
or the polymorphic, cristalline structures of these compounds or
their optical isomers, racemates, diastereomers or enantiomers.
5Preferably, in formula (3c) : R is chosen from alkyl ; n is;      Ar
is an aryl optionally fused with a cycloalkyl and/or optionally
substituted with one or more halogeno; 10or their pharmaceutically
acceptable salts, hydrates, or hydrated salts, or the polymorphic,
cristalline structures of these compounds or their optical isomers,
racemates, diastereomers or enantiomers. Preferred compounds of
formula (I) can be chosen from: 15-
2-cyano-N-(4-{214-(3-trifluoromethylphenyl)piperazin-1-
yfiethylicyclohexypacetamide,      -
1-(442-[4-(3-trifluoromethylphenyl)p iperazin-1 -yljethylipiperid
in-1 -yl)propa ne-1,2- dione, hydrochloride, -
1-(4-{244-(3-trifluoromethylphenyl)piperazin-1-Aethyl}piperidin-1-yl)
propan-2- 20 one,
N-methoxy-N-methyl-2-(4-{214-(3-trifluoromethylpheny)piperazin-lyliet
hyl}cyclohexylidene)acetamide,
1-(4-{2-[4-(3-trifluoromethylpheny)piperazin-1-yl]ethyl}cyclo-hexylid
ene)propan-2- one, 25-
1-(4-{2-[4-(3-trifluoromethylpheny)piperazin-1-yllethyl}cyclohexyl)pr
opan-2-one, hydrochloride, -
N-(4-{244-(3-acetylphenyflpiperazin-1-ygethyl}cyclohexyl)-2-cyanoacet
amide,      -
4-{244-(3-TrifluoromethylphenyOpiperazin-1-yliethyl)piperidine-1-carb
oxylic acid tert-butyl ester, hydrochloride, 30-
1-(4-1244-(2-Fluorophenyl)piperazin-l-yllethyl}piperid
in-l-yl)propan-2-one, dihydrochloride,
(4-{214-(3-Trifluoromethylphenyl)piperazin-1-yljethylipiperidin-1-yfl
acetic acid tert-butyl ester, dihydrochloride,          -
1-Phenyl-2-(4-{244-(3-trifluoromethylphenyl)piperazin-1-yliethyl}pipe
ridin-1- 35 yl)ethanone, dihydrochloride,  WO
20071148208PCT/1132007/001673 14
1-(4-{244-(3-Trifluoromethylphenyppiperazin-1-yl]ethyl}piperidin-1-y1
)butane-1,2- 



dione, hydrochloride,
3,3-Dimethy1-1-(4-{2-[4-(3-trifluoromethylphenyl)piperazin-1-yllethyl
}piperidin-l- yObutan-2-one, 5-
N[2-0xo-2-(4-{2[4-(3-trifluoromethylphenyppiperazin-l-yl]ethyl}piPeri
din-1- yDethyliacetamide,
3-0xo-3-(4-{244-(3-trifluoromethylphenyl)piperazin-1-yl]ethyl}piperid
in-1- yl)propanenitrile, hydrochloride,
2-Methoxy-1-(4-{214-(3-trifluoromethylphenyl)piperazin-1-yl]ethyl}pip
eridin-1- 10 yl)ethanone, hydrochloride,      -
2-Ethoxy-1-(4-{2-[4-(3-trifluoromethylphenyl)piperazin-1-yljethyl}pip
eridin-1- yOethanone, hydrochloride,      -
5-0xo-5-(4-{214-(3-trifluoromethylphenyl)piperazin-1-yliethyl}piperid
in-1- y1)pentanenitrile, hydrochloride, 15-
3-(4-{241-(2-0xopropyl)piperidin-4-yliethyl}piperazin-1-y1)-5-
trifluoromethylbenzonitrile, dihydrochloride,
1-(4-{2-[4-(2-Methoxyphenyl)piperazin-1-yl]ethyl}piperidin-1-yl)propa
n-2-one, dihydrochloride,
1-(4-{2-[4-(2,3-Dichlorophenyl)piperazin-1-yl]ethyl}piperidin-1-yl)pr
opan-2-one, 20-
2-Methyl-6-(4-{241-(2-oxopropyl)piperidin-4-yl]ethyl}piperazin-1-yl)b
enzonitrile, dihydrochloride,      -
2-(4-{214-(3-Trifluoromethylphenyppiperazin-1-yllethyl}piperidin-1-yl
)acetamide, dihydrochloride, -
1-(4-{2-[4-(2-Chlorophenyl)piperazin-1-yl]ethyllpiperidin-l-yl)propan
-2-one, 25 dihydrochloride,
3-(4-{2-[1-(2-0xopropyl)piperidin-4-yl]ethyl}piperazin-1-yl)benzonitr
ile, dihydrochloride,
(4-{244-(3-Trifluoromethylphenyppiperazin-l-yliethyl}piperidin-1-ypac
etic acid ethyl ester, dihydrochloride, 30-
1-(4-{2-[4-(3,5-Difluorophenyl)piperazin-1-yl]ethyl}piperidin-1-yl)pr
opan-2-one, dihydrochloride,
1-(4-{2-[4-(2,3-Dimethylphenyl)piperazin-1-yl]ethyl}piperidin-1-y0pro
pan-2-one, dihydrochloride,
1-(4-{2-[4-(3-Chlorophenyl)piperazin-1-yl]ethyl}piperidin-1-yl)propan
-2-one, 35-
1-{412-(4-o-Tolylpiperazin-1-y1)-thylipiperidin-1-yl}propan-2-one,
dihydrochloride,  WO 2007/148208PCT/1B2007/001673 15 -
1-(4-{244-(2-Chloro-5-methylphenyflpiperazin-1-yliethyl}piperidin-1-y
0propan-2- one, dihydrochloride,      -
1-(4-{2-[4-(5-Fluoro-2-methylphenyflpiperazin-1-yl]ethyl}piperidin-1-
yppropan-2- one, dihydrochloride, 5-
1-(3,4-Difluoropheny1)-2-(4-{214-(3-trifluoromethylphenyflpiperazin-1
- yliethyl}piperidin-1-y1)ethanone,      -
1-(4-{244-(3,5-Bistrifluoromethylphenyflpiperazin-1-yliethyl}piperidi
n-1-yl)propan2-one, -
1-(4-{214-(2,3-Difluorophenyflpiperazin-1-yliethyl}piperidin-1-yflpro
pan-2-one, 10-
1-{4-[2-(4-Naphthalen-1-ylpiperazin-1-yflethyl]piperidin-1-yllpropan-
2-one,
(4-{244-(3-Trifluoromethylphenyl)piperazin-1-yl]ethyl}cyclohexyl)carb
amic acid benzyl ester, 



- 2,2,2-Trifluoro-N-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyflacetamide, 15-
(4-{244-(3-Trifluoromethylphenyl)piperazin-1-yflethyl}cyclohexyl)carb
amic acid methyl ester,      - Tetrahydrofuran-2-carboxylic acid
(4-{214-(3-trifluoromethyl-phenyflpiperazin-1-
yliethylIcyclohexyl)amide,
2-Methoxy-N-(4-{2-[4-(3-trifluoromethylphenyl)piperazin-1- 20
yflethylIcyclohexyflacetamide,      -
2-Methoxy-N-(4-{244-(3-trifluoromethylphenyflpiperazin-1-
yliethyl}cyclohexyl)acetamide , hydrochloride,
2,2-Difluoro-N-(4-{2-[4-(3-trifluoromethylphenyl)piperazin-1
yflethyl}cyclohexyflacetamide, 25- Cyclopent-1-enecarboxylic acid
(4-{214-(3-trifluoromethyl-phenyl)piperazin-1-
ynethyl}cyclohexyl)amide,
2-Hydroxy-N-(4-{214-(3-trifluoromethylphenyflpiperazin-1-
yllethylicyclohexyflacetamide hydrochloride,           -
3-Methoxy-N-(4-{214-(3-trifluoromethylphenyflpiperazin-1- 30
yliethylIcyclohexyl)propanamide,
N-(4-{214-(2,4-Difluorophenyl)piperazin-1-yllethyl}cyclohexyl)-2-
methoxyacetamide,
N-(4-{214-(2-Cyano-3-methylphenyl)piperazin-1-yllethyl}cyclohexyl)-2-
methoxyacetamide, 35-
N-(4-{244-(2-Fluorophenyflpiperazin-1-yllethyl}cyclohexyl)-2-methoxya
cetamide,  WO 2007/148208PCT/1B2007/001673 16
2-Ethoxy-N-(4-{214-(3-trifluoromethylphenyl)piperazin-1yfiethylicyclo
hexypacetamide , hydrochloride,  Cyclopent-3-enecarboxylic acid
(4-{214-(3-trifluoromethyl-phenyppiperazin-1-
yliethyl}cyclohexyflamide, 5- Cyclohex-1-enecarboxylic acid
(4-{244-(3-trifluoromethyl-phenyl)piperazin-1-
yl]ethyl}cyclohexyl)-amide,      -
N-(4-{2-[4-(2-Cyano-3-methylpheny1)-3,6-dihydro-2H-pyridin-1-
yliethyl}cyclohexyl)-2-methoxyacetamide, -
N-(4-{214-(2-Cyano-3-methylphenyppiperidin-1-yfiethyl}cyclohexyl)-2-
10 methoxyacetamide,
2-Ethoxy-N-(4-{244-(2-fluorophenyl)piperazin-1-yliethyl}cyclo-hexsil)
acetamide,      - Tetrahydrofuran-2-carboxylic acid
(4-{244-(2-fluorophenyflpiperazin-1- yliethyl}cyclohexyDamide, -
N-(442[4-(2-Cyanophenyl)piperazin-1-yliethylIcyclohexy0-2-methoxyacet
amide, 15-
2-Methoxy-N-(4-{244-(3-trifluoromethylpheny1)-3,6-dihydro-2H-pyridin-
1- yflethyl}cyclohexyl)acetamide,
2-Methoxy-N-{412-(4-phenylpiperazin-1-ypethylicyclohexyl}acetamide,
2-Methoxy-N-(4-{214-(3-trifluoromethylphenyl)piperidin-1-
yllethyl}cyclohexypacetamide, 20-
2-Phenoxy-N-(4-{214-(3-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexypacetamide,
3,3,3-Trifluoro-N-(442[4-(3-trifluoromethylphenyppiperazin-1-
yliethyl}cyclohexyl)propanamide, -
4-Methoxy-N-(4-{2-[4-(3-trifluoromethylphenyl)piperazin-1- 25
yl]ethyl}cyclohexyl)butanamide,      - Cyclopent-3-enecarboxylic acid
{412-(4-pyridin-2-ylpiperazin-1- ypethylicyclohexyl}amide,
Cyclohex-1-enecarboxylic acid {412-(4-phenylpiperazin-1-
ypethyl]cyclohexyl}amide, 



30- Cyclohex-1-enecarboxylic acid
(4-{244-(2-fluorophenyl)piperazin-1- yllethylIcyclohexyDamide,      -
Cyclopent-1-enecarboxylic acid (4-{214-(2-fluorophenyflpiperazin-1-
yl]ethyl}cyclohexyflamide, -
N-(4-{214-(2-Fluorophenyppiperazin-1-yflethyl}cyclohexyl)-2- 35
methoxypropanamide,  WO 2007/148208PCT/1B2007/001673 17      -
Cyclopent-3-enecarboxylic acid (4-{244-(2-fluoropheny0piperazin-1-
yl]ethylicyclohexypamide,  Cyclohex-1-enecarboxylic acid
(4-{214-(2,4-difluorophenyl)piperazin-1- yllethyl}cyclohexyhamide, 5-
Cyclopent-1-enecarboxylic acid
(4-{2-[4-(2-cyano-3-methylpheny0-3,6-dihydro-
2H-pyridin-1-yl]ethyl}cyclohexyhamide,
N-(4-{214-(2-CyanophenyOpiperazin-1-yllethyl}cyclohexy0-2-ethoxyaceta
mide,       Cyclopent-1-enecarboxylic acid
(4-{214-(2-cyanopheny0piperazin-1- yliethyl}cyclohexyl)amide, 10-
N-(4-{244-(2-FluorophenyOpiperazin-1-yliethyl}cyclohexyl)-2-
methoxypropanamide,
N-(4-{214-(2-Fluorophenyl)piperazin-1-yliethyl}cyclohexy0-4-
methoxybutanamide,
2-Methoxy-2-methyl-N-(4-{214-(3-trifluoromethylpheny0piperazin-1- 15
yfiethyl}cyclohexyl)propanamide,
N-(442[4-(3-Cyanophenyl)piperazin-1-yl]ethyl}cyclohexy0-2-ethoxyaceta
mide, -
2-Cyano-N-(4-{2-4-(2-fluorophenyl)piperazin-1-yflethyl}cyclohexypacet
amide,      -
2-Methylsulfanyl-N-(4-{244-(3-trifluoromethylphenyppiperazin-1-
yliethyl}cyclohexyhacetamide, 20-
4-Methoxy-N-(4-{244-(3-trifluoromethylpheny1)-3,6-dihydro-2H-pyridin-
1- yljethyl}cyclohexyl)butanamide,
2-Ethoxy-N-(4-{244-(3-trifluoromethylpheny1)-3,6-dihydro-2H-pyridin-1
- yl]ethyl}cyclohexyl)acetamide, -
2-Ethoxy-N-(4-{244-(3-trifluoromethylphenyl)piperidin-1- 25
yliethyl}cyclohexyl)acetamide,
4-Methoxy-N-(4-{244-(3-trifluoromethylphenyl)piperidin-1-
yliethylIcyclohexyljbutanamide,      -
2-(2-Methoxyethoxy)-N-(4-{2-[4-(3-trifluoromethylphenyl)piperazin-1-
yllethyl}cyclohexyl)acetamide, hydrochloride, 30-
N-(4-{244-(3-Cyanophenyl)piperazin-1-yliethyl}cyclohexyl)-2-methoxyac
etamide,  3,3,3-Trifluoro-N-(4-{244-(2-fluorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)propanamide,
N-(4-{214-(2-Fluorophenyl)piperazin-1-yllethyl}cyclohexyl)-2-phenoxya
cetamide, -
N-(4-{244-(2-Fluorophenyl)piperazin-1-yliethylIcyclohexyl)-2-oxobutan
amide, 35-
2-Cyano-N-(4-{244-(3-cyanophenyl)piperazin-1-yl]ethyl}cyclohexyl)acet
amide,  WO 2007/148208PCTM32007/001673 18      -
N-(4-{214-(2,3-Difluorophenyl)piperazin-1-yl]ethylicyclohexyl)-2-
methoxyacetamide,
2-Cyano-N-(4-{2-[4-(3-trifluoromethylpheny1)-3,6-dihydro-2H-pyrid
in-1 - yl]ethylIcyclohexyl)acetam ide, 5-
2-0xo-N-(4-{2-[4-(3-trifluoromethylphenyl)piPerazin-1- 



yl]ethyl}cyclohexyl)butanamide , hydrochloride,
2-0xo-N-(4-{214-(3-trifluoromethylphenyl)piperazin-1-
yl]ethylIcyclohexyppropanamide , hydrochloride, - 2-Dimethylam
ino-N-(4-{2-[4-(3-trifluoromethylphenyl)pi perazin-1- 10
yl]ethyl)cyclohexyl)acetamide,      -
N-(4-{244-(2-Fluorophenyl)piperazin-1-ygethyllcyclohexyl)-2-
isopropoxyacetamide,  4-Methoxy-N-{442-(4-phenylp iperazi n-1
-ypethyl]cyclohexyl}b utanamide,
2-lsopropoxy-N-(4-{214-(3-trifluoromethylphenyl)piperazi n-1- 15
yl]ethylIcyclohexyl)acetamide,      -
N-(4-{244-(2-Cyano-3-trifluoromethylphenyl)piperazin-1-yliethyl}cyclo
hexyl)-2- isopropoxyacetamide,
N-(4-{244-(2-Cyano-3-trifluoromethylphenyl)piperazin-1
-yllethylIcyclohexyl)-2- ethoxyacetamide, 20-
2-Cyano-N-(4-{2-[4-(2-cyano-3-trifluoromethylphenyl)piperazin-1 -
yl]ethyl}cyclohexypacetarnide,      -
2-Cyano-N-{442-(4-phenylpiperazin-1-ypethyl]cyclohexyl}acetamide ,
hydrochloride,  2-Acetylam no-N-(4-{2-[4-(3-trifluoromethylphenyl)pi
perazin-1- 25 yfiethyl}cyclohexyl)acetamide,
N-(4-{244-(3,5-Bistrifluoromethylphenyl)piperazin-1
-yfiethyl}cyclohexyl)-2- cyanoacetamide,      - N-(4-{2-[4-(3,
5-Bistrifluoromethyl p henyppiperazi n-1 -yl]ethyl}cyclohexyl)-2-
ethoxyacetamide, 30-
3-0xo-N-(4-{244-(3-trifluoromethylphenyl)piperazin-1 -
yllethylIcyclohexyl)butanamide,      - N-{4-[2-(6-Cyano-3,4-dihyd
ro-1H-isoquinolin-2-ypethyl]cyclohexy1}-3,3,3- trifluoropropanamide,
- 2-Cyano-N-(4-{214-(2 ,6-di-terf-butyl pyrim id i n-4-yl)pipe
razin-1- 35 yllethyl}cyclohexypacetamide,  WO
2007/148208PCT11132007/001673 19
N-(4-{2-[4-(2,3-Difluorophenyl)piperazin-1-yl]ethyl}cyclohexyl)-2-
ethoxyacetamide,
2-Cyano-N-(4-{214-(2,3-difluorophenyl)piperazin-1-yl]ethyl}cyclohexyD
acetamide, - 2-Cyano-N-(4-{244-(2-cyano-3-methylphenyl)piperazin-1- 5
yflethyl}cyclohexyl)acetamide,      -
N-(442[4-(2-Cyano-3-methylphenyl)piperazin-1-yl]ethyllcyclohexyl)-3,3
,3- trifluoropropanamide,      -
2-Cyano-N-(4-{214-(5,6,7,8-tetrahydronaphthalen-1-yl)piperazin-1-
yliethyl}cyclohexyl)acetamide, 10-
2-Ethoxy-N-(4-{214-(5,6,7,8-tetrahydronaphthalen-1-Dpiperazin-1-
yliethylIcyclohexyl)acetamide,
N-(4-{214-(3,5-Bistrifluoromethylphenyl)piperazin-1-yl]ethyl}cyclohex
yl)-2- methoxyacetamide,
N-(4-{244-(2-Cyano-3-trifluoromethylphenyl)piperazin-1-yliethyl}cyclo
hexyl)-2- 15 methoxyacetamide, -
2-Cyano-N-{412-(4-pyridin-4-ylpiperazin-1-yOethylicyclohexyl}acetamid
e,      -
N-(4-{244-(2,6-Di-tert-butylpyrimidin-4-yl)piperazin-1-yliethyl}cyclo
hexyl)-2- ethoxyacetamide,
N-(4-{244-(2,6-Di-tert-butylpyrimidin-4-Apiperazin-1-yljethyl}cyclohe
xyl)-2- 20 methoxyacetamide, -
2-Ethoxy-N-(4-{244-(2-methoxyphenyl)piperazin-1-ygethyl}cyclohexyl)ac
etamide, 



2-Cyano-N-(4-{214-(2-methoxyphenyl)piperazin-1-yl]ethyl}cyclohexypace
tamide, - 2-Methoxy-N-(4-{244-(2-methoxyphenyppiperazin-1-
yllethyl}cyclohexyl)acetamide, 25-
2-Cyano-N-(4-{214-(2-fluorophenyppiperazin-1-yliethyl}cyclohexyl)acet
amide , hydrochloride,      -
2-Cyano-N-(4-{214-(2-fluoropheny1)-3,6-dihydro-2H-pyridin-1-
yliethyl}cyclohexyl)acetamide, -
2-Acetylamino-N-{442-(4-phenylpiperazin-1-yeethylicyclohexyl}acetamid
e, 30-
N-(442[4-(2-Chlorophenyppiperazin-1-yl]ethyl}cyclohexyl)-2-methoxyace
tamide, -
2-Methoxy-N-(4-{2-[4-(5,6,7,8-tetrahydronaphthalen-1-yl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide, -
N-(4-{244-(2-Chlorophenyl)piperazin-1-yl]ethylicyclohexyl)-2-cyanoace
tamide,
N-(4-{244-(2-Chlorophenyl)piperazin-1-yliethyl}cyclohexyl)-2-ethoxyac
etamide, 35-
2-Cyano-N-(4-{214-(3-fluorophenyl-piperazin-1-yl]ethyl}cyclohexyDacet
amide,  WO 2007/148208PCT/1B2007/001673 20
2-Acetylamino-N-(4-{244-(2-fluorophenyl)piperazin-1-
yl]ethylIcyclohexyl)acetamide,
2-tert-Butoxy-N-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
ygethyl}cyclohexyl)acetamide, 5-
N-(4-{244-(3-Chloro-2-methylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-2
- cyanoacetamide,      -
N-(4-{244-(3-Chloro-2-methylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-2
- ethoxyacetamide,
2-Cyano-N-(4-{2-14-(3-cyano-5-trifluoromethylphenyppiperazin-1- 10
yllethyl}cyclohexyl)acetamide,      -
N-(4-{214-(3-Cyano-5-trifluoromethylphenyl)piperazin-1-yliethyl}cyclo
hexyl)-2- methoxyacetamide,
N-(4-{244-(3-Cyano-5-trifluoromethylphenyppiperazin-1-yllethylIcycloh
exyl)-2- ethoxyacetamide, 15-
2-Cyano-N-{4-[2-(4-phenyl-3,6-dihydro-2H-pyridin-1-
yDethyl]cyclohexyl)acetamide,
N-(44214-(2,3-Dichlorophenyppiperazin-1-yljethyl}cyclohexyl)-2-
methoxyacetamide, - 2-Cyano-N-(4-{214-(2,3-dichlorophenyppiperazin-1-
20 yl]ethyl}cyclohexypacetamide,      -
N-(4-{214-(2,3-Dichlorophenyppiperazin-1-yliethyl}cyclohexyl)-2-
ethoxyacetamide,      -
2-Acetylamino-N-(4-{244-(2,3-difluorophenyl)piperazin-1-
yllethyl}cyclohexyl)acetamide, 25-
N-(4-{244-(2,3-Difluorophenyl)piperazin-1-yl]ethyl}cyclohexyl)2-
isopropoxyacetamide, hydrochloride,      -
2-Cyano-N-(4-{244-(3,5-dimethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide, -
2-Cyano-N-(4-1214-(3-ethylphenyl)piperazin-1-yliethylIcyclohexyDaceta
mide, 30- 2-Cyano-N-(4-{2q4-(3-dimethylaminophenyl)piperazin-1-
yllethyl}cyclohexyDacetamide,
2-Cyano-N-(4-{244-(3,5-dichlorophenyl)piperazin-1-
yllethylIcyclohexyl)acetamide,
2-Cyano-N-(4-{244-(2,5-dimethylphenyl)piperazin-1- 35
yflethyl}cyclohexypacetamide, 



WO 2007/148208PCT/IB2007/001673 21  1-Acetylpiperidine-4-carboxylic
acid (4-{244-(3-trifluoromethyl-phenyl)piperazin-1-
yliethylIcyclohexyl)amide, -
N-(4-{214-(3-Trifluoromethylphenyl)piperazin-1-yljethyl}cyclo-hexypsu
ccinamide, -
N-(4-{214-(5-Chloro-2-methylphenyl)piperazin-1-yliethylIcyclohexyl)-2
- 5 cyanoacetarnide,
N-(442-14-(3-Chlorophenyppiperazin-1-yl]ethyl}cyclohexyl)-2-cyanoacet
amide,     2-Cyano-N-(4-{2-[4-(3-trifluoromethoxyphenyl)piperazin-1-
yi]ethyl}cyclohexyl)acetamide, -
2-Cyano-N-(4-{2-[4-(2-fluoro-3-trifluoromethylphenyl)piperazin-1- 10
yl]ethyl}cyclohexypacetamide, -
2-Cyano-N-(4-{244-(3,5-difluorophenyl)piperazin-1-yfiethylIcyclohexyp
acetamide,
2-Cyano-N-(4-{2-[4-(3-methoxy-5-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide, -
4-Cyano-N-(4-{244-(3-trifluoromethylphenyppiperazin-1- 15
yl]ethylIcyclohexyl)butanamide,
2-Cyano-N-(4-{214-(2,4-difluorophenyl)piperazin-1-yliethylicyclohexyl
)acetamide, - 2-Cyano-N-(4-{244-(3-isopropoxyphenyl)piperazin-1-
yljethyl}cyclohexypacetamide , hydrochloride,          -
2-Cyano-N-(4-{244-(3-methoxyphenyppiperazin-1-yl]ethyl}cyclohexypacet
amide 20 hydrochloride,
2-Cyano-N-(4-{214-(2-methoxy-5-trifluoromethylphenyl)piperazin-1-
yllethyl}cyclohexypacetamide,
2-Cyano-N-{412-(4-m-tolylpiperazin-1-yl)ethyl]cyclohexyllacetamide,
3-Diethylamino-N-(4-{214-(3-trifluoromethylphenyl)piperazin-1- 25
yl]ethyl}cyclohexyppropanamide,
3-Cyano-N-(4-{244-(3-trifluoromethylphenyl)piperazin-I-
yl]ethyl}cyclohexyppropanamide , hydrochloride,
N-(4-{244-(3-tert-Butylphenyppiperazin-1-yliethyl}cyclohexyl)-2-cyano
acetamide,
2-Cyano-N-(4-{244-(3-ethoxyphenyppiperazin-1-ynethyl}cyclohexypacetam
ide, 30-
N-(4-{244-(5-Chloro-2-fluorophenyl)piperazin-1-yliethyl}cyclohexyl)-2
- cyanoacetamide,      -
4-Cyano-N-(4-{244-(2-fluoro-3-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide,
2-Cyano-N-(4-1214-(6-trifluoromethylbenzo[b]thiophen-3-yl)piperazin-1
- 35 yl]ethyl}cyclohexyl)acetamide,  WO 2007/148208PCT/IB2007/001673
22  2-Cyano-N-(4-{244-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-
yl]ethylIcyclohexyl)acetamide,
2-Cyano-N-(4-{214-(3-hydroxyphenyl)piperazin-1-yl]ethyl}cyclo-hexypac
etamide , hydrochloride, 5-
N-(4-{214-(5-Chloro-2-methoxyphenyl)piperazin-1-yllethylIcyclohexyl)-
2- cyanoacetamide,      -
N-(4-{214-(2-tert-Butyl-6-trifluoromethylpyrimidin-4-yOpiperazin-1-
yllethyl}cyclohexyl)-2-cyanoacetamide, -
2-Cyano-N-(4-{244-(2-methyl-3-trifluoromethylphenyl)piperazin-1- 10
yliethyl}cyclohexyl)acetamide, 



N-(4-{244-(5-Chloro-2-methylphenyl)piperazin-1-yliethyl}cyclohexyl)-3
,3,3- trifluoropropanamide,
2-Cyano-N-(4-{214-(3,5-dimethoxyphenyppiperazin-1-
yllethyl}cyclohexypacetamide, 15-
N-(4-{214-(3-Chloro-5-fluorophenyl)piperazin-1-yl]ethylIcyclohexyl)-2
- cyanoacetamide,      -
2-Cyano-N-(4-{244-(3-methylsulfanylphenyl)piperazin-1-
yllethyl}cyclohexyl)acetamide, -
2-Cyano-N-{412-(4-naphthalen-1-ylpiperazin-1-ypethyl]cyclohexyllaceta
mide, 20-
N-(4-{214-(3,5-Bistrifluoromethylphenyppiperazin-1-yl]ethylIcyclohexy
l)-4- cyanobutanamide,
N-(4-{244-(3-Chloro-2-fluorophenyl)piperazin-1-yliethyl}cyclohexyl)-2
- cyanoacetamide,
N-(4-{214-(2-Fluorophenyl)piperazin-1-yllethylIcyclohexyl)succinamide
, 25- N-{4-[2-(4-Phenylpiperazin-1-yl)ethyl]cyclohexyllsuccinamide,
3,3,3-Trifluoro-N-{442-(4-phenylpiperazin-1-yl)ethyl]cyclohexyl}propa
namide,      -
N-(4-{214-(2-Chloro-5-trifluoromethylphenyl)piperazin-1-yl]ethyl}cycl
ohexyl)-2- cyanoacetamide, -
N-(4-{244-(5-Chloro-2-methylphenyppiperazin-1-yliethyl}cyclohexyl)suc
Cinamide, 30- 4-0xopentanoic acid
(442[4-(3-trifluoromethylphenyl)piperazin-1-
yllethylIcyclohexyl)amide,      -
2-Cyano-N-(4-{244-(2-fluoro-5-methylphenyppiperazin-1-
yllethyl}cyclohexyl)acetamide,
N-(4-{214-(2-Chloro-5-methoxyphenyl)piperazin-1-yflethylIcyclohexyl)-
2- 35 cyanoacetamide,  WO 2007/148208PCT/11320071001673 23      -
2-Cyano-N-(4-{244-(2-methylsulfanylphenyppiperazin-1-
yl]ethyl}cyclohexyl)acetamide,
2-Cyano-N-(4-{214-(2-methoxy-5-methylphenyl)piperazin-1-
yflethyl}cyclohexyl)acetamide, 5-
2-Cyano-N-(4-{214-(5-fluoro-2-methylphenyl)piperazin-1-
yflethyl)cyclohexyl)acetamide,
N-(4-{214-(5-tert-Butyl-2-methoxyphenyl)piperazin-1-yfiethyl}cyclohex
yl)-2- cyanoacetamide, -
2-Cyano-N-(4-{244-(5-methoxy-2-methylphenyl)piperazin-1- 10
yliethyl}cyclohexyl)acetamide,
N-(4-{244-(3,5-Bistrifluoromethylpheny1)-3,6-dihydro-2H-pyridin-1-
ygethyl}cyclohexyl)-2-cyanoacetamide,
N-(4-{244-(3,5-Bis-trifluoromethylphenyDpiperidin-1-yliethyl}cyclohex
yl)-2- cyanoacetamide, 15- 5-0xohexanoic acid
(4-{214-(3-trifluoromethylphenyl)piperazin-1-
yliethylIcyclohexyl)amide,      -
4-Cyano-N-(4-{244-(3-ethylphenyl)piperazin-1-yflethyllcyclohexyl)buta
namide , hydrochloride,        -
4-Cyano-N-(4-{244-(2-fluorophenyl)piperazin-1-yl]ethyl}cyclohexyl)but
anamide, 20-
N-(4-{214-(3-Chloro-2-fluorophenyl)piperazin-1-yflethyl}cyclohexyl)-4
- cyanobutanamide,      -
4-Cyano-N-(4-{2-14-(3-trifluoromethoxyphenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide, 



4-Cyano-N-(4-{244-(2-fluoro-5-trifluoromethylphenyl)piperazin-1- 25
yliethyllcyclohexyl)butanamide,      -
2-Cyano-N-(4-{244-(2-cyano-3-fluorophenyl-piperazin-1-
yfiethyl}cyclohexyl)acetamide,
4-Cyano-N-(4-{2-14-(5,6,7,8-tetrahydronaphthalen-1-yl)piperazin-1-
yliethyl}cyclohexyl)butanamide, 30-
4-Cyano-N-(4-{244-(2,3-dichlorophenyl)piperazin-1-
yflethyl}cyclohexyl)butanamide,
2-Cyano-N-(4-{214-(5,6,7,8-tetrahydronaphthalen-2-yl)piperazin-1-
yl]ethylIcyclohexypacetamide,
2-Cyano-N-{412-(4-indan-5-ylpiperazin-1-ypethylicyclohexyl}acetamide,
WO 2007/148208PCT/IB2007/001673 24 - N-(4424443 ,5-B istrifl
uoromethylphenyl)piperazin-1 -yl]ethyl}cyclo hexyl)-3- cyanop
ropanamide,
3-Cyano-N-(4-{214-(2-fluoro-3-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)propanamide, 5-
N-(442[4-(3-Chloro-2-methoxyphenyl)piperazin-1-yliethyl}cyclohexyl)-2
- cyanoacetamide,
N-(4-{244-(3-Benzylphenyl)piperazin-1-yliethyl}cyclohexyl)-2-cyanoace
tamide,      -
[3-(4-{214-(2-Cyanoacetylamino)cyclohexyliethyl}piperazin-1-yflphenyl
icarbamic acid ethyl ester, 10-
2-Cyano-N-(4-{214-(3-trifluoromethylphenyl)piperidin-1-
yllethyl}cyclohexyflacetamide,      -
2-Cyano-N-(4-{2-[4-(2,3-dimethylphenyl)piperazin-1-
yl]ethyl}cyclohexyflacetamide, -
2-Cyano-N-{442-(4-o-tolylpiperazin-1-ypethylicyclohexyl}acetamide,
15- 2-Cyano-N-(4-{214-(2,5-dimethoxyphenyhpiperazin-1-
yliethyl}cyclohexyflacetamide,      - 4-0xopentanoic acid
(4-{244-(3,5-bis-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)amide,
4-Dimethylamino-N-(4-{244-(3-trifluoromethylphenyl)piperazin-1- 20
yfiethyl}cyclohexyl)butanamide,
2-(4-Fluorophenoxy)-N-(4-{214-(3-trifluoromethylphenyflpiperazin-1-
yl]ethyl}cyclohexyflacetamide, -
2-Cyano-N-(4-{214-(2-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyhacetamide , hydrochloride, 25-
2-Cyano-N-(4-{214-(2,5-difluorophenyppiperazin-1-yliethylicyclohexypa
cetamide,      -
N-(4-{244-(2-Chloro-5-methylphenyhpiperazin-1-yflethylIcyclohexyl)-2-
cyanoacetamide,
2-Cyano-N-(4-{214-(2,5-dichlorophenyl)piperazin-1-
yliethyl}cyclohexyflacetamide, 30-
N-(442[4-(3-Chlorophenyflpiperazin-1-yl]ethyl}cyclohexyl)-4-cyanobuta
nannide,
4-Cyano-N-(4-{244-(2-methyl-3-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide,      - 4-0xopentanoic acid
(4-{214-(2-fluoro-3-trifluoromethylphenyl)piperazin-1-
yllethyl}cyclohexypamide,  WO 2007/148208PCT/1B2007/001673 



25  2-Cyano-N-(4-{244-(3,5-di-tert-butylphenyl)piperazin-1-
yliethyl}cyclohexyl)acetamide,
N-(4-{244-(2-Chlorophenyl)piperazin-1-yl]ethyl}cyclohexyl)-4-cyanobut
anamide, -
4-Cyano-N-{412-(4-m-tolylpiperazin-1-ypethylicyclohexyl}butanamide,
5-
3,3,3-Trifluoro-N-{442-(4-m-tolylpiperazin-1-ypethylicyclohexyl}propa
namide,     4-Cyano-N-(4-{244-(2-methylsulfanylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide, -
2-Cyano-N-{442-(4-quinolin-8-ylpiperazin-1-ypethyl]cyclohexyl}acetami
de,     4-Cyano-N-(4-{2-[4-(3-methylsulfanylphenyl)piperazin-1- 10
yljethyl}cyclohexyl)butanamide,
2-Cyano-N-{442-(4-quinolin-5-ylpiperazin-1-ypethylicyclohexyl}acetami
de,      -
2-Cyano-N-(4-{244-(3-methanesulfonylaminophenyppiperazin-1-
yflethyl}cyclohexypacetamide,
2-Cyano-N-(4-{214-(4-fluoro-phenyl)piperazin-1-yliethyl}cyclohexypace
tamide, 15- 2-Cyano-N-{442-(4-p-tolylpiperazin-1
-ypethyl]cyclohexyl)acetamide, -
2-Cyano-N-(442[4-(2-ethoxyphenyl)piperazin-1-yljethyl}cyclohexypaceta
mide,      -
N-(44214-(2-fett-Butyl-6-trifluoromethylpyrimidin-4-yppiperazin-1-
yllethyl}cyclohexyl)-3-cyanopropanamide,
2-Cyano-N-(4-{244-(2-phenoxyphenyOpiperazin-1-yliethyl}cyclohexyl)ace
tamide, 20-
N-(4-{214-(3-Chloro-2-cyanophenyppiperazin-1-yllethyl}cyclohexyl)-2-
cyanoacetamide, -
2-Cyano-N-(4-{214-(2-ethylphenyl)piperazin-1-yliethyl}cyclohexyl)acet
amide,
N-(4-{244-(5-Chloro-2-methylphenyppiperazin-1-yliethyl}cyclohexyl)-4-
cyanobutanamide, 25-
4-Cyano-N-(4-{214-(3,5-dimethylphenyppiperazin-1-
yllethyl}cyclohexyl)butanamide,      -
N-(4-{214-(3-Ethylphenyppiperazin-1-yl]ethyl}cycfohexyl)-3,313-
trifluoropropanamide,
3-Cyano-N-(4-{244-(3-ethylphenyl)piperazin-1-yliethylIcyclohexyppropa
namide, 30-
4-Cyano-N-(4-{214-(6-trifluoromethylbenzo[b]thiophen-3-yl)piperazin-1
- ynethyl}cyclohexypbutanamide,      -
4-Cyano-N-(4-{244-(3,5-difluorophenyl)piperazin-1-
yllethyl}cyclohexyl)butanamide,
2-Cyano-N-(4-{244-(2,4-diethylphenyppiperazin-1-yl]ethyl}cyclohexypac
etamide,  WO 2007/148208PCT/1132007/001673 26
3,3,3-Trifluoro-N-(4-{214-(2-fluoro-3-trifluoromethylphenyl)piperazin
-1- ygethyl}cyclohexyl)propanamide,
N-(4-{214-(5-Chloro-2-methylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-3
- cyanopropanamide, 5-
N-(4-{214-(3-Chloro-2-methylphenyl)piperazin-1-ygethyl}cyclohexyl)-4-
cyanobutanamide,      -
N-(4-{214-(S-Chloro-5-fluorophenyppiperazin-1-yl]ethyl}cyclohexyl)-4-
cyanobutanamide, -
N-(4-{214-(2-Fluoro-3-trifluoromethylphenyppiperazin-1-ygethyl}cycloh
exyl)-2- 10 methoxyacetamide,      -
4-Cyano-N-(4-{2-14-(3,5-dichlorophenyppiperazin-1-
yl]ethylIcyclohexyl)butanamide, 



4-Cyano-N-{442-(4-quinolin-8-ylpiperazin-1-ypethyl]cyclohexyllbutanam
ide, -
4,4,4-Trifluoro-N-(4-{244-(3-trifluoromethylphenyl)piperazin-1- 15
yliethylIcyclohexyl)butanamide,
3-Cyano-N-(4-{244-(2-fluorophenyl)piperazin-1-yliethyllcyclohexyl)pro
panamide, - 2-Cyano-N-(4-{214-(2,6-dimethylphenyl)piperazin-1-
yllethyl}cyclohexyl)acetamide,
2-Cyano-N-(4-{214-(3-hydroxymethylphenyppiperazin-1- 20
yliethyl}cyclohexypacetamide,
3-Cyano-N-(4-{244-(3-methylsulfanylphenyOpiperazin-1-
yfiethyl}cyclohexyl)propanamide,     -
2-Cyano-N-(4-{214-(3-methoxymethylphenyl)piperazin-1-
ygethyl}cyclohexyl)acetamide, 25-
2-Cyano-N-(4-{244-(3-propylphenyl)piperazin-1-yl]ethyl}cyclohexypacet
amide,      2-Cyano-N-(4-{244-(3,4-dichlorophenyl)piperazin-1-
yflethylIcyclohexypacetamide,     -
2-Cyano-N44-(244-13-(1-hydroxyethyl)phenyl]piperazin-1-
ygethyl)cyclohexyllacetamide, 30-
2-Cyano-N-(4-{214-(4-trifluoromethylphenyl)piperazin-1-
ygethyl}cyclohexypacetamide,
N-(4-{244-(4-Chlorophenyl)piperazin-1-ynethyl}cyclohexyl)-2-cyanoacet
arnide, -
N-{442-(4-Bipheny1-3-yl-piperazin-1-yOethyl]cyclohexy1}-2-cyanoacetam
ide, -
2-Cyano-N-(4-{214-(4-fluoro-3-trifluoromethylphenyl)piperazin-1- 35
yllethyl}cyclohexyl)acetamide,  WO 2007/148208PCT/1B2007/001673 27
- 3-Cyano-N-(4-{214-(5-fluoro-2-methylphenyl)piperazin-1-
yliethyl}cyclohexyl)propanamide,
4-Cyano-N-(4-{244-(5-fluoro-2-methylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide, 5-
N-(4-{244-(3-Bromophenyl)piperazin-1-yliethyl}cyclohexyl)-2-cyanoacet
amide,
2-Cyano-N44-(2-{443-(1,1-difluoroethyl)phenyllpiperazin-1-
yl}ethyl)cyclohexyltacetamide, -
2-Cyano-2,2-dimethyl-N-(4-{2-[4-(3-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexypacetamide, 10-
4-Cyano-N-(4-{244-(4-fluorophenyl)piperazin-1-yliethylicyclohexyl)but
anamide,  3,3,3-Trifluoro-N-(44244-(4-fluorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)propanamide,
2-Cyano-N-(4-{244-(4-ethylphenyl)piperazin-1-yllethyl}cyclohexyl)acet
amide,        -
4-Cyano-N-(4-{214-(2-ethylphenyl)piperazin-1-yliethylIcyclohexyl)buta
namide, 15-
1-(4-1244-(2-Fluorophenyppiperazin-1-ynethylicyclohexylidene)propan-2
-one, hydrochloride,      -
1-(4-{2-[4-(2-Fluorophenyl)piperazin-1-yl]ethyl}cyclohexyl)propan-2-o
ne, hydrochloride, -
1-(1,3-Dihydroisoindo1-2-y1)-2-(4-12-[4-(3-trifluoromethylphenyppiper
azin-1- 20 yl]ethyl}cyclohexylidene)ethanone, hydrochloride,      -
1-(1,3-Dihydroisoindo1-2-y1)-2-(4-{214-(3-trifluoromethylphenyppipera
zin-1- yfiethylicyclohexypethanone, hydrochloride 60/40 mixture of
isomers,
1-Pyrrolidin-1-y1-2-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexylidene)ethanone, 



25- N,N-Dimethy1-2-(4-{214-(3-trifluoromethylphenyl)piperazin-1-
yliethyllcyclohexylidene)acetamide,     -
NN-Dimethy1-2-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)acetamide, -
1-Pyrrolidin-1-y1-2-(4-{244-(3-trifluoromethylphenyppiperazin-1- 30
yllethylicyclohexyl)ethanone,
N-Methyl-2-(442[4-(3-trifluoromethylphenyl)piperazin-1-
yllethyl}cyclohexypacetamide,
N-(2-Methoxyethyl)-2-(4-{244-(3-trifluoromethylphenyppiperazin-1-
yliethyl}cyclohexyl)acetamide,  WO 2007/148208PCT/1B20071001673 28
N-(2-Methoxyethyl)-2-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
yliethylIcyclohexylidene)acetamide,      -
N-(2-Methoxyethyl)-2-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
yl]ethyllcyclohexyl)acetamide, hydrochloride, 5-
2-(4-{244-(2-Fluorophenyppiperazin-1-yliethyl}cyclohexylidene)-N-
methylacetamide,   -
2-(4-{244-(2-Fluorophenyl)piperazin-1-yliethyl}cyclohexyl)-N-methylac
etamide, -
2-(4-{214-(2-Fluorophenyl)piperazin-1-yliethylicyclohexylidene)-1-pyr
rolidin-1- ylethanone, 10-
2-(4-{244-(2-Fluorophenyl)piperazin-1-yliethyl}cyclohexyl)-1-pyrrolid
in-1- ylethanone,
2-(4-{214-(2-Fluorophenyl)piperazin-1-Aethyl}cyclohexylidene)-N-(2,2,
2- trifluoroethypacetamide,
2-(4-{244-(2-Fluorophenyl)piperazin-1-yl]ethyl}cyclohexyl)-N-(2,2,2-
15 trifluoroethyl)acetamide,      -
2-(4-{214-(2-Fluorophenyppiperazin-1-yllethyl}cyclohexylidene)-Npropy
lacetamide, -
2-(4-{2-[4-(2-Fluorophenyl)piperazin-1-yl]ethylicyclohexyl)-N-propyla
cetamide,  N-Cyanomethy1-2-(4-{214-(2-fluorophenyl)piperazin-1- 20
yflethylIcyclohexylidene)acetamide,      -
N-Cyanomethy1-2-(4-{244-(2-fluorophenyl)piperazin-1-
yliethylicyclohexyl)acetamide,
1-(4-fluoroPheny1)-2-(4-{244-(3-trifluoromethylphenyl)piperazin-1-yfl
ethyl}piperidin1-y1)ethanone, dihydrochloride 25-
1-{442-(4-p-tolylpiperazin-1-ypethylipiperidin-1-yl}propan-2-one -
1-(4-{244-(3,5-dichlorophenyl)piperazin-1-yllethyl}piperidin-1-yl)pro
pan-2-one -
4-cyano-N-(4-1214-(3-propylphenyl)piperazin-1-yliethyl}cyclohexyl)but
anamide - 2-cyano-N-(4-{214-(3-fluoro-2-methylphenyl)piperazin-1-
yliethyl}cyclohexypacetamide 30-
4-cyano-N44-(2-{4[3-(1,1-difluoroethyl)phenyllpiperazin-1-
yllethyl)cyclohexylibutanamide    -
N-{412-(4-benzo[1,3]dioxo1-5-ylpiperazin-1-ypethyl]cyclohexyll-2-cyan
oacetamide -
2-cyano-N-(4-{244-(2,3-dihydrobenzo[1,41clioxin-6-yppiperazin-1-
yliethyl}cyclohexypacetamide  WO 2007/148208PCT/1B2007/001673 29
-
1-(4-{2-[4-(5,6,7,8-tetrahydronaphthalen-1-yl)piperazin-1-yl]ethyl}pi
peridin-1- yl)propan-2-one
1-(4-{214-(2-fluoro-3-trifluoromethylphenyl)piperazin-1-yliethyl}pipe
ridin-1- yl)propan-2-one, dihydrochloride 5-
1-(4-{244-(2-methy1-3-trifluoromethylphenyl)piperazin-1-yllethyllpipe
ridin-1- ypropan-2-one, dihydrochloride 



3,3,3-trifluoro-N-{412-(4-quinolin-5-ylpiperazin-1-yl)ethylicyclohexy
l}propanamide
4-cyano-N-{4-12-(4-quinolin-5-ylpiperazin-1-yl)ethylicyclohexyl)butan
amide 10- 2-cyano-N-(4-{244-(4-fluoro-3-methylphenyl)piperazin-1-
yflethyllcyclohexypacetamide      -
1-(4-{244-(3-trifluoromethylpheny1)-3,6-dihydro-2H-pyridin-1-yliethyl
}piperidin-1- yppropan-2-one, dihydrochloride          -
2-cyano-cyclopropanecarboxylic acid
(4-{2-[4-(3-trifluoromethylphenyl)piperazin15 1-yljethylIcyclohexyl)
amide -
2-cyano-N-(4-{214-(34-difluorophenyppiperazin-1-ygethylIcyclohexyl)ac
etamide  2-cyano-N-(4-{2-[4-(3-ethylpheny1)-3,6-dihydro-2H-pyridin-1-
yl]ethyl}cyclohexypacetamide -
4-cyano-N-(4-{214-(3-ethylpheny1)-3,6-dihydro-2H-pyridin-1- 20
yl]ethyl}cyclohexyl)butanamide
2-cyano-N-(4-{214-(3-ethylphenyl)piperazin-1-yl]ethyl}cyclohexypaceta
mide
1-(4-{244-(3-ethylphenyl)piperazin-1-yaethyl}piperidin-1-y0propan-2-o
ne, dihydrochloride
5-(4-{2-[4-(3-trifluoromethylphenyl)piperazin-1-yliethyl}piperidin-1-
yl)pentan-2- 25 one, dihydrochloride      -
1-(4-{244-(3-chloro-2-fluorophenyl)piperazin-1-yllethyl}piperidin-1-y
l)propan-2- one, dihydrochloride      -
1-{442-(4-m-tolylpiperazin-1-ypethylipiperidin-1-yl}propan-2-one,
dihydrochloride -
1-(4-{214-(3-fluoro-2-methylphenyppiperazin-1-ygethyllpiperidin-1-yl)
propan-2- 30 one, dihydrochloride      -
2-methanesulfinyl-N-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
yflethyl}cyclohexyDacetamide
2-cyano-N-(4-{214-(3-isopropylphenyl)piperazin-1-yllethyl}cyclohexypa
cetamide -
2-cyano-N-(4-{214-(3,5-dimethylphenyl)piperazin-1-yljethyl}cyclohexyl
)acetamide  WO 2007/148208PCT/1B2007/001673 30
2-methanesulfonyl-N-(4-{214-(3-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide - 1-{4[2-(4-quin
olin-8-ylpiperazin-1-yflethyl]piperid in-1-yl}propan-2-one, dihyd
rochloride 5- 2-cya no-N-(4-{214-(3-fluoro-4-methylphenyl)piperazi
n-1- yflethyl}cyclohexyl)acetam ide -
2-cyano-N-(4-{244-(3,4-dimethylphenyl)piperazin-1-yliethyllcyclohexyl
)acetamide - 2-cyano-N-(4-{2-[4-(3,4, 5-trifluorophenyl)piperazi n-1-
yl]ethyl}cyclohexypacetam ide 10- 2-cyano-N-(4-{214-(2-fl
uoro-3-trifluoromethylp henyI)-3,6-dihyd ro-2H-pyridi n-1-
yllethyl}cyclohexypacetamide
2-cyano-N-(4-{244-(3-trifluoromethylsulfanylphenyl)piperazin-1-
yllethyl}cyclohexypacetamide
1-(442-14-(3,5-dimethylphenyl)piperazin-1-yflethyl}piperidin-1-y1)pro
pan-2-one, 15 dihydrochloride      -
1-(4-{214-(3-methoxyphenyl)piperazin-1-yliethyllpiperidin-1-yl)propan
-2-one, dihydrochloride      -
2-(4-{2-[1-(2-oxopropyl)piperidin-4-yl]ethyl}piperazin-1-yObenzonitri
le, dihydrochloride 20-
1-(4-{2-[4-(3-propylphenyl)piperazin-1-yl]ethyl}piperidin-1-yl)propan
-2-one, di hydrochloride      -
1-(4-{244-(3-trifluoromethoxyphenyl)piperazin-1-yliethyl}piperidin-1-
yl)propa n-2- one, dihyd rochloride -



25 dihydrochloride      -
1-{4-[2-(4-quinolin-5-ylpiperazin-1-yl)ethyl]piperidin-1-y1}propan-2-
one, dihydrochloride
2-cyano-N-(4-{244-(3-methanesulfonylphenyl)piperazin-1-
yl]ethylIcyclohexyl)acetamide 30-
4-(4-{214-(3-trifluoromethylphenyl)piperazin-1-yllethyl}piperidin-1-y
l)butan-2-one, di hydrochloride      -
1-{4-[2-(4-indan-4-ylpiperazin-1-yDethyl]piperid
in-1-yllpropan-2-one, dihydrochloride  2-cyano-N-(4-{2-[4-(3-d
ifluoromethylphenyl)piperazi n-1- 35 yl]ethyl}cyclohexyl)acetamide
WO 2007/148208PCT/IB2007/001673 31      -
4-cyano-N-(4-{244-(2-fluoro-3-trifluoromethylpheny1)-3,6-dihydro-2H-p
yridin-1- ygethylIcyclohexyl)butanamide      -
4-cyano-N-(4-{2-[4-(3-fluoro-2-methylphenyl)piperazin-1-
yliethylicyclohexyl)butanamide 5-
4-cyano-N-(4-{214-(3,4-difluorophenyl)piperazin-1-yllethyl}cyclohexyl
)butanamide      -
4-cyano-N-(4-{214-(4-fluoro-3-methylphenyl)piperazin-1-
yliethylIcyclohexylbutanamide      -
N-(4-{244-(4-chloro-2-fluorophenyl)piperazin-1-yliethyl}cyclohexyl)-2
- cyanoacetamide 10-
N-(4-{2-14-(4-chloro-3-trifluoromethylphenyl)piperazin-1-yliethyl}cyc
lohexyl)-2- cyanoacetamide      -
2-cyano-N-(4-{214-(4-fluoropheny1)-3,6-dihydro-2H-pyridin-1-
yliethylicyclohexyDacetannide -
N-(4-{2-[4-(4-chloropheny1)-3,6-dihydro-2H-pyridin-1-yl]ethylIcyclohe
xyl)-2- 15 cyanoacetamide      -
4-cyano-N-(4-{214-(3-trifluoromethylsulfanylphenyl)piperazin-1-
yliethylicyclohexyl)butanamide      -
4-cyano-N-(4-{214-(3-difluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide 20-
N-{4-[2-(4-benzo[1,3]dioxo1-5-ylpiperazin-1 -ypethyl]cyclohexy1}-4-
cyanobutanamide
4-cyano-N-(4-{214-(2-fluoro-3-trifluoromethylphenyppiperazin-1-
yliethyl}cyclohexyl)butanamide -
4-cyano-N-(442[4-(4-fluoro-3-methylphenyl)piperazin-1- 25
yliethyl}cyclohexyl)butanamide, hydrochloride      -
4-cyano-N-(4-{2-14-(3,4-dichlorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide      -
N-(4-{244-(3-chloro-4-methylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-2
- cyanoacetamide 30-
2-cyano-N-(4-{244-(4-cyanophenyl)piperazin-1-yfiethyl}cyclohexypaceta
mide  4-cyano-N-(4-{244-(2,5-dichlorophenyl)piperazin-1-
yljethyl}cyclohexyl)butanamide  cyclopent-3-enecarboxylic acid
(4-{214-(2-methoxyphenyppiperazin-1- yl]ethyl}cyclohexyl) amide  WO
2007/148208PCT/1B2007/001673 32      -
2-cyclopent-2-enyl-N-(4-{214-(3-trifluoromethylphenyl)piperazin-1-
yljethylicyclohexyl)acetamide
4-cyano-N-(4-{214-(3,4,5-trifluorophenyOpiperazin-1-
yl]ethyl}cyclohexyDbutanamide -
N-(4-{2-[4-(3-acetylphenyl)piperazin-l-yl]ethylcyclohexyl)-4-cyanobut
anamide 



2-cyano-N-(4-{214-(2-cyanophenyl)piperazin-1-yliethyl}cyclohexyDaceta
mide -
4-cyano-N-(4-{214-(2-cyanophenyl)piperazin-1-yliethyl}cyclohexyDbutan
amide - cyclopent-3-enecarboxylic acid
(4-{2-[4-(3-ethylphenyppiperazin-1- yl]ethylicyclohexyl) amide 10-
cyclopent-3-enecarboxylic add
{442-(4-m-tolylpiperazin-1-yOethyl]cyclohexyl}      -
cyclopent-1-enecarboxylic acid
{4-[2-(4-m-tolylpiperazintyl)ethyl]cyclohexyl} amide      -
N-(4-{214-(3-chloro-4-methylphenyl)piperazin-1-yliethyl}cyclohexyl)-4
- cyanobutanamide 15-
4-cyano-N-(4-{244-(2-methoxyphenyOpiperazin-1-yl]ethyl}cyclohexyl)but
anamide  cyclopent-1-enecarboxylic acid
(4-{214-(2,4-difluorophenyl)piperazin-1- yllethyl}cyclohexyl) amide
-
N-(4-{214-(2,4-difluorophenyl)piperazin-1-yflethyl}cyclohexyl)-2-(4-
fluorophenoxy)acetamide 20-
N-(4-{244-(2,4-difluorophenyl)piperazin-1-yfiethyl}cyclohexyl)-3,3,3-
trifluoropropanamide
2-cyclopent-3-enyl-N-(4-{214-(2-fluorophenylpiperazin-1-
ynethyl}cyclohexyl)acetamide
N-(4-{244-(2-chloro-4-fluoro-5-methylphenyl)piperazin-1-ynethyllcyclo
hexyl)-2- 25 cyanoacetamide      -
N-(4-{244-(2-chloro-4-fluoro-5-methylphenylpiperazin-1-yliethyl}cyclo
hexyl)-4- cyanobutanamide      -
4-cyano-N-(442[4-(5-methoxy-2-methylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide 30-
4-cyano-N-(4-{214-(3,5-dimethoxyphenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide      -
N-(4-{214-(3-chloro-2-cyanophenyl)piperazin-1-yliethylIcyclohexyl)-4-
cyanobutanamide  cyclohex-1-enecarboxylic acid
(4-{244-(3-fluorophenyl)piperazin-1- yllethyl}cyclohexylamide  WO
2007/148208PCT/1132007/001673 33 -
4-cyano-N-(4-{2-[4-(3-fluorophenyl)piperazin-1-yliethyl}cyclohexyl)bu
tanamide -
N-(4-{244-(3-fluorophenyl)piperazin-1-yfiethyl}cyclohexyl)-2-phenoxya
cetamide
N-(4-{214-(3-fluorophenyl)piperazin-1-yliethylIcyclohexyl)succinamide
-
N-(4-{244-(3-fluorophenyl)piperazin-1-yliethyl}cyclohexyl)succinamide
5- 2-cyano-N-(4-{244-(3,5-dimethylpheny1)-3,6-dihydro-2H-pyridin-1-
yl]ethyl}cyclohexypacetamide       cyclopent-1-enecarboxylic acid
(4-{244-(3-fluorophenyl)piperazin-1- yl]ethyl}cyclohexyl) amide
4-cyano-N-(4-{2-[4-(2,4-difluorophenyl)piperazin-1-yljethyl}cyclohexy
l)butanamide 10- 3-cyano-N-(4-{244-(2,4-difluorophenyl)piperazin-1-
ygethyl}cyclohexyl)propanamide      -
N-(4-{214-(2-chloro-5-trifluoromethylphenyl)piperazin-1-yllethyl}cycl
ohexyl)-4- cyanobutanamide          -
4-cyano-N-(4-{244-(2-methoxy-5-trifluoromethylphenyl)piperazin-1- 15
yllethyl}cyclohexyl)butanamide
4-cyano-N-(4-{214-(3,5-dimethylpheny1)-3,6-dihydro-2H-pyridin-1-
yliethyl}cyclohexyl)butanamide       1H-indene-2-carboxylic acid
(4-{244-(3-fluorophenyl)piperazin-1- yliethyl}cyclohexyl) amide 20-
cyclopent-3-enecarboxylic acid (4-{244-(3-fluorophenyl)piperazin-1-
yliethyl}cyclohexyl) amide      -



-
N-(4-{244-(5-chloro-2-fluorophenyppiperazin-1-yliethyl}cyclohexyl)-4-
cyanobutanamide      -
N-(4-{214-(5-chloro-2-methoxyphenyopiperazin-1-yliethyl}cyclohexyl)-4
- cyanobutanamide -
4-cyano-N-(4-{244-(3-methoxyphenyl)piperazin-1-yl]ethyl}cyclohexyl)bu
tanamide      - cyclopent-1-enecarboxylic acid
(4-{2-[4-(3-methoxyphenyl)piperazin-1- yl]ethyl}cyclohexyl) amide  WO
2007/148208PCT/1B2007/001673 34      -
3-cyano-N-(4-{214-(3-methoxyphenyl)piperazin-1-
ygethyl}cyclohexyl)propanamide -
N-(4-{214-(3-fluorophenyl)piperazin-1-yllethyllcyclohexy0-4-methoxybu
tanamide - 2-cyclopent-2-enyl-N-(4-{214-(3-fluorophenyl)piperazin-1-
5 yl]ethylIcyclohexyl)acetamide
4-cyano-N-(4-{244-(3-methoxy-5-trifluoromethylphenyppiperazin-1-
yl]ethylIcyclohexyl)butanamide
N-(4-{214-(2-ethylphenyl)piperazin-1-yliethyl}cyclohexyl)-3,3,3-
trifluoropropanamide 10-
2-cyano-N-(4-{244-(2,4-dichloro-5-trifluoromethylphenyl)piperazin-1-
yl]ethylicyclohexyl)acetamide      -
4-cyano-N-(4-{214-(2,4-dichloro-5-trifluoromethylphenyl)piperazin-1-
yl]ethylicyclohexyl)butanamide          -
N-(4-{214-(3-ethylphenyl)piperazin-1-yllethyl}cyclohexyl)-2- 15
methanesulfonylacetamide      -
N-(4-{244-(2,3-difluorophenyl)piperazin-1-yliethyl}cyclohexyl)-2-
methanesulfonylacetamide      -
N-(4-{244-(4-chlorophenybpiperazin-1-yl]ethyl}cyclohexyl)-2-
methanesulfonylacetamide 20-
4-cyano-N-{412-(4-o-tolylpiperazin-1-ypethylicyclohexyl}butanamide
- 4-cyano-N-(4-{214-(2,3-dimethylphenyl)piperazin-1-
yljethyl}cyclohexyl)butanamide      -
4-cyano-N-(4-(244-(4-fluoro-3-trifluoromethylphenyl)piperazin-1-
yllethyl}cyclohexyl)butanamide 25- cyclopent-1-enecarboxylic acid
(4-{214-(4-fluorophenyl)piperazin-1- yflethyl}cyclohexyl) amide
- 4-cyano-N-(4-{244-(3-cyano-5-trifluoromethylphenyl)piperazin-1-
yljethyl}cyclohexyl)butanamide
1-(4-{244-(2-chloro-4-fluoro-5-methylphenyppiperazin-1-yliethyl}piper
idin-1- 30 yl)propan-2-one, dihydrochloride      -
1-(4-{214-(3-chloro-5-methylphenyl)piperazin-1-ygethyl}piperidin-1-yp
propan-2- one, dihydrochloride      -
4-cyano-N-{442-(4-pheny1-3,6-dihydro-21-1-pyridin-1-
yDethyl]cyclohexyllbutanamide  WO 2007/148208_ _ PCT/1B20071001673 35
- 4-cyano-N-(4-{244-(2-trifluoromethylphenyl)piperazin-1-
yl]ethylcyclohexyl)butanamide, hydrochloride      -
N-(4-{244-(3-chloro-5-methylphenyppiperazin-1-yl]ethyl}cyclohexyl)-2-
cyanoacetamide 5-
N-(4-{214-(3-chloro-5-methylphenyppiperazin-1-yliethylIcyclohexyl)-4-
cyanobutanamide    -
4-cyano-N-(4-{244-(2-ethoxyphenyl)piperazin-1-yfiethyllcyclohexyl)but
anamide - 4-cyano-N-(4-{214-(2-fluoro-5-methylphenyppiperazin-1-
yliethyl}cyclohexypbutanamide 10- cyclopent-1-enecarboxylic acid
(4-{244-(2,5-difluorophenyl)piperazin-1- yliethylIcyclohexyl) amide
-
4-cyano-N-(4-{214-(2,5-difluorophenyl)piperazin-1-yl]ethyl}cyclohexyl
)butanamide -



15-
4-cyano-N-(4-{244-(2,3-difluorophenyl)piperazin-1-yliethyl}cyclohexyl
)butanamide      -
N-(442-[4-(2,3-difluorophenyl)piperazin-1-yl]ethyl}cyclohexyl)-3,3,3-
trifluoropropanamide      - cyclopent-1-enecarboxylic acid
(4-{214-(2,3-difluorophenyl)piperazin-1- yliethyl}cyclohexyl) amide
20-
4-cyano-N-(442-14-(3-cyanophenyl)piperazin-1-yl]ethyl}cyclohexyl)buta
namide      -
N-(4-{244-(3-chloro-2-methoxyphenyl)piperazin-1-yl]ethylicyclohexyl)-
4- cyanobutanamide      -
2-cyano-N-(4-{244-(2,3,4-trifluorophenyl)piperazin-1-
yliethyl}cyclohexyl)acetamide 25-
4-cyano-N-(4-{2-[4-(2,3,4-trifluorophenyl)piperazin-1-
yllethyl}cyclohexyl)butanamide      -
3,3,3-trifluoro-N-(4-{214-(3-methanesulfonylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)propanamide          -
1-(4-{244-(3-fluorophenyppiperazin-1-yliethyllpiperidin-1-yppropan-2-
one, 30 dihydrochloride      -
1-(4-{214-(3-ethoxyphenyl)piperazin-1-yliethyl}piperidin-1-yl)propan-
2-one, dihydrochloride      - 1 -(4424442,4-d ifl
uorophenyl)piperazin-1 -yliethyl}p iperid in-1 -yl)p ropan-2-one,
dihydrochloride 35-
2-cyano-N-{442-(4-indan-4-ylpiperazin-1-ypethyl]cyclohexyl}acetamide
WO 2007/148208PCT/1B2007/001673 36 -
4-cyano-N-{4-[2-(4-indan-4-ylpiperazin-1-yl)ethyl]cyclohexyl}butanami
de      - cyclopent-1-enecarboxylic acid (4-{2-14-(2-fluoro-3-
trifluoromethylphenyflpiperazin-1-yliethyl)cyclohexyl) amide -
N-(4-{244-(2-fluoro-3-trifluoromethylphenyflpiperazin-1- 5
yllethyl}cyclohexyl)succinamide      -
4-cyano-2,2-difluoro-N-(4-{214-(2-fluoro-3-trifluoromethylphenyflpipe
razin-1- yliethyl}cyclohexyflbutanamide      -
2,2,2-trifluoro-N-(4-{244-(3-methanesulfonylphenyflpiperazin-1-
yllethyl}cyclohexyflacetamide 10-
N-{442-(4-bipheny1-3-ylpiperazin-1-yflethylicyclohexyl)-4-cyanobutana
mide      - cyclopent-1-enecarboxylic acid
(4-{244-(3,4,5-trifluorophenyflpiperazin-1- yliethyl}cyclohexyl)
amide      - 2-ethoxy-N-(4-{244-(345-trifluorophenyflpiperazin-1-
ygethyl}cyclohexyflacetamide 15- cyclopent-3-enecarboxylic acid
(4-{214-(3,4,5-trifluorophenyflpiperazin-1- yllethyl}cyclohexyl)
amide -
4-cyano-N-{442-(4-p-tolylpiperazin-1-yflethylicyclohexyl}butanamide
- 4,4,4-trifluoro-N-(4-{244-(3-methanesulfonylphenyflpiperazin-1-
yllethyl}cyclohexypbutanamide 20-
N-(4-{244-(2-fluoro-3-trifluoromethylphenyl)piperazin-1-yliethyl}cycl
ohexyl)-4- methoxybutanamide     -
N-(4-{2-[4-(4-chloro-2-fluorophenyflpiperazin-1-yl]ethyl}cyclohexyl)-
4- cyanobutanamide -
2-cyano-N-(4-{2-[4-(2,4,5-trifluorophenyl)piperazin-1- 25
yllethyl}cyclohexyl)acetamide -
4-cyano-N-(4-{214-(2,4,5-trifluorophenyflpiperazin-1-
yl]ethyl}cyclohexyl)butanamide -
2-ethoxy-N-{442-(4-p-tolylpiperazin-1-yl)ethylIcyclohexyl}acetamide
- cyclopent-1-enecarboxylic acid
{442-(4-p-tolylpiperazin-1-yDethyl]cyclohexyl) 30 amide 



- 5,6-dihydro-4H-pyran-3-carboxylic acid (4-{214-(2-fluoro-3-
trifluoromethylphenyflpiperazin-1-yliethyl}cyclohexyl amide      -
3,3,3-trifluoro-N-[4-(2-{4-[3-(1-hydroxyethyl)phenyl]piperazin-1-
yl}ethyl)cyclohexyl]propanamide  WO 2007/148208PCT/1B2007/001673 37
- 2-ethoxy-N-(4-{214-(2-fluoro-3-trifluoromethylphenyopiperazin-1-
yljethyl}cyclohexybacetamide -
N-(4-{244-(4-chlorophenybpiperazin-1-yl]ethyl}cyclohexyl)-4-cyanobuta
namide -
N-(4-{214-(4-chlorophenyl)piperazin-1-yllethyl}cyclohexyl)-3,3,3- 5
trifluoropropanamide -
1-(4-{244-(4-chloro-2-fluorophenyl)piperazin-1-yl]ethyl}piperidin-1-y
l)propan-2- one -
1-(4-{214-(2-fluoro-4-methylphenyl)piperazin-1-yliethyllpiperidin-1-y
l)propan-2- one 10-
4-cyano-N-(442[4-(2-methoxy-5-methylphenyl)piperazin-1-
yllethyl}cyclohexyl)butanamide      -
2-cyano-N-(4-{214-(2-fluoro-4-methylphenybpiperazin-1-
yljethyl}cyclohexyl)acetamide
4-cyano-N-(4-{244-(2-fluoro-4-methylphenybpiperazin-1- 15
yllethyl}cyclohexyl)butanamide - cyclopent-1-enecarboxylic acid
(4-{214-(3,4-dichlorophenyppiperazin-1- yl]ethyl)cyclohexyl) amide -
N-(4-{214-(3,4-dichlorophenyl)piperazin-1-yliethyl}cyclohexyl)-2-etho
xyacetamide  cyclopent-1-enecarboxylic acid
(4-{2-[4-(4-chlorophenyl)piperazin-1- 20 yflethyl}cyclohexyl) amide
-
N-(4-{244-(3-chloro-4-methylphenyl)piperazin-1-yljethyl}cyclohexyl)-2
- ethoxyacetamide - cyclopent-1-enecarboxylic acid
(4-{244-(3-chloro-4-methylphenyl)piperazin-1-yl] ethyl}cyclohexyl)
amide 25-
N-(4-{244-(3-chloro-4-methylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-3
,3,3- trifluoropropanamide -
3,3,3-trifluoro-N-{442-(4-p-tolylpiperazin-1-ypethylicyclohexyllpropa
namide      - cyclopent-3-enecarboxylic acid
(4-{2-[4-(2,4-difluorophenyl)piperazin-1- yl]ethylicyclohexyl) amide
30-
1-(4-{244-(3,4-dichlorophenyppiperazin-1-yliethyl}piperidin-1-yppropa
n-2-one
1-(4-{244-(4-fluorophenyl)piperazin-1-yljethyl}piperidin-1-yl)propan-
2-one      - 415-dihydrofuran-3-carboxylic acid (4-{244-(2-fluoro-3-
trifluoromethylphenybpiperazin-1-yDethylIcyclohexyl) amide -
N-(4-{214-(4-chloropheny1)-3,6-dihydro-2H-pyridin-1-yliethyl}cyclohex
yl)-2- 35 ethoxyacetamide  WO 2007/148208PCT/1B2007/001673 38 



-
N-(4-1214-(4-chloropheny1)-3,6-dihydro-2H-pyridin-1-ylIethyl}cyclohex
yl)-4- cyanobutanamide
4-cyano-N-(4-{244-(4-fluoropheny1)-3,6-dihydro-2H-pyridin-1-
yl]ethyl}cyclohexyl)butanamide 5- pyrrolidine-2-carboxylic acid
(4-{2-[4-(2-fluoro-3-trifluoromethylphenyl)piperazin-1-
yllethyl}cyclohexyl) amide      -
N-(4-{214-(3,4-dichlorophenyl)piperazin-1-yliethyl}cyclohexyl)-4-
methoxybutanamide        -
N-(4-{2-[4-(2,4-difluorophenyl)piperazin-1-yl]ethylIcyclohexyl)-2-eth
oxyacetamide 10-
N-(4-{244-(24-difluorophenyl)piperazin-1-yliethyl}cyclohexyl)-4-
methoxybutanamide      -
4-cyano-N-(4-{244-(3,4-dimethylphenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide -
N-(4-{244-(3,4-dimethylphenyl)piperazin-1-yllethyl}cyclohexyl)-4- 15
methoxybutanamide      - cyclopent-1-enecarboxylic acid
(4-{244-(34-dimethylphenyppiperazin-1- yl]ethyl}cyclohexyl) amide
N-(4-{244-(3,4-dimethylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-2-
ethoxyacetamide 20- N-(4-{2-[4-(3,4-dimethylphenyl)
piperazin-1-yllethyl}cyclohexyl)-3,3,3- trifluoropropanamide
4-cyano-N-(44214-(5,6,7,8-tetrahydronaphthalen-2-yDpiperazin-1-
yl]ethyl}cyclohexyl)butanamide -
N-(4-{214-(3-cyanophenyppiperazin-1-yllethyl}cyclohexyl)-3,3,3- 25
trifluoropropanamide      - cyclopent-1-enecarboxylic acid
(4-{214-(3-cyanophenyppiperazin-1- yl]ethyl}cyclohexyl) amide -
N-(4-{244-(3-cyanophenyppiperazin-1-yliethylicyclohexyl)-4-methoxybut
anamide
2-ethoxy-N-(4-{214-(2-fluoro-5-trifluoromethylphenyl)piperazin-1- 30
ynethyl}cyclohexyl)acetamide -
N-(4-{214-(4-chloro-phenyl)piperazin-1-yl]ethylycyclohexyl)-2-ethoxya
cetamide
N-(442[4-(2-fluoro-3-trifluoromethylphenyl)piperazin-1-yliethylIcyclo
hexyl)-2- propoxyacetamide - cyclopent-1-enecarboxylic acid
(4-{244-(4-chloro-2-fluorophenyl)piperazin-1- 35 yliethyl}cyclohexyl)
amide  WO 2007/148208PCT/IB2007/001673 39      -
cyclopent-1-enecarboxylic acid
(4-{244-(2-fluoro-4-methylphenyl)piperazin-1- yliethylIcyclohexyl)
amide      -
2-cyano-N-(442[4-(3,4-dichloro-2-fluorophenyl)piperazin-1-
yliethyl}cyclohexypacetamide 5-
4-cyano-N-(4-{214-(3,4-dichloro-2-fluorophonyl)piperazin-1-
yllethyl}cyclohexyl)butanamide    -
N-(4-{214-(2,5-dichlorophenyppiperazin-1-yl]ethyl}cyclohexyl)-2-ethox
yacetamide - 4-cyano-N-(4-{214-(2-cyano-3-fluorophenyppiperazin-1-
yl]ethyl}cyclohexyl)butanamide 10- cyclopent-1-enecarboxylic acid
(4-(214-(2,4,5-trifluorophenyl)piperazin-1- yfiethyl}cyclohexyl)
amide      - 4,5-dihydrofuran-3-carboxylic acid
(4-{2-14-(3-cyanophenyppiperazin-1- yl]ethylicyclohexyl) amide
- cyclopent-1-enecarboxylic acid
(4-{214-(5-chloro-2-fluorophenyl)piperazin-1- 15 yliethyl}cyclohexyl)
amide      - 4-cyano-N-(442-[4-(3-oxazol-2-ylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide      - 4,5-dihydrofuran-3-carboxylic
acid (4-{244-(2,4-difluorophenyl)piperazin-1- yflethylIcyclohexyl)
amide 



20-
N-(4-{244-(3-chloro-5-trifluoromethylphenyl)piperazin-1-yliethyl}cycl
ohexyl)-2- cyanoacetamide
N-(4-{244-(3-chloro-5-trifluoromethylphenyl)piperazin-1-yflethyl}cycl
ohexy0-4- cyanobutanamide -
2-cyano-N-(4-{244-(3-oxazol-2-ylphenyl)piperazin-1- 25
yliethyl}cyclohexyl)acetamide
2-ethoxy-N-(442[4-(4-fluoropheny1)-3,6-dihydro-2H-pyridin-1-
yllethyl}cyclohexypacetamide      - 4,5-dihydrofuran-3-carboxylic
acid(4-{244-(3-oxazol-2-ylphenyl)piperazin-1- yllethyl}cyclohexyl)
amide 30-
(4-{244-(2,3-dimethylphenyl)piperazin-1-yliethyl}piperidin-1-ypacetic
acid ethyl ester      - cyclopent-1-enecarboxylic acid
(4-{214-(2-fluoro-5-methylphenyl)piperazin-1- yliethyl}cyclohexyl)
amide -
4-cyano-N-(4-{244-(3-ethoxyphenyl)piperazin-1-yliethyl}cyclohexyl)but
anamide  WO 2007/148208PCT/1B2007/001673 40      -
cyclopent-1-enecarboxylic acid
{442-(4-pheny1-3,6-dihydro-2H-pyridin-1- ypethylicyclohexyl) amide
- cyclopent-1-enecarboxylic acid
(4:{2[4-(3-fluoro-4-methylphenyl)piperazin-1- yliethyl}cyclohexyl)
amide 5- 4-cyano-N-(4-{2-[4-(3-fluoro-4-methylphenyl)piperazin-1-
yllethyl}cyclohexyl)butanamide      -
2-ethoxy-N-(4-{214-(3-fluoro-4-methylphenyppiperazin-1-
yliethyl}cyclohexyl)acetamide - 4-cyano-N14-(2-{413-(1 -hyd
roxypropyl)phenylipiperazin-1 - 10 yi}ethypcyclohexyllbutanamide
- pyrrolidine-2-carboxylic acid
(4-{214-(3-cyanophenyppiperazin-lyliethyl}cyclohexyl) amide,
dihydrochloride      -
2-methoxy-N-(4-{244-(3,4,5-trifluorophenyl)piperazin-1-
yliethyl}cyclohexyl)acetamide 15- cyclopent-1-enecarboxylic acid
(4-{244-(2,3,4-trifluorophenylpiperazin-1- yljethyl}cyclohexyl) amide
- 4-cyano-N-(4-{244-(4-trifluoromethylphenyl)piperazin-1-
ylIethyl}cyclohexyl)butanamide -
N-(4-{214-(2,5-dichlorophenyppiperazin-1-yl]ethylIcyclohexyl)-2-ethox
yacetamide 20- pyrrolidine-2-carboxylic acid
(4-{214-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-
yllethyl}cyclohexyl) amide      -
N-(4-{214-(3-chloro-2-methylphenyl)piperazin-1-ygethyl}cyclohexyl)-4-
methoxybutanamide - 14442-V43,4-d imethylphenyppiperazi
n-1-ygethyllpiperid in-1 -yl)propa n-2-one 25-
1-(4-{2-[4-(3,4-dichloro-2-fluorophenyl)piperazin-1-yl]ethyllpiperidi
n-1-yl)propan- 2-one      - pyrrolidine-2-carboxylic acid
(4-{214-(2,4-difluorophenyl)piperazin-1- yl]ethyl}cyclohexyl) amide,
dihydrochloride -
N-(4-{2-[4-(3-chloro-2,4-difluorophenyl)piperazin-1-yfiethyl}cyclohex
yl)-2- 30 cyanoacetamide      -
N-(4-{214-(3-chloro-2,4-difluorophenyl)piperazin-1-yliethylIcyclohexy
l)-4- cyanobutanamide      -
1-(4-{214-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-yllethyl}pipe
rid in-1- yl)propan-2-one, dihydrochloride 



WO 2007/148208PCT/1B2007/001673 41       - 1
-(4-{2-[4-(3-chloro-2-methoxyphenyl)piperazin-1-yllethyl}piperidin-1-
yl)propan-2- one, dihydrochloride      -
2-cyano-N-(4-{2-[4-(4-trifluoromethylpheny1)-3,6-dihydro-2H-pyridin-1
- yflethyl}cyclohexyl)acetamide 5- cyclopent-1-enecarboxylic acid
{442-(4-o-tolylpiperazin-1-yl)ethylicyclohexyll amide    -
2-ethoxy-N-{412-(4-o-tolylpiperazin-1-ylethylicyclohexyl}acetamide -
4-cyano-N-{4-[2-(6-cyano-3,4-dihydro-1H-isoquinolin-2-
ypethylicyclohexyllbutanamide 10-
2-cyano-N-{442-(6-cyano-3,4-dihydro-1H-isoquinolin-2-
yDethylicyclohexyl}acetamide   -
N-(4-{244-(3-ethylphenyflpiperazin-1-ygethyl}cyclohexyl)-4-methoxybut
anamide - 5,6-dihydro-4H-pyran-2-carboxylic acid
(4-{214-(3-ethylphenyflpiperazin-1- yllethyl}cyclohexyl) amide 15-
5,6-dihydro-4H-pyran-2-carboxylic acid (4424443-
trifluoromethylphenyl)piperazin-1-yliethyl}cyclohexyl) amide -
2-ethoxy-N-(4-{244-(3-ethylphenyflpiperazin-1-yfiethyl}cyclohexyflace
tamide      - 4,5-dihydrofuran-3-carboxylic acid
(4-{214-(3-trifluoromethylphenyl)piperazin-1- yl]ethyl}cyclohexyl)
amide 20- 5,6-dihydro-4H-pyran-2-carboxylic acid
(4-{244-(2,4-difluorophenyflpiperazin-1- yl]ethyl}cyclohexyl) amide
2-cyano-N-[4-(2-{4-[3-(1-hydroxypropyl)phenylipiperazin-1-
yl}ethyl)cyclohexyl]acetamide           cyclopent-1-enecarboxylic
acid (4-{2-[4-(2,4-difluorophenyI)-3,6-dihydro-2H25
pyridin-1-yl]ethyl}cyclohexyl) amide      -
4-methoxy-N-(442[4-(3,4,5-trifluorophenyflpiperazin-1-
yliethyl}cyclohexyl)butanamide      -
1-{442-(4-indan-5-ylpiperazin-1-yoethyllpiperidin-1-y1}propan-2-one,
dihydrochloride 30-
4-cyano-N-(4-{214-(4-trifluoromethylpheny1)-3,6-dihydro-2H-pyridin-1-
yllethylIcyclohexyl)butanamide      - cyclopent-1-enecarboxylic acid
(4-{214-(4-methoxyphenyflpiperazin-1- yl]ethyl}cyclohexyl) amide
2-ethoxy-N-(4-{244-(4-methoxyphenyl)piperazin-1-yllethyl}cyclohexypac
etamide 35-
2-cyano-N-(4-{214-(4-methoxyphenyppiperazin-1-yllethylIcyclohexypacet
amide  WO 2007/148208PCT/1132007/001673 42      -
2-cyano-N-(4-{244-(3,5-difluoro-4-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexypacetamide      -
2-cyano-N-[4-(2-{4-[3-(1-hydroxy-2-methylpropyl)phenyl]piperazin-1-
yl}ethyl)cyclohexyliacetamide 5- 1-(4-{2-[4-(5,6,7,8-tetra hydro-nap
hthalen-211)piperazin-1-yflethyl}piperidin-1- yl)propan-2-one -
N-(4-{214-(3-chloro-5-methylphenyl)piperazin-1-yllethyl}cyclohexyl)-2
- ethoxyacetamide          -
N-(4-{214-(3-chloro-5-methylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-4
- 10 methoxybutanamide      -
N-(4-{244-(2-chloro-4-fluoro-5-methylphenyl)piperazin-1-yliethyl}cycl
ohexyl)-2- ethoxyacetamide      -
N-(4-{2-14-(2-chloro-4-fluoro-5-methylphenyppiperazin-1-yliethyl}cycl
ohexyl)-4- methoxybutanamide 



15-
1-(4-{2-[4-(3-chloro-5-fluorophenyl)piperazin-1-yllethyl}piperidin-1-
yl)propan-2- one   -
4-cyano-N-(4-{2-[4-(4-methoxyphenyl)piperazin-1-yl]ethyl}cyclohexyl)b
utanamide -
1-(4-{214-(3,4-dihydro-2H-benzo[b][1,4]dioxepin-6-yOpiperazin-1-
yllethyl}piperidin-1-y1)propan-2-one, dihydrochloride 20-
1-{4-[2-(4-benzo[1,3]dioxo1-5-ylpiperazin-1-y1)ethylipiperidin-1-y1}p
ropan-2-one      - cyclopent-1-enecarbokylic acid
(4-{244-(2-fluoropheny1)-3,6-dihydro-2H-pyridin-1-
yliethyl}cyclohexyl) amide      -
2-cyano-N-(4-{244-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide 25-
1-(4-{214-(4-trifluoromethylphenyl)piperazin-1-yl]ethyl}piperidin-1-y
1)propan-2-one      -
1-(4-{244-(3-trifluoromethylsulfanylphenyl)piperazin-1-yllethyl}piper
idin-1- yl)propan-2-one     - 1-[4-(2-{4-[3-(1
,1-difluoroethyl)phenyllpiperazin-1-yl}ethyl)piperidin-1-yqp ropan-2-
one, dihydrochloride 30- 1-(4-{2-[4-(3-d
ifluoromethylphenyl)piperazin-1-yl]ethyl}p iperidin-1-yl)propan-2-
one, dihydrochloride -
1-{442-(4-benzo[1,3]dioxo1-4-ylpiperazin-1-yl)ethyl]piperidin-1-yl}pr
opan-2-one, dihydrochloride -
1-(4-{2-[4-(3-chloro-4-fluorophenyl)piperazin-1-yl]ethyl}piperidin-1-
y0propan-2- 35 one  WO 20071148208PCT1182007/001673 43
4-cyano-N-(4-{244-(3-trifluoromethylpheny1)-3,6-d ihyd ro-2H-pyridi
n-1 - yljethyl}cyclohexyl)b utanamide
N-(4-{214-(3-chloro-4-fluorophenyl)piperazin-1-yliethyl}cyclohexyl)-2
- cyanoacetamide 5-
1-(4-{244-(4-chloropheny1)-3,6-dihydro-2H-pyridin-1-yl]ethyl}piperidi
n-1- yppropan-2-one
4-(4-{2-[1-(2-oxopropyl)piperidin-4-yflethyl}piperazin-1-y1)-benzonit
rile, dihydrochloride          - 1
-(4-{214-(2-fluoro-5-methylphenyppiperazin-1 -yllethyl}piperid in-1
-yl)propan-2- 10 one, d ihydrochloride      -
N-(4-{214-(3-chloro-4-fluorophenyl)piperazin-1-yl]ethyl}cyclohexyl)-4
- cyanobutanamide
N-(4-{244-(2-chloro-5-cyanophenyl)piperazin-1-yliethyl}cyclohexyl)-2-
cyanoacetamide 15- 1 -(4421442,6-d i-tert-butylpyrim id
in-4-yl)piperazin-1-yllethyl}piperid in-1 -yl)p ropan- 2-one,
dihydrochloride      -
N-(4-{2-[4-(2-chloro-5-cyanophenyl)piperazin-1-yl]ethyl}cyclohexyl)-4
- cyanobutanamide  N-(4-{214-(3-ch loro-2,4-difl
uorophenyppiperazin-1- 20 yl]ethyl}cyclohexypsuccinamide -
1-(4-{214-(3-acetylphenyl)piperazin-1-yl]ethyl}piperid in-1
-yl)propan-2-one  143-(4-{211-(2-oxop ropyl)piperid
in-4-yliethyl}piperazin-1 -yl)phenyl]propan-1 -one
2-methyl-1-[3-(4-{2-[1-(2-oxopropyl)piperidin-4-yl]ethyl}piperazin-1-
yl)phenyl]propan-1-one, dihydrochloride 25- 11442444341 -Hyd
roxyethyl)phenyllp iperazin-1-yllethyDpiperid in-1 -yl]propan-2- one
- 1
-[4-(2-{4-[3-(1-Hydroxypropyl)phenyl]piperazin-1-yl}ethyDpiperidin-1-
yl]propan-2- one 



- 14442444341 -Hydroxy-2-methylpropyl)phenylipiperazin-1 -yl}ethyppi
perid in-1- 30 yllpropan-2-one      - 3-1442-(4-inda n-4-ylpiperazin1
-ypethyl]piperid in-1 -yI}-3-oxopropanen itrile, hydrochloride      -
1 -{412-(4-indan-4-ylp iperazin-typethylip iperid in-1 -yl}propane-1
,2-dione, hydrochloride  WO 2007/148208PCT11B20071001673 44      -
1-(4-{214-(2,3-dichlorophenyhpiperazin-1-yllethyl}piperidin-1-Apropan
e-1,2- dione, hydrochloride      -
3-(4-{2-[4-(2,3-dichlorophenyl)piperazin-1-yllethyl}piperidin-1-y1)-3
- oxopropanenitrile, hydrochloride 5-
2-cyano-N-(4-{244-(4-trifluoromethylphenyhpiperazin-1-
yllethylIcyclohexyl)acetamide      -
1-(4-{2-[4-(2-ethoxyphenyl)piperazin-1-yl]ethyl}piperidin-1-yl)propan
-2-one, dihydrochloride          -
1-(44214-(4-fluoropheny1)-3,6-dihydro-2H-pyridin-1-yflethyl}piperidin
-1-yhpropan10 2-one
N-(4-{2-[4-(2-fluoro-5-trifluoromethylphenyhpiperazin-1-yflethyl}cycl
ohexyl)-4- methoxybutanamide
1-(4-{2-[4-(2,5-dichlorophenyl)piperazin-1-yflethyl}piperidin-1-y1)pr
opan-2-one, dihydrochloride 15-
1-(4-{214-(3-chloro-4-methylphenyl)piperazin-1-yliethyl}piperidin-1-y
0propan-2- one      -
1-{4-[2-(4-indan-4-y1-3,6-dihydro-2H-pyridin-1-yhethyllpiperidin-1-yl
lpropan-2- one, dihydrochloride
4-{412-(4-indan-4-ylpiperazin-1-ypethyllpiperidin-1-y1}-4-oxobutanami
de 20-
1-{4-[2-(4-indan-4-ylpiperazin-1-y)ethyl]piperidin-1-ylbutane-1,2-dio
ne, hydrochloride      -
1-(4-{214-(3-methanesulfonylphenyl)piperazin-1-yliethyl}piperidin-1-y
hpropan-2- one, dihydrochloride
1-(4-{214-(3-chloro-2,4-difluorophenyhpiperazin-1-yl]ethyl}piperidin-
1-yl)propan25 2-one -
1-{4-[2-(4-pheny1-3,6-dihydro-2H-pyridin-1-yhethyl]piperidin-1-yl}pro
pan-2-one      -
2-cyano-N-(44244-(3,5-dimethylpheny1)-3,6-dihydro-2H-pyridin-1-
yllethyl}cyclohexyhacetamide, hydrochloride -
1-(4-{214-(3-fluoro-4-methylphenyhpiperazin-1-yllethyl}piperidin-1-yh
propan-2- 30 one, dihydrochloride      -
2-{211-(2-oxopropyl)piperidin-4-yl]ethyl}-1,2,3,4-tetrahydroisoquinol
ine-6- carbonitrile, dihydrochloride      -
1-(4-{214-(4-chloro-3-trifluoromethylphenyhpiperazin-1-yl]ethyl}piper
idin-1- yppropan-2-one, dihydrochloride  WO
2007/148208PCT/1B2007/001673 45       - 1 -{4-[2-(4-biphenyl-3-ylp
iperazin-1 -yl)ethyl]piperidin-1 -yl)p ropan-2-one, dihydrochloride
1 -(4-{2-[4-(4-fluoro-2-methylphenyl)piperazin-1 -yllethyl}piperid
in-tyl)propan-2- one, dihydrochloride 5-
N-(4-{2-[4-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-
yl]ethylIcyclohexyl)succinamide - 1 -(4-{2-[4-(2, 5-d
imethoxyphenyflpiperazin-1 -yl]ethyl}piperid i n-1 -yl)propan-2-one,
dihydrochloride  1 -{442-(4-indan-4-ylpiperid n-1-yflethylip iperid
in-1 -yl}propan-2-one, 



10 dihydrochloride      - 1 -(4-{214-(4-fl uorophenyflpiperid i n-1
-yliethyl}piperid in-1 -yl)propan-2-one, dihydrochloride  1
-(4-{2-[4-(2-methoxy-5-trifl uoromethylphenyl)piperazin-1 -yfiethyl}p
iperid in-1- yflp rope n-2-one, dihydrochloride 15- 1
-{442-(4-indan-4-ylpiperazi n-1-yDethyl]pi perid in-1-yllpenta
n-2-one, dihydrochloride      - 1
-(4-{2-[4-(4-fluoro-3-trifluoromethylphenyl)piperazin-1
-yl]ethyflpiperid in-1 - yl)propa n-2-one, dihydrochloride - 1
-(4-{214-(2,6-dimethylphenyflp iperazin-1-yliethyl}p iperidi n-1
-yl)propan-2-one, 20 dihydrochloride      - 1-(4-{2-[4-(2-ch
loro-5-methoxyp henylpiperazin-1 -yljethyl}piperidin-1 -yl)propan-2-
one, dihydrochloride - 1 -(4-{214-(3-Hyd
roxymethylphenyflpiperazin-1-yl]ethyl}p iperid in-1 -yl)propan-2- one
25- 1 -(4421446, 7,8,9-tetrahyd ro-5H-benzocyclohepten-1
-yl)piperazin-1 - yflethyl}piperidin-1-Apropan-2-one, dihydrochloride
1 -(4-{244-(6,7,8,9-tetrahyd ro-5H-benzocyclohepten-2-Apiperazin-1-
yflethyl}piperid i n-1 -yl)p ropan-2-one  3-cya
no-N-(4-{244-(4-trifluoromethylphenyl)piperazin-1- 30
yllethyl}cyclohexyl)propanam ide -
3-cyano-N-(4-{214-(3-cyanophenyl)piperazin-1-yflethyl}cyclohexyl)prop
anamide      -
2-cyano-N-(4-{244-(2-fluoro-4-trifluoromethylphenyflpiperazin-1-
yliethyl}cyclohexyl)acetamide
4-cyano-N-(4-{2-[4-(2-fluoro-4-trifluoromethylphenyl)piperazin-1- 35
yl]ethylIcyclohexyl)-butanamide  WO 2007/148208PCT/IB2007/001673 46
1-(4-{244-(2-methoxy-5-methylphenyl)piperazin-1-yflethyl}piperidin-1-
y1)propan-2- one, dihyrochloride
1-(4-{214-(3-chloro-5-trifluoromethylphenyl)piperazin-1-yliethyllpipe
ridin-1- yl)propan-2-one, dihyrochloride 5-
4-{4-[2-(4-indan-4-ylpiperazin-l-yDethyl]piperidin-1-y1}-4-oxo-butano
nitrile
1-(4-{214-(3-fluoro-5-trifluoromethylphenyl)piperazin-1-yliethyl}pipe
ridin-1- yl)propan-2-one      -
1-(4-{244-(2-fluoro-5-trifluoromethylpheny1)-3,6-dihydro-21-1-pyridin
-1- yllethyl}piperidin-1-y0propan-2-one, dihyrochloride 10-
4-methoxy-N-(44244-(2,3,4-trifluorophenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide      -
N-(4-{244-(3--cyanophenyl)piperazin-1-yl]ethyl}cyclohexyl)-4,4,4-
trifluorobutanamide      -
N-(4-{2-[4-(3-cyanophenyl)piperazin-1-yljethyl}cyclohexyl)-3-
methoxypropanamide
2-cyano-N-(4-{244-(2-fluoro-5-trifluoromethylpheny1)-3,6-dihydro-2H-p
yridin-1- yllethyl}cyclohexypacetamide      -
1-(4-{244-(2,3,4-trifluorophenyl)piperazin-1-yl]ethyllpiperidin-1-y0p
ropan-2-one -
1-(4-{244-(3-phenoxyphenyl)piperazin-1-yl]ethyllpiperidin-1-yl)propan
-2-one, 20 dihyrochloride      -
1-(4-{214-(3-isopropoxyphenyl)piperazin-1-yllethyl}piperidin-1-yl)pro
pan-2-one, dihyrochloride -
2-fluoro-5-(4-{2-[1-(2-oxopropyl)piperidin-4-ynethyl}piperazin-1-yObe
nzonitrile - 2-cyano-N-(442[4-(3-cyano-4-fluorophenyl)piperazin-1- 25
yliethyl}cyclohexyl)acetamide 



-
N-(4-{214-(3-cyano-4-fluorophenyl)piperazin-I-yliethyl}cyclohexyl)-4-
nnethoxybutanamide      -
4-cyano-N-(4-{214-(3-cyano-4-fluorophenyl)piperazin-lyliethyl}cyclohe
xyl)butanamide 30-
1-(4-{2-[4-(2,5-difluorophenyl)piperazin-1-yl]ethyl}piperidin-1-yl)pr
opan-2-one
2-cyano-N-(4-{244-(3-fluoro-5-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexypacetamide      -
4-cyano-N-(4-{244-(3-fluoro-5-trifluoromethylphenyl)piperazin-1-
yl]ethylIcyclohexyl)butanamide  WO 2007/148208PCT/1B2007/001673 47
- 1 -(4-{214-(3-tert-butylp henyl)piperazin-1 -ylJethyl}p iperid i
n-1 -yl)propan-2-one, dihydrochloride       1 -(4-{214-(2-trifl
uoromethylphenyl)piperazi n-1 -yflethyl}piperid in-1 -yl)propan-2-
one, dihydrochloride 5-
3-cyano-N-(4-{214-(2-fluoro-5-trifluoromethylphenyl)piperazi n -1 -
yliethyl}cyclohexyl) propanamide       N-(4-{244-(2-fluoro-5-trifl
uoromethylphenyl)piperazi n-1 -yliethylIcyclohexyl)-2- propoxyacetam
ide, hydrochloride - 3,3,
3-trifluoro-N-(4-{244-(2-fluoro-5-trifluoromethylp henyl)piperazi n-1
- 10 yl]ethyl)cyclohexyl)propanamide       N-(442144241 uoro-5-trifl
uoromethylphenyl)p iperazin-1 -yliethyl}cyclohexyl)- malonam ide
- 1-(4-{244-(3-benzylphenyl)piperazin-1-yljethyl}piperid in-1
-yl)propan-2-one, dihydrochloride 15-
2-cyano-N-(4-{214-(5-ethyl-2-fluorophenyl)piperazin-1-
yllethylIcyclohexyl)acetamide      -
4-cyano-N-(4-{244-(5-ethyl-2-fluorophenyppiperazin-1-
ynethyl}cyclohexyl)butanamide -
4-methoxy-N-{442-(4-m-tolylpiperazin-1-yl)ethylicyclohexyl}butanamide
20- 1 44-124443,4-d ifluorophenyppiperazi n-1 -yflethyllpiperid in-1
-y1) p ropan-2-one, dihydroch loride     1-(4-{244-(4-ch
lorophenyl)piperazi n-1 -yl]ethyl}piperid i n-1 -yl)propan-2-o ne,
dihydrochloride -
1-(4-{244-(3-isopropylphenyppiperazin-1-yliethyl}piperidin-1-y1)propa
n-2-one, 25 dihydrochloride
5-{412-(4-indan-4-ylpiperazin-1-yl)ethyl]piperidin-1-y1}-5-oxo-pentan
enitrile, hydrochloride      - 2-ethoxy-1 -{442-(4-i nd an-4-ylp
iperazin-1-yeethylipiperid i n-1 -yl)ethanone, hydrochloride 30-
3-(1-{241-(2-oxopropyl)piperid in-4-yllethy1}-1 ,2,3,6-tetrahyd
ropyrid in-4- yl)benzon itri le      -
2-cyano4N-(4-{244-(3-cyanopheny1)-3,6-d hyd ro-2H-pyrid in-1 -
yflethyl}cyclohexyl)acetamide - N-(4-{2-[4-(3-cyanophenyI)-3,6-d
ihydro-2H-pyrid in-1-yliethyl}cyclohexyl)-4- 35 methoxybutanamide  WO
2007/148208PCT1JB2007/001673 48 -
N-(4-{244-(3,4-dichloro-2-fluoro-phenyflpiperazin-1-yllethylIcyclohex
yl)-4- meth oxybutanam ide      - 1 -(4-{214-(5-ch
loro-2-fluorophenyl)p iperazin-1n-1-yl)propan-2- 



one, dihydrochloride 5- 1
-(4-{214-(3-methylsulfanylphenyflpiperazin-1 -yliethyl}piperid
in-1-yl)propan-2- one      -
2-cyano-N-(4-{244-(3-cyano-2,4-difluorophenyl)piperazin-1-
yllethyllcyclohexyl)acetamide - 4-cyano-N-(4-{214-(3-cya
no-2,4-difluorophenyl)p iperazin-1 - 10 yflethyljoyclohexyl)butan
amide -
N-(442[4-(3-fluoro-2-methylphenyflpiperazin-1-yflethyl}cyclohexyl)-4-
methoxybutanamide - 2,6-d ifluoro-3-(4-1241
-(2-oxo-propyl)piperidin-4-yl]ethyl}piperazin-1-yObenzonitri le -
N-(44214-(3,5-d ich lorophenyl)piperazi n-1-yl]ethyl}cyclohexyl)-4-
15 methoxybutanamide - N-(4-{214-(3-cyano-2,4-d
ifluorophenyl)piperazi n-1 -yl]ethyl}cyclohexyl)-4- methoxybuta nam
ide -
4-(4-{2-[4-(3-fluoro-5-trifluoromethylphenyl)piperazin-1-yl]ethyl}pip
eridin-1-y1)-4- oxobutanonitrile 20- 1 -(4-{214-(3-methoxymethylp
henyl)piperazin-1 -yliethyllpiperid in-1-yl)propan-2- one,
dihydrochloride - 1-(4-{214-(2,3,4,5-tetrafl uorophenyl)piperazi
n-1-yl]ethyl}piperidin-1 -yl)propan-2- one, dihydrochloride - 1
-(4-{214-(2-ch loro-5-trifluoromethylphenyl)piperazi n-1
-yllethyl}piperid in-1- 25 yl)propan-2-one, dihydrochloride - 1
-(4-{244-(3,4,5-trifluorophenyl)p iperazin-1-yl]ethyl}piperid in-1
-yl)p ropan-2-one    - N-(4-{214-(4-chlorophenyl)piperazin-1
-yl]ethyl)cyclohexyl)-4-methoxybutanamide - 1
-(4-{2-(4-(2-tert-buty1-6-trifluoromethylpyrimid n-4-yl)piperazin-1 -
yl]ethyl}piperidin-typpropan-2-one, trihydrochloride 30-
N-(4-{214-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-yllethyl}cycl
ohexyl)-2- methoxyacetamide      - 1 -(442[4-(2,4-dichlorop henyl)p
iperazi n-1 -yllethyl}piperidin-1y1)propan-2-one, dihydrochloride
- 1 -(4424442,4, 5-trichlorophenyl)piperazi n-1-yllethyl}piperid i
n-1 -yl)p ropan-2-one, 35 dihyd rochloride  WO
2007/148208PCT/1132007/001673 49      -
4-(4-{214-(3-chloro-5-trifluoromethylphenyl)piperazin-1-yflethyl}pipe
ridin-1-y1)-4- oxobutanonitrile, hydrochloride      -
cyclopent-1-enecarboxylic acid (4-{214-(2-fluoro-5-
trifluoromethylphenylpiperazin-1-yflethyl}cyclohexyl) amide 5-
N-(4-{214-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-yl]ethyllcycl
ohexyl)-2- methanesulfonylacetamide      -
N-(4-{244-(2-fluoro-4-methylphenyl)piperazin-1-yflethyl}cyclohexyl)-4
- methoxybutanamide -
2-cyano-N-(4-{244-(2,3,4,5-tetrafluorophenyflpiperazin-1- 10
yflethyl}cyclohexyflacetamide    -
2-cyano-N-(4-{214-(2,4-dichlorophenyflpiperazin-1-yliethyl}cyclohexyf
lacetamide -
1-(4-{244-(5-chloro-2-methylphenyl)piperazin-1-yl]ethyl}piperidin-1-y
l)propan-2- one, dihydrochloride          -
1-(4-{214-(2,3-dihydrobenzo[1,4]dioxin-6-yl)piperazin-1-yliethyl}pipe
ridin-1- 15 yl)propan-2-one 



-
4-cyano-N-(4-{214-(2-fluoro-5-trifluoromethylpheny1)-3,6-dihydro-2H-p
yridin-1- yl]ethylIcyclohexyl)butanamide      -
N-(4-{214-(2-fluoro-5-trifluoromethylpheny1)-3,6-dihydro-2H-pyridin-1
- yliethyl}cyclohexyl)-4-methoxybutanamide 20-
1-(4-{244-(2,5-dimethylphenyflpiperazin-1-yliethyl}piperidin-1-y1)pro
pan-2-one, dihydrochloride      -
N-(4-{214-(3,5-dimethylphenyl)piperazin-1-yliethyl}cyclohexyl)-4-
methoxybutanamide  3-cyano-N-(4-{214-(3,5-dimethylphenyflpiperazin-1-
25 yfiethyl}cyclohexyl)propanamide      -
2-cyano-N-(4-{244-(2,4,5-trichlorophenyopiperazin-1-
yliethyl}cyclohexyflacetamide
1-(4-{214-(3-fluoro-5-methylphenyflpiperazin-1-yaethyl}piperidin-1-yl
)propan-2- one, dihydrochloride 30-
N-(4-{214-(3,4-dichloro-2-fluorophenyflpiperazin-1-yflethyl}cyclohexy
l)-2- methoxyacetamide
3-cyano-N-(4-{214-(3,4-dichloro-2-fluorophenyflpiperazin-1-
yliethyl}cyclohexyl)propanamide
1-(4-{244-(3-fluoro-5-trifluoromethylpheny1)-3,6-dihydro-2H-pyridin-1
- 35 yfiethyl}piperidin-1-yl)propan-2-one, dihydrochloride  WO
2007/148208PCT/182007/001673 50      -
4-(4-{244-(2-fluoro-5-trifluoromethylpheny1)-3,6-dihydro-2H-pyridin-1
- yliethyl}piperidin-1-y1)-4-oxobutanonitrile, hydrochloride      -
2-cyano-N-(4-{244-(3-fluoro-5-trifluoromethylpheny1)-3,6-dihydro-2H-p
yridin-1-. yfiethyl}cyclohexyl)acetamide 5-
4-cyano-N-(4-{214-(3-fluoro-5-trifluoromethylpheny1)-3,6-dihydro-2H-p
yridin-1- yliethyl}cyclohexyl)butanamide      -
2-cyano-N-(4-{244-(3-fluoro-5-methylphenyl)piperazin-1-
yllethylIcyclohexyl)acetamide -
4-cyano-N-(4-{244-(3-fluoro-5-methylphenyl)piperazin-1- 10
yllethyl}cyclohexyl)butanamide      -
1-(4-{214-(2,3,4-trichlorophenyppiperazin-1-yliethyl}piperidin-1-y0pr
opan-2-one, dihydrochloride      -
1-(4-{214-(4-fluoro-3-methylphenyl)piperazin-1-yliethyllpiperidin-1-y
l)propan-2- one, dihydrochloride 15-
2-cyano-N-(4-{214-(2,3,4-trichlorophenyl)piperazin-1-
yliethyl}cyclohexypacetamide      -
14412-(4-pentafluorophenylpiperazin-1-ypethylipiperidin-1-yl}propan-2
-one, dihydrochloride - 5-cyano-pentanoic acid
(4-{214-(2-fluoro-5-trifluoromethylphenyl)piperazin-1- 20
ylethyl}cyclohexyl)amide      -
N-(4-{244-(3-chloro-2,4-difluorophenyl)piperazin-1-yl]ethylIcyclohexy
l)-3- cyanopropanamide      -
4-(4-{244-(2,3-dichlorophenyppiperazin-1-yllethyllpiperidin-1-y1)-4-
oxobutanonitrile 25-
2-methoxy-N-(4-{214-(2-methy1-3-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide -
4-methoxy-N-(4-{244-(2-methy1-3-trifluoromethylphenyl)piperazin-1-
yllethylIcyclohexyl)butanamide -
4,4,4-trifluoro-N-(4-{244-(2-fluoro-5-trifluoromethylphenyl)piperazin
-1- 30 yliethyl}cyclohexyl)butanamide 



-
1-(4-{244-(2,3-dichlorophenyl)piperazin-1-yl]ethyl}piperidin-1-y1)pro
pan-2-one, dihydrochloride      -
N-(4-{244-(3,5-bistrifluoromethylphenyl)piperazin-1-
yl]ethylIcyclohexyl)malonamide  WO 2007/148208PCT/1B2007/001673 51
1-(4-{214-(2-ethylpheny1)-3,6-dihydro-2H-pyridin-1-yliethyl}piperidin
-1-y1)propan2-one, dihydrochloride      -
N-(4-{214-(3-chloro-5-fluorophenyl)piperazin-1-yllethyl}cyclohexyl)-4
- methoxybutanamide 5-
N-(4-{214-(3,5-bistrifluoromethylphenyflpiperazin-1-yliethyl}cyclohex
yl)-4- methoxybutanamide      -
N-(4-{244-(3-chloro-5-fluorophenyflpiperazin-1-yl]ethyl}cyclohexyl)-2
- methoxyacetamide          -
N-(4-{244-(3-chloro-5-fluorophenyflpiperazin-1-yljethyl}cyclohexyl)-3
- 10 cyanopropanamide
1-(4-{214-(2,4,5-trifluorophenyflpiperazin-1-yllethyl}piperidin-1-yl)
propan-2-one - 5-cyano-pentanoic acid
(4-{244-(3-trifluoromethylphenyflpiperazin-1- yliethyl}cyclohexyl)
amide          -
4,4,4-trifluoro-1-{412-(4-indan-4-ylpiperazin-1-ypethyl]piperidin-1-y
l}butan-1-one, 15 hydrochloride      -
3,3,3-trifluoro-1-{4-[2-(4-indan-4-ylpiperazin-1-ypethyl]piperidin-1-
y1}propan-1- one, hydrochloride
2-cyano-N-(4-{244-(2-ethylpheny1)-3,6-dihydro-2H-pyridin-1-
yliethyl}cyclohexyl)acetamide 20-
4-cyano-N-(4-{2-[4-(2-ethylphenyI)-3,6-dihydro-2H-pyridin-1-
yl]ethyl}cyclohexyl)butanamide    -
2-cyano-N-(442-(4-o-toly1-3,6-dihydro-2H-pyridin-1-ypethylicyclohexyf
lacetamide - 4-cyano-N-{442-(4-o-toly1-3,6-dihydro-2H-pyridin-1-
yflethylicyclohexyl}butanamide 25-
1-{442-(4-o-toly1-3,6-dihydro-2H-pyridin-1-ypethylipiperidin-1-yl}pro
pan-2-one, dihydrochloride -
2-cyano-N-{4-[2-(4-pentafluorophenylpiperazin-1-yl)ethyl]cyclohexylla
cetamide
N-(4-{2-[4-(4-fluoro-3-trifluoromethylphenyflpiperazin-1-yl]ethyl}cyc
lohexyl)-4- methoxybutanamide 30-
N-(4-{214-(4-chloro-3-trifluoromethylphenyl)piperazin-1-yliethyl}cycl
ohexyl)-4- methoxybutanamide      -
N-(4-{244-(4-chloro-3-trifluoromethylphenyflpiperazin-1-yl]ethyl}cycl
ohexyl)-4- cyanobutanamide          -
N-(4-{214-(3-fluoro-5-trifluoromethylpheny9piperazin-1-yliethyl}cyclo
hexyl)-4- 35 methoxybutanamide  WO 2007/148208PCT/1B2007/001673 52
1-(4-{244-(2-isobutylphenyl)piperazin-1-yllethyl}piperidin-1-yl)propa
n-2-one, dihydrochloride      -
1-(4-{244-(3-isobutylphenyl)piperazin-1-yl]ethyl}piperidin-1-yl)propa
n-2-one, dihydrochloride 5-
N-(4-{214-(4-fluoro-3-trifluoromethylphenyppiperazin-1-yliethyl}cyclo
hexyl)-2- methoxyacetamide      -
N-(4-{2-14-(2,4-dichlorophenyl)piperazin-1-yliethyl}cyclohexyl)-4-
methoxybutanamide  4-cyano-N-(4-{244-(2,4-dichlorophenyl)piperazin-1-
10 yl]ethyl}cyclohexyl)butanamide      -
2-cyano-cyclopropanecarboxylic acid (4-{214-(2-fluoro-5-
trifluoromethylphenyOpiperazin-1-yljethyl}cyclohexyl) amide      -
4-cyano-N-(4-{244-(2,4,5-trichlorophenyl)piperazin-1-
yljethyl}cyclohexyl)butanamide 



15- 4-cyano-N-(4-{2-[4-(2,3,4-trichlorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide.      -
N-(4-{244-(4-fluoropheny1)-3,6-dihydro-2H-pyridin-1-yliethyl}cyclohex
yl)-4- methoxybutanamide           -
144-{244-(2-methylsulfanylphenyl)piperazin-1-yl]ethyl}piperidin-1-y1)
propan-2- 20 one, dihydrochloride
N-(4-{244-(3-cyanopheny1)-3,6-dihydro-21-I-pyridin-1-ygethylIcyclohex
yl)-2- methoxyacetamide      -
N-(4-{214-(3-cyanopheny1)-3,6-dihydro-2H-pyridin-1-yl]ethyl}cyclohexy
l)-4,4,4- trifluorobutanamide 25-
2-chloro-6-(4-1241-(2-oxopropyl)piperidin-4-yliethyl}piperazin-1-yl)b
enzonitrile, dihydrochloride
1-(4-{244-(2,3-dichlorophenyppiperazin-1-yl]ethylpiperidin-1-y1)butan
-2-one
2-(4-{214-(2,3-dimethylphenyl)piperazin-1-yl]ethyllpiperidin-1-y1)-N-
methoxy-Nmethylacetamide 30-
1-(4-{244-(2,3-dimethylphenyl)piperazin-1-yllethyl}piperidin-1-y1)-3-
methylbutan- 2-one, hydrochloride      -
1-(4-{244-(2,3-dimethylphenyl)piperazin-1-yllethyl}piperidin-1-yl)but
an-2-one, dihydrochloride                                -
1-(4-{2-(4-(2,3-dimethylphenyl)piperazin-1-yl]ethyllpiperidin-1-yl)pe
ntan-2-one 35-
3-(4-{214-(4-methoxybutanoylamino)cyclohexyliethyl}piperazin-1-yl)ben
zamide  WO 2007/148208PCT/1B2007/001673 53
[3-(4-{241-(2-oxopropyl)piperidin-4-yl]ethyl}piperazin-1-yl)phenyfica
rbamic acid ethyl ester
3-oxo-4-(4-{2[4-(3-trifluoromethylphenyl)piperazin-1-yl]ethyl}piperid
in-1- yl)butanenitrile, dihydrochloride 5-
N-(4-{214-(3-acetylphenyppiperazin-1-yliethyl}cyclohexyl)-3,3,3-
trifluoropropanamide -
2-cyano-N-(4-{214-(3-propanoylphenyl)piperazin-1-yl]ethyl}cyclohexypa
cetamide  4-cyano-N-(4-{244-(3-propanoylphenyOpiperazin-1-
yllethylIcyclohexyl)butanamide 10-
2-cyano-N-(4-{214-(3-isobutanylphenyppiperazin-1-
yllethyl}cyclohexyl)acetamide,dihydrochloride -
1-(4-{214-(2-lsopropylphenyl)piperazin-1-yliethyllpiperidin-1-y1)prop
an-2-one  4-Methoxy-N-(4-{244-(2,3,4,5-tetrafluorophenyl)piperazin-1-
yl]ethyl)cyclohexyl)butyramide 15-
4-Cyano-N-(4-{2-[4-(2,3,4,5-tetrafluorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)butyramide      -
2-Chloro-6-fluoro-3-(4-{241-(2-oxopropyl)piperidin-4-yliethyl}piperaz
in-1- yl)benzonitrile
1-(4-{2-[4-(5-Chloro-2-methoxyphenyl)piperazin-1-yl]ethyl}piperidin-1
-y0propan20 2-one      -
1-(4-{214-(5-Methoxy-2-methylphenyppiperazin-1-yliethyl}piperidin-1-y
1)propan2-one      -
2-Cyano-N-(4-{214-(2-methyl-5-trifluoromethylphenyl)piperazin-lygethy
l}cyclohexypacetamide 25-
4-Cyano-N-(4-{244-(2-methyl-5-trifluoromethylphenyppiperazin-1-
yl]ethylIcyclohexyl)butyramide
1-(4-{244-(3,5-Di-tert-butylphenyl)piperazin-1-yliethyl}piperidin-1-y
ppropan-2-one -
2-Cyano-N-(4-{2-[4-(4-fluorophenyI)-3,6-dihydro-2H-pyridin-1-
yl]ethyl}cyclohexyl)acetamide 30-
1-(4-{2-[4-(4-Methyl-3-trifluoromethylphenyl)piperazin-1-yllethyl)pip



2-Methyl-5-(4-{241-(2-oxopropyl)piperidin-4-yljethyl}piperazin-1-yl)b
enzonitrile -
1-(4-{214-(3-Methoxy-5-trifluoromethylphenyl)piperazin-1-yliethyl}pip
eridin-ly0propan-2-one  WO 20071148208PCTRB20071001673 54
1-(4-{244-(2-Fluo ro-4-trifluoromethylp
henyflpiperazin-1-yl]ethyllpiperid in-1- yepropa n-2-one
1-(4-{244-(3,5-Difluoro-4-trifluoromethylphenyppiperazin-1-yllethyl}p
iperidin-1- yl)propan-2-one 5- 1-(4-{244-(2,3-Dichloropheny1)-3,6-d i
hydro-2H-pyridin-1-yflethyllpiperid in-1- yl)propan-2-one      -
1-(4-{2-[4-(2,3-DimethylphenyI)-3,6-dihyd
ro-2H-pyridin-1-yl]ethyl}piperid in-1- yl)propan-2-one -
1-{412-(4-Benzothiazol-5-ylpiperazin-1-yflethylipiperidin-1-yl}propan
-2-one 10-
1-(4-{2-[4-(4,5-Dichloro-2-fluorophenyflpiperazin-1-yl]ethyl}piperidi
n-1 -yppropan- 2-one -
1-(4-{214-(3-Chloro-2-methylphenyl)piperazin-1-yliethyl}piperidin-1-y
0propan-2- one,         or their pharmaceutically acceptable salts,
hydrates, or hydrated salts, or the 15 polymorphic, cristalline
structures of these compounds or their optical isomers, racemates,
diastereomers or enantiomers. More particularly :
144{214(3-C
hloro-2-methylphenyl)piperazin-1-yliethyl}piperidin-1-y0propan-2- 20
one, dihydrochloride
1-(4-{214-(2,3-Dichlorophenyl)piperazin-1-yllethyllpiperidin-1-yl)pro
pan-2-one
4-Methoxy-N-(442[4-(3-trifluoromethylphenyl)piperazin-1-
yllethyl}cyclohexyl)butanamide -
N-(4-{214-(3-Cyanophenyl)piperazin-1-yllethyl}cyclohexyl)-2-ethoxyace
tamide 25-
N-(4-{244-(3-Cyanophenyl)piperazin-1-yliethyl}cyclohexyl)-2-methoxyac
etamide -
N-(4-{2-[4-(3,5-Bistrifluoromethylphenyl)piperazin-1-yl]ethyl}cyclohe
ni1)-2- cyanoacetamide
N-(4-{214-(3-Cyano-5-trifluoromethylphenyl)piperazin-1-yliethyl}cyclo
hexyl)-2- methoxyacetamide 30-
N-(4-{214-(3-Cyano-5-trifluoromethylphenyl)piperazin-1-yliethyl}cyclo
hexyl)-2- ethoxyacetamide
2-Cyano-N-(4-{214-(3,5-dimethylphenyflpiperazin-1-
yllethyl}cyclohexyflacetamide
2-Cyano-N-(442-14-(3-ethylphenyopiperazin-1-yliethyl}cyclohexyflaceta
mide  WO 2007/148208PCT/IB2007/001673 55      -
4-Cyano-N-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide
2-Cyano-N-(4-{214-(2-fluoro-5-trifluoromethylphenyppiperazin-1-
yl]ethyl}cyclohexyhacetamide 5-
N-(4-{214-(3-Chloro-5-fluorophenyl)piperazin-1-yl]ethyl}cyclohexyl)-2
- cyanoacetamide
4-Cyano-N-(4-1214-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide
N-(4-{214-(5-Chloro-2-methylphenyl)piperazin-1-yliethyl}cyclohexyl)-3
- 10 cyanopropanamide 



- 2-Cyano-N-(4-{244-(4-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexypacetamide
2-Cyano-N-(4-{244-(4-fluoro-3-trifluoromethylphenyhpiperazin-1-
yllethyl)cyclohexypacetamide 15-
4-Cyano-N44-(2-{443-(1,1-difluoroethyl)phenyl]piperazin-1-
yllethypcyclohexyllbutanamide
1-(4-{244-(3-Propylphenyl)piperazin-1-yliethyl}piperidin-1-Apropan-2-
one, dihydrochloride
2-Cyano-N-(4-{244-(3-methanesulfonylphenyppiperazin-1- 20
yliethyl}cyclohexyDacetamide      -
1-{4-[2-(4-Indan-4-ylpiperazin-1-ypethyl]piperidin-1-yl}propan-2-one,
dihydrochloride      -
2-Cyano-N-(4-{244-(3-difluoromethylphenyl)piperazin-1-
yllethyl}cyclohexypacetamide 25-
2-Cyano-N-(4-{2-[4-(4-fluoropheny1)-3,6-dihydro-2H-pyridin-1-
yliethyl}cyclohexypacetamide -
N-(4-{244-(3-Acetylphenyl)piperazin-1-yl]ethylcyclohexyl)-4-cyanobuta
namide -
Cyclopent-1-enecarboxylicacid(4-{244-(2,4-difluorophenyppiperazin-1-
yfiethyl}cyclohexyl) amide 30-
4-Cyano-N-(4-{214-(35-dimethoxyphenyl)piperazin-1-
yllethyl}cyclohexyl)butanamide
2-Cyano-N-(4-{2-[4-(3,5-dimethylpheny1)-3,6-dihydro-2H-pyridin-1-
yllethyl}cyclohexyl)acetamide
3,3,3-Trifluoro-N-(4-{244-(3-methanesulfonylphenyl)piperazin-1- 35
yl]ethyl)cyclohexyl)propanamide  WO 2007/148208PCI1132007/001673 56
N-(4-{244-(3-Cyanophenyl)piperazin-1-yflethyl}cyclohexyl)-4-methoxybu
tanamide  4-Cyano-N-14-(2-{4-[3-(1-hydroxypropyl)phenyl]piperazin-1-
yllethyl)cyclohexyl]butanamide
N-(4-{214-(3-Chloro-2,4-difluorophenyl)piperazin-1-yllethyl}cyclohexy
l)-4- 5 cyanobutanamide      -
2-Cyano-N14-(2-{413-(1-hydroxypropyl)phenyl]piperazin-1-
yl}ethypcyclohexyl]acetamide
N-(4-{244-(3-Chloro-2,4-difluorophenyOpiperazin-1-
yliethylIcyclohexypsuccinamide 10-
N-(4-{244-(2-Fluoro-5-trifluoromethylphenyl)piperazin-1-yliethyl}cycl
ohexyl)-4- methoxybutanamide      -
1-{412-(4-Indan-4-y1-3,6-dihydro-2H-pyridin-typethylipiperidin-1-yllp
ropan-2- one, dihydrochloride          -
1-(4-{214-(2-Fluoro-5-trifluoromethylpheny1)-3,6-dihydro-2H-pyridin-1
- 15 yljethyl}piperidin-1-yl)propan-2-one, dihyrochloride
N-(4-{214-(3-Cyanophenyl)piperazin-1-yliethyl}cyclohexyl)-4,4,4-
trifluorobutanamide      -
N-(4-{214-(3-Cyanophenyl)piperazin-1-yliethyl}cyclohexyl)-3-
methoxypropanamide 20-
1-(4-{2-[4-(2,3-Dichlorophenyl)piperazin-1-yl]ethyl}piperidin-1-yl)pr
opan-2-one, dihydrochloride     or their pharmaceutically acceptable
salts, free forms, hydrates, or hydrated salts, or the polymorphic,
cristalline structures of these compounds or their optical isomers,
racemates, diastereomers or enantiomers, 25 Still more preferably: 



1 -(4-{214-(3-Chloro-2-methyl phenyl)piperazin-1 -yllethyl}piperid
in-1 -yl)propan-2-one, dihydrochloride 1 -(4-{2-[4-(2,3-Dich
lorophenyl)piperazi n-1 -yljethyl}piperid in-1 -yl)propan-2-one 30
N-(4-{2-[4-(3-Cyanophenyl)piperazin-1-yl]ethyl}cyclohexyl)-2-methoxya
cetamide
N-(4-{2-[4-(3,5-Bistrifluoromethylphenyl)piperazin-1-yflethyl}cyclohe
xyl)-2- cyanoacetamide
2-Cyano-N-(4-{2-[4-(3-methanesulfonylphenyl)piperazi n-1
-yl]ethyl}cyclohexypacetamide
2-Cyano-N-(4-{2-[4-(4-fluoropheny1)-3,6-dihydro-2H-pyridin-1- 35
yflethylIcyclohexypacetamide  WO 2007/148208PC171B2007/001673 57
2-Cyano-N14-(2-{4-[3-(1-hydroxypropyl)phenyl]piperazin-1-
yllethypcyclohexyl]acetamide
N-(4-{244-(3-Cyanophenyppiperazin-1-yllethyl}cyclohexyl)-4,4,4-triflu
orobutanamide
N-(4-{244-(3-Cyanophenyftpiperazin-1-ygethyl)cyclohexyl)-3-methoxypro
panamide
51-(4-{244-(2,3-Dichlorophenyl)piperazin-1-yliethyllpiperidin-1-yl)pr
opan-2-one, dihydrochloride     or their pharmaceutically acceptable
salts, free forms, hydrates, or hydrated salts, or the polymorphic,
cristalline structures of these compounds or their optical isomers,
racemates, diastereomers or enantiomers. 10 As used hereabove or
hereafter:      "Acyl" means an H-00- or alkyl-CO- group wherein the
alkyl group is as herein described. Preferred acyls contain a lower
alkyl. Exemplary acyl groups include formyl, acetyl, propanoyl,
2-methylpropanoyl, butanoyl and palmitoyl. 15"Acylamino" is an
acyl-NH- group wherein acyl is as defined herein.
"Acylaminoalkyl" means an acyl-NH-alkyl wherein acyl and alkyl are as
defined herein.     "Alcanediyl" means a -(CH2)q- wherein q is an
integer from 3 to 6, preferably from 3 to 5. 20"Alkenyl" means an
aliphatic hydrocarbon group containing a carbon-carbon double bond
and which may be straight or branched having 2 to 15 carbon atoms in
the chain. Preferred alkenyl groups have 2 to 12 carbon atoms in the
chain; and more preferably about 2 to 4 carbon atoms in the chain.
Exemplary alkenyl groups include ethenyl, propenyl, n-butenyl,
i-butenyl, 3-methylbut-2-enyl, n-pentenyl, heptenyl, 25 octenyl,
nonenyl, decenyl.     "Alkoxy" means an alkyl-0- group wherein the
alkyl group is as herein described. Exemplary alkoxy groups include
methoxy, ethoxy, n-propoxy, i-propoxy, n-butoxy and heptoxy.
"Alkoxyalkyl" means an alkyl-O-alkyl- group wherein the alkyl groups
are 30 independent as herein described. Exemplary alkoxy groups
include methoxyethyl, ethoxymethyl, n-butoxymethyl and
cyclopentylmethyloxyethyl.     "Alkoxyalkoxyalkyl" means an
alkyl-0-alkyl-0-alkyl- group wherein the alkyl groups independently
are as defined above.          "Alkoxyalkylamino" means an
alkyl-O-alkyl-NH- wherein alkyl is as defined herein.
35"Alkoxy(alkyl)amino" means an alkyl-O-N(alkyl)- wherein alkyl is as
defined herein.  WO 2007/148208PCT/1B2007/001673 58
"Alkoxycarbonylamino" means an alkyl-O-CO-NH- wherein alkyl is as
defined herein.     "Alkyl" means an aliphatic hydrocarbon group
which may be straight or branched having 1 to 20 carbon atoms in the
chain. Preferred alkyl groups have 1 to 12 carbon 5 atoms in the
chain. Branched means that one or more lower alkyl groups such as
methyl; ethyl or propyl are attached to a linear alkyl chain.
Exemplary alkyl groups include methyl, ethyl, n-propyl, i-propyl,



"Alkylsulfanylalkyl" means an alkyl-S-alkyl- group wherein the alkyl
groups are independently as herein described. 20"Alkylsulfinyl" means
an alkyl-SO- group wherein the alkyl group is as defined herein.
Preferred groups are those wherein the alkyl group is lower alkyl.
"Alkylsulfinylalkyl" means an alkyl-SO-alkyl- group wherein the alkyl
groups are independently as defined above. Preferred groups are those
wherein the alkyl group is lower alkyl. 25"Alkylsulfonyl" means an
alkyl-S02- group wherein the alkyl group is as defined herein.
Preferred groups are those wherein the alkyl group is lower alkyl.
"Alkylsulfonylalkyl" means an alkyl-S02-alkyl- group wherein the
alkyl groups are independently as defined herein. Preferred groups
are those wherein the alkyl group is lower alkyl.
30"Alkylsulfonylamino" means an alkyl-S02-NH- wherein alkyl is as
defined herein.     "Alkynyl" means an aliphatic hydrocarbon group
containing a carbon-carbon triple bond and which may be straight or
branched having 2 to 15 carbon atoms in the chain. Preferred alkynyl
groups have 2 to 12 carbon atoms in the chain; and more preferably 2
to 4 carbon atoms in the chain. Exemplary alkynyl groups include
ethynyl, propynyl, n- 35 butynyl, 2-butynyl, 3-methylbutynyl,
n-pentynyl, heptynyl, octynyl and decynyl.  WO
20071148208PCT/1B2007/001673 59 "Aminocarbonylalkyl" means an
NH2-CO-alkyl- wherein alkyl is as defined herein.     "Aralkyl" means
an aryl-alkyl- group wherein the aryl and alkyl are as herein
described. Preferred aralkyls contain a lower alkyl moiety. Exemplary
aralkyl groups include benzyl, 2-phenethyl and naphthylmethyl.
5"Aryl" means an aromatic monocyclic or multicyclic hydrocarbon ring
system of 6 to 14 carbon atoms, preferably of 6 to 10 carbon atoms.
Exemplary aryl groups include phenyl or naphthyl.
"Arylaminoalkyl" means an aryl-NH-alkyl- wherein aryl and alkyl are
as defined herein. 10"Arylalkoxy" means an aryl-alkyl-0- group
wherein the aryl or alkyl groups are as herein described.
"Aryloxy" means an aryl-0- group wherein the aryl group is as defined
herein. Exemplary groups include phenoxy and 2-naphthyloxy.
"Aryloxyalkyl" means an aryl-O-alkyl- group wherein the aryl or alkyl
groups are as 15 herein described. An exemplary aryloxyalkyl groups
is phenoxypropyl.     "Cycloalkenyl" means a non-aromatic mono- or
multicyclic ring system of about 3 to about 10 carbon atoms,
preferably of about 5 to about 10 carbon atoms, and which contains at
least one carbon-carbon double bond. Preferred ring sizes of rings of
the ring system include about 5 to about 6 ring atoms. Exemplary
monocyclic cycloalkenyl 20 include cyclopentenyl, cyclohexenyl,
cycloheptenyl. An exemplary multicyclic cycloalkenyl is norbornenyl.
"Cycloalkyl" means a non-aromatic mono- or multicyclic hydrocarbon
ring system of 3 to 10 carbon atoms, preferably of 5 to 10 carbon
atoms. Preferred ring sizes of rings of the ring system include 5 to
6 ring atoms. Exemplary monocyclic cycloalkyl 25 include cyclopentyl,
cyclohexyl, cycloheptyl, and the like. Exemplary multicyclic
cycloalkyl include 1-decalin, norbornyl, adamant-(1- or 2-)yl.
"Dialkylamino" means an (alkyl)2N- group wherein the alkyl groups are
independently as herein described.          "Dialkylaminoalkyl" means
an (alkyl)2N-alkyl- group wherein the alkyl groups are 30
independently as herein described.     "Halogeno" refers to fluorine,
chlorine, bromine or iodine atom; preferably fluorine and chlorine
atom.        As used herein, the term "Heteroaryl" or aromatic
heterocycles refers to a 5 to 14, preferably 5 to 10 membered



15 piperazinyl, morpholinyl, pyranyl, imidazolinyl, pyrrolinyl,
pyrazolinyl, thiazolidinyl, tetrahydrothiopyranyl, dithianyl,
thiomorpholinyl, dihydropyranyl, tetrahydropyranyl, dihydropyranyl,
tetrahydro-pyridyl, dihydropyridyl, tetrahydropyrimidinyl,
dihydrothiopyranyl, azepanyl, as well as the fused systems resulting
from the condensation with a phenyl group. 20"Oxoalkyl" means an
alkyl where a CH2 is replaced by a CO wherein alkyl is as defined
herein. "Polymethylenedioxy" means a -0-(CH2)p-0- wherein p is an
intenger from 1 to 4.     "Fused arylheterocycly1" means a fused aryl
and heterocyclyl as defined herein. Preferred fused arylheterocyclyls
are those wherein the aryl thereof is phenyl and the 25 heterocyclyl
consists of about 5 to about 6 ring atoms. A fused arylheterocyclyl
as a variable may be bonded through any atom of the ring system
thereof capable of such. The designation of the aza, oxa or thia as a
prefix before heterocyclyl portion of the fused arylheterocyclyl
define that at least a nitrogen, oxygen or sulphur atom is present
respectively as a ring atom. The nitrogen atom of a fused
arylheterocyclyl may be a 30 basic nitrogen atom. The nitrogen or
sulphur atom of the heterocyclyl portion of the fused
arylheterocyclyl may also be optionally oxidized to the corresponding
N-oxide, 5-oxide or S,S-dioxide. Exemplary preferred fused
arylheterocyclyl ring systems include indolinyl,
1,2,3,4-tetrahydroisoquinoline, 1,2,3,4-tetrahydroquinoline,
1H-2,3-dihydroisoindo1-2-yl, 2,3-dihydrobenz[f]isoindo1-2-yl,
1,2,3,4-tetrahydrobenz[g]isoquinolin-2-yl.  WO
2007/148208PCT/M2007/001673 61     "Fused arylcycloalkyl" means a
fused aryl and cycloalkyl as defined herein. Preferred fused
arylcycloalkyls are those wherein the aryl thereof is phenyl and the
cycloalkyl consists of about 5 to about 6 ring atoms. A fused
arylcycloalkyl as a variable may be bonded through any atom of the
ring system thereof capable of such. 5 Exemplary fused arylcycloalkyl
includes 1,2,3,4-tetrahydronaphthyl.      As used herein,
"pharmaceutically acceptable salts" refer to derivatives of the
disclosed compounds wherein the parent compound is modified by making
acid or base salts thereof. The pharmaceutically acceptable salts
include the conventional non-toxic salts or the quatemary ammonium
salts of the parent compound formed, for example, from 10 non-toxic
inorganic or organic acids. For example, such conventional non-toxic
salts include those derived from inorganic acids such as
hydrochloric, hydrobromic, sulfuric, sulfamic, phosphoric, nitric and
the like; and the salts prepared from organic acids such as acetic,
propanoic, succinic, tartaric, citric, methanesulfonic,
benzenesulfonic, glucuronic, glutamic, benzoic, salicylic,
toluenesulfonic, oxalic, fumaric, maleic, and the like. Further 15
addition salts include ammonium salts such as tromethamine,
meglumine, epolamine, etc., metal salts such as sodium, potassium,
calcium, zinc or magnesium. Hydrochloride and oxalate salts are
preferred.     The pharmaceutically acceptable salts of the present
invention can be synthesized from the parent compound which contains
a basic or acidic moiety by conventional 20 chemical methods.
Generally, such salts can be prepared by reacting the free acid or
base forms of these compounds with a stoichiometric amount of the
appropriate base or acid in water or in an organic solvent, or in a
mixture of the two. Generally, non-aqueous media like ether, ethyl
acetate, ethanol, isopropanol, or acetonitrile are preferred. Lists



Some reactions may be carried out in the presence of a base. There is
no particular restriction on the nature of the base to be used in
this reaction, and any base conventionally used in reactions of this
type may equally be used here, provided that it has no adverse effect
on other parts of the molecule. Examples of suitable bases include:
30 sodium hydroxide, potassium carbonate, triethylamine, alkali metal
hydrides, such as sodium hydride and potassium hydride; alkyllithium
compounds, such as methyllithium and butyllithium; and alkali metal
alkoxides, such as sodium methoxide and sodium ethoxide.     Usually,
reactions are carried out in a suitable solvent. A variety of
solvents may be used, provided that it has no adverse effect on the
reaction or on the reagents involved. 35 Examples of suitable
solvents include: hydrocarbons, which may be aromatic, aliphatic or
WO 2007/148208PCT/1B2007/001673 63 cycloaliphatic hydrocarbons, such
as hexane, cyclohexane, methylcyclohexane, toluene and xylene;
amides, such as N,N-dimethylformamide; alcohols such as ethanol and
methanol and ethers, such as diethyl ether, methyl tert-butyl ether,
methyl cyclopentyl ether and tetrahydrofuran. 5The reactions can take
place over a wide range of temperatures. In general, we find it
convenient to carry out the reaction at a temperature of from 0C to
150C (more preferably from about room temperature to 100C). The time
required for the reaction may also vary widely, depending on many
factors, notably the reaction temperature and the nature of the
reagents. However, provided that the reaction is effected under the
preferred conditions 10 outlined above, a period of from 3 hours to
20 hours will usually suffice.      The compound thus prepared may be
recovered from the reaction mixture by conventional means For
example, the compounds may be recovered by distilling off the solvent
from the reaction mixture or, if necessary, after distilling off the
solvent from the 15 reaction mixture, pouring the residue into water
followed by extraction with a water-immiscible organic solvent and
distilling off the solvent from the extract. Additionally, the
product can, if desired, be further purified by various well-known
techniques, such as recrystallization, reprecipitation or the various
chromatography techniques, notably column chromatography or
preparative thin layer chromatography. 20     The process of
preparation of a compound of formula (I) of the invention is another
object of the present invention.          According to a first
aspect, compounds of the invention of the formula (I) can be 25
obtained from corresponding compounds of formula (II) o / Z R'NRI Ri2
(I     wherein R', R'1 and R'2 represent respectively R, IR1 and R2
or a precursor group of respectively R, R1 and R2.          More
precisely, compounds of formula (I) can be obtained by a method
comprising 30 the steps of:      a) converting the compound of
formula (II) into a compound of formula (I); and optionally      b)
isolating the obtained compound of formula (I).  WO
2007/148208PCT/1B2007/001673 64     According to the present
invention, "precursor group" of a functionnal group refers to any
group which can, by one or more reactions, lead to the desired
function, by means of one or more suitable reagents. Those reactions
include the deprotections of functionnal groups, as well as usual
addition, substitution, reduction, oxidation or 5 functionnalization
reaction.     Preferably, a compound of formula (I) in which Ar in
NR1R2 is substituted with an acyl group can be prepared from a
corresponding compound of formula (II) in which Ar in NRIR2 is



a) -N-CH , b) -N or d) -C-N H \\\ can be prepared by coupling
compounds of formula (Ill) with acid or acid derivatives R'COX or
R`COCOX (Ill) 30 in which R' and NR'1R'2 are as defined in general
formula (II) and Z is chosen from the group selected within:  WO
2007/148208_ PCT/1B2007/001673 65 a) -N-CH-N H \      More precisely,
when the reaction can be a peptidic coupling with R'COOH or R'COCOOH
and is performed using reagents such as a carbodiimide,
carbonyldiimidazole or a chloroformate in the presence of catalysts
such as DMAP, 5 HOBt in an inert solvent such as dichloromethane,
N,N-dimethylformamide, tetrahydrofuran or ethyl acetate at a
temperature comprised between 0C and 40C.      Compound R'COX or
R'COCOX can also be an activated form of a carboxylate such as an
acid chloride (X=CI), an imidazolide (X=imidazol-1-y1), an
hydroxysuccinimidoyl (X= 0Su), a paranitrophenyl ester (X=
4-nitrophenoxy), a mixed 10 anhydride or a symmetric anhydride. The
reaction is performed in an inert solvent such as dichloromethane,
N,N-dimethylformamide, tetrahydrofuran or ethyl acetate at a
temperature comprised between 0C and 40C, optionally in the presence
of a catalyst such as DMAP or HOBt and a base such as triethylamine
or a carbonate. 15Compounds of formula (III) can be obtained by
deprotection of compounds of formula (IV) \-NR1RI2 (IV) where P
represent a nitrogen protecting group such as benzyloxycarbonyl or
tett- butoxycarbonyl. 20When P is benzyloxycarbonyl, deprotection can
be performed using dihydrogen, cyclohexene or a formate in the
presence of a catalyst such as palladium on charcoal in an alcohol
such as methanol or ethanol at a temperature comprised between room
temperature and 80 C, or with aluminum trichloride in the presence of
anisole. When P is tert-butoxycarbonyl, deprotection can be performed
using 25 trimethylsilyliodide, or a Bransted acid such as
trifluoroacetic acid or hydrochloric acid, or a Lewis acid such as
tin tetrachloride in a suitable solvent at a temperature comprised
between 0 and 40C.  WO 2007/148208PCMB2007/001673 66  (V)  where L
represents a leaving group such as an halogen or a sulfonate
(mesylate or arylsulfonate). This substitution can be performed by
mixing compound (V) and the amine 5 HNIR'1lT2 in a suitable solvent
such as acetonitrile, acetone, N,N-dimethylformamide, dichloromethane
or an alcohol, in the presence of a base such as a carbonate, a
bicarbonate or a tertiary amine, at a temperature comprised between
room temperature and the refluxing temperature. 10Compounds of
formula (V) can be prepared from the corresponding alcohol of formula
(VI) P-ZO -t OH 



(VI)  This reaction can be performed using thionyl chloride with or
without imidazole, or a phosphine and tetrahalomethane or
hexahaloethane, or a sulfonyl chloride or 15 anhydride in a suitable
solvent at a temperature comprised between 0 and 40C. Alternatively,
compounds of formula (II) in which Z represents a) -N-CH H\ can be
prepared from compounds of formula (VII) by reductive amination
NIRilzt2 20(VII)     This reaction can be performed with an ammonium
such as ammonium acetate or chloride in the presence of a reducing
agent such as sodium triacetoxyborohydride, sodium borohydride or
sodium cyanoborohydride in an alcohol such as methanol or ethanol and
optionally water at a temperature comprised between -20C and reflux.
25 Compounds of formula (VII) can be prepared by deprotecting
spiroketal of formula  WO 2007/148208PCT/IB2007/001673 67 CONR'i
(VIII) I I)     This deprotection can be performed with an acid such
as hydrochloric acid, sulfuric acid or a sulfonic acid in an alcohol
such as methanol or ethanol and water at a temperature comprised
between room temperature and reflux. S Compounds of formula (VIII)
can be prepared from the corresponding mesylate       This
substitution can be performed by mixing the mesylate and the amine
HNR'1lT2 in a suitable solvent such as acetonitrile, acetone,
N,N-dimethylformamide, 10 dichloromethane or an alcohol, in the
presence of a base such as a carbonate, a bicarbonate or a tertiary
amine, at a temperature comprised between room temperature and the
refluxing temperature.          Compounds of formula (VIII) can also
be prepared by reduction of amides of 15 formula (IX)  IR.'2 (Ix) 0
This reduction can be performed with lithium aluminum hydride in an
ether such as diethyl ether, methyl tert-butyl ether, methyl
cyclopentyl ether or tetrahydrofuran at a temperature comprised
between 0C and reflux. 20     Compounds of formula (VIII) can also be
prepared from the corresponding further mesylate of formula: 0. 0 0 0
This substitution can be performed by mixing the mesylate and the
amine HNR'1lR12 25 in a suitable solvent such as acetonitrile,
acetone, N,N-dimethylformamide, 



dichloromethane or an alcohol, in the presence of a base such as a
carbonate, a  WO 2007/148208PCT/1B2007/001673 68 bicarbonate or a
tertiary amine, at a temperature comprised between room temperature
and the refluxing temperature.         This further mesylate can be
prepared from the corresponding 4-(2- 5 hydroxyethyl)cyclohexanone OH
0      This reaction can be performed by reacting
4-(2-hydroxyethyl)cyclohexanone with methanesulfonyl chloride,
methanesulfonyl fluoride or methanesulfonic anhydride in the presence
of an organic or inorganic base such as pyridine, triethylamine, 1,4-
10 diazabicyclo[2,2,21octane, 1,5-d iazabicycloK ,3,01non-5-ene,
1,8-d iazabicyclo[5,4,0] undec-7-ene, a carbonate or a bicarbonate in
an inert solvent such as dichloromethane, dichloroethane, an aromatic
solvent, an ether or a mixture thereof, at a temperature comprised
between -20C and the refluxing temperature.
154-(2-hydroxyethyl)cyclohexanone is a known intermediate in various
industrial fields such as pharmaceutical synthesis and liquid
crystals elaboration, it can be prepared from
4-(2-hydroxyethyl)cyclohexanol by selective oxydation HO This
oxydation can be performed with an oxydant able to convert a
secondary 20 alcohol into a ketone in the presence of a primary
alcohol. Such oxydant can be a hypochlorite salt such as sodium or
calcium hypochlorite in a suitable solvent such as a carboxylic acid,
water, or a mixture thereof.      Alternatively, non selective
oxydant can be used with prior protection of the primary alcohol
before the oxydation step. 25      4-(2-hydroxyethyl)cyclohexanol is
a known intermediate in various industrial fields such as
pharmaceutical synthesis and liquid crystals elaboration, it can be
prepared by reduction of 4-(2-hydroxyethyl)phenol 1-10  OH  WO
2007/148208PCT/1B2007/001673 69      This reduction can be performed
with hydrogen or a hydrogen donor (such as cyclohexene, formic acid,
formic acid triethylamine eutectic mixture) in the presence of a
metal catalyst (such as palladium, platinum, nickel or ruthenium
supported on charcoal, silica or alumina) eventually in the presence
of an additive (such as borax, sodium 5 acetate, potassium acetate,
lithium acetate, sodium hydroxyde, lithium hydroxyde, potassium
carbonate, sodium carbonate, potassium hydrogenocarbonate or sodium
hydrogenocarbonate in a suitable solvent such as an alcohol
(methanol, ethanol, isopropanol), water, a carboxylic acid (acetic
acid, propanoic acid), an ether (diethyl ether, methyl tert-butyl
ether, tetrahydrofurane, dioxane, cyclopentyl methyl ether), an . 10
aromatic solvent (toluene, xylene) or a mixture thereof
Amides of formula (IX) can be prepared by condensing amine HNITi K2
with (1,4- dioxaspiro[4.5]clec-8-ypacetic acid.    0 15This reaction
can be performed using reagents such as a carbodiimide,
carbonyldiimidazole or a chloroformate in the presence of catalysts
such as DMAP, HOBt in an inert solvent such as dichloromethane,
N,N-dimethylformamide, tetrahydrofuran or ethyl acetate at a
temperature comprised between 0C and 40C. 20According to a third
aspect, compounds of the invention of the formula (II) in which Z is
can be prepared by alkylating compounds of formula (III) with
haloketones R'CO(CH2)nBr or R'CO(CH2)nCI 



25(III) in which NRri R12 is as defined in formula (II) and Z is b)
WO 2007/148208PCT/1B2007/001673 70      This alkylation can be
performed by reacting the amine of formula (Ill) and the haloketone
R'CO(CH2)nEir or IR'CO(CH2)nCI in the presence of base such as a
carbonate or a bicarbonate in an inert solvent such as acetonitrile
or a ketone (acetone, methylisobutylketone, methylethylketone) or an
alcohol (methanol, ethanol or 5 isopropanol) at a temperature
comprised between room temperature and reflux.      According to a
fourth aspect, compounds of the invention of the formula (II) in
which Z is        I. -CH=C 10 can be prepared by condensing a
compound of formula (VII) with a (triphenyl-A5-
phosphanylidene)acetic acid ester by refluxing in an inert solvent
like toluene or a (diethoxyphosphoryl)acetic acid ester in the
presence of a base such as sodium hydroxyde or sodium hydride at a
temperature comprised between 0C and 40C in a solvent such as an
ether (tetrahydrofuran, methyl-tert-butyl ether, methyl cyclopentyl
15 ether).  These general methods can be summarised in the following
scheme:  WO 2007/148208PCT/1B2007/001673 71 Path IIIPath IPath IIPath
IV OH rO00_\0" 0=axp.;d0_ L0 / rO/-\__ %iNt-7 \---NR'llT2 (VIII)    0
R 00 X  Path C      R'CO(CF12)nBr Path Bor iR'CO(CH2),C1 R'PPh3 or 0



(III) Path A 0        ., \Frio\ 6'\ ,--X or, R'R'         -  R1
R2ITNR'lR'2 (I)(II)        According to a further object, the present
invention is also concerned with 5 pharmaceutical compositions
comprising a compound of formula (I) together with a pharmaceutically
acceptable excipient or carrier. 0      According to another object,
the present invention also relates to the use of compounds of general
formula (I) for the preparation of pharmaceutical compositions 10
intended to prevent and/or treat a neuropsychiatric illness or any
illness involving the dopamine D3 receptor. Said neuropsychiatric
illnesses are preferably selected from Parkinson's disease,
schizophrenia, dementia, psychosis or psychotic states, depression,
mania, anxiety, dyskinesias, equilibration disorders, Gilles de la
burette's disease.  WO 2007/148208PCT/1B2007/001673 72      According
to the invention, said prevention and/or treatment of Parkinson's
disease is preferably an adjunct therapy for Parkinson's disease.
Other illnesses include substance dependency, sexual disorders, motor
disorders, cardiovascular disorders, hormonal disorders, renal
insufficiency or diabetes. 5 According to the invention, substance
dependency is taken to mean any state associated with withdrawal,
abstinence and/or detoxification of an individual dependent on any
agent, in particular therapeutically active agents,such as opioids,
and/or drugs such as cocaine, heroin, or alternatively alcohol and/or
nicotine.          According to the invention, sexual disorders are
in particular taken to mean 10 impotence, in particular male
impotence.      According to the invention, motor disorders are in
particular taken to mean essential or iatrogenic dyskinesia, and/or
essential or iatrogenic tremor.      According to the invention,
cardiovascular disorders comprise hypertension, cardiac failure. 



15According to the invention, hormonal disorders comprise menopausal
disorders or growth disorders.      According to another object, the
present invention also relates to the above-mentioned therapeutic
treatment methods comprising the administration of a compound 20
according to the invention together with a pharmaceutically
acceptable carrier or excipient to a patient in the need thereof.
According to a further object, the present invention also relates to
combinations comprising a compound of the invention and one or more
further active ingredient(s). 25 In particular, for treating
neuropsychiatric disorders, compounds of the invention may be
advantageously administered with one or more other neuropsychiatric
agent(s) such as anxyolytic, antipsychotic, antidepressant,
precognitive or antidementia agents.     Also, for treating
cardiovascular or metabolic disorders, compounds of the invention may
be advantageously administered with one or more antihypertensive, 30
cardiotonic or antidiabetic agent(s).      The identification of
those subjects who are in need of treatment of herein-described
diseases and conditions is well within the ability and knowledge of
one skilled in the art. A clinician skilled in the art can readily
identify, by the use of clinical tests, physical  WO
2007/148208PCT/1B2007/001673 73 examination,genetic tests and
medical/family history, those subjects who are in need of such
treatment.      A therapeutically effective amount can be readily
determined by the attending diagnostician, as one skilled in the art,
by the use of conventional techniques and by 5 observing results
obtained under analogous circumstances. In determining the
therapeutically effective amount, a number of factors are considered
by the attending diagnostician, including, but not limited to: the
species of subject; its size, age, and general health; the specific
disease involved; the degree of involvement or the severity of the
disease; the response of the individual subject; the particular
compound administered; the 10 mode of administration; the
bioavailability characteristic of the preparation administered; the
dose regimen selected; the use of concomitant medication; and other
relevant circumstances.      The amount of a compound of formula (I),
which is required to achieve the desired biological effect, will vary
depending upon a number of factors, including the dosage of the 15
drug to be administered, the chemical characteristics (e.g.
hydrophobicity) of the compounds employed, the potency of the
compounds, the type of disease, the diseased state of the patient and
the route of administration.        "Pharmaceutically" or
"pharmaceutically acceptable" refer to molecular entities and
compositions that do not produce an adverse, allergic or other
untoward reaction when 20 administered to an animal, or a human, as
appropriate.      As used herein, "pharmaceutically acceptable
carrier" includes any diluents, adjuvants, excipients, or vehicles,
such as preserving agents, fillers, disintegrating agents, wetting
agents, emulsifying agents, suspending agents, solvents, dispersion
media, coatings, antibacterial and antifungal agents, isotonic and
absorption delaying 25 agents and the like. The use of such media and
agents for pharmaceutical active substances is well known in the art.
Except insofar as any conventional media or agent is incompatible
with the active ingredient, its use in the therapeutic compositions
is contemplated. Supplementary active ingredients can also be
incorporated into the compositions. 30In the context of the



WO 2007/148208PC171B2007/001673 75     The tablets, pills, powders,
capsules, troches and the like can contain one or more of any of the
following ingredients, or compounds of a similar nature: a binder
such as microcrystalline cellulose, or gum tragacanth; a diluent such
as starch or lactose; a disintegrant such as starch and cellulose
derivatives; a lubricant such as magnesium 5 stearate; a glidant such
as colloidal silicon dioxide; a sweetening agent such as sucrose or
saccharin; or a flavoring agent such as peppermint, or methyl
salicylate. Capsules can be in the form of a hard capsule or soft
capsule, which are generally made from gelatin blends optionally
blended with plasticizers, as well as a starch capsule. In addition,
dosage unit forms can contain various other materials that modify the
physical form of the dosage unit, 10 for example, coatings of sugar,
shellac, or enteric agents. Other oral dosage forms syrup or elixir
may contain sweetening agents, preservatives, dyes, colorings, and
flavorings. In addition, the active compounds may be incorporated
into fast dissolve, modified-release or sustained-release
preparations and formulations, and wherein such sustained-release
formulations are preferably bi-modal. 15Preferred formulations
include pharmaceutical compositions in which a compound of the
present invention is formulated for oral or parenteral
administration, or more preferably those in which a compound of the
present invention is formulated as a tablet. Preferred tablets
contain lactose, cornstarch, magnesium silicate, croscarmellose
sodium, povidone, magnesium stearate, or talc in any combination. It
is also an aspect of the present 20 disclosure that a compound of the
present invention may be incorporated into a food product or a
liquid.     Liquid preparations for administration include sterile
aqueous or non-aqueous solutions, suspensions, and emulsions. The
liquid compositions may also include binders, buffers, preservatives,
chelating agents, sweetening, flavoring and coloring agents, and the
25 like. Non-aqueous solvents include alcohols, propylene glycol,
polyethylene glycol, vegetable oils such as olive oil, and organic
esters such as ethyl oleate. Aqueous carriers include mixtures of
alcohols and water, buffered media, and saline. In particular,
biocompatible, biodegradable lactide polymer, lactide/glycolide
copolymer, or polyoxyethylene-polyoxypropylene copolymers may be
useful excipients to control the 30 release of the active compounds.
Intravenous vehicles can include fluid and nutrient replenishers,
electrolyte replenishers, such as those based on Ringer's dextrose,
and the like. Other potentially useful parenteral delivery systems
for these active compounds include ethylene-vinyl acetate copolymer
particles, osmotic pumps, implantable infusion systems, and
liposomes.  WO 2007/148208PCT/1132007/001673 76     Alternative modes
of administration include formulations for inhalation, which include
such means as dry powder, aerosol, or drops. They may be aqueous
solutions containing, for example, polyoxyethylene-9-lauryl ether,
glycocholate and deoxycholate, or oily solutions for administration
in the form of nasal drops, or as a gel to be applied intranasally. 5
Formulations for buccal administration include, for example, lozenges
or pastilles and may also include a flavored base, such as sucrose or
acacia, and other excipients such as glycocholate. Formulations
suitable for rectal administration are preferably presented as
unit-dose suppositories, with a solid based carrier, such as cocoa
butter, and may include a sahcylate. Formulations for topical



The carboxylic acid derivatives are commercially available or
prepared. The 3- 10 cyanopropanoic acid can be prepared from
I3-propanolactone according to J. Am. Chem. Soc., 74, 1323, (1952) ;
4-cyanobutanoic acid (J. Org. Chem., 61, (19), 6486- 6487, (1996) ;
2-methoxy-2-methylpropanoic (Tetrahedron, 53, (42), 14286, (1997)) ;
2- isopropoxyacetic acid (Tetrahedron, 59, 7915-7920, (2003) ;
2-tert-butoxyacetic acid (Bioorg. Med. Chem. 11, 4287-4293, (2003) ;
cyanodimethylacetic acid (J. Org. Chem., 15 46, (24), 4907-4911,
(1981) ; methanesulfonylacetic acid, (Arch. Pharr". Med. Chem. 333,
293-298, (2000)) ; 5,6-dihydro-4H-pyran-3-carboxylic acid and
4,5-dihydrofuran-3- carboxylic acid (Synthesis, 12, 1016-1017,
(1986)) ; 5-cyanopentanoic acid, (Tetrahedron, 48, 43, 9531-9536,
(1992)) ; (2-cyanoethoxy)acetic acid, US 4,105,687. Some acids have
been prepared by usual saponification of the corresponding ethyl 20
ester with aqueous sodium hydroxide solution :
trans-2-cyanocyclopropanecarboxylic acid from
trans-2-cyanocyclopropanecarboxylic acid ethyl ester (Synthesis,
301-303, (1982)) ; 5-cyano-2,2-difluoropentanoic acid from
5-cyano-2,2-difluoro-pentanoic acid ethyl ester (J. Fluorine Chem.
121, 105-107, (2003)). 25 Preparation A:
112-(1,4-dioxaspiro[4.5]dec-8-yflethy1]-4-(3-hydroxymethylpheny1)-
piperazine    To a cooled solution of 2.59 (6.25 mmol) of
142-(1,4-dioxaspiro[4.5]dec-8-
yflethy1]-4-(3-ethoxycarbonylphenyl)piperazine (prepared by path II),
is added, under 30 argon, 0.36 g (9.36 mmol) of lithium aluminum
hydride. The suspension is stirred overnight at room temperature.
Hydrolysis is performed at 0C by slow addition of 0.35 mL of water,
0.35 mL of 15% aqueous sodium hydroxide solution and 1.0 mL of  WO
20071148208PCT/1132007/001673 78 water. The slurry is stirred for 15
minutes at room temperature then magnesium sulfate is added. The
mixture is filtered and the salts are washed with ethyl acetate. The
filtrate is concentrated under reduced pressure to give 2.0 g (89%)
of 11241,4-
dioxaspiro[4.5]clec-8-y1)ethyl]-4-(3-hydroxymethylphenyl)piperazine
as a solid. 5 1H NMR: 7.25 (t, 1H, J = 7.5) ; 6.95 (s, 1H) ; 6.9 to
6.8 (ms, 21-1) ; 4.65 (s, 2H) ; 3.95 (s, 4H) ; 3.2 (m, 4H) ; 2.6 (m,
4H) ; 2.4 (m, 2H) ; 2.0 (broad s, 1H) ; 1.85 to 1.65 (ms, 4H) ; 1.65
to 1.4 (ms, 3H) ; 1.4 to 1.2 (ms, 4H)     Preparation B:
142-(1,4-dioxaspiro[4.5]dec-8-ypethy1]-4-(3-methoxymethylpheny1)- 10
piperazine       To a solution of 1.2 g (3.42 mmol) of
142-(1,4-dioxaspiro[4.5]dec-8-ypethy11-4-(3-
hydroxymethylphenyl)piperazine (preparation A) in 15 mL of dimethyl
sulfoxide are added, at room temperature, 1.0 g (17.2 mmol) of
potassium fluoride, 0.52 g 15 (3.66 mmol) of iodomethane and 0.68 g
(10.3 mmol) of potassium hydroxide. The mixture is stirred overnight
at room temperature, partitionned between with ethyl acetate and
water. The aqueous phase is separated and the organic phase is washed
with water, dried over magnesium sulfate, filtered and concentrated.
The oily residue is purified by chromatography over silica gel
(eluant hetane/ethyl acetate 1/1) to give 0.3 g 20 of
112-(1,4-dioxaspiro[4.5]dec-8-ypethy1]-4-(3-methoxymethylphenyl)piper
azine as an oil.            1H NMR: 7.25 (t, 1H, J = 7.5) ; 6.9 (s,
1H) ; 6.9 to 6.75 (ms, 2H) ; 4.4 (s, 2H) ; 3.95 (s, 4H) ; 3.35 (s,
3H) ; 3.2 (m, 4H) ; 2.6 (m, 4H) ; 2.45 (m, 2H) ; 1.85 to 1.65 (ms,
411) ; 1.65 to 1.4 (ms, 3H) ; 1.4 to 1.2 (ms, 4H) 25 Preparation C:



A mixture of 2.0 g (12 mmol) of 1-(3-nitrophenyl)ethanone and 7.4 g
(16.7 mmol) of 50% bis(2-methoxyethypaminosulfurtrifluoride solution
in toluene is warmed to 80C overnight. The mixture is slowly poured
into cooled water and extracted twice with ethyl 20 acetate. The
organic phases are combined, washed with an aqueous saturated sodium
hydrogen carbonate solution, then with brine, dried over magnesium
sulfate, filtered and concentrated under reduced pressure. The
residue (2.59) is purified over 160 g of silica gel (eluant
heptane/ethyl acetate 85/15) to give 1.6 g (71%) of
1-(1,1-difluoroethyl)-3- nitrobenzene as an oil. 251H NMR: 8.4 (s,
1H) :8.3 (d, 1H, J = 7.5) ; 7.9 (d, 1H, J = 7.5) ; 7.65(t, 1H, J =
7.5) ; 2.0 (t, 3H, J = 17.5) Step 2: 3-(1,1-difluoroethyl)aniline  WO
2007/148208PCT/1B2007/001673 80      A mixture of 3.0 g (16 mmol) of
1-(1,1-difluoroethyl)-3-nitrobenzene, 18.09 (80 mmol) of tin chloride
dihydrate and 50 mL of ethanol is refluxed for one hour. The mixture
is slowly poured on cooled water. The pH is adjusted to 7 by addition
of an aqueous 10N solution of sodium hydroxide, then adjusted to 9 by
addition of an 5 aqueous saturated solution of sodium hydrogen
carbonate. The product is extracted 4 times with ethyl acetate. The
organic phases are combined, dried over magnesium sulfate, filtered
and concentrated under reduced pressure. The oily residue (2.2 g) is
purified over 100 g of silica gel (eluant heptane/ethyl acetate 2/1)
to give 1.7 g (68%) of 3-(1,1-difluoroethyl)aniline as an oil. 101H
NMR: 7.2 (t, 1H, J = 7.5) ; 6.9 (d, 1H, J = 7.5) ;6.8 (s, 1H); 6.9
(d, 1H, J = 7.5) ; 3.8 (broad s, 2H) ; 1.9 (t, 3H, J = 17.5) Step 3:
113-(1,1-difluoroethyftphenyftpiperazine, hydrochloride F F ,HCI 15A
mixture of 2.5 g (15.9 mmol) of 3-(1,1-difluoroethyl)aniline and 2.89
(15.9 mmol) of bis(2-chloroethyl)amine in 20 mL of chlorobenzene is
refluxed overnight. After cooling to room temperature, diethyl ether
is added and precipitation occurs. The solid is filtered, washed with
diethyl ether and dried under reduced pressure to give 3.8 g (90%) of
113-(1,1-difluoro-ethyl)phenyftpiperazine, hydrochloride as a white
solid. 201F1 NMR (DMSO D6): 9.2 (broad s, 2H) ; 7.3 (t, 1H, J = 7.5)
; 7.15 to 6.95 (ms, 2H) ; 7.0 (d, 1H, J = 7.5) ; 3.4 (m, 4H) ; 3.2
(m, 4H) ; 1.9 (t, 3H, J = 14.5) Preparation E:
1-(3-difluoromethylphenyl)piperazine, hydrochloride   r N HNJ 25Step
1: 1-difluoromethy1-3-nitrobenzene   WO 2007/148208PCT/1B2007/001673
81  solution in toluene. The mixture is stirred overnight at room
temperature, washed twice with a saturated aqueous sodium hydrogen
carbonate solution then with brine, dried over magnesium sulfate,
filtered and concentrated under reduced pressure. The residue is
purified over 150 g of silica gel (eluant heptane/ethyl acetate
85/15) to give 2.3 g 5 (78%) of 1-difluoromethy1-3-nitrobenzene as an
oil.         NMR: 8.4 (s, 1H) ; 8.35(d, 1H, J = 7,5) ; 7.9 (d, 1H, J
= 7.5) ; 7,7 (t, 1H, J = 7.5) ; 7.0 (t, 1H, J = 55) Step 2:
1-(3-difluoromethylphenyl)piperazine, hydrochloride 10F , HCI
The 1-(3-difluoromethylphenyl)piperazine, hydrochloride is obtained
from 1- difluoromethy1-3-nitrobenzene using the procedure described
in preparation D, steps 2 and 3.                     1H NMR (DMSO
D6): 9.25 (broad s, 2H) ; 7.35 (m, 1H) ; 7.2 (m, 2H) ; 7.0 (d, 1H, J
15 = 7.5) ; 6.9 (t, 1H, J = 55) ; 3.4 (m, 4H) ; 3.2 (m, 4H)
Preparation F:
1-(3-{412-(1,4-dioxaspiro[4.51clec-8-ypethyl]piperazin-1-
yllphenyfipropan-1-ol  6r-)  20Step 1: 34442-0
,4-dioxaspiro[4.5]clec-8-yfiethylipiperazin-1-yl}benzoic acid 



To a solution of 3.75 g (9.3 mmol) of
3-{442-(1,4-dioxaspiro[4.5]dec-8- yflethylipiperazin-1-yllbenzoic
acid ethyl ester in 20 nnL of ethanol are added 10.2 mL of an aqueous
1N sodium hydroxide solution. Stirring is maintained overnight. The
mixture 25 is cooled and 2.55 mL (10.2 mmol) of 4N hydrochloric acid
solution are added. After evaporation under reduced pressure, the
solid is taken off with ethyl acetate, filtered  WO
2007/148208PCT/1B2007/001673 82 and dried at 50C under vacuum to give
3.7 g of crude 3-{442-(1,4-dioxaspiro[4.5]dec-8-
ypethyl]piperazin-1-yllbenzoic acid.      Step 2:
3-{4-[2-(1,4-dioxaspiro[4.5]dec-8-y0ethyllpiperazin-1-y1}-N-methoxy-N
methylbenzamide 6r     The
3-1442-(1,4-dioxaspiro[4.51dec-8-ypethyllpiperazin-1-y1}-N-methoxy-N-
methylbenzamide is obtained from
3-{412-(1,4-dioxa-spiro[4.5]dec-8-ypethyl]piperazin-1- yl}benzoic
acid using the procedure described in example 4, step c giving the
title 10 compound in 85% yield.          1H NMR: 7.25 (m, 1H) ; 7.2
(m, 1H) ; 7.15 (m, 1H) ; 7.0 (m, 1H) ; 3.95 (s, 4H) ; 3.6 (s, 311) ;
3.35 (s, 3H) ; 3.3 (m, 4H) ; 2.65 (m, 4H) ; 2.45 (m, 2H) ; 1.75 (m,
4H) ; 1.65 to 1.4 (ms, 4H) ; 1.4 to 1.2 (ms, 3H) 15Step 3:
1-(3-{412-(1,4-dioxaspiro[4.5]dec-8-y0ethyl]piperazin-1-y1}phenyl)pro
pan- 1-one oCN.)      To a solution of 1.6 g (3.8 mmol) of
34442-(1,4-dioxaspiro[4.5]dec-8-
ypethylipiperazin-1-y1}-N-methoxy-N-methylbenzamide in 25 mL of dry
tetrahydrofuran 20 cooled to 0C are added 8 mL of 1M ethylmagnesiurn
bromide solution in tetrahydrofuran. The mixture is stirred for 90
minutes then poured in 100 mL of an aqueous saturated sodium hydrogen
carbonate solution. The product is extracted twice with ethyl
acetate. The organic phases are combined, dried over magnesium
sulfate, filtered and concentrated under reduced pressure. The
residue (1.4 g) is purified over 25 50 g of silica gel (eluant
heptane/ethyl acetate 1/1) to give 1.06 g (72%) of 1434442-
(1,4-dioxaspiro[4.5]dec-8-yDethylipiperazin-1-yl}phenyl)propan-1-one
as an oil.  WO 2007/148208PCT/1B2007/001673 83            1H NMR:
7.55 (s, 1H) ; 7.45 (m, 1H) ; 7.35 (t, 1H, J = 7.5) ; 7.15 (m, 1H) ;
3.95 (s, 4H) ; 3.3 (m, 41-1) ; 3.0 (q, 2H, J = 7.5) ; 2.65 (m, 4H) ;
2.5 (m, 2H) ; 1.8 (m, 4H) ; 1.7 to 1.35 (ms, 4H) ; 1.35 to 1.25 (ms,
3H) ; 1.2 (t, 3H, J = 7.5) 5Step 4:
1-(3-{4-12-(1,4-dioxaspiro[4.51dec-8-ypethyl]piperazin-1-yl}phenyl)pr
opan- 1-ol         The
1-(3-{442-(1,4-dioxaspiro[4.51dec-8-ypethylipiperazin-1-yl}phenyl)pro
pan-1-01 is prepared from
1-(3-{442-(1,4-dioxaspiro[4.5]dec-8-ypethyl]piperazin-1-yl}pheny1)-
10 propan-1-one using the procedure described in preparation C.
1H NMR: 7.25 (t, 1H, J = 7.5) ; 6.95 (s, 1H) ; 6.9 to 6.75 (ms, 2H) ;
4.55 (m, 1H); 3.95 (s, 4H) ; 3.25 (m, 4H) ; 2.65 (m, 4H) ; 2.5 (m,
2H) ; 2.0 (m, 1H) ; 1.9 to 1.75 (ms, 6H) ; 1.65 to 1.4 (ms, 5H) ; 1.4
to 1.2 (ms, 5H) 15Preparation G:
1-(3-{412-(1,4-dioxaspiro[4.5]dec-8-yl)ethyl]piperazin-1-yl}pheny1)-
2-methylpropan-1-01       Step 1:
1-(3-{442-(1,4-dioxaspiro[4.51dec-8-yl)ethylipiperazin-1-yl}pheny1)-2
- methylpropan-1-one  co-00 '  



The1-(3-{412-(1,4-dioxaspiro[4.5]dec-8-yl)ethyl]piperazin-1-yl}pheny1
)-2-methyl- propan-1-one is prepared by addition of
isopropylmagnesium bromide onto 3441241,4-
dioxaspiro[4.5]dec-8-ypethylipiperazin-1-y1}-N-methoxy-N-methylbenzam
ide using the procedure described in preparation F, step 3, to give
the title compound in 27% yield.  WO 2007/148208PCT11B20071001673 84
1H NMR: 7.5 (s, 1H) ; 7.4 to 7.25 (ms, 2H) ; 7.1 (d, 1H, J = 7.5) ;
3.95 (s, 4H) ; 3.55 (m, 1H) ; 3.35(m, 4H) ; 2.7 (m, 4H) ; 2.55(m, 2H)
; 1.75 (m, 4H) ; 1.65 to 1.45 (ms, 5H) ; 1.45 to 1.2 (ms, 8H) 5Step
2:
1-(3-{412-(1,4-dioxaspiro[4.5]dec-8-yflethylipiperazin-1-y1}pheny1)-2
- rinethylpropan-1-01 OH (1 c-o The143441241,4-d ioxasp
iro[4.5]dec-8-ypethylip iperazin-1-yl}pheny1)2-methyl- propan-1-01 is
prepared from
1-(3-(442-(1,4-dioxaspiro[4.5]dec-8-ypethylipiperazin-1- 10
yl}pheny1)-2-methylpropan-1-one using the procedure described in
preparation C.              1H NMR: 7.25 (t, 1H, J = 7.5) ; 6.9 (s,
H) ; 6.9 to 6.75 (m, 2H) ; 4.3 (m, 1H) ; 3.95 (s, 4H) ; 3.35 (m, 4H)
; 2.8 (m, 4H) ; 2.65 (m, 2H) ; 1.95 (m, 1H) ; 1.85 (m, 1H) ; 1.8 to
1.2 (ms, 11H) ; 1.0 (d, 3H, J = 7.5) :0.8 (d, 311, J = 7.5) 15
Preparation H:
4-(2-{4[3-(methoxymethylcarbamoyl)phenylipiperazin-1-yl}ethyl)-
piperidine-1-carboxylic acid tert-butyl ester       Step 1:
4-{214-(3-carboxyphenyppiperazin-1-yliethyl}piperidine-1-carboxylic
acid tert-butyl ester 01-1 20 To a solution of 2.8 g (12.8 mmol) of
4-(244-(3-ethoxycarbonylphenyhpiperazin-1-
yliethyllpiperidine-1-carboxylic acid tert-butyl ester are added 12.8
mL of IN aqueous sodium hydroxide solution. The mixture is stirred
overnight at room temperature then concentrated under reduced
pressure. The residue is acidified with 12.8 mL of 1N 25 aqueous
hydrochloric acid solution. The product is extracted with ethyl
acetate, washed with water, dried over magnesium sulfate, filtered
and concentrated under reduced  WO 2007/148208PCT/1B2007/001673 85
pressure to give 2.5 g (47%) of
4-{244-(3-carboxyphenyl)piperazin-1-yliethyllpiperidine1-carboxylic
acid tert-butyl ester.               1H NMR: 8.5 (broad s, 1H) ; 7.7
to 7.5 (ms, 2H) ; 7.3 (t, 1H, J = 7.5) ; 7.1 (d, 1H, J = 7.5) ; 4.1
(m, 2H) ; 3.45 (m, 4H) ; 3.1 (m, 411) ; 2.85 (m, 2H) ; 2.7 (m, 2H) ;
1.7 (m, 2H) 5; 1.65 to 1.35 (ms, 12H) ; 1.3 to 1.0 (ms, 211)
Step 2: 412-(443-Emethoxy(methyl)carbamoyliphenyllpiperazin-1-
ypethylipiperidine-1-carboxylic acid tett-butyl ester  0 tyrn-  10
The
412-(4-{34methoxy(methypcarbamoyliphenyllpiperazin-1-ypethyl]piperidi
ne-1- carboxylic acid tert-butyl ester is prepared from
4-{244-(3-carboxyphenyppiperazin-1- yl]ethyl}piperidine-1-carboxylic
acid tett-butyl ester using the procedure described in preparation F,
step 2. 



151H NMR: 7.25(t, 1H, J = 7.5) ; 7.2 (s, 1H) ; 7.1 (d, 1H, J = 7.5) ,
7.0 (d, 1H, J = 7.5) ; 4.1 (m, 2H) ; 3.6 (s, 3H) ; 3.3 (s, 3H) ; 3.2
(m, 4H) ; 2.8 to 2.5 (m, 6H) ; 2.4 (m, 2H) ; 1.7 (m, 2H) ; 1.65 to
1.2 (ms, 12H) ; 1.3 to 1.0 (ms, 2H) Preparations I, J and K:
20Starting from
442-(4-(3-[methoxy(methypcarbamoyl]phenyllpiperazin-1-y1)ethyl]-
piperidine-1-carboxylic acid tett-butyl ester and using the procedure
described in preparation F, step 3, the following compounds are
obtained:           Preparation I:
4-{244-(3-acetylphenyl)piperazin-1-yliethyl}piperidine-l-carboxylic
25 acid tert-butyl ester A solution of methylmagnesium chloride is
used. Yield : 88%  WO 2007/148208PCT/1B2007/001673 86            1H
NMR: 7.5 (s, 1H) ; 7.4 (d, 1H , J = 7.5) ; 7.35 (t, 1H, J = 7.5) ;
7.15 (d, 1H, J = 7.5) ; 4.1 (m, 2H) ; 3.3 (m, 4H) ; 1.7 (m, 2H) ;
1.65 to 1.55 (ms, 7H) ; 2.45 (m, 2H) ; 1.7 (m, 2H) ; 1.6 to 1.35 (ms,
12H) ; 1.25 to 1.0 (ms, 2H) 5 Preparation J:
4-{244-(3-propanoylphenyl)piperazin-1-yliethyl}piperidine-1-carboxyli
c acid tert-butyl ester  OyN A solution of ethylmagnesium bromide is
used. Yield : 80% 101H NMR: 7.55 (s, 1H) ; 7.4 (d, 1H, J = 7.5) ;7.3
(t, 1H , J = 7.5) ; 7.1 (d, 1H, J = 7.5) :4.1 (m, 2H) ; 3.3 (m, 41-1)
; 3.0 (q, 2H, J = 7.5) ; 3.7 (m, 2H) ; 2.6 (m, 4H) ; 2.45 (m, 2H) ;
1.65(m, 2H) ; 1.6 to 1.35 (ms, 12H) ; 1.3 to 1.0 (ms, 5H)
Preparation K:
4-(244-(3-isobutanylphenyl)piperazin-1-Alethyllpiperidine-1-carboxyli
c 15 acid tert-butyl ester OyN A solution of isopropylmagnesium
bromide is used. Yield : 60%                   1H NMR: 7.5 (s, 1H) ;
7.5 to 7.25 (ms, 2H) ; 7.1 (d, 1H, J = 7.5) ; 4.1 (m, 2H) ; 3.55 20
(m, 1H) ;3.3 (m, 4H) ; 2.7 (m, 2H) ; 2.6 (m, 4H) ; 2.45 (m, 21-1) ;
1.7 (m, 2H) ; 1.6 to 1.35 (ms, 12H) ; 1.3 to 1.0 (ms, 8H)
Preparations L, M and N:  WO 2007/148208PC171E2007/001673 87
Preparation L:
4-(2-(443-(1-hydroxyethyl)phenyl]piperazin-1-yl}ethyl)piperidine-1-
carboxylic acid tert-butyl ester Yield : quantitative 51H NMR: 7.3
(t, 1H, J = 7.5) ; 6.95 (s, 1H) ; 6.9 to 6.8 (ms, 2H) ; 4.85 (q, 1H,
J = 6.5) ; 4.1 (m, 2H) ; 3.25 (m, 4H) ; 2.7 (m, 2H) ; 2.6 (m, 4H) ;
2.55 (m, 2H) ; 1.85 (broad s, 1l-I); 1.7 (m, 2H) ; 1.55 to 1.4 (ms,
15H) ; 1.25 to 1.0 (ms, 2H)      Preparation M:
4-(2-{413-(1-hydroxypropyl)phenyl]piperazin-1-y1}ethyppiperidine-1-
10 carboxylic acid tett-butyl ester  Yield : quantitative
1H NMR: 7.25 (t, 1H, J = 7.5) ; 6.9 (s, 1H) ; 6.9 to 6.75 (ms, 2H) ;
4.55 (t, 1H, J = 7.5) ; 4.1 (m, 2H) ; 3.2 (m, 4H) ; 1.7 (m, 2H) ; 2.6
(m, 2H) ; 2.45 (m, 4H) ; 1.95 to 1.6 15 (ms, 5H) ; 1.6 to 1.4 (ms,
12H) ; 1.3 to 1.05 (ms, 2H) ; 0.9 (t, 3H, J = 7.5) Preparation N:
4-(2-{443-(1-hydroxy-2-methylpropyl)phenylipiperazin-1-
yllethyl)piperidine-1-carboxylic acid tett-butyl ester 20Yield : 78%
1H NMR: 7.25 (t, 1H, J = 7.5) ; 6.9 (s, 1H) ; 6.85 (d, 1H , J = 7.5)
; 6.8 (d, 1H, J = 7.5) ; 4.3 (d, 1H) ; 4.2 (m, 2H) ; 3.25 (m, 4H) ;
1.7 (m, 2H) ; 2.6 (m, 4H) ; 2.45 (m, 2H) ; 1.95 (m, 1H) ; 1.85 (broad
s, 1H) ; 1.7 (m, 2H); 1.65 to 1.35 (ms, 12H) ; 1.3 to 1.05 (ms, 2H);
1.0 (d, 3H, J = 7.5) ; 0.8 (d, 3H, J = 7.5) 



WO 2007/148208PCT/1B2007/001673 88 Preparation 0:
4-{2-[4-(3-hydroxymethylphenyl)piperazin-1-yl]ethyllpiperidine-1-
carboxylic acid tert-butyl ester    A solution of 1.5 g (3.59 mmol)
of 4-{244-(3-carboxyphenyppiperazin-1- 5
yllethyl}piperidine-1-carboxylic acid tert-butyl ester in 20 mL of
dry tetrahydrofuran is cooled to -10C under argon. An addition of 11
mL of a 1M solution of boranetetrahydrofuran complex in
tetrahydrofuran is performed at -10C. Stirring is maintained
overnight at room temperature. The mixture is cooled to 0C and 12 mL
of 1N aqueous sodium hydroxide solution are added. The product is
extracted with ethyl acetate, 10 washed with water, dried over
magnesium sulfate, filtered and concentrated under reduced pressure.
The residue is stirred with diisopropyl ether, filtered and dried
under reduced pressure to give 1.0 g (69%) of
442[4-(3-hydroxymethylphenyfipiperazin-1-
yl]ethyl}piperidine-1-carboxylic acid tert-butyl ester.        1H
NMR: 7.25 (m, 1H) ; 6.95 (s, 1H) ; 6.9 to 6.75 (ms, 2H) ; 4.7 (s, 2H)
; 4.1 (m, 15 2H) ; 3.6 (m, 2H) ; 3.4 to 3.1 (ms, 4H) ; 3.0 to 2.8
(ms, 4H) ; 2.7 (m, 2H) ; 1.85 (m, 2H) ; 1.75 to 1.55 (ms, 3H) ; 1.55
to 1.3 (ms, 10H) ; 1.2 (m, 2H) Preparation P:
4-{244-(3-methoxymethylphenyl)piperazin-1-yfiethyl}piperidine-1-
carboxylic acid tert-butyl ester 20   A solution of 0.4 g (1 mmol) of
of 4-{244-(3-hydroxymethylphenyl)piperazin-1-
yflethyl}piperidine-1-carboxylic acid tert-butyl ester in 10 mL of
dry dimethyl sulfoxyde is cooled at a temperature close to 5C and 40
mg (1 mmol) of sodium hydride (60% suspension) is added. The mixture
is stirred for 30 minutes at room temperature then 25 140 mg (1 mmol)
of iodomethane are added and stirring is maintained overnight at room
temperature. The mixture is concentrated under reduced pressure. The
residue is dissolved in ethyl acetate, washed with water, dried over
magnesium sulfate, filtered and concentrated under reduced pressure
to give 0.3 g (73%) of crude 4424443-  WO
2007/148208PCT1B32007/001673 89
methoxymethylphenyl)piperazin-1-yliethyllpiperidine-1-carboxylic acid
tert-butyl ester which is used without purification in the next step.
TLC (eluant dichloromethane/methanol/ammonia solution 90/10/1): Rf:
0.6 5 Preparation Q: 2-isobutylaniline      Step 1:
2-methyl-1-(2-nitrophenyl)propan-1-one and 2-methyl-1-(3-
nitrophenyl)propan-1-one    10To a cooled solution of 14.8 g (100
mmol) of 2-methyl-1-phenylpropan-1-one in 2 mL of glacial acetic acid
are added over a period of one hour, 90 g of fuming nitric acid. The
mixture is stirred at 5C for 90 minutes then poured on crushed ice.
The product is extracted 3 times with diethyl ether. The organic
phases are combined, washed with an aqueous saturated sodium hydrogen
carbonate solution, dried over magnesium sulfate, 15 filtered and
concentrated under reduced pressure. The oily residue (20 g) is
purified over 350 g of silica gel (eluant heptane/ethyl acetate 4/1)
to give a first crop of 7.1 g containing manly
2-methyl-1-(2-nitrophenyl)propan-1-one and a second crop of 10,2 g
containing mainly 2-methyl-1-(3-nitrophenyl)propan-1-one. These two
fractions were used without further purification in the next step. 20



Step 2: 2-isobutylaniline  To a cooled solution of 5.7 g (29.5 mmol)
of 2-methyl-1-(2-nitrophenyl)propan-1- one in 35 mL of ethanol and 7
mL of concentrated hydrochloric acid is added under inert 25
atmosphere, 0.7 g of 10% palladium on activated carbon. The mixture
is hydrogenated at 50C under 4 bar for 2 hours. The suspension is
filtered over celite and the filtrate is  WO
2007/148208PCT111320071001673 90 concentrated under reduced pressure.
The residue is dissolved in water, alcalinized to pH 9 with a
concentrated solution of sodium hydroxide and extracted 3 times with
ethyl acetate. The organic phases are combined, washed with water
then with brine, dried over magnesium sulfate, filtered and
concentrated under reduced pressure. The oily 5 yellow residue (5 g)
is purified over 150 g of silica gel (eluant heptane/ethyl acetate
2/1) to give 1.2 g (27%) of 2-isobutylaniline as an oil.           1H
NM: 7.1 to 6.95 (ms, 2H) ; 6.8 to 6.65 (ms, 2H) ; 3.6 (broad s, 2H) ;
2.4 (d, 2H, J = 7.5) ; 1.95 (m, 1H, J = 7.5) ; 1.0 (d, 6H, J = 7.5)
10 Preparation R: 3-isobutylaniline H2N     The 3-isobutylaniline is
prepared by catalytic hydrogenation of 2-methyl-1-(3-
nitrophenyl)propan-1-one using the procedure described for
preparation 0 to give the title compound in 46% yield. 151H NMR: 7.05
(t, 1H, J = 7.5) ; 6.65 to 6.55 (m, 2H) ; 6.5 (s, 1H) ; 3.6 (broad s,
2H) ; 2.4 (d, 2H, J = 7.5) ; 1.85(m, 1H, J = 7.5) ; 0.9 (d,J = 7.5)
Preparation S:
(3-{412-(1,4-dioxaspiro[4.5]dec-8-yl)ethylipiperazin-1-yllphenyl)carb
amic acid ethyl ester  tocn-')  Step 1:
3-{442-(1,4-dioxaspiro[4.5]dec-8-yl)ethyl]piperazin-1-yl}aniline NH2
To a cooled solution of 2.6 g (7.1 mmol) of
142-(1,4-dioxaspiro[4.5]dec-8-yl)ethyll- 25
4-(3-nitrophenyl)PiPerazine in 50 mL of methanol are added under
inert atmosphere, 0.5 g of 10% palladium on activated carbon. The
mixture is hydrogenated at 40C under 4 bar for 17 hours. The
suspension is filtered over celite and the filtrate is concentrated
WO 2007/148208PCT/1B2007/001673 91  under reduced pressure to give
2.3 g (97%) of 3-{442-(1,4-dioxaspiro[4.5]clec-8-
ypethyl]piperazin-1-y1}aniline.                 111 NMR: 7.1 (t, 1H,
J = 7.5) ; 6.35 (d, 1H, J = 7.5= ; 6.3 (s, 1H) ; 6.2 (d, 1H, J = 7.5)
; 3.95 (s, 4H) ; 3.2 (m, 4H) ; 3.6 (broad s, 2H) ; 2.6 (m, 4H) ; 2.4
(m, 2H) ; 1.75 (m, 5 2H) ; 1.65 to 1.4 (nis, 4H) ; 1.4 to 1.2 (ms,
3H)      Step 2 :
(3-(4-[2-(1,4-dioxaspiro[4.5]dec-8-yl)ethylipiperazin-1-y1}phenyl)car
bamic acid ethyl ester  10To a cooled solution of 1 g (3 mmol) of of
3-{442-(1,4-dioxaspiro[4.5]clec-8- ypethyl]piperazin-1-yl}aniline in
30 mL of dichloromethane and 0.3 g (3 mmol) of triethylamine, is
slowly added 0.32 g (3 mmol) of ethyl chloroformate. The mixture is
stirred overnight at room temperature then concentrated under reduced
pressure. The product is dissolved in ethyl acetate, washed twice
with water, dried over magnesium 15 sulfate, filtered and
concentrated under reduced pressure. The oily residue is purified
over 10 g of silica gel (eluant dichloromethane/methanol 95/5) to
give 0.35 g (29%) of
(3-{4-[2-(1,4-dioxaspiro[4.5]clec-8-ypethyl]piperazin-1-y1}phenyl)car
bamic acid ethyl ester.                   1H NMR: 7.25 to 7.1 (ms,
211) ; 6.7 (d, 1H, J = 7.5) ; 6.6 (d, 1H, J = 7.5) ; 6.5 (s, 20 IN);
4.2 (q, 2H, J = 7.5) ; 3.95 (s, 4H) ; 3.2 (m, 4H) ;2.6 (m, 4H) ; 2.45
(m, 2H) ; 1.85 to 1.4 (ms, 8H) ; 1.4 to 1.15 (ms, 61-1) 



Preparation T:
N-(3-{4-[2-(1,4-dioxaspiro[4.5]clec-8-y1)ethyl]piperazin-1- 25
yl}phenyOmethanesulfonamide  WO 2007/148208PCT/1B2007/001673 92
yl}aniline and methanesulfonyl chloride using the procedure described
for preparation S, step 2 giving the title compound in 89% yield.
1H NMR: 7.2 (t, 1H, J = 7.5) ; 8.3 (broad s, 1H) ; 7.05 (s, 1H) ;
6.95 (d, 1H, J = 7.5) ; 6.65 (d, 1H, J = 7.5) ; 3.95 (s, 4H) ; 3.6
(m, 41-I) ; 3.15 (m, 411) ; 3.0 (s, 3H) ; 1.9 to 1.65 (ms, 61-1) ;
1.6 to 1.2 (ms, 7H) Preparation U: 4-(2-hydroxyethyl)cyclohexanone 0
Step 1: 4-(2-hydroxyethyl)cyclohexanol 10HO     In a 1L reactor are
successively introduced : 50 g (362 mmol) of 442-
hydroxyethyl)phenol, 5 g (13,6 mmol) of sodium tetraborate
decahydrate, 500 mL of isopropanol, 5 g of palladium (10% on charcoal
washed with isopropanol). The vessel is closed, purged three times
with nitrogen and three times with hydrogen. The mixture is 15
stirred for 22 hours under 10 bar pressure of hydrogen at 80C, cooled
back to room temperature, filtered over a celite pad and rinsed with
isopropanol. Filtrate is concentrated under reduced pressure, toluene
(100 mL) is added and evaporated under reduced pressure. This last
procedure being repetited to remove trace amount of isopropanol and
gives 52 g (99% yield) of 4-(2-hydroxyethyl)cyclohexanol as a clear
20 viscous oil. TLC (ethyl acetate/heptane 75/25): Rf = 0.2 Step 2:
4-(2-hydroxyethyl)cyclohexanone 0 cz?".0H 25To a solution of 10 g (69
mmol) of 4-(2-hydroxyethyl)cyclohexanol in 50 mL of acetic acid
maintained at a temperature between 18 and 21C are added over 35 min
35.9mL (79mmol) of an aqueous sodium hypochlorite solution. The
mixture is further stirred for 45 min, TLC analysis indicating
disappearance of starting material. Isopropanol (0.8 mL) is added,
followed 10 min later by water (75 mL) and 30 dichloromethane (100
mL). The two phases are separated by decantation and the  WO
2007/148208PCT/1132007/001673 93 aqueous phase is extracted with
dichloromethane (50 mL). Combined organic phases are washed with an
aqueous 3N sodium hydroxide solution (70 mL). This alcaline aqueous
phase is extraced back with dichloromethane (30 mL). Combined organic
phases are dried over magnesium sulfate and concentrated under
reduced pressure to 5 give 9.42 g (95%) of the title compound. TLC
(ethyl acetate/heptane 75/25): Rf = 0.29 Preparation V:
4-(2-fluoro-5-trifluoromethylpheny1)-142-(4-oxocyclohexypethylipipera
zine 100 Step 1: 4-(2-hydroxyethyl)cyclohexanone mesylate 0, - 600 0
To a solution of 15,25 g (107,24 mmol)
4-(2-hydroxyethyl)cyclohexanone in 15 115 mL of dichloromethane
cooled at a temperature close to 0C, is added 18 mL (129,5 mmol) of
triethylamine, then 9,25 mL (119,50 mmol) of mesyl chloride. The
mixture is stirred for two hours at room temperature. Water (120mL)
is added. The organic phase is separated by decantation, washed with
a saturated aqueous solution of sodium hydrogenocarbonate (100 mL),
dried over magnesium sulfate and 20 concentrated under reduced
pressure to give 28 g of 4-(2-hydroxyethyl)cyclohexanone mesylate
used without further purification in the next step.            1H
NMR: 4.30 (t, 2H, J = 7.5); 3.05 (s, 3H); 2.40 (m, 4H); 2.20 to 2.05
(m, 2H); 2.00 (m, 1H); 1.8 (q, 2H, J = 6.5); 1.60 to 1.85(m, 2H) 



25Step 2:
4-(2-fluoro-5-trifluoromethylpheny1)-142-(4-oxocyclohexypethylipipera
zine Path IV  WO 2007/148208PCT/1B2007/001673 94     A mixture of
11.6 g (52.66 mmol) of 4-(2-hydroxyethyl)cyclohexanone mesylate, of
13,72 g (55,27 mmol) of
1-(2-fluoro-5-trifluoromethylphenyl)piperazine and 8.37 g (60.65
mmol) of potassium carbonate in 220 mL of acetonitrile is refluxed
overnight, then cooled back to room temperature. Water (80 mL) is
added. Organics are extracted 5 with ethyl acetate (100 mL). The
organic phase is washed with water (20 mL), dried over magnesium
sulfate and concentrated under reduced pressure to give a crude
product. Purification by column chromatography over 320 g of silica
gel (eluant dichloromethane/methanol 98/2 to 96/4) yields 15.86 g of
4-(2-fluoro-5-
trifluoromethylpheny1)-142-(4-oxocyclohexyflethyl]piperazine melting
at 75-76C. 101FI NMR: 7.30 to 7.00 (m, 3H) ; 3.20 (m, 4H) ; 2.65 (m,
4H) ; 2.50 (t, 211, J = 7.5) ; 2.40(m, 4H) ; 2.10 (m,2H) ; 1.80(m,
1N); 1.70 to 1.35 (m, 4H)     Example 1:
2-cyano-N-(4-1214-(3-trifluoromethylphenyflpiperazin-1-
yllethyl}cyclohexyflacetamide (trans isomer) 15   Path I Step a:
(1,4-dioxaspiro[4.5]dec-8-yflacetic acid Co OH To a solution of 4g
(17.5 mmol of (1,4-dioxaspiro[4.51dec-8-ypacetic acid ethyl 20 ester
(Tetrahedron, 51, 37, 10259-10280, (1995)) in 35 mL of ethanol are
added 22 mL (22 mmol) of an aqueous N sodium hydroxide solution. The
mixture is stirred overnight at room temperature.     After
concentration, the residue is taken off in cooled water, neutralized
with 22 mL of an aqueous N hydrochloric acid solution and extracted 4
times with diethyl ether. The 25 organic phases are combined, dried
over magnesium sulfate, filtered and concentrated under reduced
pressure to give 3.0 g (85%) of (1,4-dioxaspiro[4.5]dec-8-yflacetic
acid as an oil that crystallizes upon standing.         NMR: 3.95 (s,
4H) ; 2.3 (d, 2H, J = 7.5) ; 2.0 to 1.7 (ms, 5H) ; 1.6 (m, 2H) ; 1.5
to 1.2 (ms, 2H)  WO 2007/148208PCT11132007/001673 95     Step b:
2-(1,4-dioxaspiro[4.51dec-8-y1)-144-(3-trifluoromethylphenyl)-piperaz
in1Aethanone Co -Cu..00   To a solution of 1.59 (7.5 mmol) of
(1,4-dioxaspiro[4.5]dec-8-ypacetic acid in 5 50 mL of dichloromethane
stabilized on amylene are successively added at room temperature,
1.09 (7.5 mmol) of 1-hydroxybenzotriazole and 1.439 (7.5 mmol) of 3-
ethyl-1-(3-d imethylaminopropyl)carbodiimide hydrochloride. The
mixture is stirred for 10 minutes then 2.09 (7.5 mmol) of
1-(3-trifluoromethylphenyl)piperazine hydrochloride and 2.3 mL (16.5
mmol) of triethylamine are added. The mixture is stirred overnight at
10 room temperature.     After concentration under reduced pressure,
the residue is dissolved in ethyl acetate and washed with water. The
organic phase is dried over magnesium sulfate, filtered and
concentrated under reduced pressure. The solid (3.6 g) is purified by
chromatography over 1509 of silica gel (eluant
dichloromethane/methanol 97.5/2.5) to 15 give 2.5 g (81%) of 2-(1,4-d
ioxaspi ro[4.5]dec-8-y1)-144-(3-trifluoromethylpheny1)-
piperazin-lyl]ethanone as an oil.           1H NMR : 7.4 (t, 1H, J =
7.5) ; 7.2 to 7.0 (ms, 3H) ; 3.95 (s, 4H) ; 3.8 (m, 2H) ; 2.7 (m, 2H)
; 3.2 (m, 4H) ; 2.4 (d, 2H, J = 7.5) ; 1.95(m, 1H) ; 1.9 to 1.7 (ms,
4H) ; 1.7 to 1.5 (ms, 2H) ; 1.45 to 1.2 (ms, 2H) 20      Step c:
142-(1,4-dioxaspiro[4.5]dec-8-yl)ethy1]-4-(3-
trifluoromethylphenyl)piperazine 



N'Th In a three necked round bottom flask, 30 mL of diethyl ether are
cooled to -10C. 25 The system is purged with argon and 0.48 g (12.75
mmol) of lithium aluminum hydride is added. The suspension is stirred
and a solution of 3.5g (8.5 mmol) of 2-(1,4-
dioxaspiro[4.51dec-8-y1)-144-(3-trifluoromethylphenyl)-piperazin-1yfl
ethanone in 20 mL  WO 20071148208PCT/1B2007/001673 96 of diethyl
ether is added so that the internal temperature does not exceed 10C.
The mixture is refluxed for 4 hours then stirred overnight at room
temperature.     Hydrolysis is performed at 0C by slow addition of
0.5 mL of water, 0.5 mL of 15% aqueous sodium hydroxide solution and
1.5 mL of water. The slurry is stirred for 5 15 minutes at room
temperature then magnesium sulfate is added. The mixture is filtered
and the salts are washed with a large amount of diethyl ether. The
filtrate is concentrated under reduced pressure to give 2.5 g (74%)
of 11241,4-
dioxaspiro[4.5]dec-8-ypethy1]-4-(3-trifluoromethylphenyl)piperazine
as an oil. 1H NMR: 7.35 (t, 1H, J = 7.5) ; 7.15 (ms, 3H) ; 3.95 (s,
4H) ; 3.25 (m, 4H) ; 2.6 (m, 10 4H) ; 2.45 (m, 2H) ; 1.85 to 1.65
(ms, 4H) ; 1.65 to 1.45 (ms, 4H) ; 1.45 to 1,2 (ms, 3H) Path II Step
a: 142-(1,4-dioxaspiro[4.5]dec-8-ypethy11-4-(3- 15
trifluoromethylphenyl)piperazine      A mixture of 10 g (37.8 mmol)
of 2-(1,4-dioxaspiro[4.51dec-8-ypethylmethanesulfonate (Tetrahedron,
51, 37, 10259-10280, (1995)), 10,05 g (37.8 mmol) of
1-(3-trifluoromethylphenyl)piperazine hydrochloride, 10.979 (79.38
mmol) of potassium 20 carbonate and 100 mL of acetonitrile is
refluxed overnight.     After concentration of the solvent, the
residue is taken off with 100 mL of ethyl acetate and washed with
water (twice 50 mL). Organic phase is dried over magnesium sulfate,
filtered and concentrated under reduced pressure. The oil thus
obtained is purified by chromatography over 250 g of silica gel
(eluant heptane/ethyl acetate 50/50) 25 to give 14.4 g (95%) of
142-(1,4-dioxaspiro[4.5]dec-8-ypethy1]-4-(3-trifluoromethylphenyppipe
razine as a colorless oil.              1H NMR: 7.35 (t, 1H, J = 7.5)
; 7.15 (ms, 3H) ; 3.95 (s, 41-I) ; 3.25 (m, 4H) ; 2.6 (m, 4H) ; 2.45
(m, 2H) ; 1.85 to 1.65 (ms, 4H) ; 1.65 to 1.45 (ms, 4H) ; 1.45 to 1,2
(ms, 3H)  WO 2007/148208PCT/IB2007/001673 97 Step b:
4-{244-(3-trifluoromethylphenyl)piperazin-1-yliethyl}cyclohexanone
A solution of 14.49 (36.1 mmol) of
112-(1,4-dioxaspiro[4.5]dec-8-yDethy11-4-(3-
trifluoromethylphenyl)piperazine, 70 mL of methanol, 59 mL of water
and 11 mL of a 2N 5 aqueous hydrochloric acid solution is stirred
overnight at room temperature.      An aqueous saturated solution of
sodium hydrogen carbonate is added until pH 10. Ethanol is evaporated
under reduced pressure and the oily residue is dissolved in 100 mL of
ethyl acetate. The organic phase is washed with water (4 times 30
mL), dried over magnesium sulfate, filtered and concentrated to give
11.629 (91%) of 4-{2-[4-(3- 10
trifluoromethylphenyl)piperazin-1-yliethyl}cyclo-hexanone as a
colorless oil.                  1H NMR: 7.35 (t, 1H, J = 7.5) ; 7.2
to 7.0 (ms, 3H) ; 3.3 (m, 4H) ; 2.6 (m, 4H) ; 2.5 (t, 2H, J = 7.5) ;
2.4 (m, 4H) ;2.1 (m, 2H) ; 1.8 (m, 1H) ; 1.7 to 1.35 (ms, 4H)
Step c:
442[4-(3-trifluoromethylphenyppiperazin-1-yliethylIcyclo-hexylamine,
15 dihydrochloride FI,N1 N.'%1 2 HCI LN   



A mixture of 5.75 g (16.2 mmol) of
4-{214-(3-trifluoro-methylphenyppiperazin-1- yllethylIcyclohexanone,
12.51 g (162.3 mmol) of ammonium acetate, 200 mL of methanol and 4.07
g (64.8 mmol) sodium cyanoborohydride is refluxed for 3 hours. 20
Methanol is concentrated under reduced pressure and the residue is
taken off in 20 mL of water. A concentrated aqueous hydrochloric
solution is added under cooling until the end of gaseous evolution.
The mixture is basified with 35% sodium hydroxide and extracted with
dichloromethane (3 times 50 mL). The organic phases are combined,
dried over magnesium sulfate, filtered and concentrated under reduced
pressure to give 25 an oil that consists in about a 65%135% mixture
CH NMR determination) of trans and cis
4-{214-(3-trifluoromethylphenyl)piperazin-1-yliethyl}cyclohexylamine.
The isomers are partially separated by dissolution in a hydrochloric
acid ethyl acetate solution. After evaporation of the solvent, the
solid is mixed with 10 mL of acetonitrile and warmed to 50C. The
suspension is filtered, the solid is washed with  WO
2007/148208PCT/EB2007/001673 98 acetonitrile (5 mL) and with diethyl
ether (15 mL). The hygroscopic solid is dried at 50C under reduced
pressure to give 4.3 g (62%) of about 80%120% (1H NMR determination)
of trans and cis
4-{244-(3-trifluoromethylphenyl)piperazin-1-yl]ethyl}cyclohexylamine,
dihydrochloride as a white solid. 5Melting point 300-305C
(decomposition) The 1H NMR spectra is performed on the free base.  1H
NMR: 7.35 (t, 1H, J = 7) ; 7.15 to 7.0 (ms, 3H) ; 3.25 (m, 411) ; 3.0
(m, 0,2H equatorial) ; 2.7 to 2.35 (ms, 4.8H) ; 2.0 to 1.35 (ms, 11H)
; 1.35 to 0,9 (ms, 4H) 10Path A
2-cyano-N-(4-{2-[4-(3-trifluoromethylphenyl)piperazin-1-yllethyl}cycl
ohexyl)- acetamide    To a solution of 43 mg (0.5 mmol) of
cyanoacetic acid in 5 mL of dichloromethane 15 stabilized on amylene
are successively added 68 mg (0.5 mmol) of 1-hydroxybenzotriazole, 96
mg (0.5 mmol) of 3-ethyl-1-(3-dimethylaminopropyI)-carbodiimide
hydrochloride and 0.21 mL (1.5 mmol) of triethylamine. The mixture is
stirred for 15 minutes then 214 mg (0.5 mmol) of the 80% /20%
trans/cis 4424443-
trifluoromethylphenyl)piperazin-1-yllethyl}cyclohexylamine
dihydrochloride is added. 20 The mixture is stirred overnight at room
temperature.      Volatiles are evaporated under reduced pressure,
residue is dissolved in ethyl acetate and washed with an aqueous
saturated sodium hydrogen carbonate solution, then with water. The
organic phase is dried over magnesium sulfate, filtered and
concentrated under reduced pressure. The residual solid is
recristallized in a mixture of 25 diisopropyl ether/ethanol 9/1.
After filtration, the solid is washed with diisopropyl ether and
dried under reduced pressure to give 62 mg (29%) of trans
2-cyano-N-(4-{244-(3-
trifluoro-methylphenyl)piperazin-1-yliethyl}cyclohexypacetamide as a
cream colored solid. Melting point: 185C 301H NMR: 7.35 (t, 1H, J =
7.5) ; 7.15 to 7.0 (ms, 3H) ; 5.85 (d, 1H, J = 7,5) ; 3.75 (m,  1H) ;
3.35 (s, 21-1) ; 3.25 (m, 4H) ; 2.6 (m, 4H) ; 2.45 (m, 2H) ; 2.05 (m,
2H) ; 1.85 (m, 2H) ; 1.45 (m, 2H) ; 1.4 to 1,0 (ms, 5H)  WO
2007/148208PCT/182007/001673 99      Example 2:
1-(4-{244-(3-trifluoromethylphenyflpiperazin-1-yliethylypiperidin-1-
y1)propane-1,2-dione, hydrochloride  5Path Ill Step a:
4-(2-methanesulfonyloxyethyl)piperidine-1-carboxylic acid ted-butyl



20Step b:
4-{2[4-(3-trifluoromethylphenyflpiperazin-1-y1]-ethyflpiperidine-1-ca
rboxylic acid tett-butyl ester, hydrochloride      A mixture of 1 g
(3.25 mmol) of 4-(2-methanesulfonyloxyethyl)-piperidine-1- carboxylic
acid tert-butyl ester, 0.87 g (3.25 mmol) of 1-(3-trifluoromethyl- 25
phenyl)piperazine hydrochloride, 0.95 g (6.9 mmol) of potassium
carbonate and 20 mL of acetonitrile is refluxed overnight.  WO
2007/148208PCT/1B2007/001673 100     After concentration of solvent,
the residue is taken off with ethyl acetate and water. Organic phase
is separated, washed with a 0.5N aqueous solution of hydrochloric
acid, dried over magnesium sulfate, filtered and partially
concentrated. The solid is filtered, washed with diethyl ether and
dried under reduced pressure to give 1.1 g (71%) of 4- 5
{2[4-(3-trifluoromethyl-phenyl)piperazin-1-y1]-ethyl}piperidine-1-car
boxylic acid tett-butyl ester, hydrochloride as a white solid.
Melting point 188C               1H NMR : 13.1 (broad s, 1H) ; 7.4
(t, 1H, J = 7.5) ; 7.25 (d, 1H, J = 7.5) ; 7.2 to 7.0 (ms, 2H) ; 4.1
(m, 2H) ; 3.9 to 3.5 (ms, 6H) ; 3.15 to 2.8 (ms, 4H) ; 2.7 (m, 2H) ;
1.95 (m, 10 2H) ; 1.8 to 1.5 (ms, 3H) ; 1.45 (s, 9H) ; 1.3 (m, 2H)
Step c:
1-(2-piperidin-4-ylethyl)-4-(3-trifluoromethylphenyl)piperazine,
dihydrochloride  152 HCI     To a solution of 0.59 (1.0 mmol) of
4-{2[4-(3-trifluoro-methylphenyl)piperazin-1-
yl]ethyl}piperidine-1-carboxylic acid tett-butyl ester, hydrochloride
in 5 mL of ethyl acetate and 2.5 mL of methanol are added 2.5 mL of a
saturated hydrogen chloride solution in diethyl ether. The mixture is
stirred for 2 hours at room temperature 20 (precipitation occurs
rapidly).     The solid is filtered, washed with diethyl ether and
dried under reduced pressure to give 0.41 g (100%) of
1-(2-piperidin-4-ylethyl)-4-(3-trifluoro-methylphenyl)piperazine,
dihydrochloride as a white solid. Melting point: 260C 251H NMR (DMSO
D6): 11.2 (broad s, 1H) ; 8.95 (broad s, 1H) ; 8.8 (broad s, 1H) ;
7.45 (t, 1H, J = 7.5) ; 7.35 (d, 1H, J = 7.5) ; 7.3 (s, 1H) ; 7.1 (d,
1H, J = 7.5) ; 3.95 (m, 2H) ; 3.6 (m, 2H) ; 3.4 to 2.95 (ms, 8H) ;
2.8 (m, 2H) ; 1.9 to 1.5 (ms, 5H) ; 1.5 to 1.2 (ms, 2H)  WO
2007/148208PCT/1B2007/001673 101    Path A
1-(4-{214-(3-trifluoromethylphenyl)piperazin-1-yfiethyl}piperidin-1-y
l)propane-1,2- dione, hydrochloride 0 )L1{/sCIH
51-(2-Piperidin-4-ylethyl)-4-(3-trifluoromethylphenyl)piperazine,dihy
drochloride 150 mg (0.36 mmol) and 38 mg (0.43 mmol) of pyruvic acid
are coupled according the process described in example 1, path A.
After work-up, the residue is purified over 5 g of silica gel (eluant
dichloromethane/methanol 99/1). The oily product is dissolved in 1 mL
of ethyl acetate 10 and acidified by a saturated hydrogen chloride
solution in diethyl ether. The solid is filtered, washed with diethyl
ether and dried under reduced pressure to give 55 mg (35%) of
1-(4-{244-(3-trifluoromethylphenyl)piperazin-1-yljethyl}piperidin-1-y
0propane1,2-dione, hydrochloride as a white solid. Melting point:
200C 151H NMR (DMS0 06): 10.8 (broad s, 1H) ; 7.45 (t, 1H, J = 7.5) ;
7.3 (d, 1H, J = 7.5) ; 7.25 (s, 1H) ; 7.15 (d, 1H, J = 7.5) ; 4.2 (m,
1H) ; 3.95 (m, 2H) ; 3.55 (m, 211) ; 3.3 to 2.95 (ms, 8H) ; 2.75 (m,
1H) ; 2.3 (s, 3H) ; 1.85 to 1.55 (ms, 5H) ; 1.25 to 0.95 (ms, 2H)
Example 3:
1-(4-{2-[4-(3-trifluoromethylphenyl)piperazin-1-yljethylypiperidin-1-
20 yl)propan-2-one 0 Path B Amixtureof0.35 g(0.84



After concentration of solvent, the residue is partionned into ethyl
acetate and water. Aqueous phase is separated. Organic phase is
washed 3 times with water, dried  WO 2007/148208PCT/1132007/001673
102 over magnesium sulfate, filtered and concentrated under reduced
pressure to give 0.24 g (72%) of
1-(4-{214-(3-trifluoromethyl-phenyl)piperazin-1-yflethyl}piperidin-1-
yl)propan-2-one as a white solid. Melting point: 82C            1H
NMR: 7.35 (t, 1H, J = 7.5) ; 7.2 to 7.0 (ms, 3H) ; 3.25 (m, 4H) ;
3.15 (s, 2H) ; 2.85 (m, 2H) ; 2.6 (m, 4H) ; 2.4 (t, 2H, J = 7.5) ;
2.15 (s, 3H) ; 2.05 (m, 2H) ; 1.8 (m, 2H) ; 1.6 to 1.2 (ms, 5H)
Example 4:
N-methoxy-N-methyl-2-(4-{214-(3-trifluoromethylphenyl)-piperazin-1-
10 yflethyl}cyclohexylidene)acetamide 0 Path C      Step a:
(4-{214-(3-trifluoromethylpheny)piperazin-1-yflethyl}cyclohexylidene)
acetic acid ethyl ester jot 15 A mixture of 2.779 (7.8 mmol) of
4-{214-(3-trifluoromethyl-phenyppiperazin-1- yllethyl}cyclohexanone
(example 1, path II, step b) and 3.139 (9.0 mmol) of (triphenyl-
h5-phosphanylidene)acetic acid ethyl ester in 40 mL of toluene is
refluxed overnight. After concentration of toluene, the residue is
taken off in diethyl ether and the solid is 20 filtered. The filtrate
is concentrated and purified over 1509 of silica gel (eluant
dichloromethane/heptane 98/2) to give 1.48 g (45%) of
(44244-(3-trifluoromethylpheny)piperazin-1-yliethyl}cyclohexylidene)a
cetic acid ethyl ester as an oil.            1H NMR: 7.35 (t, 1H) ;
7.2 to 7.0 (m, 3H) ; 5.6 (s, 1H) ; 4.15 (q, 2H, J = 7.5) ; 3.75 (m,
1H) ; 3.25 (m, 4H) ; 2.6 (m, 4H) ; 2.45 (t, 2H, J = 7.5) ; 2.4 to
1.85 (ms, 5H) ; 1.85 to 25 1.4 (ms, 4H) ; 1.3 (t, 3H, J = 7.5) ; 1.25
to 1.05 (m, 2H)  WO 2007/148208PCT/182007/001673 103      Step b:
(4-(244-(3-trifluoromethylpheny)piperazin-1-yl]ethyl}cyclo-hexylidene
)acetic acid, hydrochloride HO   To a solution of 0.889 (2.1 mmol) of
(4-{214-(3-trifluoromethylpheny)piperazin-1- 5
yfiethyl}cyclohexylidene)acetic acid ethyl ester in 8 mL of methanol
are added 2.2 ml_ of an aqueous N sodium hydroxide solution. Stirring
is maintained overnight at room temperature. Methanol is evaporated
under reduced pressure and the residue is diluted in 20 mL of water
and washed with diethyl ether. The aqueous phase is cooled, acidified
to pH 1 with an aqueous 1N solution of hydrochloric acid. The solid
is filtrated, washed 10 with water and dried under reduced pressure
to give 0.36 g (44%) of (4-(244-(3-
trifluoromethylpheny)piperazin-1-ynethyl}cyclohexylidene)acetic acid,
hydro-chloride as a white solid.                 1H NMR (DMSO D6):
11.95 (broad s, 1H) ; 10.7 (broad s, 1H) ; 7.45 (t, 1H, J = 7.5) ;
7.3 (d, 1H , J =7.5) ; 7.25 (s, 1H) ; 7.15(d, 1H, J = 7.5) :5.5 (s,
1H) ; 3.9 (m, 2H) ; 15 3.7 to 3.4 (ms, 3H) ; 3.3 to 2.9 (ms, 7H) ;
2.45 to 1.45 (ms, 7H) ; 1.05 (m, 2H)
Stepc:N-methoxy-N-methy1-2-(4-(214-(3-trifluoromethylpheny)piperazin-
1- yllethyl}cyclohexylidene)acetarnide  '0,N 20To a solution of 200
mg (0.46 mmol) of (4-{2-[4-(3-trifluoromethylpheny)piperazin-
1-yliethylicyclohexylidene)acetic acid, hydrochloride in 5 mL of
dichloromethane stabilized on amylene are successively added 63 mg
(0.46 mmol) of 1-hydroxy- 



benzotriazole, 88 mg (0.46 mmol) of
3-ethyl-1-(3-dimethylaminopropyl)carbodiimide hydrochloride and 140
mg (1.4 mmol) of triethylamine. The mixture is stirred for 25 15
minutes then 45 mg (0.46 mnnol) of N,0-dimethylhydroxylamine
hydrochloride are added. The mixture is stirred overnight at room
temperature, then evaporated under reduced pressure. The residue is
dissolved in ethyl acetate and washed twice with water. The organic
phase is dried over magnesium sulfate, filtered and concentrated  WO
2007/148208PCT/182007/001673 le 104 under reduced pressure. The
residue is purified over 10'g of silica gel (eluant
dichloromethane/methanol 98/2) to give 143 mg (71%) of
N-methoxy-N-methyl-2-(4-{2-
[4-(3-trifluoromethylpheny)piperazin-1-yl]ethylIcyclohexylidene)aceta
mide as an oil. 'H NMR: 7.35 (t, 1H, J = 7.5) ; 7.15 to 7.0 (ms, 3H)
; 6.05 (s, 1H) ; 3.7 (s, 3H) ; 3.6 5 (m, 1H) ; 3.25 (m, 4H) ; 3.2 (s,
4H) ; 2.6 (m, 4H) ; 2.45 (t, 2H, J = 7.5) ; 2.4 to 2.1 (ms, 2H) :2.1
to 1.85 (ms, 3H) ; 1.6 to 1.4 (m, 2H) ; 1.4 to 1.05 (ms, 2H)
Example 5: 1-(4-1244-(3-trifluoromethylpheny)piperazin-1-yliethyll10
cyclohexylidene)propan-2-one o        To a solution of 114 mg (0.25
mmol) of N-methoxy-N-methyl-2-(4-{214-(3-
trifluoromethylpheny)piperazin-1-yl]ethyll-cyclohexylidene)acetamide
in 5 mL of dry tetrahydrofuran cooled to 0C is added 0.2 mL (0.50
mmol) of a 22% methylmagnesium 15 chloride solution in
tetrahydrofuran. The mixture is warmed up to 5C and stirred for 90
minutes. Hydrolysis is performed by slow addition of 3 mL of water.
The product is extracted 3 times with ethyl acetate. The organic
phases are combined, dried over magnesium sulfate, filtered and
concentrated under reduced pressure. The obtained residue is purified
over 5 g of silica gel (eluant dichloromethane/methanol 95/5) to give
20 43
mg(44%)of1-(4-{244-(3-trifluoromethylpheny)piperazin-1-ygethyl}cyclo-
hexylidene)propan-2-one as an oil.      'H NMR: 7.35 (t, 1H, J = 7.5)
; 7.2 to 7.0 (ms, 3H) ; 6.0 (s, 1H) ; 3.7 (m, 1H) ; 3.25 (m, 4H) ;2.6
(m, 4H) ; 2.45 (m, 4H) ; 2.25 (m, 2H) ; 2.2 (s, 3H) ; 1.95 (m, 3H) ;
1.7 to 1.4 (ms, 1H) ; 1.35 to 1.0 (ms, 21-1) 25      Example 6:
1-(4-{2-[4-(3-trifluoromethylpheny)piperazin-1-yllethyl)cyclohexyl)-
propan-2-one, hydrochloride   WO 2007/148208PCT/1132007/001673 105
A solution of 33 mg (0.08 mmol) of
1-(4-{214-(3-trifluoro-methylpheny)piperazin-1-
yllethylIcyclohexylidene)propan-2-one is cooled and purged with
argon. After addition of 5 mg of 10% palladium on activated carbon,
the mixture is hydrogenated at room temperature and atmospheric
pressure overnight. The suspension is filtrated over a bed 5 of
celite and the filtrate is concentrated under reduced pressure. The
residue is dissolved in acetonitrile, acidified by a saturated
hydrochloric acid ethyl acetate solution, filtered and dried under
reduced pressure to give 29 mg (85%) of 144424443-
trifluoromethylpheny)piperazin-1-yliethyl}cyclohexyl)propan-2-one,
hydrochloride as a white solid. 10Melting point: 160C           1H
NMR: 7.35 (t, 1H, J = 7.5) ; 7.2 to 7.0 (ms, 3H) ; 3.5 (broad s, 1H)
; 3.25 (m, 4H) ; 2.6 (m, 4H) ; 2.5 to 2.3 (ms, 4H) ; 2.2 (s, 3H) ;
1.9 to 1.65 (ms, 41-1) ; 1.65 to 1.15 (ms, 6H) ; 1.0 (m, 2H)
15Example 7:
N-(4-{214-(3-acetylphenyppiperazin-1-yllethyl}cyclohexyl)-2-
cyanoacetamide trans/cis 80/20 NJ   trans/cis 80120 



A solution of 44 mg (0.35 mmol) of oxalyl chloride in 1 mL of
dichloromethane is purged with argon and cooled to a temperature
close to -70C. A solution of 66 mg 20 (0.8 mmol) of dimethyl
sulfoxide in 1 mL of dichloromethane is added. Stirring is maintained
at a temperature close to -70C for 15 minutes and a solution of 120
mg (0.3 mmol) of
2-cyano-N14-(2-{413-(1-hydroxyethyl)phenyllpiperazin-1-yl}ethyl)-
cyclohexyliacetamide trans/cis 80/20 in 4 mL of dichloromethane is
added. After an additional stirring for 15 minutes at a temperature
close to -70C, 110 mg (1.08 mmol) of 25 triethylamine are added. The
mixture is allowed to warm to room temperature then stirred overnight
at room temperature. The mixture is poured into water and extracted
twice with ethyl acetate. The organic phases are combined, washed
with water, then brine, dried over magnesium sulfate, filtered and
concentrated under reduced pressure. The oily residue is purified
over 5 g silica gel (eluant dichloromethane/methanol 98/2 30 then
95/5). To give 25 mg (21%) of N-(4-(244-(3-acetylphenyl)piperazin-1-
yliethylIcyclohexyl)-2-cyanoacetamide trans/cis 80/20 as a white
solid.  WO 2007/148208PCT/D32007/001673 106 Melting point 160C
1H NMR: 7.5 (s, 1H) ; 7.45 (d, 1H, J = 7.5) ; 7.35 (t, 1H, J = 7.5) ;
7.1 (d, 1H ; J = 7.5) ; 6.15 (broad d, 0.2 H) ; 5.9 (broad d, 0.8H) ;
4.05 (m, 0.2H) ; 3.8 (m, 0.8H) ; 3.4 (s, 0.4H) ; 3.35 (s, 1.6H) ; 3.2
(m, 4H) ; 2.65 (m, 4H) ; 2.6 (s, 3H) ; 2.45 (m, 2H) ; 2.05 (m, 5 2H)
; 1.85 (m, 2H) ; 1.8 to 1.4 (ms, 4H) ; 1.4 to 1.0 (ms, 3H)     The
following table summarises some futher examples and the way they can
be obtained. Ex Structure Name M.P. (C) Synthetic Path 8 * CH
4424443-
Trifluoromethylphenyl)piperazin1-yliethyllpiperidine-1-carboxylic
acid tert-butyl ester, hydrochloride 188 IIIB  a"409 01-1  N..)F
"ILO' 1-(4-{214-(2- Fluorophenyppiperazin-1-
yliethyl}piperidin-1-yl)propan-2- one, dihydrochloride 250 IIIB 10
CIH >JCTC loiOnA (4424443-
Trifluoromethylphenyl)piperazin1-yliethyl}piperidin-1-yOacetic acid
tert-butyl ester, dihydrochloride 



245 IIIB 11 CH .. 1-Phenyl-2-(4-{214-(3-
trifluoromethylphenyl)piperazin-1 - yliethylipiperidin-1-yl)ethanone,
dihydrochloride 260 IIIB 12 CM 4 n.J OH 144424443-
Trifluoromethylphenyl)piperazin1-yl]ethyl}piperidin-1-yl)butane1,2-di
one, hydrochloride 148 IIIA  WO 2007/148208PCT11132007/001673 107 Ex
Structure Name M.P. (C) Synthetic Path 13 F
3,3-Dimethy1-1-(4-{214-(3- trifluoromethylphenyppiperazin-1-
yfiethyl}piperidin-1-yl)butan-2- one  IIIB 14 9 N42-0xo-2-(4-{244-(3-
trifluoromethylphenyl)piperazin-1- yfiethyl}piperidin-1-
ypethyl]acetamide 133 IIIA 15 OH "0-1( 



3-0xo-3-(4-{2-[4-(3- trifluoromethylphenyl)piperazin-1-
yljethyflpiperidin-1- yl)propanenitrile, hydrochloride 184 IIIA 16 CN
c. O 2-Methoxy-1-(4-{214-(3- trifluoromethylphenyl)piperazin-1-
yllethyl}piperidin-typethanone, hydrochloride 150 IIIA 17 OH F
2-Ethoxy-1-(4-{214-(3- trifluoromethylphenyl)piperazin-1-
ygethyl}piperidin-1-yl)ethanone, hydrochloride 145 IIIA 18 OH
0,------ir TM-N 0 5-0xo-5-(4-{244-(3-
trifluoromethylphenyl)piperazin-1- yfiethyl)piperidin-1-
yl)pentanenitrile, hydrochloride 95 IIIA 19 CIH CIH 0 )t,IM}1/41
3-(4-{2-[1-(2-0xopropyl)piperidin-4- yl]ethyl}piperazin-1-y1)-5-
trifluoromethylbenzonitrile, dihydrochloride 280 IIIB  WO
2007/148208PCT/1B2007/001673 108 Ex Structure Name M.P. (C) 



Synthetic Path 20 C1H CIHN AM 1-(4-{214-(2-Methoxyphenyl)piperazin-1-
yliethyl}piperidin-1-yl)propan-2- one, dihydrochloride 260 IIIB 21 NI
1-(4-{244-(2,3- Dichlorophenyppiperazin-1-
yl]ethyllpiperidin-1-yl)propan-2- one 87 Is 22 CIH CIH Cyjlh kl
2-Methyl-6-(4-1241-(2- oxopropyl)piperidin-4- yllethyl}piperazin-1-
yObenzonitrile, dihydrochloride 215 IIIB 23 ,H, ,,, 0 il.)F H,NLI,
2-(4-{244-(3- Trifluoromethylphenyl)piperazin1-yliethyl}piperidin-1-
ybacetamide, dihydrochloride 120 IIIB 24 C1H CIH "C.13---- Na
1-(4-{214-(2-Chloropheny1)- piperazin-1-yliethyllpiperidin-1-
yl)propan-2-one, dihydrochloride 265 IIIB 25 CH OHII 



_LOC- 3-(4-{241-(2-0xopropyl)piperidin4-yfiethyllpiperazin-1-
yl)benzonitrile, dihydrochloride 250 IIIB 26 am cm r. roLa'A')
(4-{214-(3-Trifluoromethylphenyl)piperazin-1-
yliethyl}piperidin-1-ypacetic acid ethyl ester, dihydrochloride 240
IIIB 27 cuiF CH 1-(4-{244-(3,5-Difluoropheny1)-
piperazin-1-yliethyl}piperidin-1- yl)propan-2-one, dihydrochloride
260 IIIB 28 r^N ,....",) CIH CH 1-(4-{214-(2,3-Dimethylphenyl)-
piperazin-1-yl]ethyl}piperidin-1- yl)propan-2-one, dihydrochloride
290 IIIB  WO 2007/148208PCT/1B2007/001673 109 Ex Structure Name M.P.
(C) Synthetic Path 29 s ."",i IP c' 



1-(4-{2-[4-(3-Chloropheny1)- piperazin-1-yl]ethyl}piperidin-1-
yl)propan-2-one 114 . 111B 30 n    ,CrY "ii,L)OH OH
1-1412-(4-o-Tolylpiperazin-1-y1)- 1hY1Thiperidin-1-yl}propan-2-one,
dihydrochloride 289 IIIB 31 c:a N,) O. ci, 1-(4-{244-(2-Chloro-5-
methylphenyl)piperazin-1- yliethyl}piperidin-1-yhpropan-2- one,
dihydrochloride 283 IIIB 32 (Th,......."4.2F 1-(4-{2-[4-(5-Fluoro-2-
methylphenyl)piperazin-1- yl]ethyl}piperidin-1-yl)propan-2- one,
dihydrochloride 281 IIIB 33 n-0-14 1.11
1-(3,4-Difluoropheny1)-2-(4-{2-[4- (3-trifluoromethylphenyI)-
piperazin-l-yllethyl}piperidin-1- y1)ethanone 220 IIIB  " F MCI
1-(4-{244-(3,5-Bistrifluoromethylphenyhpiperazin-1-yliethy1}- ...
piperidin-1-yhpropan-2-one 260 IIIB 35 ,......-,NNF 



IALL)HO HO 1-(4-{244-(2,3-Difluoropheny1)-
piperazin-1-yliethyllpiperidin-1- yl)propan-2-one 270 IIIB 36 HOOIL
HOr--N-0 1,0vAN) 1-{4-[2-(4-Naphthalen-1-
ylpiperazin-1-yOethyl]piperidin-1- yllpropan-2-one 338 IIIB 37
cjterCr--" Cr H (4-{2-[4-(3-Trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)carbamic acid benzyl ester  11A  WO
2007/148208PCP/1E2007/001673 110 Ex Structure Name M.P. (C) Synthetic
Path 38 , 2,2,2-Trifluoro-N-(4-{2-[4-(3-
trifluoromethylphenyl)piperazin-1- yl]ethyl}cyclohexyl)acetamide 134
HA  39 , if
(4-{244-(3-Trifluoromethylphenyl)piperazin-1-yliethyl}cyclo-
hexyl)carbamic acid methyl ester 135 IIA 



40 F Okr Tetrahydrofuran-2-carboxylic acid (4-{2-[4-(3-
trifluoromethylphenyl)piperazin-1- yflethyl}cyclohexyl)amide 135 IIA
41 CN Ajw CrNN) 2-Methoxy-N-(4-{214-(3-
trifluoromethylphenyl)piperazin-1- yflethylIcyclohexyl)acetamide 123
IIA 42 . .)F Air Mr 2-Methoxy-N-(4-{244-(3-
trifluoromethylphenyl)piperazin-1- yljethyl}cyclohexyl)acetamide ,
hydrochloride 217 IIA 43 ICI HD9 3i 1-(4-{244-(2-lsopropylpheny1)-
piperazin-1-yljethyl}piperidin-1- yl)propan-2-one 260 IIIB 44 li
2,2-Difluoro-N-(4-{2-[4-(3- trifluoromethylphenyl)piperazin-1-
yljethyl}cyclohexyflacetamide 128 IIA 45 -.A
Cyclopent-1-enecarboxylic acid
(4-{2-[4-(3-trifluoromethylphenyppiperazin-1-
yllethyl}cyclohexyl)amide 175 IIA 46 F 



. 2-Hydroxy-N-(4-{2-[4-(3- trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)acetamide , hydrochloride  IIA  WO
2007/148208PCTRB2007/001673 ill Ex Structure Name M.P. (C) Synthetic
Path 47  3-Methoxy-N-(4-{244-(3- trifluoromethylphenyl)piperazin-1-
yOethyl}cyclohexyl)propanamide 125 HA 48
N-(4-{214-(2,4-Difluoropheny0- piperazin-1-yl]ethyl}cyclohexyly
2-methoxyacetamide 154 IIA 49 ,,,OriL Ajr,C1ki N-(4-{2-[4-(2-Cyano-3-
methylphenyl)piperazin-1- yl]ethyljoyclohexyl)-2- methoxyacetamide
136 HA 50 N , N-(4-{2-[4-(2-FluorophenyI)-
piperazin-1-yl]ethyl}cyclohexyly 2-methoxyacetamide 143- 144 HA 51 



2-Ethoxy-N-(4-{244-(3- trifluoromethylphenyOpiperazin-1-
yOethylIcyclohexy0acetamide , hydrochloride 184 IIA 52
Cyclopent-3-enecarboxylic acid (442[4-(3-trifluoromethylpheny1)-
piperazin-1-yllethyl}cyclohexyl)- amide 183 HA 53 ciLtria.,,,
Cyclohex-1-enecarboxylic acid (4-{2-[4-(3-trifluoromethylpheny1)-
piperazin-1-yllethyl}cyclohexyl)- amide 175 IIA 54 0
N-(4-{244-(2-Cyano-3-
methylphenyI)-3,6-dihydro-2Hpyridin-1-yl]ethyl}cyclohexyl)-2-
methoxyacetamide 158 IIA  WO 2007/148208PCT/1132007/001673 112 Ex
Structure Name M.P. (C) Synthetic Path 55 41. ii
N-(4-{214-(2-Cyano-3- methylphenyl)piperidin-1-
yllethylIcyclohexyl)-2- methoxyacetamide 141 IIA 56 F
2-Ethoxy-N-(4-{214-(2- fluorophenyl)piperazin-1-
yliethylIcyclohexyl)acetamide 



117- 118 HA 57 . 0---- r)A Tetrahydrofuran-2-carboxylic acid
(4-{2-[4-(2- fluorophenyl)piperazin-1- yllethylIcyclohexyparnide 119-
120 IIA 58 N N-(4-{2-[4-(2-CyanophenyI)-
piperazin-1-yl]ethyl}cyclohexyly 2-methoxyacetamide 113 IIA 59
2-Methoxy-N-(4-{2-[4-(3- trifluoromethylphenyI)-3,6-
dihydro-2H-pyridin-1- yl]ethyl}cyclohexyl)acetamide trans/cis 95/5
IIA 60 n --..) 2-Methoxy-N-{412-(4- phenylpiperazin-1-yDethy1]-
cyclohexyl)acetamide 136 IIA 61 0,NNF 2-Methoxy-N-(4-{214-(3-
trifluoromethylphenyl)piperidin-1- yllethyl}cyclohexyl)acetamide
trans/cis 95/5 82 11A  62 Cti 2-Phenoxy-N-(4-{214-(3-
trifluoromethylphenyl)piperazin-1- yllethyl}cyclohexyl)acetamide  11A
63 



3,3,3-Trifluoro-N-(4-{2-[4-(3- trifluoromethylphenyl)piperazin-1-
yl]ethylicyclohexyl)propanamide 156 IIA  WO
2007/148208PCT/11320071001673 113 Ex Structure Name M.P. (0C)
Synthetic Path 64  4-Methoxy-N-(4-{2-[4-(3-
trifluoromethylphenyl)piperazin-1- yl]ethylIcyclohexyl)butanamide 149
IIA 65 N (ytvea ---- Cyclopent-3-enecarboxylic acid
{412-(4-pyridin-2-ylpiperazin-1- yl)ethyl]cyclohexyHamide 208 IIA 66
n-0 .,----NJ OAN- Cyclohex-1-enecarboxylic acid
(412-(4-phenylpiperazin-1- yl)ethyl]cyclohexyl}amide trans/cis 90/10
193 HA 67  Cyclohex-1-enecarboxylic acid (4-{214-(2-fluorophenyl)
piperazin-1-yllethyl}cyclohexyl)- amide 209 IIA 68 



NF Cyclopent-1-enecarboxylic acid (4-{214-(2-fluorophenyly
piperazin-1-yljethyly cyclohexyl)amide 210- 211 IIA 69
N-(4-{2-[4-(2-FluorophenyI)- piperazin-1-yl]ethyl}cyclohexyl)-
2-methoxypropanamide 159 IIA 70    N NF Cyclopent-3-enecarboxylic
acid (4-{214-(2-fluoropheny1)- piperazin-1-yfiethy1}-
cyclohexyl)amide trans/cis 95/5 204 IIA 71 , clic( ortNif'"A'') F
Cyclohex-1-enecarboxylic acid (4-{2-[4-(2,4-difluoropheny1)-
piperazin-1-yllethyl)- cyclohexyl)amide 203 11A  WO
2007/148208PCT/132007/001673 114 Ex Structure Name M.P. (C) Synthetic
Path 72  F Cyclopent-1-enecarboxylic acid (4-{244-(2-cyano-3-
methylphenyI)-3,6-dihydro-2H- pyridin-1-yliethyl}cyclohexyl)- amide 



183 IIA 73 tr N-(4-{214-(2-Cyanopheny1)-
piperazin-1-yllethyl}cyclohexyl)- 2-ethoxyacetamide 96 IIA 74 ..
Cyclopent-1-enecarboxylic acid (4-{214-(2-cyanopheny1)-
piperazin-1-yliethyl}cyclohex),t1)- amide 167 HA 75 rTh .,-OrYF Alira
N-(4-{214-(2-Fluoropheny1)- piperazin-1-yllethylIcyclohexyly
2-methoxypropanamide 162 IIA 76 .0%."..1 N-(4-{244-(2-Fluoropheny1)-
piperazin-1-yllethyl}cyclohexyly 4-methoxybutanamide 175 HA 77 F
2-Methoxy-2-methyl-N-(4-{214- (3-trifluoromethylphenyl)
piperazin-1-yllethyl}cyclohexyl)- propanamide 105 IIA 78
N-(4-{2-[4-(3-CyanophenyI)- piperazin-1-yl]ethyl}cyclohexyl)-
2-ethoxyacetamide trans/cis 75/25 90 11A 7  2-Cyano-N-(4-{244-(2-
fluorophenyl)piperazin-1- yliethyl}cyclohexypacetamide 179- 



180 I IA 80          n-Cy A jea ,...--1
2-Methylsulfanyl-N-(4-{214-(3- trifluoromethylphenyl)piperazin-1-
yllethyl}cyclohexypacetamide 128 IIA  WO 2007/148208PCT/IB20071001673
115 Ex Structure Name M.P. (C) Synthetic Path 81 0-0,4 4
4-Methoxy-N-(4-{214-(3- trifluoromethylphenyI)-3,6-
dihydro-2H-pyridin-1- yljethyl)cyclohexyl)butanamide 145 IIA 82  * IF
2-Ethoxy-N-(4-{244-(3- trifluoromethylpheny0-3,6-
dihydro-2H-pyridin-1- yl]ethylIcyclohexyDacetamide trans/cis 9515 75
HA 83  2-Ethoxy-N-(4-{244-(3- trifluoromethylphenyl)piperidin-1-
yllethyl}cyclohexyl)acetamide 84 IIA 84 c,,,, ,.....Ap
4-Methoxy-N-(4-{214-(3- trifluoromethylphenyOpiperidin-1-
yllethyl}cyclohexyl)butanamide 



134 IIA 85 s cc ?c, 2-(2-Methoxyethoxy)-N-(4-{244-
(3-trifluoromethylphenyl) piperazin-1-yl]ethyl}cyclohexyl)-
acetamide, hydrochloride trans/cis 75/25  IIA 86 o, N-(4-{244-(3-
Cyanophenyl)piperazin-1- yl]ethyl}cyclohexyl)-2- methoxyacetamide 138
IIA 87 KL Y 3,3,3-Trifluoro-N-(4-{2-[4-(2- fluorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)propanamide 207 IIA 88 ..,.
N-(4-{2-[4-(2-Fluoropheny1)- piperazin-1-yHethyl}cyclohexyl)-
2-phenoxyacetamide 172 IIA  WO 2007/148208PCT/I132007/001673 116 Ex
Structure Name M.P. (C) Synthetic Path 89 'N-Mi F nor
N-(4-{2-[4-(2-FluorophenyI)- piperazin-1-yl]ethyl}cyclohexyl)-
2-oxobutanamide 



156 IIA 90 N 2-Cyano-N-(4-{214-(3- cyanophenyl)piperazin-1-
yliethyl}cyclohexyflacetamide trans/cis 75/25 188 IIA 91 F
N-(4-{2-[4-(2,3-DifluorophenyI)- piperazin-1-yflethyl}cyclohexyl)-
2-methoxyacetamide 155 IIA 92  2-Cyano-N-(4-{2-[4-(3-
trifluoromethylphenyI)-3,6- dihydro-2H-pyridin-1-
yflethyl}cyclohexyflacetamide 149 11A 93 QEF
4-Methoxy-N-(4-{2-(4-(2,3,4,5- tetrafluorophenyl)piperazin-1-
yliethylIcyclohexypbutyramide 201 IIA 94 C111 NF 2-0xo-N-(4-{214-(3-
trifluoromethylphenyflpiperazin-1 ylIethyl}cyclohexyflbutanamide ,
hydrochloride trans/cis 70/30  1 1 A 95 ,--", ,NAL) yip
2-0xo-N-(4-{214-(3- trifluoromethylphenyflpiperazin-1-
yllethyl}cyclohexyl)propanamide , hydrochloride trans/cis 70/30  11A
96 ,-... A 



2-Dimethylamino-N-(4-{244-(3- trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyflacetamide  IIA 97  N-(4-{2-[4-(2-Fluoropheny1)-
piperazin-1-yfiethyl}cyclohexyl)- 2-isopropoxyacetamide 96 11A  WO
2007/148208PCT11132007/001673 117 Ex Structure Name M.P. (C)
Synthetic Path 98 Nt.--..1,r0 4-Cyano-N-(4-{2-[4-(2,3,4,5-
tetrafluorophenyl)piperazin-1- yl]ethyl}cyclohexyl)butyramide 180 IIA
99 ,....,i 4-Methoxy-N-{4-[2-(4- phenylpiperazin-1-
yflethylicyclohexylpautanamide 172 IIA 100 t i---N
2-lsopropoxy-N-(4-{244-(3- trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexypacetamide trans/cis 80/20  IIA 101 l' JpiCfN
N-(4-{2-[4-(2-Cyano-3- trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)-2- isopropoxyacetamide 144 HA 



102 - N-(4-{214-(2-Cyano-3- trifluoromethylphenyl)piperazin-1-
yflethyl}cyclohexyl)-2- ethoxyacetamide 173 HA 103
2-Cyano-N-(44244-(2-cyano-3- trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide 222 IIA 104 OH N N *
2-Cyano-N-{442-(4-phenylpiperazin-1-ypethyljcyclohexy1}- acetamide ,
hydrochloride 243 IIA 105 oi I, 2-Acetylamino-N-(4-{244-(3-
trifluoromethylphenyl)piperazin-1- yllethyl}cyclohexypacetamide 187
IIA 106 HCI HCI N 2-Chloro-6-fluoro-3-(4-{211-(2-
oxopropyl)piperidin-4- yllethyl}piperazin-1- yl)benzonitrile 291 IIIB
WO 2007/148208PCT/IB2007/001673 118 Ex Structure Name M.P. (C) 



Synthetic Path 107
N-(4-{244-(3,5-Bistrifluoromethylphenyppiperazin-1-
yl]ethyl}cyclohexyl)-2- cyanoacetamide 196 IIA 108 ,. N-(4421443,5-
Bistrifluoromethylphenyppiperazi n-1-yl]ethylIcyclohexyl)-2-
ethoxyacetamide 135 IIA 109 cN . . No,-..ft,iF 3-0xo-N-(4-{244-(3-
trifluoromethylphenyl)piperazin-1- yflethyl}cyclohexyl)butanamide
trans/cis 70/30  IIA 110 N
N-{412-(6-Cyano-3,4-dihydro-1/-fisoquinolin-2-ypethylicyclohexyly
3,3,3-trifluoropropanamide 215 IIA 111 NCL
2-Cyano-N-(4-{244-(2,6-di-tertbutylpyrim idin-4-yl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide trans/cis 65/35 145 IIA 112 .
N-(4-(214-(2,3-Difluoropheny1)- piperazin-1-yllethyl}cyclohexyl)-
2-ethoxyacetamide 140 IIA 113 N 2-Cyano-N-(4-{244-(2,3-
difluorophenyl)piperazin-1- yl]ethyI}cyclohexyl)acetamide 190 IIA 



114 rf1 ,-..-.,.ij 2-Cyano-N-(4-{2-14-(2-cyano-3-
methylphenyl)piperazin-1- yllethyl}cyclohexyl)acetamide 221 IIA 115
,01?-- FPN N-(4-{214-(2-Cyano-3- methylphenyl)piperazin-1-
yljethyl}cyclohexyl)-3,3,3- trifluoropropanamide 207 IIA  WO
2007/148208PCT/I112007/001673 119 Ex Structure Name M.P. (C)
Synthetic Path 116 'JCL 2-Cyano-N-(4-{2-[4-(5,6,7,8- tetrahyd
ronaphthalen-1- yl)p iperazin-1- yl]ethyl}cyclohexyl)acetam ide 175
HA 117  2-Ethoxy-N-(4-{244-(5,6,7,8- tetrahyd ronaphthalen-1-
yl)piperazin-1-yljethy1}- cyclohexyl)acetamide 91 I IA 118
N-(4-{2-[4-(3,5- Bistrifluoromethylphenyl)piperazi
n-l-yHethyl}cyclohexyl)-2- methoxyacetamide 164 HA 



119 , jP..NJ1ri F N-(4-{2-[4-(2-Cyano-3-
trifluoromethylphenyl)piperazin-1- yllethylIcyclohexyl)-2-
methoxyacetamide 172 I IA 120 cNC ,La  2-Cyano-N-{442-(4-pyridin-4-
ylpiperazin-1- yflethylicyclohexyllacetamide trans/cis 65/35  I IA
121 --, ,i N-(4-{2-[4-(2,6-Di-tert- butylpyrim id in-4-yl)piperazi
n-1- yliethyl}cyclohexyl)-2- ethoxyacetamide 104 I IA 122
N-(4-{214-(2,6-Di-tert- b utylpyrim id in-4-yl)p iperazin-1-
yflethylIcyclohexyl)-2- methoxyacetamide 130 I IA 123 N
2-Ethoxy-N-(4-{2-[4-(2- methoxyphenyl)piperazin-1-
yfiethyl}cyclohexyl)acetamide 210- 214 I IA  WO
2007/148208PCT/1B2007/001673 120 Ex Structure Name M.P. 



(C) Synthetic Path 124 N o 2-Cyano-N-(4-(2-[4-(2-
methoxyphenyl)piperazin-1- yflethyl}cyclohexyl)acetamide 187 IIA 125
2-Methoxy-N-(4-(244-(2- methoxyphenyl)piperazin-1-
yfiethyl}cyclohexypacetamide 125- 126 IIA 126 . jt ricre." N
2-Cyano-N-(4-{2-[4-(2- fluorophenyl)piperazin-1-
yl]ethyl}cyclohexyflacetamide , hydrochloride 153 IIA 127
2-Cyano-N-(4-{214-(2-
fluoropheny1)-3,6-dihydro-2Hpyridin-1-yliethyl}cyclohexyl)- acetamide
trans/cis 90/10 156 IIA 128 'lerktIL 2-Acetylamino-N-{4-[2-(4-
phenylpiperazin-1- yflethylicyclohexyllacetamide 227 IIA 129 N ci
N-(4-{2-[4-(2-ChlorophenyI)- piperazin-1-yl]ethyl}cyclohexyly
2-methoxyacetamide 100 IIA - 130 



2-Methoxy-N-(4-{2-[4-(5,6,7,8- tetrahydronaphthalen-1- y9piperazin-1-
yliethyl}cyclohexyflacetamide 120 HA 131 N .,.. ,,
N-(4-(244-(2-Chloropheny1)- piperazin-1-yliethyl}cyclohexyly
2-cyanoacetamide 194 IIA 132  N-(4-{2-[4-(2-ChlorophenyI)-
piperazin-1-yl]ethylicyclohexyly 2-ethoxyacetamide 108 IIA  WO
2007/148208PCT/1B2007/001673 121 Ex Structure Name M.P. (C) Synthetic
Path 133 s Wr rc'i 2-Cyano-N-(4-{214-(3- fluorophenyl-piperazin-1-
yllethyl}cyclohexypacetamide 202 IIA 134 F 2-Acetylamino-N-(4424442-
fluorophenyl)piperazin-1- yl]ethyl}cyclohexyl)acetamide 217 



IIA 135 tara-- 2-tert-Butoxy-N-(4-{214-(3-
trifluoromethylphenyopiperazin-1- yl]ethyl}cyclohexypacetamide
trans/cis 95/5 81 IIA 136 cii .--....) N-(4-{244-(3-Chloro-2-
methylphenyl)piperazin-1- yliethyl}cyclohexy0-2- cyanoacetamide 179-
182 HA  137  N-(4-{214-(3-Chloro-2- methylphenyppiperazin-1-
yl]ethyl}cyclohexyl)-2- ethoxyacetamide 143 IIA 138 N
2-Cyano-N-(4-{214-(3-cyano-5- trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexypacetamide 186 IIA 139 r---. AirCirc)
N-(44244-(3-Cyano-5- trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)-2- methoxyacetamide 140 IIA 140 FFF 0
N-(4-{214-(3-Cyano-5- trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)-2- ethoxyacetamide 133 IIA 141 * ikCil 



. 2-Cyano-N-{412-(4-pheny1-3,6- dihydro-2H-pyridin-1-
ypethyl]cyclohexyl}acetamide 203 HA  WO 2007/148208PCT11132007/001673
122 Ex Structure Name MR (C) Synthetic Path 142
N-(4-{214-(2,3-Dichloropheny1)- piperazin-1-yl]ethyl}cyclohexyl)-
2-methoxyacetamide 148 HA 143  2-Cyano-N-(4-{214-(2,3-
dichlorophenyl)piperazin-1- yflethylIcyclohexyl)acetamide 188 IIA 144
n ...  aro -jj-Tta N-(4-{214-(2,3-Dichlorophenyl)
piperazin-1-yliethyl}cyclohexyly 2-ethoxyacetamide 143 11A 145
illjra- 2-Acetylamino-N-(4-{244-(2,3- difluorophenyl)piperazin-1-
yliethyl}cyclohexyl)acetamide 218 HA 146 PHr NIS\ /1/4) 



-rojwilf N-(4-{214-(2,3-Difluoropheny1)-
piperazin-1-ygethyl}cyclohexy02- isopropoxyacetamide, hydrochloride
215 IIA 147 KG HaACI, r-Na )C-) 1-(4-(244-(5-Chloro-2-
methoxyphenyl)piperazin-1 '' yllethyl)piperidin-1-y0propan-2- one 275
IIIB 148 "sa 2-Cyano-N-(4-{244-(3,5- dimethylphenyl)piperazin-1-
yliethylIcyclohexyl)acetamide 192 IIA 149 N.,..1
2-Cyano-N-(4-{2-[4-(3- ethylphenyl)piperazin-1-
yfiethyl}cyclohexyl)acetamide 142 IIA 150 jaN_ -,01'
2-Cyano-N-(4-{244-(3- dimethylaminophenyl)piperazin-
1-yliethylIcyclohexyl)acetamide 177 IIA 151 ja  ,,c)-
2-Cyano-N-(4-{244-(3,5- dichlorophenyl)piperazin-1-
yllethyl}cyclohexyl)acetamide 200 IIA  WO
2007/148208PCT/1112007/001673 123 Ex 



Structure Name M.P. (C) Synthetic Path 152 Nea
2-Cyano-N-(4-{2-[4-(2,5- dimethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide 184 HA 153
1-Acetylpiperidine-4-carboxylic acid (4-{2-[4-(3-
trifluoromethylphenyl)piperazin-1- ygethyl}cyclohexyl)amide 173 HA
154      -0--NC) "gII N-(44214-(3-Trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)succinamide trans/cis 65/35   HA 155 et
N-(44214-(5-Chloro-2- methylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)-2- cyanoacetamide 171- 172 IIA 156
N-(4-{2-[4-(3-ChlorophenyI)- piperazin-1-yl]ethyl}cyclohexyl)-
2-cyanoacetamide 186- 187 IIA 157   cer3-4, -,,N.>
2-Cyano-N-(4-{244-(3- trifluoromethoxyphenyl)piperazin-
1-yllethyl}cyclohexyl)acetamide 173- 174 



IIA 158  2-Cyano-N-(4-{2-[4-(2-fluoro-3-
trifluoromethylphenyl)piperazin-1- yflethyl}cyclohexyl)acetamide 194
HA 159  2-Cyano-N-(4-{214-(3,5- difluorophenyl)piperazin-1-
yliethylicyclohexyl)acetamide trans/cis 95/5 196 HA 160
2-Cyano-N-(4-{2-[4-(3-methoxy5-trifluoromethylphenyl)piperazin-
1-yflethyl}cyclohexypacetamide 183- 184 HA  WO
2007/148208PCT/IB2007/001673 124 Ex Structure Name M.P. (C) Synthetic
Path 161 rip 4-Cyano-N-(4-{214-(3- trifluoromethylphenyl)piperazin-1-
yfiethyl}cyclohexyl)butanamide 149 HA 162 recif e0"."...),
2-Cyano-N-(4-{214-(2,4- difluorophenyl)piperazin-1-
yllethyl}cyclohexyl)acetamide 188 IIA 



163 c.r.")0."1, ''''''-' 2-Cyano-N-(4-{244-(3-
isopropoxyphenyl)piperazin-1- yl]ethyl}cyclohexyDacetamide ,
hydrochloride 191 IIA 164 .ce0.0, No'...24,..) 2-Cyano-N-(4-{214-(3-
methoxyphenyl)piperazin-1- yl]ethyl}cyclohexyl)acetamide ,
hydrochloride IIA 219  165 -. ....
2-Cyano-N-(4-{244-(2-methoxy5-trifluoromethylphenyl)piperazin-
1-yliethyl}cyclohexyl)acetamide 183 HA 166 c.
2-Cyano-N-{4-[2-(4-mtolylpiperazin-1- ypethyl]cyclohexyl}acetamide
175 IIA 167  3-Diethylamino-N-(4-{214-(3-
trifluoromethylphenyppiperazin-1- yl]ethyl}cyclohexyl)propanamide
trans/cis 85/15 77 IIA 168  3-Cyano-N-(4-{214-(3-
trifluoromethylphenyppiperazin-1- yllethylIcyclohexyppropanamide ,
hydrochloride 230 HA 169 4 N-(4-{244-(3-tertBuiylphenyl)piperazin-1-
yllethyl}cyclohexyl)-2- cyanoacetamide 150 



WO 2007/148208PCTIM2007/001673 125 Ex Structure Name M.P. (C)
Synthetic Path 170 _a., ,C3 NCYLra 2-Cyano-N-(4-{214-(3-
ethoxyphenyl)piperazin-1- yljethyl}cyclohexyl)acetamide 157- 159 HA
171 (X1.0 0 "^i.gLrieV N-(44214-(5-Chloro-2-
fluorophenyl)piperazin-1- yliethylIcyclohexy0-2- cyanoacetamide 200
IIA 172 .0F 4-Cyano-N-(4-{214-(2-fluoro-3-
trifluoromethylphenyl)piperazin-1- yliethyl}cyclohexyl)butanamide
158- 162 HA 173 ArC 2-Cyano-N-(4-(214-(6-
trifluoromethylbenzo[b]thiophen3-yOpiperazin-1-
yllethyl}cyclohexyl)acetamide 216 IA 174 N. -ik 



2-Cyano-N-(4-{244-(2-fluoro-5- trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)acetamide 197 HA 175 OHCNJOtOI
2-Cyano-N-(4-{214-(3- hydroxyphenyOpiperazin-1-
yliethyl}cyclohexyl)acetamide , hydrochloride  IIA 176 CNO'CI ,...,)
.)t N-(4-{244-(5-Chloro-2- methoxyphenyl)piperazin-1-
yllethyl}cyclohexy0-2- cyanoacetamide 180 IIA 177 xi 0)%)IFF
N-(4-(214-(2-fert-Butyl-6- trifluoromethylpyrimidin-4-
yl)piperazin-1- yllethyl}cyclohexy0-2- cyanoacetamide trans/cis 85/15
188 IIA  WO 2007/148208PCT/IB2007/001673 126 Ex Structure Name M.P.
(C) Synthetic Path 178 *Ct 2-Cyano-N-(4-{2-[4-(2-methy1-3-
trifluoromethylphenyl)piperazin-1- yl]ethyl}cyclohexyl)acetamide 181
HA 179 N 



N-(4-{2-14-(5-Chloro-2- methylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)-3,3,3- trifluoropropanamide 177- 178 11A 180 .6
ONir- icvl. 2-Cyano-N-(4-{2-[4-(3,5- dimethoxyphenyOpiperazin-1-
yl]ethyl}cyclohexyl)acetamide 181- 183  IIA 181 F
N-(4-{244-(3-Chloro-5- fluorophenyl)piperazin-1-
yliethyl}cyclohexyl)-2- cyanoacetamide 181- 183 HA 182 n CNe --...)
Dro. 2-Cyano-N-(4-{244-(3- methylsulfanylphenyl)piperazin-
1-yliethyl}cyclohexyl)acetamide 132 IIA 183 ow
2-Cyano-N-{412-(4-naphthalen1-ylpiperazin-1-
yHethylicyclohexyl}acetamide 174 IIA 184 c ,....1 N-(4-{2-[4-(3,5-
Bistrifluoromethylphenyl)piperazi n-1-yl]ethyl}cyclohexyl)-4-
cyanobutanamide 166 



IIA 185 -,,,,iF N-(4-{244-(3-Chloro-2- fluorophenyl)piperazin-1-
yllethyl}cyclohexyl)-2- cyanoacetamide 183 IIA 186 ,....
N-(4-{2-(4-(2Fluorophenyl)piperazin-1-
yliethyl}cyclohexyl)succinamide 255 HA  WO
2007/148208PCT1I1320071001673 127 Ex Structure Name M.P. (C)
Synthetic Path 187                r."10 nrjr0.--..)
N-(442-(4-Phenylpiperazin-1- yHethylicyclohexyllsuccinamide 252 IIA
188 * NN . 3,3,3-Trifluoro-N-{412-(4- phenylpiperazin-1-
yHethylicyclohexyllpropanamide 185 IIA 189 ^L-Ci
N-(4-(214-(2-Chloro-5- trifluoromethylphenyl)piperazin-1-
yflethyl}cyclohexyl)-2- cyanoacetamide 203- 204 



HA 190   nn. ---N-) o N-(4-(214-(5-Chloro-2-
methylphenyl)piperazin-1- yliethyl}cyclohexyl)succinamide 237- 240
IIA 191 T-1P 4-0xo-pentanoic acid (4424443-
trifluoromethylphenyflpiperazin-1- yliethylIcyclohexyl)amide 159 IIA
192 r. rra 2-Cyano-N-(4-{244-(2-fluoro-5- methylphenyl)piperazin-1-
yliethyl}cyclohexyl)acetamide 178 HA 193 , NACtra,
N-(4-(244-(2-Chloro-5- methoxyphenyl)piperazin-1-
yllethylIcyclohexyl)-2- cyanoacetamide 165 IIA 194 N ,L
2-Cyano-N-(4-{244-(2- methylsulfanylphenyl)piperazin-
1-yfiethylIcyclohexyl)acetamide 146 IIA 195  ,..".., r.
2-Cyano-N-(4-{214-(2-methoxy5-methylphenyl)piperazin-1-
yliethyqcyclohexyl)acetamide 178 IIA 



196 y-) r-N-4,At N.,.n \ ,N,-) H 2-Cyano-N-(4-(244-(5-fluoro-2-
methylphenyl)piperazin-1- 159 HA  WO 2007/148208PCT/IB2007/001673 128
Ex Structure Name M.P. (DC) Synthetic Path 197 (Clar N,; NCL
N-(4-{244-(5-tert-Buty1-2- methoxyphenyl)piperazin-1-
yllethyl}cyclohexyl)-2- cyanoacetamide 163 IIA
2-Cyano-N-(4-{214-(5-methoxy-      178-  198 .1L
2-methylphenyl)piperazin-1- yliethyl}cyclohexyl)acetamide 180  11A 



N-(4424443,5-    F BistrifluoromethylphenyI)-3,6-   199 IF J9F
dihydro-2H-pyridin-1- yfiethylicyclohexyl)-2- cyanoacetamide 174 IIA
N-(4-{244-(3,5-Bistrifluoromethylphenyl)piperidin-1-   200
yliethyl}cyclohexyl)-2- cyanoacetamide 164 IIA
1-(44244-(2,3-Dichloropheny1)-    FICI HCI40
3,6-dihydro-2H-pyridin-1- 296-  201 



ci   IIIB  I,. yllethyl}piperidin-1-yl)propan-2- one 297
5-0xo-hexanoic acid (4-{2-[4-(3-   202 ,...) -CU-
trifluoromethylphenyl)piperazin-1- yliethyl}cyclohexyDamide 158 11A
203 ..Cli, %,itra 4-Cyano-N-(4-{214-(3- ethylphenyl)piperazin-1-
yfiethylIcyclohexyl)butanamide , hydrochloride trans/cis 85/15 205
IIA  ".. 4-Cyano-N-(4-{244-(2-   204 ,,C.It fluorophenyl)piperazin-1-
170 HA  "*......). 



yljethyl}cyclohexyl)butanamide    WO 2007/148208PCT/1B2007/001673 129
Ex Structure Name M.P. (C) Synthetic Path 205 F
N-(4-{214-(3-Chloro-2- fluorophenyppiperazin-1-
yl]ethylicyclohexyl)-4- cyanobutanamide 186 IIA 206 OFF %,..i
4-Cyano-N-(4-{2-[4-(3- trifluoromethoxyphenyl)piperazin-
1-yllethyl}cyclohexyl)butanamide 133- 134  IIA 207 OF
4-Cyano-N-(4-{244-(2-fluoro-5- trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide 138- 139  IIA 208 I,
2-Cyano-N-(4-{2-[4-(2-cyano-3- fluorophenyl-piperazin-1-
yl]ethyl}cyclohexypacetamide 187- 189 IIA 209 



U ,...-...irra 4-Cyano-N-(4-{244-(5,6,7,8- tetrahydronaphthalen-1-
yl)piperazin-1- yllethyl}cyclohexyl)butanamide 148 IIA 210
4-Cyano-N-(4-{2-[4-(2,3- dichlorophenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide 192 IIA 211    n-00 ,..,....)
2-Cyano-N-(4-{244-(5,6,7,8- tetrahydronaphthalen-2- yl)piperazin-1-
yllethyl}cyclohexypacetamide 200 IIA 212 c,,C0 N,ctro.
2-Cyano-N-{412-(4-indan-5- ylpiperazin-1-
ypethylicyclohexyl}acetamide 210 IIA 213 F N-(4-{2-[4-(3,5-
Bistrifluoromethylphenyl)piperazi n-l-yl]ethyl}cyclohexyl)-3-
cyanopropanamide 158- 159 IIA  WO 2007/148208PCT/1B2007/001673 130 Ex
Structure Name M.P. (C) Synthetic Path 



3-Cyano-N-(4-{244-(2-fluoro-3-    4
trifluoromethylphenyl)piperazin-1-   214 a,FF
yl]ethyl}cyclohexyl)propanamide trans/cis 95/5 153 IIA
N-(4-{244-(3-Chloro-2- methoxyphenyOpiperazin-1-   215
yliethyl}cyclohexyl)-2- cyanoacetamide 122 HA
N-(4-1214-(3-Benzylpheny1)-    11.    216
piperazin-1-yliethyl}cyclohexyl)- 



168 IIA   2-cyanoacetamide     [3-(4-{2-14-(2-
Cyanoacetylamino)cyclohexyl]eth   217 ,a3H
yl}piperazin-1-yl)phenyl]carbamic acid ethyl ester 170 IIA
2-Cyano-N-(4-{244-(3-   218 J trifluoromethylphenyl)piperidin-1-
yl]ethylIcyclohexyl)acetamide 129 HA   2-Cyano-N-(4-{244-(2,3-   219 



dimethylphenyl)piperazin-1- yllethyl}cyclohexyl)acetamide 166 IIA 220
CN9 N?.) 2-Cyano-N-{4-12-(4-otolylpiperazin-1- 150 IIA  .
yOethyl]cyclohexyl}acetamide     2-Cyano-N-(4-(244-(2,5-
(--.-4%-'-0-  171-  221 .......> dimethoxyphenyl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide 173  HA   4-0xopentanoic acid (44214-
(3,5-bis- 



172-  222 .....   IIA   trifluoromethylphenyl)piperazin-1-
yllethyl}cyclohexypamide 174   ,WO 2007/148208PCT/I132007/001673 131
Ex Structure Name M.P. (C) Synthetic Path 223 ," -4,3L
4-Dimethylamino-N-(4-{214-(3- trifluoromethylphenyl)piperazin-1-
yHethyl}cyclohexyl)butanamide 128 HA 224 .,, FO
2-(4-Fluorophenoxy)-N-(4-{2[4- (3-trifluoromethylpheny1)-
piperazin-1-yliethyl}cyclohexyl)- acetamide 119 IIA 225 OHry NaF
2-Cyano-N-(4-{244-(2- trifluoromethylphenyl)piperazin-1-
yfiethyl}cyclohexyl)acetamide , hydrochloride 



278 IIA 226 Fz Na 2-Cyano-N-(4-{244-(2,5- difluorophenyl)piperazin-1-
yllethyl)cyclohexyl)acetamide 198 IIA 227 ore N-(4-{214-(2-Chloro-5-
methylphenyl)piperazin-1- yfiethyl}cyclohexyl)-2- cyanoacetamide 174
IIA 228 FrL. '0.0. .".,"J 2-Cyano-N-(4-{244-(2,5-
dichlorophenyl)piperazin-1- yfiethyl}cyclohexyl)acetamide 182- 184
IIA 229            1--.-LkA N-,..,.) N-(4-{214-(3-Chloropheny1)-
piperazin-1-yliethyl}cyclohexyl)- 4-cyanobutanamide 171- in IIA 230
4-Cyano-N-(4-{244-(2-methy1-3- trifluoromethylphenyl)piperazin-1-
yflethyl}cyclohexyl)butanamide 162 11A 231 ifF 4-0xopentanoic acid
(4424442- fluoro-3-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)amide 178 IIA  WO 2007/148208PC171B20071001673 



132 Ex Structure Name M.P. (C) Synthetic Path 232 x "O'LAI< NIlp
2-Cyano-N-(4-{2-[4-(3,5-di-tertbutylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide 168 IIA 233  Chlorophenyl)piperazin-1-
yliethyl}cyclohexyl)-4- cyanobutanamide 142 IIA 234 f- raN--",-)
4-Cyano-N-{442-(4-mtolylpiperazin-1- yl)ethyl]cyclohexyl}butanamide
150 IIA 235   C.Ja ,.-N-)
3,3,3-Trifluoro-N-{4-[2-(4-mtolylpiperazin-1-
yHethylIcyclohexyllpropanamide 170 HA 236 c.)Y .-.)..
4-Cyano-N-(4-{244-(2- methylsulfanylphenyl)piperazin-
1-yliethyI}cyclohexyl)butanamide 130 IIA 237 



N 2-Cyano-N-{4-[2-(4-quinolin-8- ylpiperazin-1-yHethyl]-
cyclohexyl}acetamide 225 IIA 238 n-G e ".....1P-%-"-
4-Cyano-N-(44244-(3- methylsulfanylphenyl)piperazin-
1-yl]ethyl}cyclohexyl)butanamide 127 HA 239
2-Cyano-N-{4-[2-(4-quinolin-5- ylpiperazin-1-
ypethyl]cyclohexyl}acetamide 220 IIA 240 NJOL?% NWQ
2-Cyano-N-(4-{214-(3- methanesulfonylaminophenyl)pip
erazin-1-yfiethyl}cyclohexyl)- acetamide 194 IIA 241
2-Cyano-N-(4-{2-[4-(4-fluorophenyl)piperazin-1-
yljethyl}cyclohexyl)acetamide 209 IIA  WO
2007/148208PC171B20071001673 133 Ex Structure Name M.P. (C) Synthetic
Path 242 



2-Cyano-N-{442-(4-ptolylpiperazin-1- yOethylIcycIohexyl}acetamide 237
HA 243 "Ct "v0 2-Cyano-N-(4-1214-(2- ethoxyphenyl)piperazi n-1-
yllethyl}cyclohexyl)acetamide 138 HA 244 C) 2= lix
N-(4-{214-(2-tert-Buty1-6- trifl uoromethylpyrim id in-4-
yl)piperazin-1- yliethyl}cyclohexyl)-3- cyanopropanamide trans/cis
80/20 151 I IA 245 (-NAY N.,,3c0,-..N.> ..0 2-Cyano-N-(4-{214-(2-
phenoxyphenyOpiperazin-1- yllethyl}cyclohexyl)acetamide 169 IIA 246
(-NCI., N.), %JQ" N-(4-{244-(3-Ch loro-2- cyanophenyl)piperazin-1-
yllethyl}cyclohexyl)-2- cyanoacetamide 232- 233 IIA 247 C. jI )3 -?
A-.) 2-Cyano-N-(4-{2-[4-(2- ethylphenyl)piperazin-1-
yllethyl}cyclohexyl)acetamide 142- 143 I IA 248 



c)0,0 N-(4-{244-(5-Chloro-2- methylphenyl)piperazin-1-
yliethyl}cyclohexyl)-4- cyanobutanamide 152- 153 I IA 249 a. ,,C)
4-Cyano-N-(4-{2-14-(3,5- dimethylphenyl)piperazin-1-
yliethylIcyclohexyl)butanamide 169 I IA 250 F0 N-(4-{244-(3-Ethylp
henyI)- piperazin-1-yliethyl}cyclohexyl)- 3,3,3-trifluoropropanamide
154 IIA  WO 2007/148208PC TI1B2007/001673 134 Ex Structure Name M.P.
(C) Synthetic Path 251                   n -Lt rit-.A.)
3-Cyano-N-(4-{244-(3- ethylphenyl)piperazin-1-
yliethylicyclohexyl)propanamide 143 HA 252 HaX1 r-Ne 1-0-- N..")
1-(4-{2-[4-(5-Methoxy-2- methylphenyl)p iperazin-1-
yliethyl}piperidin-1-yl)propan-2- one 283 IIIB 



253 _ clo-i, ...A) 4-Cyano-N-(4-{2-[4-(6-
trifluoromethylbenzo[b]thiophen3-yl)piperazin-1-
yllethyl}cyclohexyl)butanamide 169 IA 254      ja 0r H
4-Cyano-N-(4-{2-14-(3, 5- difluorophenyl)piperazin-1-
yflethyl}cyclohexyl)butanamide 165 IIA 255 (-Jr .-,-,-,N,) NtN"iy.J
2-Cyano-N-(4-{214-(214-  diethylphenyOpiperazin-1-
yl]ethyl}cyclohexyl)acetamide 183 IIA 2 56  3,3,
3-Trifluoro-N-(4-{244-(2- fluoro-3-trifl uoromethylphenyI)- pi perazi
n-1-yl]ethylIcyclohexyl)- propanamide 198 IIA  257      ri)ao
,-,......c) N-(4-{214-(5-Chloro-2- methylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)-3- cyanopropanamide 133- 134 IIA 258 CP
N-(4-{244-(3-Chloro-2- methylphenyl)piperazin-1-
yllethyl}cyclohexyl)-4- cyanobutanamide 180- 183 



I IA  WO 20071148208PCT/IB2007/001673 135 Ex Structure Name M.P. (C)
Synthetic Path 259   i& oNa N-(4-{214-(3-Chloro-5-
fluorophenyl)piperazin-1- yHethyl}cyclohexyl)-4- cyanobutanarnide
158- 159 I IA 260 - N-(4-{214-(2-Flu)ro-3-.
trifluoromethylphenyl)piperazin-1- yfiethyl}cyclohexyl)-2-
methoxyacetamide 142 HA 261 34 .......i0 '',...,N.14001oirga2
4-Cyano-N-(4-{244-(3,5- dichlorophenyl)piperazin-1-
yllethyl}cyclohexyl)butanamide trans/cis 98/2 179 HA 262 ri  jvcr-Ot
4-Cyano-N-{4-[2-(4-q ui nolin-8- ylpiperazin-1- yl)ethyl]cyclohexyl}b
utanam ide 180 HA 263 HCI 



MCI4 N 1-(4-{214-(2,3-Dimethylpheny1)- 3,6-d ihyd ro-2H-pyrid in-1-
yfiethyl}piperid in-1-yl)propan-2- one 310 IIIB 264 r---NN n....".%)
"...N.,' 14412-(4-Benzothiazol-5- ylpiperazin-1-yOethyllpiperid in-1-
yl}propan-2-one 110 II I B 265 C.C114 0----.--),
4,4,4-Trifluoro-N-(4-{244-(3-;I trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide 152 I IA 266 NrIren-N
3-Cyano-N-(4-{2-[4-(2- fluorophenyl)piperazi n-1-
yl]ethyl}cyclohexyl)propanamide 164 I IA 267 riety' '1/4NjttriCn'N.)
2-Cyano-N-(4-{244-(2,6- dimethylphenyl)piperazin-1-
yflethyl}cyclohexyl)acetamide 143 I IA  WO
2007/148208PCT/11320071001673 136 Ex Structure Name M.P. (C) 



Synthetic Path 268 -.A.) ,....5. 2-Cyano-N-(4-{214-(3-
hydroxymethylphenyl)piperazin- 1-yl]ethyl}cyclohexyDacetamide 180 I
IA 269 4 rtra.-... 3-Cyano-N-(44214-(3- methylsulfanylp
henyl)piperazin1-yfiethyl}cyclohexyl)- p ro pan am ide 98 I IA 270
2-Cyano-N-(4-{244-(3- methoxymethylphenyl)piperazin-
1-yliethyl}cyclohexyl)acetamide 117 HA 271 r.i.
2-Cyano-N-(4-{2-[4-(3- propylphenyl)piperazin-1-
yliethyl}cyclohexyl)acetamide 132 I IA 272 ci CI -a ,, -Cre
2-Cyano-N-(4-{214-(3,4- dichlorophenyl)piperazi n-1 -
yliethyl}cyclohexyflacetamide 216 IIA 273 4 A' t.-IpiErt0.0,2:
2-Cyano-N14-(24443-(1- hyd roxyethyl)phenyl]piperazi n-1-
yliethyl)cyclohexyl]acetamide trans/cis 80/20 



160 HA 274 N.eo-N ,ic 2-Cyano-N-(4-{2-[4-(4-
trifluoromethylphenyl)piperazin-1- yllethyl}cyclohexyl)acetamide 240
I IA 275        NC -.....) N-(4-(2-[4-(4- ChIorophenyl)pi perazin-1-
yliethyl}cyclohexyl)-2- cyanoacetamide 247 . I IA 276 N
N-{442-(4-Bipheny1-3-ylpiperazin-1-ypethylicyclohexyly
2-cyanoacetamide 157 I IA  WO 2007/148208PCT/IB2007/001673 137 Ex
Structure Name M.P. (C) Synthetic Path  277 'LNAN-Cr'
2-Cyano-N-(4-(244-(4-fluoro-3- trifluoromethylphenyl)piperazin-1-
yflethyl}cyclohexyl)acetaMide 181 IIA 278
3-Cyano-N-(4-{214-(5-fluoro-2- methylphenyl)piperazin-1-
yliethyl}cyclohexyl)propanamide 146 IIA 



279      (-Nn, ------..) 4-Cyano-N-(4-(214-(5-fluoro-2-
methylphenyl)piperazin-1- yflethyl}cyclohexyl)butanamide 155 IIA 280
N-(4424443- Bromophenyppiperazin-1- yflethyl}cyclohexyl)-2-
cyanoacetamide 168 MA 281     ,00 kt,),  2-Cyano-N44-(2-{443-(1,1-
difluoroethyl)phenylipiperazin-1- yl}ethyl)cyclohexyl]acetamide
trans/cis 90/10 150 IIA 282 * 2-Cyano-2,2-dimethyl-N-(4-{214-
(3-trifluoromethylphenyI)- piperazin-1-yliethyl}cyclohexyl)-
acetamide 150 IIA 283 ry, Cr" 4-Cyano-N-(44244-(4-
fluorophenyl)piperazin-1- yllethyl}cyclohexyl)butanamide 154 IIA 284
N 3,3,3-Trifluoro-N-(44214-(4- fluorophenyl)piperazin-1-
yliethyl}cyclohexyl)propanarnide 200 IIA 285  2-Cyano-N-(4-{244-(4-
ethylphenyl)piperazin-1- yl]ethyl}cyclohexyl)acetamide 210 IIA  WO
2007/14 8 2 08PCT/IB2007/001673 



138 Ex Structure Name M.P. (C) Synthetic Path 286 CN N N
4-Cyano-N-(4-{2-[4-(2- ethylphenyl)piperazin-1-
yHethyl)cyclohexyl)butanamide 124 HA 287 CM", )um.mri F
1-(4-{244-(2-Fluorophenyl)
piperazin-1-yliethyl}cyclohexylidene)propan-2-one, hydrochloride
226-8 IIC 288      CM )133-----NF 1-(4-{244-(2-Fluorophenyl)-
piperazin-1-yliethylIcyclohexyl)- propan-2-one, hydrochloride
trans/cis 80/20 233- 236 IIC 289 Lo----"-)F CPGIN
1-(1,3-Dihydroisoindo1-2-y1)-2-(4- {214-(3-trifluoromethylpheny1)-
piperazin-1-yl]ethyl}cyclo- hexylidene)ethanone, hydrochloride 260
IIC 290 clL o d-, R) 1-(1,3-Dihydroisoindo1-2-y1)-2-(4- {21443- 



trifluoromethylphenyl)piperazin-1- yllethylIcyclohexyHethanone,
hydrochloride 60/40 mixture of isomers  IIC 291         rwO ify-N--)
0 1-Pyrrolidin-1-y1-2-(4-{2-[4-(3- trifluoromethylphenyl)piperazin-1-
yl]ethylIcyclohexylidene) ethanone 87 IIC 292            r,314
...Nixr..) 1 N,N-Dimethy1-2-(4-{2-[4-(3-
trifluoromethylphenyl)piperazin-1- yflethyl}cyclohexylidene)
acetamide 66 IIC  WO 2007/148208PCT/11B2007/001673 139 Ex Structure
Name M.P. (C) Synthetic Path 293 F N,N-Dimethy1-2-(4-{214-(3-
trifluoromethylphenyflpiperazin-1- yflethyl}cyclohexyl)acetamide
trans/cis 80/20  IIC 294 La---.F CY 1-Pyrrolidin-1-y1-2-(4-{214-(3-
trifluoromethylphenyl)piperazin-1- yllethyl}cyclohexyl)ethanone 131
IIC 295  



,NiXrA N-Methyl-2-(4-{2-[4-(3- trifluoromethylphenyl)piperazin-1-
yflethyl}cyclohexypacetamide cis/trans 50/50 196 IIC  296 n-0,4 .
N-(2-Methoxyethyl)-2-(4-{214-(3- trifluoromethylphenyl)piperazin-1-
yllethyl}cyclohexyDacetamide  IIC  ryai4 297
N-(2-Methoxyethyl)-2-(4-{214-(3- trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexylidene) acetamide  'IC 298 11 ..--
N-(2-Methoxyethyl)-2-(4-{244-(3- trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexypacetamide, hydrochloride 143 IIC 299 ,NL0--- NF .
2-(4-{2-14-(2- Fluorophenyl)piperazin-1-
yl]ethyl}cyclohexylidene)-Nmethylacetamide 135 IIC 300 . H
2-(4-{214-(2-Fluoropheny1)- piperazin-1-yl lethyl}cyclohexyl)- 165-
166 IIC  WO 2007/148208PCT/1132007/001673 



140 Ex Structure Name M.P. (C) Synthetic Path 301        re?
Lo----A--) 0 2-(4-{244-(2-Fluoropheny1)- piperazin-1-
yliethylIcyclohexylidene)-1- pyrrolidin-1-ylethanone 109- 110 IIC 302
, \A 2-(4-{214-(2-Fluorophenyl) piperazin-1-yllethyl}cyclohexyl)-
1-pyrrolidin-1-ylethanone 92-93 IIC 303             (4? a jujor-ii,2
Pr 2-(4-{214-(2-Fluoropheny1)-
piperazin-1-yllethyl}cyclohexylidene)-N-(2,2,2-
trifluoroethyl)acetamide 125 IIC 304 F r F 2-(4-{214-(2-
Fluorophenyflpiperazin-1- yliethyl}cyclohexyl)-N-(2,2,2-
trifluoroethyl)acetamide 158-9 IIC 305 (...,,9 "---n Lo-,..)
244421442- Fluorophenyl)piperazin-1- yflethylIcyclohexylidene)-N-
propylacetamide 120- 



121 'IC  306 a '' 2-(4-{2-[4-(2-FluorophenyI)-
piperazin-1-yl]ethyl}cyclohexyly N-propylacetamide 150 IIC 307
ov-soiXr'N N-Cyanomethy1-2-(4-{2-[4-(2- fluorophenyl)piperazin-1-
yflethylicyclohexylidene) acetamide 140- 142 IIC 308 (Wp 9r--i-N.)F
N-Cyanomethy1-2-(4-{214-(2- fluorophenyl)piperazin-1-
yflethyl)cyclohexypacetamide trans/cis 90/10 164- 167 IIC  WO
2007/148208PCT/EB2007/001673 141 Ex Structure Name M.P. (C) Synthetic
Path 309  1-(4-Fluoropheny1)-2-(4-{244-(3-
trifluoromethylphenyl)piperazin-1- yfiethyl}piperid in-1-yl)ethanone,
dihydrochloride 265 IIIB 310 Cr 



,..",,j" .1).) 1-{412-(4-p-Tolylpiperazin-1-
ypethylipiperidin-1-yl}propan-2- one 92 I IIB 311
1-(4-{244-(3,5-Dichlorophenyl) p iperazin-1-yliethyl}piperid in-1-
yl)propan-2-one 126 IIIB 312 _era, ....."14.0 4-Cyano-N-(4-{244-(3-
propylphenyl)piperazin-1- yllethyl}cyclohexyl)butanamide 142 IIA 313
"'kit''''N 2-Cyano-N-(4-{214-(3-fluoro-2- methylphenyl)piperazin-1-
yliethyl}cyclohexyl)acetamide 174 I IA 314 n --.0}-}Y N.Vjf
4-Cyano-N14-(2-{413-(1,1- difluoroethyl)phenyl]piperazin-1-
yl}ethypcyclohexyllbutanamide 179 IIA 315 reCC:? -,..) NtjLtra
N-{412-(4-Benzo[1,3]clioxo1-5- ylpiperazin-1-yl)ethyl]cyclohexyly
2-cyanoacetamide 226 IIA 316  2-Cyano-N-(4-{244-(2,3- d ihyd
robenzo[1,4]d ioxin-6- yl)p iperazin-1- yfiethyl}cyclohexyl)acetamide



208 IIA 317 I OHi CN OH 144421445,6,7,8- Tetrahydronaphthalen-1
yl)piperazin-1-yliethyl}piperid in-1- yppropan-2-one 320 IIIB  WO
2007/148208PCT/132007/001673 142 Ex Structure Name M.P. (C) Synthetic
Path 318 Lp CHiF
1-(4-{244-(2-Fluoro-3-trifluoromethylphenyflpiperazin-1-
yfiethyllpiperidin-1-yl)propan-2- one, dihydrochloride 270 IIIB 319
CH0 CIFI N 1-(4-{244-(2-Methy1-3- trifluoromethylphenyl)piperazin-1-
yfiethyl}piperidin-1-yl)propan-2- one, dihydrochloride 300 IIIB 320
Ey 3,3,3-Trifluoro-N-{4-[2-(4- quinolin-5-ylpiperazin-1-
yl)ethyl]cyclohexyl}propanami-de 207 IIA 321  



4-Cyano-N-(4-[2-(4-quinolin-5- ylpiperazin-1-
yHethyl]cyclohexylibutanamide 155 HA 322 .--Cjwia
2-Cyano-N-(4-{2-[4-(4-fluoro-3- methylphenyl)piperazin-1-
yl]ethylIcyclohexyl)acetamide 192 IIA 323 C-L- 5Z b  1-(4-{2-[4-(3-
TrifluoromethylphenyI)-3,6- dihydro-2H-pyridin-1-
yl]ethylipiperidin-1-yl)propan-2- one, dihydrochloride 268 IIIB 324
Nt-v-to' 2-Cyano-cyclopropanecarboxylic acid (4424443-
trifluoromethylphenyOpiperazin-1- yliethylIcyclohexyl) amide 159 IIA
325  2-Cyano-N-(4-{2-[4-(3,4- difluorophenyl)piperazin-1-
yHethyl}cyclohexyl)acetamide 197 HA  WO 2007/148208Pa/1132007/001673
143 Ex Structure Name M.P. (C) Synthetic Path 326 



.N 2-Cyano-N-(4-{2-[4-(3-
ethylphenyI)-3,6-dihydro-2Hpyridin-1-yliethyl}cyclohexyl)- acetamide
158 IIA 327 ',..,....1 4-Cyano-N-(4-1214-(3-
ethylphenyI)-3,6-dihydro-2Hpyridin-1- yliethyl}cyclohexyl)butanamide
147 HA 328 ja 0 ^,,,..tirN 2-Cyano-N-(4-{214-(3-
ethylphenyl)piperazin-1- yfiethyl}cyclohexyl)acetamide 101 IIA 329
CH0 . 0 1-(4-{214-(3-Ethylpheny1)- piperazin-1-yliethyl}piperidin-1-
yl)propan-2-one, dihydrochloride 266 IIIB 330 CH )cL,0"-
5-(4-{214-(3-TrifluoronnethylphenyOpiperazin-1-
yfiethyl}piperidin-1-yOpentan-2- one, dihydrochloride 315 IIIB 331 .
Hr......"0-9'`' _Lc.) 1-(4-{214-(3-Chloro-2-
fluorophenyl)piperazin-1- ynethyl}piperidin-1-yl)propan-2- one,
dihydrochloride 270 IIIB 332 CIH 



to--, 1-{412-(4-m-Tolylpiperazin-1- ypethyllpiperidin-1-yl}propan-2-
one, dihydrochloride 260 IIIB ,n, '''' COIN it,,,,,
1-(44214-(3-Fluoro-2- methylphenyl)piperazin-1-
yl]ethyl}piperidin-1-yl)propan-2- one, dihydrochloride 317 IIIB 334
.,...-J AIL 2-Methanesulfinyl-N-(4-{244-(3-
trifluoromethylphenyepiperazin-1- yliethyl}cyclohexyeacetamide 153
IIA  WO 2007/148208PCTI1B20071001673 144 Ex Structure Name M.P. (C)
Synthetic Path 335 * 2-Cyano-N-(4-{214-(3-
isopropylphenyl)piperazin-1- yllethyl}cyclohexyl)acetamide 153 HA 336
A   reCji- H,0---N') 2-Cyano-N-(4-{244-(3,5-
dimethylphenyl)piperazin-1- yliethyl}cyclohexypacetamide 119 IIA 



337  2-Methanesulfonyl-N-(44244-(3-
trifluoromethylphenyl)piperazin-1- yliethyl}cyclohexyl)acetamide 158
IIA 338 C1H CIH 1,,111X'-' N
1-{442-(4-Quinolin-8-ylpiperazin1-ypethylipiperidin-1-yl}propan-2-
one, dihydrochloride 270 IIIB 339 iN peo,N...)F
2-Cyano-N-(4-{244-(3-fluoro-4- methylphenyl)piperazin-1-
ygethylIcyclohexyl)acetamide 208 HA 340    cwa ,,....J
2-Cyano-N-(4-{214-(3,4- dimethylphenyl)piperazin-1-
yllethylIcyclohexypacetamide 210 IIA 341 kF CAF
2-Cyano-N-(4-{2-[4-(3,4,5- trifluorophenyl)piperazin-1-
yllethyl)cyclohexypacetamide 209 HA 342 N=CL
2-Cyano-N-(4-{2-[4-(2-fluoro-3- trifluoromethylphenyI)-3,6-
dihydro-2H-pyridin-1- yfiethyl}cyclohexypacetamide 171 HA 343
2-Cyano-N-(4-{2-[4-(3- trifluoromethylsulfanylphenyl)pipe
razin-1-yl]ethyl}cyclohexyl)- acetamide 165 



IIA  WO 2007/148208PCT/1B2007/001673 145 Ex Structure Name M.P. (C)
Synthetic Path 344 OH16, CH CN 1-(4-{244-(3,5-
Dimethylphenyl)piperazin-1- yljethyl}piperidin-1-yl)propan-2- one,
dihydrochloride 275 IIIB 345 CN .. .0i40 ji,,iy`-N 144421443-
MethoxyphenyOpiperazin-1- yfiethyl}piperidin-1-yepropan-2- one,
dihydrochloride 265 IIIB 346 CIH CH "
2-(4-{211-(2-0xopropyl)piperidin4-yliethyl}piperazin-1-
yl)benzonitrile, dihydrochloride 290 IIIB 347 GINa H rN -- tar--N-)
1-(4-{214-(3-Propylpheny1)- piperazin-1-yliethyl}piperidin-1-
yl)propan-2-one, dihydrochloride 256 



IIIB 348 rF 0, rm5, r La-N ._)
1-(4-{244-(3-Trifluoromethoxyphenyl)piperazin-1-
yfiethyl}piperidin-1-yl)propan-2- one, dihydrochloride 275 IIIB 349
CIH OHis N A,NO- 1-(4-{214-(2-Ethylpheny1)-
piperazin-1-yliethyl}piperidin-1- yl)propan-2-one, dihydrochloride
291 IIIB 350 OH GIN to-----N
1-{442-(4-Quinolin-5-ylpiperazin1-yHethyl]piperidin-1-yl}propan-2-
one, dihydrochloride 295 IIIB 351   ,-,,,-0,5- -,Ai.)so Jrc
2-Cyano-N-(4-{214-(3- methanesulfonylphenyl)piperazin
-1-yliethyl}cyclohexyl)acetamide 195 HA 352 C1H tocNOF N CC
4-(4-{24443-Trifluoromethylphenyl)piperazin-1-
yllethyl}piperidin-1-yl)butan-2- one, dihydrochloride  IIIB  



WO 2007/148208PCT/LB2007/001673 146 Ex Structure Name M.P. (C)
Synthetic Path 353 CIH CHr-Nrcs N....) )0LA
1-{4-[2-(4-Indan-4-ylpiperazin-1- yHethyl]piperidin-1-yl}propan-2-
one, dihydrochloride 295 IIIB 354  2-Cyano-N-(4-{2-[4-(3-
difluoromethylphenyl)piperazin-1- yl]ethyl}cyclohexyl)acetamide 185
HA 355  4-Cyano-N-(4-{214-(2-fluoro-3- trifluoromethylpheny0-3,6-
dihydro-2H-pyridin-1- yfiethyl}cyclohexyl)butanamide 130 HA 356 p
4-Cyano-N-(4-{214-(3-fluoro-2- methylphenyl)piperazin-1-
yfiethyl}cyclohexyl)butanamide 159 HA 357 Kt.--itra
4-Cyano-N-(4-{2-[4-(3,4- difluorophenyl)piperazin-1-
yllethyl}cyclohexyl)butanamide 141 IIA 358 



, Lc ,C) N...-airCr 4-Cyano-N-(4-{244-(4-fluoro-3-
methylphenyl)piperazin-1- yliethyl}cyclohexylbutanamide 160 HA   359
N-(4-{2-[4-(4-Chloro-2- fluorophenyl)piperazin-1-
yflethyl}cyclohexyl)-2- cyanoacetamide   360 F N..)t
N-(4-{214-(4-Chloro-3- trifluoromethylphenyflpiperazin-1-
yllethyl}cyclohexyl)-2- cyanoacetamide 187 IIA 361 --.I
2-Cyano-N-(4-{2-[4-(4-
fluorophenyI)-3,6-dihydro-2Hpyridin-1-yl]ethylIcyclohexyl)- acetamide
202 HA  WO 2007/148208PCT/IB20071001673 147 Ex Structure Name M.P.
(C) Synthetic Path 362 N.J. N-(4-{214-(4-Ch lorophenyI)-3,6- d ihyd
ro-21-i-pyrid in-1- yliethylIcyclohexyl)-2- cyanoacetamide 220 IIA 



363 * 4-Cyano-N-(4-{244-(3- trifluoromethylsulfanylphenyl)pipe
razin-1- yllethyl}cyclohexyl)butanamide 150 IIA 364
4-Cyano-N-(4-{2-[4-(3- difluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide 155 IIA 365 c, o p N-{442-(4-Benzo[1
,3Jd ioxo1-5- ylpiperazin-typethyl]cyclohexyly 4-cyanobutanamide 189
IIA 366  4-Cyano-N-(4-{214-(2-fluoro-3-
trifluoromethylphenyppiperazin-1- yliethyl}cyclohexyl)butanamide 95 I
IA 367 R....iyir- 4-Cyano-N-(4-{214-(4-fluoro-3- methylphenyhpiperazi
n-1- yfiethyl}cyclohexyl)butanamide, hydrochloride  IIIB 368 a r.
-,..) "...-.J. 4-Cya no-N-(4-{2-[4-(3,4- dichlorophenyl)piperazi n-1-
yl]ethyl)cyclohexyl)butanamide 151 I IA 369      c)ac, -.....) 



N.LI.C1 N-(4-{214-(3-Chloro-4- methylp henyl)p iperazi n-1-
yllethyl}cyclohexyl)-2- cyanoacetamide 220 IIA 370 ..,1---
2-Cyano-N-(4-{214-(4- cyanophenyl)piperazin-1-
yflethyl}cyclohexyl)acetamide 228 IIA  WO
2007/148208PCT/1132007/001673 148 Ex Structure Name M.P. (C)
Synthetic Path 371 run. ,.-, 4-Cyano-N-(4-{244-(2,5-
dichlorophenyl)piperazin-1- yl]ethyl}cyclohexyl)butanamide 179 HA 372
Cyclopent-3-enecarboxylic acid (4-{2-[4-(2-
methoxyphenyl)piperazin-1- yllethylicyclohexyl) amide 202 HA 373 COTO
2-Cyclopent-2-enyl-N-(4-{214-(3- trifluoromethylphenyl)piperazin-1-
yllethyl}cyclohexypacetamide 154 IIA 374 %.----IL 



4-Cyano-N-(4-{244-(3,4,5- trifluorophenyl)piperazin-1-
yliethyl}cyclohexypbutanamide 156 IIA 375 Nt1/4--iLwO'N
N-(442f4-(3-Acetylpheny1)- piperazin-1-yl]ethylcyclohexyl)-4-
cyanobutanamide 181 HA 376  2-Cyano-N-(4-{214-(2-
cyanophenyl)piperazin-1- yllethyl}cyclohexypacetamide 190 HA 377  tr
C 4-Cyano-N-(4-{244-(2- h" eyanop enyl)piperazin-1-
yflethyl}cyclohexyl)butanamide 160 IIA 378  Cyclopent-3-enecarboxylic
acid (4-{244-(3-ethylphenyl)piperazin- 1-yi]ethyl}cyclohexyl) amide
185 IIA 379 Ja oC Cyclopent-3-enecarboxylic acid
{4-[2-(4-m-tolylpiperazin-1- yOethyl]cyclohexyl) 200 HA 380 rm, .rTh
''''N') erc.) Cyclopent-1-enecarboxylic acid
{4-[2-(4-m-tolylpiperazin-1- yl)ethylicyclohexyl} amide 188 



IIA  WO 2007/148208PCT/1B2007/001673 149 Ex Structure Name M.P. (C)
Synthetic Path 381 N.,*0 N-(4-{214-(3-Chloro-4-
methylphenyl)piperazin-1- yflethyl}cyclohexyl)-4- cyanobutanamide 168
HA  382 (-Ph) , 4-Cyano-N-(4-{214-(2- methoxyphenyl)piperazin-1-
yllethyl}cyclohexyl)butanamide 147 HA 383
2-Cyano-N-(4-{214-(2-methy1-5- trifluoromethylphenyl)piperazin-1-
yfiethyl}cyclohexypacetarnide 192 IIA 384 r"-CifF 9r \ r -,PJ.,)
41111reN2 Cyclopent-1-enecarboxylic acid
(4-{244-(2,4-difluoropheny1)- piperazin-1-yllethyl}cyclohexyl) amide
205 HA 385 17r-r oi."0---. 



N-(4-{214-(2,4- Difluorophenyl)piperazin-1-
yllethyl}cyclohexyl)-2-(4- fluorophenoxy)acetamide 162 11A 386     qF
,, ,,,UL N-(4-{2-[4-(2,4- Difluorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)-3,3,3- trifluoropropanamide 184 IIA 387 rn CNAr)
cura,..) , 2-Cyclopent-3-enyl-N-(4-{214-(2- fluorophenylpiperazin-1-
yliethyl)cyclohexyl)acetamide 188 HA 388
4-Cyano-N-(4-{244-(2-methy1-5- trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)butyramide 153 IIA 389 0a. *Ui
N-(4-{244-(2-Chloro-4-fluoro-5- methylphenyl)piperazin-1-
yfiethyl}cyclohexyl)-2- cyanoacetamide 177 IIA  WO
2007/148208PCT/1132007/001673 150 Ex Structure Name M.P. (C)
Synthetic Path 390 



a wk,-.)iir N-(4-{244-(2-Ch loro-4-fluoro-5- methylp
henylpiperazin-1- yfiethyl}cyclohexyl)-4- cyanobutanamide 158 HA 391
,- 4-Cyano-N-(4-{2-[4-(5-methoxy2-methylphenyl)piperazin-1-
yfiethyl}cyclohexyl)butanamide 170 I IA 392  4-Cyano-N-(4-{2-[4-(3,5-
dimethoxyphenyopiperazin-1- yfiethyl}cyclohexyl)butanamide 147 HA 393
a -N N-(4-{214-(3-Chloro-2- cyanophenyl)piperazin-1-
yflethyl}cyclohexyl)-4- cyanobutanamide 189 I IA 394
Cyclohex-1-enecarboxylic acid (4-{2-[4-(3-fluorophenyI)-
piperazin-1-yl]ethyl}cyclohexylamide 195 I IA 395 , --..1.) ikt,--Jt
4-Cyano-N-(4-{244-(3- fluorophenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide 170 I IA 396 O0 _,I, n - rI -
N-(4-{2-[4-(3- Fluorophenyl)p iperazin-1- yl]ethyl}cyclohexyl)-2-
phenoxyacetamide 



150 I IA 397  N-(4-{2-[4-(3-FluorophenyI)-
piperazin-1-yl]ethyl}cyclohexyl)- succinamide 255 I IA 398 .
N-(4-{2-[4-(3-FluorophenyI)- piperazin-1-yl]ethyl}cyclohexyl)-
succinamide 169 I IA  WO 2007/148208PCT/I132007/001673 151 Ex
Structure Name M.P. (C) Synthetic Path 399 "1--Jc
2-Cyano-N-(4-(244-(3,5-
dimethylphenyI)-3,6-dihydro-2Hpyridin-l-yliethyl}cyclohexyl)-
acetamide 182 IIA 400                 1--,,-CL, giro,...)
Cyclopent-1-enecarboxylic acid (4-(244-(3-fluoropheny1)-
piperazin-1-yliethyl}cyclohexyl) amide 202 IIA 401 r
4-Cyano-N-(4-(214-(2,4- difluorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide 167 IIA 402 



NCI "`'. 1... 144421443,5-Di-tettbutylphenyl)piperazin-1-
yllethyllpiperidin-1-yl)propan-2- one 308 IIIB 403 C.cf-F --..),
e----1 3-Cyano-N-(4-{214-(2,4- difluorophenyflpiperazin-1-
yl]ethylIcyclohexyppropanamide 165 IIA 404 ....-.A0.0--N
N-(4-(244-(2-Chloro-5- trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)-4- cyanobutanamide 168 IIA 405 ,t,ir- .."...it
4-Cyano-N-(4-(244-(2-methoxy5-trifluoromethylphenyl)piperazin-
1-yl]ethyl}cyclohexyl)butanamide 136 IIA 406 I. ...N....1p
4-Cyano-N-(4-(244-(3,5-
dimethylphenyI)-3,6-dihydro-2Hpyridin-1-yliethyl}cyclohexyl)-
butanamide 166 IIA 407  1H-Indene-2-carboxylic acid (4-
(214-(3-fluorophenyflpiperazin-1- yfiethyl}cyclohexyl) amide 242 ,
IIA  WO 2007/148208PCT1IB20071001673 152 



Ex Structure Name M.P. (C) Synthetic Path 408 cwOF
Cyclopent-3-enecarboxylic acid (4-(214-(3-fluoropheny1)-
piperazin-1-yliethyl}cyclohexyl) amide 215 I IA 409
3,3,3-Trifluoro-N-(4-(244-(3- fluorophenyl)piperazin-1-
yflethyl}cyclohexyl)propanamide 195 IIA 410          0101 riOr'N I
2-Cyano-N-(4-(244-(4- fluorophenyI)-3,6-dihyd
ro-2Hpyridin-1-yfiethyl}cyclohexyl)- acetamide 147 HA 411         n-a
, _Aro -A-) emi. 3-Diethylamino-N-(4-(244-(3-
fluorophenyl)piperazin-1- yljethyl}cyclohexyl)propanamide 118 HA 412
,,--.,) eir-A 3-Cyano-N-(4-(214-(3- fluorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)propanamide 186 HA 413 r)a P.....,1
4-Cyano-N-(4-{244-(2,5- dimethylphenyl)piperazin-1-
yllethyl}cyclohexyl)butanamide 



158 I IA 414 Xc ..."Ap N-(4-(244-(5-C h loro-2- fl
uorophenyl)piperazin-1- yflethyl}cyclohexyl)-4- cyanob utanamide 165
I IA 415 N....J. N-(4-(214-(5-Ch loro-2- methoxyphenyl)piperazin-1-
yllethyl}cyclohexyl)-4- cyanobutanamide 152 I IA 416 a ----0
4-Cyano-N-(4-(244-(3- methoxyphenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide 145 I IA  WO
2007/148208PCT/EB2007/001673 153 Ex Structure Name M.P. (C) Synthetic
Path 417  Cyclopent-1-enecarboxylic acid (4-{2-[4-(3-methoxyphenyI)-
piperazin-1-yliethyl}cyclohexyl) amide 160 IIA 418 o - ._.--A-.) 



3-Cyano-N-(4-{214-(3- methoxyphenyl)piperazin-1-
yflethyl}cyclohexyl)propanamide 140 IIA 419 c".13.. N-(4-{244-(3-
Fluorophenyl)piperazin-1- yflethyl}cyclohexyl)-4- methoxybutanamide
165 IIA 420 a jea...".F 2-Cyclopent-2-enyl-N-(4-{214-(3-
fluorophenyl)piperazin-1- yliethylicyclohexyhacetamide 188 IIA 421
-..---/TO --
4-Cyano-N-(4-{2-[4-(3-methoxy5-trifluoromethylphenyl)piperazin-
1-yl]ethyl}cyclohexyl)butanamide 147 IIA 422 , -,CIY jj.
N-(4-{2-[4-(2- Ethylphenyl)piperazin-1- yfiethyl}cyclohexyl)-3,3,3-
trifluoropropanamide 135 IIA 423 oo
2-Cyano-N-(4-{2-[4-(2,4-dichloro5-trifluoromethylphenyl)piperazin-
1-yliethylIcyclohexyhacetamide 193 IIA 424 ..,..)(p---
4-Cyano-N-(4-{2-[4-(2,4-dichloro5-trifluoromethylphenyl)piperazin-
1-yl]ethyl}cyclohexyl)butanamide 188 IIA 425 Cu Y
N-(4-{2-[4-(3-EthylphenyI)- piperazin-1-yl]ethyl}cyclohexyly
2-methanesulfonylacetamide 



185 IIA  WO 2007/148208PCT/1B2007/001673 154 Ex Structure Name M.P.
(t) Synthetic Path 426 ..-1  . N-(4-{214-(2,3-Difluoropheny1)-
piperazin-1-yl]ethyl}cyclohexyl)- 2-methanesulfonylacetamide 214 HA
427 0 N-(4-{244-(4-Chloropheny1)- piperazin-1-yl]ethyl}cyclohexyly
2-methanesulfonylacetamide 214 IIA 428 rr, r.)1) 9,',,",) N......-.2.
4-Cyano-N-{4-[2-(4-otolylpiperazin-1- yHethyl]cyclohexyl}butanamide
IIA 160  429 ..,ikrN 4-Cyano-N-(4-{244-(2,3-
dimethylphenyl)piperazin-1- yliethyl}cyclohexyl)butanamide 162 HA 430
.-.... 



.......). 4-Cyano-N-(4-{214-(4-fluoro-3-
trifluoromethylphenyl)piperazin-1- yliethyl}cyclohexyl)butanamide 149
HA 431  Cyclopent-1-enecarboxylic acid (4-{244-(4-fluorophenyl)
piperazin-1-yfiethyl}cyclohexyl) amide 227 IIA 432 ....itri.0
4-Cyano-N-(4-{214-(3-cyano-5- trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide 174 HA 433 . CM CIA* ,Nj 3.,L)
1-(4-{214-(2-Chloro-4-fluoro-5- methylphenyl)piperazin-1 -
yliethylThiperidin-1-y1)propan-2- one, dihydrochloride 344 IIIB 434
C111 '4 t 1-(4-{244-(3-Chloro-5- methylphenyl)piperazin-1-
yllethyl}piperidin-1-y0propan-2- one, dihydrochloride 300 IIIB  WO
2007/148208PCT11B2007/001673 155 Ex Structure Name M.P. (C) 



Synthetic Path 435 H,,a -- 4-Cyano-N-{4-[2-(4-pheny1-3,6-
dihydro-2H-pyridin-1- yOethyl]cyclohexylpoutanamide 171 11A 436 .
4-Cyano-N-(4-{2-[4-(2- trifluoromethylphenyl)piperazin-1-
yl]ethylcyclohexyl)butanamide, hydrochloride 248 HA 437 CN L ---N-.)
"-NAra N-(4-{214-(3-Chloro-5- methylphenyl)piperazin-1-
yllethyl}cyclohexyl)-2- cyanoacetamide 185 IIA 438 . iner5-
N.----IrC)--- N-(4-{214-(3-Chloro-5- methylphenyl)piperazin-1-
yliethyl}cyclohexyl)-4- cyanobutanamide 165 IIA 439 .re9
4-Cyano-N-(4-{244-(2- ethoxyphenyl)piperazin-1--
yljethylIcyclohexyl)butanamide 137 11A 440 itt,,Arsa
4-Cyano-N-(4-{214-(2-fluoro-5- methylphenyl)piperazin-1-
yllethyl}cyclohexyl)butanamide 156 IIA 441  



Cyclopent-1-enecarboxylic acid (4-{2-[4-(2,5-difluorophenyI)-
piperazin-1-yllethyl}cyclohexyl) amide 209 HA 442 floF N../N
N....-..i 4-Cyano-N-(4-{244-(2,5- difluorophenyl)piperazin-1-
yljethyl}cyclohexyl)butanamide 159 HA 443 FF FyLC
2,2-Difluoro-N-(4-{244-(2-fluoro3-trifluoromethylphenyl)piperazin-
1-yliethyl}cyclohexyl)acetamide 156 IIA  WO
2007/148208PCT/1132007/001673 156  Ex Structure Name M.P. (C)
Synthetic Path 444 HCI .4 F LO'N') 1-(44244-(4-Methy1-3-
trifluoromethylphenyl)piperazin-1 .'
yfiethyllpiperidin-1-yl)propan-2- one 325 IIIB 445 CJ4F %.,3te0
4-Cyano-N-(4-{2-14-(2,3- difluorophenyl)piperazin-1-
yliethylIcyclohexyl)butanamide 



197 IIA 446 F0F N-(4421442,3- Difluorophenyflpiperazin-1-
yliethyl}cyclohexyl)-3,3,3- trifluoropropanamide 220 HA 447 (-NIP-,
0Aeo,-.-.,) , Cyclopent-1-enecarboxylic acid
(4-{244-(2,3-difluoropheny1)- piperazin-1-yliethyl}cyclohexyl) amide
225 IIA  448 .......:I. 4-Cyano-N-(4-{214-(3-
cyanophenyl)piperazin-1- yllethylIcyclohexyl)butanamide 184 HA 449
r.,4c, 3/4wLro-?,..) A N-(4-{2-[4-(3-Chloro-2-
methoxyphenyl)piperazin-1- yllethyl}cyclohexyl)-4- cyanobutanamide
118 IIA 450 _CYtF 2-Cyano-N-(4-{214-(2,3,4-
trifluorophenyl)piperazin-1- yliethyl}cyclohexyDacetamide 207 IIA 451
, r.c(F ---.....)F 4-Cyano-N-(4-{244-(2,3,4-
trifluorophenyl)piperazin-1- yliethyl}cyclohexyl)butanamide 178 HA
452 F 



3,3,3-Trifluoro-N-(4-{244-(3- methanesulfonylphenyppiperazin
-1-yflethyl}cyclohexyl)- propanamide 173 HA  WO
2007/148208PCT/182007/001673 157 Ex Structure Name M.P. (C) Synthetic
Path 453 CH)0, CO1r---N ,.,,>F I-0 144421443-
Fluorophenyl)piperazin-1 ' yl]ethyl)piperidin-1-yl)propan-2- one,
dihydrochloride 268 IIIB 454 CIII `18 A,N 144421443-
Ethoxyphenyl)piperazin-1- yliethyl}piperidin-1-yl)propan-2- one,
dihydrochloride 246 IIIB 455 CH,n, a",CYY 1-(4-{2-[4-(2,4-.
Difluorophenyl)piperazin-1- yfiethyl}piperidin-1-yl)propan-2- one,
dihydrochloride 260 IIIB 456 cri ---N-ICS 



2-Cyano-N-042-(4-indan-4- ylpiperazin-1-
yl)ethylicyclohexyl}acetamide 175 IIIB 457
4-Cyano-N-{4-[2-(4-indan-4- ylpiperazin-1-
yl)ethyl]cyclohexyl)butanamide 157 IIA 458 r,"-914 gry-s.,,), onr-
Cyclopent-1-enecarboxylic acid (4-{244-(2-fluoro-3-
trifluoromethylphenyl)piperazin-1- yl]ethyl}cyclohexyl) amide 190 IIA
459 FF N-(4-{244-(2-Fluoro-3- trifluoromethylphenyl)piperazin-1-
yflethyl}cyclohexyl)succinamide 244 IIA 460 p
4-Cyano-2,2-difluoro-N-(4-{2[4-
(2-fluoro-3-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide 151 IIA 461 , ....
2,2,2-Trifluoro-N-(4-{244-(3- methanesulfonylphenyl)piperazin
-1-yl]ethyl}cyclohexypacetamide 132 IIA  WO
2007/148208PCT/IB2007/001673 158 Ex Structure 



Name M.P. (C) Synthetic Path 462 r,,...nma0
N-{442-(4-Bipheny1-3-ylpiperazin1-yDethylicyclohexyl)-4-
cyanobutanamide 119 HA 463 , _iyF Cyclopent-1-enecarboxylic acid
(4-{2-14-(3,4,5- trifluorophenyl)piperazin-1- yflethylIcyclohexyl)
amide 208 HA 464 kiMIN 2-Methyl-5-(4-(2-[1 -(2-
oxopropyl)piperidin-4- yllethyl}piperazin-1- yl)benzonitrile 107 IIIB
465  2-Ethoxy-N-(4-{244-(3,4,5- trifluorophenyl)piperazin-1-
yfiethyl}cyclohexyl)acetamide 133 HA 466  Cyclopent-3-enecarboxylic
acid (4-{2-14-(3,4,5- trifluorophenyl)piperazin-1-
yljethyl}cyclohexyl) amide 224 IIA 467      r-N-0-  ,..)
4-Cyano-N-{412-(4-ptolylpiperazin-1- yl)ethyl]cyclohexyl}butanamide
189_ IIA 



468  MCI HC 1-(4-{244-(3-Methoxy-5-
trifluoromethylphenyl)piperazin-1- yl]ethyl}piperidin-1-yl)propan-2-
one 277- 278 IIIB 469 FYLH' 4,4,4-Trifluoro-N-(4-{214-(3-
methanesulfonylphenyl)piperazin -1-ylIethyl}cyclohexyl)butanamide 205
IIA 470 A N-(412-14-(2-Fluoro-3- trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)-4- methoxybutanamide 175 IIA  WO
2007/148208PCT/IB2007/001673 159 Ex Structure Name MR (C) Synthetic
Path 471  N-(4-{214-(4-Chloro-2- fluorophenyflpiperazin-1-
yliethyl}cyclohexyl)-4- cyanobutanamide 171 IIA 472     tCF ---0
'1,i.F 2-Cyano-N-(4-{244-(2,4,5- trifluorophenyl)piperazin-1-
yl]ethylicyclohexyflacetamide 188 



IIA 473 * N.....A.0 4-Cyano-N-(44214-(2,4,5-
trifluorophenyl)piperazin-1- yliethyl}cyclohexyl)butanamide 153 HA
474  2-Ethoxy-N-{4-[2-(4-ptolylpiperazin-1-
ypethyl]cyclohexyl}acetamide 130 IIA 475  Cyclopent-1-enecarboxylic
acid {442-(4-p-tolylpiperazin-1- ypethylIcyclohexyl) amide 227 HA 476
5,6-Dihydro-4H-pyran-3- carboxylic acid
(4-{2-[4-(2-fluoro3-trifluoromethylphenyl)piperazin1-yl]ethylIcyclohe
xyl amide 207 IIA 477 F 3,3,3-Trifluoro-N14-(2-{4E3-(1-
hydroxyethyl)phenyl]piperazin-1- yl}ethyl)cyclohexyl]propanamide 190
HA 478  2-Ethoxy-N-(4-{244-(2-fluoro-3-
trifluoromethylphenyl)piperazin-1- yljethyl}cyclohexyflacetamide 125
IIA 479 ..,,Jr0 Chlorophenyl)piperazin-1- yliethyl}cyclohexyl)-4-
cyanobutanamide 190 IIA 



WO 2007/148208PCT/EB2007/001673 160 Ex Structure Name M.P. (C)
Synthetic Path 480 P;a4,0 N-(4-{2-[4-(4-ChlorophenyI)-
piperazin-1-yliethylIcyclohexyl)- 3,3,3-trifluoropropanamide 234 IIA
481 c" a",,,,"Crt 1-(4-{244-(4-Chloro-2- fluorophenyl)piperazin-1-
yllethyl}piperidin-1-yl)propan-2- one 206 IIIB  482 1.4..)
1-(4-{214-(2-Fluoro-4- methylphenyl)piperazin-1-
yl]ethyl}piperidin-1-yl)propan-2- one 65 IIIB 483
4-Cyano-N-(4-{244-(2-methoxy5-methylphenyl)piperazin-1-
ylIethyl}cyclohexyl)butanamide 164 IIA 484 cm'Y NQ
2-Cyano-N-(4-{244-(2-fluoro-4- methylphenyl)piperazin-1-
yliethyl}cyclohexyflacetamide 197. HA 



485        aq j.--. 4-Cyano-N-(4-{2-[4-(2-fluoro-4-
methylphenyl)piperazin-1- yllethyl}cyclohexyl)butanamide 173 IIA 486
0 ci-tPN Cyclopent-1-enecarboxylic acid (4-{2-[4-(3,4-
dichlorophenyl)piperazin-1- yllethyl}cyclohexyl) amide 202 HA 487
N-(4-{2-[4-(3,4- Dichlorophenyl)piperazin-1- yl]ethyl}cyclohexyl)-2-
ethoxyacetamide 112 IIA 488  Cyclopent-1-enecarboxylic acid
(4-{2-[4-(4-chlorophenyI)- piperazin-1-yllethyl}cyclohexyl) amide 237
IIA  WO 2007/148208_ PCI7D32007/001673 161 Ex Structure Name M.P. (C)
Synthetic Path 489 .. ICI F 1-(4-(214-(2-Fluoro-4-
trifluoromethylphenyl)piperazin-1- yfiethyl}piperidin-1-yl)propan-2-
one 278- 279 



IIIB 490 - ,....Cc ,--...---4.1 N-(4-{214-(3-Chloro-4-
methylphenyl)piperazin-1- yliethyl}cyclohexyl)-2- ethoxyacetamide 162
IIA 491                   c"-CCO3 01 r-y--.,-) g"---)
Cyclopent-1-enecarboxylic acid (4-(214-(3-chloro-4-
methylphenyl)piperazin-1-yll ethyl}cyclohexyl) amide 197 IIA 492 FiAD
N-(4-{244-(3-Chloro-4- methylphenyl)piperazin-1-
yfiethyl}cyclohexyl)-3,3,3- trifluoropropanamide 192 HA 493 r-v0-
F9..N,..) 4-21/4 3,3,3-Trifluoro-N-{4-12-(4-ptolylpiperazin-1-
yl)ethylicyclohexyl}propanamide 217 IIA 494
Cyclopent-3-enecarboxylic acid (4-{2[4-(2,4-difluoropheny1)-
piperazin-1-yliethyl}cyclohexyl) amide 199 IIA 495 a
1-(4-{214-(3,4-Dichlorophenyl) piperazin-1-yllethyl}piperidin-1-
yl)propan-2-one 114 IIIB 496 CH CNCI 



0 por,N 1-(4-(214-(4-Fluoropheny1)- piperazin-1-yliethyl}piperidin-1-
yl)propan-2-one 270 IIIB  WO 2007/148208PCTf1B2007/001673 162 Ex
Structure Name M.P. (C) Synthetic Path 497 FF
4,5-Dihydrofuran-3-carboxylic acid (4-{244-(2-fluoro-3-
trifluoromethylphenyl)piperazin-lyliethyl}cyclohexyl) amide 192 IIA
498 4 ,...1 N-(4-{214-(4-Chloropheny1)-3,6- dihydro-2H-pyridin-1-
yfiethyl}cyclohexyl)-2- ethoxyacetamide 149 IIA 499 N.....J(0
N-(4-{244-(4-Chloropheny1)-3,6- dihydro-2H-pyridin-1-
yliethyl}cyclohexyl)-4- cyanobutanamide  198 IIA  500 n " ta- ....Jr"
4-Cyano-N-(4-{244-(4- fluoro hen I -3,6-dih dro-2HPY)Y
pyridin-1-yliethyl}cyclohexyl)- butanamide 



180 IIA 501 ,C) Pyrrolidine-2-carboxylic acid (4- {244-(2-fluoro-3-
trifluoromethylphenyl)piperazin-1- yl]ethyl}cyclohexyl) amide 140 IA
I 502     rmiCC, ,.---..) N-(4-{244-(3,4- Dichlorophenyl)piperazin-1-
yfiethyl}cyclohexyl)-4- methoxybutanamide 175 IIA  503 NAjtri.)
N-(4-{244-(2,4- Difluorophenyl)piperazin-1 - yflethyl}cyclohexyl)-2-
ethoxyacetamide 130 IIA 504 yF F ,.....3.(0 N-(4-{244-(2,4-
Difluorophenyflpiperazin-1- yfiethyl}cyclohexyl)-4- methoxybutanamide
185 IIA  WO 2007/148208PCT/IB2007/001673 163 Ex Structure Name M.P.
(C) Synthetic Path 505 r0 



4-Cyano-N-(4-{244-(3,4- dimethylpheny9piperazin-1-
yfiethyl}cyclohexyl)butanamide 172 IIA 506  N-(4424443,4-
DimethylphenyOpiperazin-1- yllethylicyclohexyl)-4- methoxybutanamide
161 IIA 507 flC Aro-- Cyclopent-1-enecarboxylic acid
(4-1214-(3,4-dimethylpheny1)- piperazin-1-yliethyl}cyclohexyl) amide
201 IIA  508 N-CC N-(4-{2-[4-(3,4Dimethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)-2- ethoxyacetamide 122 IIA 509 la  FOfa....,) -.
,F>LILI  N-(4-{244-(3,4-Dimethylphenyl)
piperazin-1-yliethyl}cyclohexyly 3,3,3-trifluoropropanamide 199 IIA
510 ,0-00 4-Cyano-N-(4-{214-(5,6,7,8- tetrahydronaphthalen-2-
yl)piperazin-1- yllethyl}cyclohexyl)butanamide 170 11A 511
CyanophenyDpiperazin-1- yliethyl}cyclohexyl)-3,3,3-
trifluoropropanamide 180 11A 512  



Cyclopent-1-enecarboxylic acid (4-{244-(3-cyanopheny1)-
piperazin-1-yliethyl}cyclohexyl) amide 191 IIA  WO 2007/148208.
PCT/1B2007/001673 164 Ex Structure Name M.P. (C) Synthetic Path 513 a
N-(4-{214-(3-Cyanopheny1)- piperazin-1-yflethylIcyclohexyly
4-methoxybutanamide 168 HA 514  2-Ethoxy-N-(4-{2-1[4-(2-fluoro-5-
trifluoromethylphenyl)piperazin-1- yliethylicyclohexyl)acetamide 128
IIA 515  N-(4-{214-(4-Chlorophenyl)piperazin-1-yfiethyly
cyclohexyl)-2-ethoxyacetamide 154 HA 516  N-(4-{2-[4-(2-Fluoro-3-
trifluoromethylphenyl)piperazin-1- yllethyl}cyclohexyl)-2-
propoxyacetamide 102 HA 517 r-N-9-a ri fa ---,1/4)F 4111n
Cyclopent-1-enecarboxylic acid (4-{2-[4-(4-chloro-2-
fluorophenyflpiperazin-1- yl]ethylicyclohexyl) amide 



216 IIA 518 r"-9- 0 Ara ,,,,,..) , Cyclopent-1-enecarboxylic acid
(4-{2-14-(2-fluoro-4- methylphenyl)piperazin-1- yllethyl}cyclohexyl)
amide 202 IIA 519 (-rico -.....), .,3Lrr0
2-Cyano-N-(4-{244-(3,4-dichloro2-fluorophenyl)piperazin-1-
yllethyl}cyclohexyflacetamide 237 HA 520 ra
4-Cyano-N-(4-{244-(3,4-dichloro2-fluorophenyflpiperazin-1-
yl]ethylIcyclohexyl)butanamide 199 IIA 521
N-(4-{2-[4-(2,5-DichlorophenyI)- piperazin-1-yl]ethyl}cyclohexyl)-
2-ethoxyacetamide 128 IIA  WO 2007/148208PCT/IB2007/001673 165 Ex
Structure Name M.P. (C) Synthetic Path 522  .,.0 l?'
4-Cyano-N-(4-{2-[4-(2-cyano-3- fluorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide 



175 HA 523              r---)a, err --N-J e Cyclopent-1-enecarboxylic
acid (4-{2-[4-(2,4,5- trifluorophenyl)piperazin-1-
yl]ethyl}cyclohexyl) amide 199 IIA 524  4,5-Dihydrofuran-3-carboxylic
acid (4-{2-[4-(3cyanophenyl)piperazin-1- yliethyl}cyclohexyl) amide
165 IIA 525      r NFnu 0)tro---.--) Cyclopent-1-enecarboxylic acid
(4-{2-[4-(5-chloro-2- fluorophenyl)piperazin-1- yl]ethyl}cyclohexyl)
amide 198 HA  526 ",,itric,0-a0 4-Cyano-N-(4-{2-[4-(3-oxazol-2-
ylphenyl)piperazin-1- yllethyl}cyclohexyl)butanamide 192 IIA 527
CLiin,...Ak) F 4,5-Dihydrofuran-3-carboxylic acid (442-1442,4-
difluorophenyl)piperazin-1- yllethylIcyclohexyl) amide 192 HA 528 Q
Nea N-(4-{2-[4-(3-Chloro-5- trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)-2- cyanoacetamide 172 HA 529 ......Jra
N-(4-{2-[4-(3-Chloro-5- trifluoromethylphenyl)piperazin-1-
yl]ethylIcyclohexyl)-4- cyanobutanamide 



152 HA  WO 2007/148208PCT/B2007/001673 166 Ex Structure Name M.P. (C)
Synthetic Path 530  2-Cyano-N-(4-(214-(3-oxazol-2-
ylphenyl)piperazin-1- yllethyl}cyclohexypacetamide 185 IIA  531 0.0"
2-Ethoxy-N-(4-{244-(4-
fluoropheny1)-3,6-dihydro-2Hpyndin-1-yliethyl}cyclohexyl)- acetamide
122 IIA 532  4,5-Dihydrofuran-3-carboxylic acid(4-{244-(3-oxazol-2-
ylphenyl)piperazin-1- yfiethyl}cyclohexyl) amide 202 HA 533
(4-{214-(2,3- Dimethylphenyl)piperazin-1-
yliethyl}piperidin-1-yl)acetic acid ethyl ester 82 IIIB 534 r")0,
erca----N-J Cyclopent-1-enecarboxylic acid (4-{214-(2-fluoro-5-
methylphenyl)piperazin-1- yllethyl}cyclohexyl) amide 174 



HA  535           c.a.^ R.--Jyrnmj 4-Cyano-N-(44214-(3-
ethoxyphenyl)piperazin-1- yl]ethyl}cyclohexyl)butanamide 121 IIA 536
Cyclopent-1-enecarboxylic acid
(442-(4-pheny1-3,6-dihydro-2Hpyridin-1-yOethyl]cyclohexyl} amide 202
IIA 537 r--N-0( Cyclopent-1-enecarboxylic acid (4-{214-(3-fluoro-4-
methylphenyOpiperazin-1- yljethyl}cyclohexyl) amide 220 IIA  WO
2007/148208PCT/1B2007/001673 167 Ex Structure Name M.P. (C) Synthetic
Path 538   n-OC ..--) N....JP 4-Cyano-N-(4-12-14-(3-fluoro-4-
methylphenyl)piperazin-1- yliethyl}cyclohexyl)butanamide 180 IIA 539
cc 2-Ethoxy-N-(4-{244-(3-fluoro-4- methylphenyl)piperazin-1-
yllethyl}cyclohexypacetamide 124 IIA 540 



r,A, -,h?)cl^ '...A.CI 4-Cyano-N-F4-(2-{443-(1-
hydroxypropyl)phenyl]piperazin- 1-ygethyocyclohexylibutanamide 151 HA
541 ira. Pyrrolidine-2-carboxylic acid (4-
{244-(3-cyanophenyflpiperazin-1- yfiethyl}cyclohexyl) amide,
dihydrochloride 314 IIA 542  2-Methoxy-N-(4-{244-(3,4,5-
trifluorophenyl)piperazin-1- yliethyl)cyclohexyeacetamide 153 < 543 F
Cyclopent-1-enecarboxylic acid (4-{2-[4-(2,3,4-
trifluorophenylpiperazin-1- yl]ethyl}cyclohexyl) amide  213 IIA 544
CYC`, r--- ..t..--Ia."'1/4" tr 4-Cyano-N-(4-{2-[4-(4-
trifluoromethylphenyl)piperazin-1- yfiethyl}cyclohexyl)butanamide 207
IIA 545  N-(4421442,5- Dichlorophenyl)piperazin-1-
yflethyl}cyclohexyl)-2- ethoxyacetamide 128 IIA 546 F - OH 



Pyrrolidine-2-carboxylic acid (4- {214-(2-fluoro-5-
trifluoromethylphenyl)piperazin-1- yfiethyl}cyclohexyl) amide 274 IIA
WO 2007/148208, PCT/1B2007/001673 168 Ex Structure Name M.P. (C)
Synthetic Path 547  N-(4-{244-(3-Chloro-2- methylphenyl)piperazin-1-
yflethylIcyclohexyl)-4- methoxybutanamide 188 IIA 548 CNC(
9r,.---.-Fl..) 2...."N..>CH CH 1-(4-{244-(3,4-Dimethylpheny1)-
piperazin-1-yllethyl}piperidin-1- yl)propan-2-one 275 IIIB 549 CA N0
OH 1-(4-{2-[4-(3,4-Dichloro-2- fluorophenyl)piperazin-1-
yljethyl)piperidin-1-yl)propan-2- one 230 IIIB 550 CNP ., Cu
Pyrrolidine-2-carboxylic acid (4- {214-(2,4-difluoropheny1)-
piperazin-1-yliethyl}cyclohexyl) amide, dihydrochloride 



260 HA 551 F N-(4-{244-(3-Chloro-2 ,4- dif luor ophenyl)piper azin-1-
yliethyl}cyclohexyl)-2- cyanoacetamide 198 IIA 552 .......lp
N-(4-{214-(3-Chloro-2,4- difluorophenyflpiperazin-1-
yliethyl}cyclohexyl)-4- cyanobutanamide 192 HA 553 .
1-(4-{244-(2-Fluoro-5- trifluoromethylphenyflpiperazin-1-
yliethyl}piperidin-1-y0propan-2- one, dihydrochloride 230 IIIB 554 CH
CH a tcx,N 1-(44244-(3-Chloro-2- methoxyphenyl)piperazin-1-
yliethyl}piperidin-1-y0propan-2- one, dihydrochloride  270 IIIB  WO
2007/148208PCT/IB2007/001673 169 Ex Structure Name M.P. (C) Synthetic
Path 555 NO 2-Cyano-N-(4-{2-[4-(4- trifluoromethylpheny0-3,6-
dihydro-2H-pyridin-1- yl]ethyl}cyclohexyl)acetamide 



217 HA 556  Cyclopent-1-enecarboxylic acid
{4-[2-(4-o-tolylpiperazin-1- yl)ethylicyclohexyl} amide 181 IIA 557 0
, 2-Ethoxy-N-{4-[2-(4-otolylpiperazin-1- ylethylicyclohexyl}acetamide
101 11A 558 "ttp 4-Cyano-N-{412-(6-cyano-3,4-
dihydro-1H-isoquinolin-2- yHethyficyclohexyl}butanamide 177 IIA 559
NJ3 2-Cyano-N-{4-[2-(6-cyano-3,4- dihydro-1H-isoquinolin-2-
yOethyl]cyclohexyl}acetamide 206 IIA 560 . N-(4-{2-[4-(3-
EthylphenApiperazin-1- yliethyl}cyclohexyl)-4- methoxybutanamide 130
IIA 561  5,6-Dihydro-4H-pyran-2- carboxylic acid (4-{2-[4-(3-
ethylphenyOpiperazin-1- yl]ethyl}cyclohexyl) amide 135 IIA 562 ,
5,6-Dihydro-4H-pyran-2- carboxylic acid (4-{2-[4-(3-
trifluoromethylphenyHpiperazin-1- yl]ethylicyclohexyl) amide 142 



IIA 563  2-Ethoxy-N-(4-{2-[4-(3- ethylphenyl)piperazin-1-
yfiethyl}cyclohexyl)acetannide 100 IIA  WO
2007/148208PCT/1320071001673 170 Ex Structure Name M.P: (C) Synthetic
Path 564 F 4,5-Dihydrofuran-3-carboxylic acid
(4{2-[4-(3trifluoromethylphenyOpiperazin-1- yl]ethyl}cyclohexyl)
amide 175 HA 565 cwP F 5,6-Dihydro-4H-pyran-2- carboxylic acid
(4-{2-j4-(2,4difluorophenyl)piperazin-1- yl]ethyl}cyclohexyl) amide
160 HA 566 * ci 2-Cyano-N14-(2-{443-(1-
hydroxypropyflphenyllpiperazin- 1-yHethyI)cyclohexyllacetamide 157
IIA 567  IF Cyclopent-1-enecarboxylic acid
(4-{244-(2,4-difluoropheny1)-3,6- dihydro-2H-pyridin-1-
yliethyl}cyclohexyl) amide 166 IIA 



568 CF tio 4-Methoxy-N-(4-(244-(3,4,5- trifluorophenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide 194 IIA 569 CH.11 CH
1-{442-(4-Indan-5-ylpiperazin-1 - yHethyl]piperidin-1-yl}propan-2-
one, dihydrochloride 291 IIIB 570 ..\-jitra 4-Cyano-N-(4-(244-(4-
trifluoromethylphenyI)-3,6- dihydro-2H-pyridin-1-
yliethyl}cyclohexyl)butanamide 185 IIA 571  Cyclopent-1-enecarboxylic
acid (4-(214-(4-methoxypheny1)- piperazin-1-yHethyl}cyclohexyl) amide
205 IIA 572  2-Ethoxy-N-(4-{2-[4-(4- methoxyphenyl)piperazin-1-
yflethyl}cyclohexyl)acetamide 132 HA  WO 20071148208PCT/132007/001673
171 Ex Structure Name M.P. (C) Synthetic Path 573 



2-Cyano-N-(4-{2-[4-(4- methoxyphenyl)piperazin-1-
yflethyl}cyclohexypacetamide 227 IIA 574 i NCiL
2-Cyano-N-(4-{244-(3,5-difluoro4-trifluoromethylphenyl)piperazin-
1-yl]ethylIcyclohexypacetamide 231 HA 575  2-Cyano-N44-(24443-(1-
hydroxy-2- methylpropyl)phenylipiperazin-1-
yl}ethyl)cyclohexyllacetamide 119 IIA 576 40 jc..N
1-(4-{244-(5,6,7,8-Tetrahydronaphthalen-2-yl)piperazin-1-
yliethyl}piperidin-1-yl)propan-2- one 75 IIIB 577
N-(4-{2-[4-(3-Chloro-5- methylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)-2- ethoxyacetamide 100 HA 578 -0---Zra
N-(4-{2-[4-(3-Chloro-5- methylphenyI)piperazin-1-
yljethyl}cyclohexyl)-4- methoxybutanamide 167 IIA 579
N-(4-{2-[4-(2-Chloro-4-fluoro-5- methylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)-2- ethoxyacetamide 132 HA 580 



AXX ... N-(4-{2-[4-(2-Chloro-4-fluoro-5- methylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)-4- methoxybutanamide 171 IIA  WO
2007/148208PCT/IB20071001673 172 Ex Structure Name M.P. (C) Synthetic
Path 581 . 1-(4-(214-(3-Chloro-5- fluorophenyflpiperazin-1-
yllethyflpiperidin-1-yl)propan-2- one 107 IIIB 582
4-Cyano-N-(4-(2-[4-(4- methoxyphenyl)piperazin-1-
yflethyl}cyclohexyl)butanamide 200 IIA 583 CH OH . 1,.
1-(4-{214-(3,4-Dihydro-2Hbenzo[b][1,4]dioxepin-6-
yl)piperazin-1-yliethyl}piperidin-1- yl)propan-2-one, dihydrochloride
280 IIIB 584 r.vCC? )LON') 1-{412-(4-Benzo[1,3]clioxol-5- .. 



ylpiperazin -1-yeethyl]piperidin-1- yl}propan-2-one 113 IIIB 585 ,-,I
Cyclopent-1-enecarboxylic acid (4-{244-(2-fluoropheny1)-3,6-
dihydro-2H-pyridin-1- yl]ethyl}cyclohexyl) amide 192 IIA 586 F
2-Cyano-N-(44214-(2-fluoro-5- trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyflacetamide 152 MA 587 CM 1-(4-{244-(4-
Trifluoromethylphenyflpiperazin1-yl]ethyllpiperidin-1-yl)propan-2-
one 104 IIIB 588 ,a 5, icAM-"') 144421443-
Trifluoromethylsulfanylphenyl)pip erazin-1-yllethyflpiperidin-1-
y0propan-2-one 67 IIIB  WO 2007/148208PCT/1B2007/001673 173 Ex
Structure Name M.P. (C) Synthetic Path 589 HCI HOP* rm".N,i 



"CA.) 114-(2-{413-0,1 - Difluoroethybphenyflpiperazin-1 -
yl}ethyl)piperidin-1-yl]propan-2- one, dihydrochloride 256 IIIB 590
MCI HU07 Ae,Cal 1-(4-{2-[4-(3-Difluoromethylphenyl)piperazin-1-
yl]ethyllpiperidin-1-yl)propan-2- one, dihydrochloride 265 IIIB 591 2
trneNa 1-{442-(4-Benzo[1,31dioxol-4-
ylpiperazin-1-yflethyl]piperidin-1- yl}propan-2-one, dihydrochloride
264 IIIB 592 LaN- 1-(4-{2-[4-(3-Chloro-4- fluorophenyl)piperazin-1-
yllethyl}piperidin-1-yl)propan-2- one 92 IIIB 593 . m....itro
4-Cyano-N-(4-{214-(3- trifluoromethylphenyI)-3,6-
dihydro-2H-pyridin-1- yfiethyl}cyclohexyl)butanamide 102 IIA  594
r-"Co U( '43Cr N44-{214-(3-Chloro-4- fluorophenyl)piperazin-1-
ygethyl}cyclohexyl)-2- cyanoacetamide 176 IIA 595 OP . 



)1,-NrY-N 1-(4-{214-(4-Chloropheny0-3,6- dihydro-2H-pyridin-1-
yl]ethyl}piperidin-1-yl)propan-2- one 101 IIIB 596 HG1 HOP 1,1,)
4-(4-{241-(2-0xopropyl)piperidin4-yliethyl}piperazin-1-y1)-
benzonitrile, dihydrochloride 295 IIIB  WO
2007/148208PCT/1132007/001673 174 Ex Structure Name M.P. (C)
Synthetic Path 597 HCI HCIN 401 ----N 1-(4-(214-(2-Fluoro-5-
methylphenyl)piperazin-1- yliethyl}piperidin-1-y0propan-2- one,
dihydrochloride 275 IIIB 598 s."itrO N-(4-(244-(3-Chloro-4-
fluorophenyppiperazin-1- yllethylIcyclohexyl)-4- cyanobutanamide 142
IIA 599 NO N-(4-(214-(2-Chloro-5- cyanophenyl)piperazin-1-
yflethyl}cyclohexyl)-2- cyanoacetamide 225 IIA 



600 HO HONXN i-aN- OcHc
144421442,6-Di-tettbutylpyrimidin-4-yl)piperazin-1-
yliethyl}piperidin-1-yl)propan-2- one, dihydrochloride 310 IIIB 601
61:c N,...a...0-- N-(4-(214-(2-Chloro-5- cyanophenyl)piperazin-1-
yfiethyl}cyclohexyl)-4- cyanobutanamide 206 IIA 602
N-(4-{244-(3-Chloro-2,4- difluorophenyl)piperazin-1-
yllethyl}cyclohexyl)succinamide 257 IIA 603 Crar
1-(4-(214-(3-Acetylpheny1)- piperazin-1-yliethyl}piperidin-1-
yl)propan-2-one 85 IIIB 604 $ 14344424142- Oxopropyl)piperidin-4-
yllethyl}piperazin-1- yflphenyl]propan-1-one 68 IIIB  WO
2007/148208PCT/1132007/001673 175 Ex Structure Name M.P. (C)
Synthetic i Path 



605 110 NCI4 2-Methy1-113-(4-(211-(2- oxopropyppiperidin-4-yliethyl}-
piperazin-1-yOphenylipropan-1- one, dihydrochloride 250 IIIB 606 *
c,",'L) 1-K-(24443-( 1- Hydroxyethyl)phenyl]piperazin-1-
yl}ethyl)piperidin-1-yl]propan-2- one 97 IIIB 607  1+142441341-
Hydroxypropyl)phenyl]piperazin1-yl}ethyl)piperidin-1-yl]propan-2- one
83 IIIB 608 Oy OH 144-(2-{413-(1-Hydroxy-2-
methylpropyl)phenyl]piperazin-1- yllethyl)piperidin-1-yl]propan-2-
one  78 IIIB 609 HO' N-) l'ir8 3-{412-(4-Indan-4-ylpiperazinl "'
ypethyllpiperidin-l-y1}-3- oxopropanenitrile, hydrochloride 210 IIIA
610 HCI 1-{442-(4-Indan-4-ylpiperazin-1-
ypethyl]piperidin-1-yllpropane- 1,2-dione, hydrochloride 225 111A 611
HCI 31,0,---.N.-) 



1-(4-(2-[4-(2,3- Dichlorophenyl)piperazin-1
yllethyl}piperidin-1-yl)propane1,2-dione, hydrochloride 244 IIIA 612
. 344424442,3- Dichlorophenyl)piperazin-1-
yfiethyl}piperidin-1-y1)-3- oxopropanenitrile, hydrochloride 228 IIIA
WO 2007/148208PCT/1B2007/001673 176 Ex Structure Name M.P. (C)
Synthetic Path 613  2-Cyano-N-(4-{2-[4-(4-
trifluoromethylphenyl)piperazin-1- yflethyl}cyclohexyDacetamide 156
IIA 614 HCI HO , jua..-._,N 144424442- Ethoxyphenyl)piperazin-1-
yflethyl}piperidin-1-yl)propan-2- one, dihydrochloride 271 IIIB 615
40 1,60-N 1-(4-{244-(4-Fluoropheny1)-3,6- dihydro-2H-pyridin-1-
yllethyl}piperidin-1-yl)propan-2- one 72 IIIB 616 , 



.0_,JrCrA"). N-(442[4-(2-Fluoro-5- trifluoromethylphenyl)piperazin-1-
yflethyl}cyclohexyl)-4- methoxybutanamide 177 IIA 617 2at CI -..-N-Y
1-(4-{2-[4-(2,5- Dichlorophenyl)piperazin-1-
yflethyl}piperidin-1-yl)propan-2- one, dihydrochloride 172 IIIB 618 *
. 1-(4-{244-(3-Chloro-4- methylphenyl)piperazin-1-
yliethyl}piperidin-1-yl)propan-2- one 103 IIIB 619 HO Ha*  )1,A
1-{412-(4-Indan-4-y1-3,6-dihydro2H-pyridin-1-ypethyllpiperidin-1-
yl}propan-2-one, dihydrochloride 291 IIIB 620 .0 orc) LYMA
4-{442-(4-Indan-4-ylpiperazin-1- yl)ethylipiperidin-l-y1}-4-
oxobutanamide 137 IIIA 621 n HCI         rict , ji0---.-) -'11fN
1-{4-12-(4-Indan-4-ylpiperazin-1 - y)ethylipiperidin-1-ylbutane-1,2-
dione, hydrochloride 202 IIIA 



WO 2007/148208PCT1I1320071001673 177 Ex Structure Name M.P. (C)
Synthetic Path  622 1-0--N ,)0 1-(44244-(3-
Methanesulfonylphenybpiperazin
-1-yllethyllpiperidin-1-yl)propan2-one, dihydrochloride 260 IIIB 623
LO--N 1-(44244-(3-Chloro-2,4- difluorophenyl)piperazin-1-
yliethylThiperidin-1-yl)propan-2- one 82 IIIB 624 s W N
1-{412-(4-Phenyl-3,6-dihydro-2Hpyridin-1-yflethylipiperidin-1-
yl}propan-2-one 80 IIIB 625 Ha 2-Cyano-N-(4-{214-(3,5-
dimethylphenyI)-3,6-dihydro-2Hpyridin-1-
yliethylIcyclohexyl)acetamide, hydrochloride 220 HA 626 HO,CCF
Har......"0 ,LON) 



1-(4-{244-(3-Fluoro-4- methylphenyl)piperazin-1- one, dihydrochloride
276 IIIB 627 OH OnN 0 -- 9 24241-(2-0xopropyl)piperidin-4-
yfiethyl)-1,2,3,4- tetrahydroisoquinoline-6- carbonitrile,
dihydrochloride 249 IIIB 628 CH CH 3 1-(4-{244-(4-Chloro-3-
trifluoromethylphenyl)piperazin-1- yliethyl}piperidin-1-yppropan-2-
one, dihydrochloride 263 IIIB 629 C1H .,.
1-{4-[2-(4-Biphenyl-3-ylpiperazin1-yflethyl]piperidin-1-yl)propan-2-
one, dihydrochloride 235 IIIB  WO 2007/148208PCT/1132007/001673 178
Ex Structure Name M.P. (C) Synthetic Path 630 OH..,C?" 



CIH(---N    ,,,,) A.A.) 1-(4-{214-(4-Fluoro-2-
methylphenyl)piperazin-1- yflethyl}piperidin-1-yl)propan-2- one,
dihydrochloride 283 IIIB 631 F N-(4-{214-(2-Fluoro-5-
trifluoromethylphenyl)piperazin-1- yliethyl}cyclohexyl)succinamide
238 IIA 632 .a, /,.c."-rDi "ILL) 144424442,5-
Dimethoxyphenyl)piperazin-1- yl]ethyl}piperidin-1-yl)propan-2- one,
dihydrochloride 268 IIIB 633 MCI MCI 1-{4-[2-(4-Indan-4-ylpiperidin-1
' ypethyl]piperidin-1-yl}propan-2- one, dihydrochloride 339 IIIB 634
Ha MCI LaN- 1-(4-{214-(4- Fluorophenyl)piperidin-1-
yfiethygpiperidin-1-yl)propan-2- one, dihydrochloride  IIIB 635 - MCI
8E kAU - 1-(4-{244-(2-Methoxy-5- trifluoromethylphenyl)piperazin-1-
yliethyllpiperidin-1-yppropan-2- one, dihydrochloride 260 IIIB 636 



11 - 14442-(4-Indan-4-ylpiperazin-1-
yflethyl]piperidin-1-yljpentan-2- one, dihydrochloride 270 IIIB 637
"O' iLO-- 1-(4-{2-[4-(4-Fluoro-3- trifluoromethylphenyl)piperazin-1-
yl]ethyl}piperidin-1-yl)propan-2- one, dihydrochloride 266 IIIB  WO
2007/148208PCT/1132007/001673 179 Ex Structure Name M.P. (C)
Synthetic Path 638 MCI MCI 09 tm- 144421442,6-
Dimethylphenyl)piperazin-1- yliethyl}piperidin-1-yl)propan-2- one,
dihydrochloride 249 IIIB 639 Ho  HO L. 1-(4-{214-(2-Chloro-5-
methoxyphenylpiperazin-1- yliethyllpiperidin-1-yl)propan-2- one,
dihydrochloride 263 IIIB 640 r. 4,1_,," ko''`) 1-(4-{244-(3-
Hydroxymethylphenyl)piperazin1-yl]ethyl}piperidin-1-yl)propan-2- one 



84 IIIB 641 MCI HC Ir 1,0-N3rSal
1-(4-{244-(6,7,8,9-Tetrahydro5H-benzocyclohepten-1-
yl)piperazin-1-yliethyflpiperidin-1- yl)propan-2-one, dihydrochloride
300 IIIB 642               r, ;DO LAO-N')
1-(4-{244-(6,7,8,9-Tetrahydro5H-benzocyclohepten-2-
yl)piperazin-1-yliethyllpiperidin-1- yl)propan-2-one 98 IIIB 643 cr
0,51,0- 3-Cyano-N-(4-{214-(4- trifluoromethylphenyl)piperazin-1-
yliethylicyclohexyl)propanamide 207 IIA 644  3-Cyano-N-(4-{244-(3-
cyanophenyl)piperazin-1- yl]ethyl}cyclohexyl)propanamide 160 HA 645
2-Cyano-N-(4-{244-(2-fluoro-4- trifluoromethylphenyl)piperazin-1-
yfiethyl}cyclohexyflacetamide 212 IIA 646 ,1/4"yor ""crcf'
4-Cyano-N-(4-(244-(2-fluoro-4- trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)-butanamide 165 HA  WO
2007/148208PCT/I1320071001673 180 



Ex Structure Name M.P. (C) Synthetic Path 647 HCI HC]  3,0----
1-(4-{244-(2-Methoxy-5- methylphenyl)piperazin-1 -
yfiethyl}piperidin-1-yl)propan-2- one, dihyrochloride 260 IIIB 648
HCI. HCI 0 0 1-(4-{2-14-(3-Chloro-5-
trifluoromethylphenyl)piperazin-1- yl]ethyl}piperidin-1-yl)propan-2-
one, dihyrochloride 289 IIIB 649 r,..           nAtib "rThr-N,)
4-{4-[2-(4-Indan-4-ylpiperazin-1- yOethyl]piperidin-1-y1}-4-oxo-
butanonitrile  IIIA 650 4 LMA 1-(4-{214-(3-Fluoro-5-
trifluoromethylphenyl)piperazin-1- yl]ethyl}piperidin-1-yl)propan-2-
one 295 IIIB 651 rY K 1-(4-{214-(2-Fluoro-5-
trifluoromethylphenyI)-3,6- dihydro-2H-pyridin-1-
yfiethyl}piperidin-l-yl)propan-2- one, dihyrochloride 282 



IIIB 652 0 4-Methoxy-N-(4-{2-[4-(2,3,4- trifluorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide 203 IIA 653 t-Lr'r) N-(4-{2-[4-(3-
Cyanophenyl)piperazin-1- yl]ethyl}c9clohexyl)-4,4,4-
trifluorobutanamide 176 IIA 654  N-(4421443- Cyanophenyl)piperazin-1-
yliethyl}cyclohexyl)-3- methoxypropanamide 145 IIA  WO
2007/148208PCT/IB2007/001673 181 Ex Structure Name M.P. (C) Synthetic
Path 655 P-NA. 2-Cyano-N-(4-{244-(2-fluoro-5-
trifluoromethylpheny1)-3,6- dihydro-2H-pyridin-1-
yllethyl}cyclohexyDacetamide 168 IIA 656 N 144424442,3,4-
Trifluorophenyflpiperazin-1- yfiethyllpiperidin-1-yl)propan-2- one 88
IIIB 657 "Hg;floe 



1,0-- N 144421443- Phenoxyphenyl)piperazin-1
yliethyllpiperidin-1-yl)propan-2- one, dihyrochloride 241 11113 658
HO a4), j, re'N0 N.J 14442-K43- Isopropoxyphenyflpiperazin-1-
yfiethyllpiperidin-1-yl)propan-2- one, dihyrochloride 237 IIIB 659
LM-rs) 2-Fluoro-5-(4-{211-(2- oxopropy0piperidin-4-
yliethylipiperazin-1- yObenzonitrile 102 IIIB 660
2-Cyano-N-(4-{214-(3-cyano-4- fluorophenyl)piperazin-1-
yfiethyl}cyclohexypacetamide 185 IIA 661 A-JP N-(4-{214-(3-Cyano-4-
fluorophenyflpiperazin-1- yl]ethyl}cyclohexyl)-4- methoxybutanamide
197 IIA 662 cNia: 4-Cyano-N-(4-{244-(3-cyano-4-
fluorophenyl)piperazin-1- yliethyl}cyclohexyl)butanamide 158 IIA  WO
2007/148208PCT/1B2007/001673 182 Ex Structure 



Name M.P. (C) Synthetic Path 663 40 ,N,) 1-(4-{214-(2,5-
Difluorophenyl)piperazin-1- yflethyllpiperidin-1-y0propan-2- one 90
IIIB, 664  2-Cyano-N-(4-{214-(3-fluoro-5-
trifluoromethylphenyl)piperazin-1- yliethylIcyclohexyflacetamide 178
HA 665 C.) 4-Cyano-N-(44214-(3-fluoro-5-
trifluoromethylphenyOpiperazin-1- yliethyl}cyclohexyl)butanamide 163
IIA 666      , 4 ,,,,L.3  1-(4-{2-K-(3-tertButylphenyl)piperazin-1-
yliethyl}piperidin-1-yl)propan-2- one, dihydrochloride 257 IIIB 667
HG' HG N F FF 144421442-
Trifluoromethylphenyl)piperazin1-yliethyl)piperidin-1-y1)propan-2-
one, dihydrochloride 290 IIIB 668 1---)1N-0--N-)
3-Cyano-N-(4-{214-(2-fluoro-5- trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)propanamide 164 



IIA 669 . ,49 N-(44244-(2-Fluoro-5-
trifluoromethylphenyflpiperazin-1- yl]ethylIcyclohexyl)-2-
propoxyacetamide, hydrochloride 240 IIA 670 F FirlIM
3,3,3-Trifluoro-N-(4-{2-[4-(2- fluoro-5-
trifluoromethylphenyl)piperazin-1- yliethyllcyclohexyl)propanamide
177 IIA 671  N-(44244-(2-Fluoro-5- trifluoromethylphenyflpiperazin-1-
yllethyl}cyclohexyl)-malonamide 185 IIA  WO
20071148208PCT/IB2007/001673 183 Ex Structure Name M.P. (C) Synthetic
Path 672 HU0 3  1-(4-{244-(3- Benzylphenyl)piperazin-1-
yliethyl}piperidin-1-y1)propan-2- one, dihydrochloride 253 IIIB 673
FcU 



2-Cyano-N-(4-12-[4-(5-ethyl-2- fluorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide 180 IIA 674 C
4-Cyano-N-(4-{214-(5-ethyl-2- fluorophenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide 153 HA 675
4-Methoxy-N-{4-[2-(4-mtolylpiperazin-1- yHethyl]cyclohexyl}butanamide
148 IIA 676 HCI HCI4 .,..,") 1-(4-{214-(3,4-
Difluorophenyl)piperazin-1- yflethyl}piperidin-1-yl)propan-2- one,
dihydrochloride 249 IIIB 677 HCICr MCI"Thi 41-) 144421444-
ChlorophenyOpiperazin-1- yl]ethyl}piperidin-1-yl)propan-2- one,
dihydrochloride 277 IIIB 678 HOII A-M-N %) 1-(442-[4-(3-
Isopropylphenyl)piperazin-1- yl]ethyl}piperidin-1-yl)propan-2- one,
dihydrochloride 252 IIIB 679   G..""cf% .. ,------r
5-{412-(4-Indan-4-ylpiperazin-1- yl)ethylipiperidin-1-y1}-5-oxo-
pentanenitrile, hydrochloride 210 



IIIA 680 n HO      r-N-14/ OrN.,...) roris 2-Ethoxy-14442-(4-indan-4-
ylpiperazin-1-yHethyllpiperidin-1- yl}ethanone, hydrochloride 270
IIIA  WO 2007/148208PCTTIB2007/001673 184 Ex Structure Name M.P. (C)
Synthetic Path 681         rajaCN A-O--N 3414211
-(2-0xopropyppiperidin4-yfiethyl}-1,2,3,6- tetra hyd ropyrid
in-4-yl)benzon itrile 94 IIIB 682  2-Cyano-N-(4-{244-(3-
cyanopheny0-3,6-d ihyd ro-2Hpyridin-1-yliethy1}- cyclohexyDacetamide
185 I IA 683 IN N-(4-{244-(3-CyanophenyI)-3,6- dihyd ro-2H-pyridin-1-
yflethyl}cyclohexyl)-4- methoxybutanamide 178 IIA 684       -9C r.F
-0--A-c-) N-(4-{214-(3,4-Dichloro-2-fluorophenyl)piperazi n-1-
yliethyl}cyclohexy0-4- methoxybutanamide 



210 I IA 685 HO Hel r. rem,a.) L,N.,...) 1-(4-{214-(5-Chloro-2-
fluorophenyl)piperazi n-1- yliethyl}pi perid i n-1-yl)propan-2- one,
dihydrochloride 270 IIIB 686 , a . ... iNS .%) i-C-
1-(44214-(3-Methylsulfanylphenyl)piperazi n-1-yl]ethyll-
piperidin-1-yl)propan-2-one 113 IIIB 687     r-Ark*" --,---,0
2-Cyano-N-(4-{244-(3-cyano-2,4-   difluorophenyOpiperazin-1-
yfiethyl}cyclohexybacetamide 210 I IA 688 rn-PC" -----),
4-Cyano-N-(4-{244-(3-cyano-2,4- difluorophenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide 203 IIA 689  N-(442-1443-Fluoro-2-
methylphenyl)piperazin-1- yflethyl}cyclohexyl)-4- methoxyb utanamide
172 I IA  



WO 2007/148208PCT/1132007/001673 185 Ex Structure Name M.P. (C)
Synthetic Path 690 ,,,)F-ri
2,6-Difluoro-3-(44211-(2-oxopropyl)piperidin-4-
yljethyflpiperazin-1- yl)benzonitrile 108 IIIB 691 OPj
N-(4-{2-[4-(3,5Dichlorophenyl)piperazin-1- ygethyl}cyclohexyl)-4-
methoxybutanamide 184 IIA 692 CH-cc -4,-) , N-(4-{2-[4-(3-Cyano-2,4-
difluorophenyl)piperazin-1- yl]ethyl}cyclohexy0-4- methoxybutanamide
211 IIA  693 Mm 4-(4-{2-[4-(3-Fluoro-5-
trifluoromethylphenyl)piperazin-1- yl]ethyl}piperidin-1-y0-4-
oxobutanonitrile  IIIA 694 . ,,c,4 N 1-(4-{214-(3-
Methoxymethylphenyl)piperazin1-yliethyflpiperidin-1-yl)propan-2- one,
dihydrochloride 255 IIIB 



695 , HO HarN4(FF p 1-(4-{214-(2,3,4,5-
Tetrafluorophenyl)piperazin-1- yl]ethyflpiperidin-1-yl)propan-2- one,
dihydrochloride 235 IIIB 696 HO HOP 01 rm.,...) I...N.v)
1-(4-{214-(2-Chloro-5- trifluoromethylphenyl)piperazin-1-
yllethyflpiperidin-1-yl)propan-2- one, dihydrochloride 299 IIIB 697 F
CNOF 1-(4-{214-(3,4,5-Trifluorophenyl)
piperazin-1-yliethyl}piperidin-1- yl)propan-2-one 86 IIIB  WO
20071148208PCT1I132007/001673 186 Ex Structure Name MR (C) Synthetic
Path 698 0 N-(4-{214-(4-Chloropheny1)-
piperazin-1-yljethyl}cyclohexyl)- 4-methoxybutanamide 204 IIA 699 



HOP HOPjcF F .L. 1-(4-{2-14-(3,5-Difluoro-4-
trifluoromethylphenyl)piperazin-1 ''
yllethyl}piperidin-1-yl)propan-2- one 80 IIIB 700 A Har,""`14
JLAMAI')F 1-(4-{244-(2-tert-Butyl-6- trifluoromethylpyrimidin-4-
yl)piperazin-1-yllethyl}piperidin-1- yl)propan-2-one,
trihydrochloride 287 IIIB 701 AO AirO'N') N-(4-{244-(2-Fluoro-5-
trifluoromethylphenyl)piperazin-1- yllethyl}cyclohexyl)-2-
methoxyacetamide 139 HA 702 HO! HOP to.-.."N 14442-N-(2,4-
Dichlorophenyl)piperazin-1- yliethyllpiperidin-1y1)propan-2- one,
dihydrochloride 283 IIIB 703 HG010 HOP ,i,..i IA) 144421442,4,5-
Trichlorophenyl)piperazin-1- yliethyllpiperidin-1-yl)propan-2- one,
dihydrochloride 261 IIIB 704 "a 4-(4-{244-(3-Chloro-5-
trifluoromethylphenyl)piperazin-1- yllethyl}piperidin-1-y1)-4-
oxobutanonitrile, hydrochloride 



128 IIIA 705 5ck F Cyclopent-1-enecarboxylic acid
(4-(214-(2-fluoro-6- trifluoromethylphenylpiperazin-1-
yllethyl}cyclohexyl) amide 199 IIA  WO 2007/148208PCT111320071001673
187 Ex Structure Name M.P. (C) Synthetic Path 706 Yiro
N-(4-{214-(2-Fluoro-5- trifl uoromethylp henyl)piperazin-1-
yliethyl}cyclohexyl)-2- methanesulfonylacetamide 192 HA 707 yr
,..",Ira'-"') N-(4-{244-(2-Fluoro-4- methylphenyl)piperazin-1-
yflethyl}cyclohexyl)-4- methoxybutanamide  HA 708 ,,,C)t' RCL,,r0
2-Cyano-N-(4-(244-(2, 3,4,5- tetrafluorophenyl)piperazin-1-
yfiethyl}cyclohexyl)acetamide 214 IIA 709  



2-Cyano-N-(4-(214-(2,4- dichlorophenyl)piperazin-1-
yfiethyl}cyclohexypacetamide 189  710 110 HCI00
1-(4-(244-(5-Chloro-2- methylphenyl)piperazin-1-
yliethyl}piperidin-1-y0p ropan-2- one, dihydrochloride 259 IIIB  )
1-(4-{2-[4-(2,3- Dihydrobenzo[l ,4]dioxin-6-
yOpiperazin-1-yliethyl}piperidin-1- yl)propan-2-one 126 IIIB 712 d3y
4-Cyano-N-(4-(244-(2-fluoro-5- trifl uoromethylpheny1)-3,6- dihyd
ro-2H-pyrid in-1- yfiethyl)cyclohexyl)butanam ide 153 HA 713 _.
N-(4-(214-(2-Fluoro-5- trifluoromethyIpheny1)-3,6-
dihydro-2H-pyridin-1- yflethyl}cyclohexyl)-4- methoxybutanamide 164
IIA  WO 2007/148208PCT/182007/001673 188 Ex Structure Name MR (C)
Synthetic Path 714 HCI ,c--DN-1,--k- 



1,4,) 1-(4-(244-(2,5-Dimethylpheny1)-
piperazin-1-yllethyllpiperidin-1- yl)propan-2-one, dihydrochloride
350 IIIB 715  N-(4-(214-(3,5-Dimethylpheny1)-
piperazin-1-Aethyl}cyclohexyl)- 4-methoxybutanamide 195 HA 716
3-Cyano-N-(4-(244-(3,5- dimethylphenyl)piperazin-1-
yfiethyl}cyclohexyl)propanamide 175 IIA 717 NutraNPCI c -
2-Cyano-N-(4-(244-(2,4,5- trichlorophenyl)piperazin-1-
yliethyl}cyclohexyl)acetamide 200 HA 718 HCI HCILL 0 it_rm-
1-(4-{214-(3-Fluoro-5- methylphenyl)piperazin-1-
yliethyl}piperidin-1-yl)propan-2- one, dihydrochloride 273 11.1B 719
icC , N-(4-{244-(3,4-Dichloro-2- fluorophenyl)piperazin-1-0-19)
yllethylIcyclohexyl)-2- methoxyacetamide in IIIB 



720 0,,, rArk.)
3-Cyano-N-(44244-(3,4-dichloro2-fluorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)propanamide 210 IIIB 721 --ct,
1-(4-{214-(3-Fluoro-5- trifluoromethylphenyI)-3,6-
dihydro-2H-Pyridin-1- yllethyl}piperidin-1-yl)propan-2- one,
dihydrochloride 287 IIIB  WO 2007/148208PCT/1B2007/001673 189 Ex
Structure Name M.P. (C) Synthetic Path 722 NCI1.1 FF
4-(4-(214-(2-Fluoro-5- trifluoromethylpheny0-3,6-
dihydro-2H-pyridin-1- yflethyl}piperidin-1-y1)-4- oxobutanonitrile,
hydrochloride 150 111A 723  2-Cyano-N-(4-{214-(3-fluoro-5-
trifluoromethylpheny0-3,6- dihydro-2H-pyridin-1-
yliethylIcyclohexyl)acetamide 163 11A 724    0_614 -"'"
4-Cyano-N-(4-{214-(3-fluoro-5- trifluoromethylphenyI)-3,6-
dihydro-2H-pyridin-1- yliethyl}cyclohexyl)butanamide 114 HA 725 



N 2-Cyano-N-(4-(214-(3-fluoro-5- methylphenyl)piperazin-1-
yllethyl}cyclohexyl)acetamide 180 C 726 Fx r
4-Cyano-N-(442[4-(3-fluoro-5- methylphenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide 150 IIA  727 727 .. HO --.....)C Ltei
144424442,3,4- yliethyl}piperidin-1-yl)propan-2- one, dihydrochloride
275 IIIB 728 MCI HCI,.., Ja: N rTh,"vilvir 1-(4-(244-(4-Fluoro-3-
methylphenyl)piperazin-1- yllethyl}piperidin-1-yl)propan-2- one,
dihydrochloride 258 IIIB  729 o 2-Cyano-N-(4-(214-(2,3,4-
trichlorophenyl)piperazin-1- yliethyl}cyclohexyl)acetamide 217 IIA
WO 2007/148208PCT/1B2007/001673 190 Ex 



Structure Name M.P. (C) Synthetic Path 730 HCI MCI0 ,F
1-{412-(4-Pentafluorophenylpiperazin-1-ypethyl]piperidin-1-
yl}propan-2-one, dihydrochloride  IIIB 731 or,iy(ra)l
5-Cyano-pentanoic acid (44214-
(2-fluoro-5-trifluoromethylphenyl)piperazin-1-
ylethyl}cyclohexyl)amide 158 HA 732 ritira-'-
N-(4-{244-(3-Chloro-2,4- difluorophenyl)piperazin-1-
yllethyl}cyclohexyl)-3- cyanopropanamide 190 IIA 733  444424442,3-
DichlorophenyOpiperazin-1- yliethyl}piperidin-1-y1)-4-
oxobutanonitrile 94 111A  734 4
2-Methoxy-N-(4-{214-(2-methyl3-trifluoromethylphenyl)piperazin-
1-yliethyl}cyclohexyl)acetamide 159 IIA 735 C4194 grA%-)' A.-Net
4-Methoxy-N-(4-{214-(2-methyl3-trifluoromethylphenyl)piperazin-
1-yflethyl}cyclohexyl)butanamide 173 



IIA 736  4,4,4-Trifluoro-N-(4-{244-(2-
fluoro-5-trifluoromethylphenyl)piperazin-1-
yfiethylIcyclohexyl)butanamide 182 IIA 737 i 144421442,3-
Dichlorophenyppiperazin-1- yl]ethyl}piperidin-1-y0propan-2- one,
dihydrochloride 281 IIIB 738 0a,C,
N-(4-{2-[4-(3,5-Bistrifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)malonamide 165 IIA  WO
2007/148208PC171E20071001673 191 Ex Structure Name MR (C) Synthetic
Path 739 HCI HO4 N 1-(4-{214-(2-Ethylpheny1)-3,6-
dihydro-2H-pyridin-1 - yliethyllpiperidin-1-yhpropan-2- one,
dihydrochloride 316 IIIB 740 (,,, Jac " N-(4-{244-(3-Chloro-5-
fluorophenyl)piperazin-1- yliethyl}cyclohexyl)-4- methoxybutanamide
177 IIA 



741  N-(4-{244-(3,5-Bistrifluoromethylphenyhpiperazin-1-
yljethyl}cyclohexyl)-4- methoxybutanamide 168 IIA 742 A
N-(4-(214-(3-Chloro-5- fluorophenyl)piperazin-1-
yliethyl}cyclohexyl)-2- methoxyacetamide 132 IIA 743 jj 0
N-(4-{214-(3-Chloro-5- fluorophenyppiperazin-1-
yliethyl}cyclohexyl)-3- cyanopropanamide 148 IIA 744 FrixF A...AL)
1-(4-{244-(2,4,5-Trifluoropheny1)- piperazin-1-yljethyllpiperidin-1-
yl)propan-2-one 68 IIIB 745 pr,.-.0 5-Cyano-pentanoic acid (44214-
(3-trifluoromethylphenyI)- piperazin-1-yfiethyl}cyclohexyl) amide 90
IIA 746 Ha ,NJ 4,4,4-Trifluoro-1-(442-(4-indan-4-
ylpiperazin-1-ypethyl]piperidin-1- yl}butan-1-one, hydrochloride 219
IIIA  WO 2007/148208PCTIIB2007/001673 192 Ex Structure Name 



M.P. (C) Synthetic Path 747 ICI N 3,3,3-Trifluoro-1-{442-(4-indan-4-
ylpiperazin-1-yl)ethyl]piperidin-1- yl}propan-1-one, hydrochloride
206 IIIA 748 if- N 2-Cyano-N-(4-{214-(2--
ethylpheny1)-3,6-dihydro-2Hpyridin-1- yliethyl}cyclohexypacetamide
158 IIA   4-Cyano-N-(4-{214-(2- ethylphenyI)-3,6-dihydro-2H.
pyndin-1-yliethyl}cyclohexyly butanamide 120 IIA 750 I
2-Cyano-N-{442-(4-o-toly1-3,6- dihydro-2H-pyridin-1-
yl)ethyficyclohexyl}acetamide 166 IIA 751
4-Cyano-N-{4-[2-(4-o-tolyI-3,6- dihydro-2H-pyridin-1-
yflethylIcyclohexyl}butanamide 140 IIA 752 HCIs MCIW 



N 1-(442-(4-o-Toly1-3,6-dihydro-2Hpyridin-1-ypethyl]piperidin-1-
yl}propan-2-one, dihydrochloride 292 IIIB 753  2-Cyano-N-(4-[2-(4-
pentafluorophenylpiperazin-1- ypethyl]cyclohexyl}acetamide 202 IIA
754 0.0cer .0,5.0-Cr" N-(4-{244-(4-Fluoro-3-
trifluoromethylphenyl)piperazin-1- yflethyl}cyclohexyl)-4-
methoxybutanamide 177 IIA 755 a . N-(4-{214-(4-Chloro-3-
trifluoromethylphenyl)piperazin-1- yl]ethyl}cyclohexyl)-4-
methoxybutanamide 171 IA  WO 2007/148208PCT/IB20071001673 193 Ex
Structure Name M.P. (C) Synthetic Path 756 " N-(4-(244-(4-Chloro-3-
trifluoromethylphenyl)piperazin-1- yliethyl}cyclohexyl)-4-
cyanobutanamide 126 IIA 757  



N-(4-(2-(4-(3-Fluoro-5- trifluoromethylphenyflpiperazin-1-
yflethyl}cyclohexyl)-4- methoxybutanamide 177 HA 758 HO HOr" 3L,O'j
1-(4-(244-(2- Isobutylphenyl)piperazin-1-
yliethyl}piperidin-1-y0propan-2- one, dihydrochloride 285 IIIB 759
HCI HCI JiJar-N 1-(4-(244-(3-Isobutylphenyl)-
piperazin-1-yllethyl)piperidin-1- yl)propan-2-one, dihydrochloride
240 IIIB 760 c N-(4-(2-[4-(4-Fluoro-3-
trifluoromethylphenyl)piperazin-1- yl]ethylIcyclohexyl)-2-
methoxyacetamide 146 IIA 761  N44421442,4-
Dichlorophenyl)piperazin-1- yliethyl}cyclohexyl)-4- methoxybutanamide
171 IIA 762 c,   r-.-9- ---..2a '44,3tri.e 4-Cyano-N-(4-{244-(2,4-
dichlorophenyl)piperazin-1- yl]ethyl}cyclohexyl)butanamide 162 HA 763
NAC-mi 2-Cyano-cyclopropanecarboxylic acid (4-(244-(2-fluoro-5-
trifluoromethylphenyl)piperazin-1- yliethyl}cyclohexyl) amide 196 



IIA  WO 2007/148208PCTI1B2007/001673 194 Ex Structure Name M.P. (C)
Synthetic Path 764       An: 9 ri--.- 4-Cyano-N-(442-14-(2,4,5-
trichlorophenyl)piperazin-1- yllethyl}cyclohexyl)butanamide 179 IIA
765 . -- --IN 4-Cyano-N-(4-{2-14-(2,3,4- trichlorophenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide 176 IIA 766
N-(4-{244-(4-Fluoropheny1)-3,6- dihydro-2H-pyridin-1-
yliethyl}cyclohexyl)-4- methoxybutanamide 201 IIA 767 HG!  HCI )0LA
144424442-
Methylsulfanylphenyl)piperazin1-yfiethyllpiperidin-1-y0propan-2- one,
dihydrochloride 280 IIIB 768 . N-(4-{244-(3-Cyanopheny1)-3,6-
dihydro-2H-pyridin-1- yfiethyl}cyclohexyl)-2- methoxyacetamide 117
IIA 



7 69           0A" . ry,.. Frr)*C1 N-(4-{244-(3-Cyanopheny0-3,6-
dihydro-2H-pyridin-1- yllethyl}cyclohexyl)-4,4,4- trifluorobutanamide
177 IIA 770 HO HO -_,,i 2-Chloro-6-(4-(241-(2oxopropyl)piperidin-4-
yliethyl}piperazin-1- yObenzonitrile, dihydrochloride 284 IIIB 783 Ha
HO!"NF)0(Col 4.) .L. 1-(4-{244-(4,5-Dichloro-2-
fluorophenyl)piperazin-1- yllethyl}piperidin-1-yl)propan-2- one 309
(dec) IIIB  WO 2007/148208PCT/M2007/001673 195 Ex Structure Name M.P.
(C) Synthetic Path 784 HCI HCI1 _LO---" 1-(4-{214-(3-Chloro-2-
methylphenyl)piperazin-1- yljethyllpiperidin-1-yl)propan-2- one,
dihydrochloride 320- 



325 IIIB       Further characterisation by 1H NMR of some
representative examples is given in the following table: Ex Structure
1H NMR 13  7.3 (t, 1H, J = 7.5) ; 7.15 to 7.0 (ms, 3H) ; 3.35 (s, 2H)
; 3.25 (m, 4H) ; 2.9 (m, 2H) ; 2.6 (m, 4H) ; 2.45 (m, 2H) ; 2.0 (m,
2H) ; 1.8 to 1.55 (ms, 2H) ; 1.55 to 1.2 (ms, 5H) ; 1.15(s, 9H) 37
croArL-, 7.45 to 7.25 (ms, 6H) ; 7.2 to 7.0 (ms, 3H) ; 5.1 (s, 2H) ;
4.6 (broad d, 1H) ; 3.45 (m, 1H) ; 3.25 (m, 4H) ; 2.6 (m, 4H) ; 2.4
(m, 2H) ; 2.05(m, 2H) ; 1.8 (m, 2H) ; 1.7 to 1.0 (ms, 7H) 46 hoj  7.5
(t, 1H, J = 7.5) ; 7.4 to 7.25 (ms, 3H) ; 4.05 (s, 2H) ; 4.0 to 3.8
(ms, 2H) ; 3.8 to 3.5 (ms, 3H) ; 3.35 to 3.05 (ms, 6H) ; 1.95 to 1.5
(ms, 7H) ; 1.5 to 1.0 (ms, 411) (D20) 59  7.7 to 7.35 (ms, 4H) ; 6.35
(broad d, 1H) ; 6.15 (s, 1H) ; 3.9 (s, 2H) ; 3.8 (m, 1H) ; 3.4 (s,
3H) ; 3.2 (m, 2H) ; 2.7 (m, 2H) ; 2.6 (m, 2H) ; 2.5 (m, 2H) ; 2.0 (m,
2H) ; 1.8 (m, 2H) ; 1.75 to 1.4 (ms, 2H) ; 1.4 to 1.0 (ms, 5H) 62 rn
.   r.--f,....) Q0.ArO 7.45 to 7.25 (ms, 4H) ; 7.2 to 7.0 (ms, 3H) ;
7.0 to 6.85 (ms, 2H) ; 6.4 (broad d, 1H) ; 4.45 (s, 2H) ; 3.85 (m,
1H) ; 3.3 (m, 4H) ; 2.65 (m, 4H) ; 2.45 (m, 2H) ; 2.0 (m, 2H) ; 1.9
to 1.4 (ms, 41-1); 1.4 to 1.0 (ms, 511)  196 Ex Structure 1H NMR 79 "
NCL 7.15 to 6.85 (ms, 4H) ; 5.85 (broad d, 1H) ; 3.75 (m, 1H) ; 3.4
(s, 2H) ; 3.15 (m, 4H) ; 2.65 (m, 4H) ; 2.45 (m, 2H) ; 2.0 (m, 2H) ;
1.85 (m, 2H) ; 1.8 to 1.4 (ms, 3H) ; 1.4 to 1.0 (ms, 4H) 85 ..
,,,,,...10.0 11.2 (broad s, 111) ; 7.55 to 7.35 (ms, 2H) ; 7.3 (d,
1H, J = 5) ; 7.25 (s, 1H) ; 7.15 (d, 1H, J = 5) ; 4.0 to 3.7 (ms, 5H)
; 3.7 to 3.4 (ms, 4H) ; 3.4 to 2.95 (ms, 9H) ; 1.85 to 1.85 (ms, 13)
(DM50 DO 94 



# 10.8 (broad s, 1H) ; 8.4 (d, 1H, J = 7.5) ; 7.35 to 7.2 (ms, 2H) ;
7.15 (d, 1H, J = 7.5) ; 3.9 (m, 2H) ; 3.5 (m, 2H) ; 3.4 to 3.05 (ms,
7H) ; 2.9 (q, 2H, J = 7.5) ; 1.85 to 1.55 (ms, 5H) ; 1.55 to 1.15
(ms, 4H) ; 1.15 to 1.85 (ms, 5H) (DM50 D6) 95 0. 11.05 (broad s, 1H)
; 8.35 (d, 1H, J = 7.5) ; 7.4 (t, 1H, J = 7.5) ; 7.35 to 7.2 (ms, 2H)
; 7.1 (d, 1H, J = 7.5) ; 3.9 (m, 2H) ; 3.75 to 3.4 (ms, 3H) ; 3.4 to
2.9 (ms, 6H) ; 2.3 (s, 3H) ; 1.9 to 1.15 (ms, 9H) ; 1.15 to 0.85 (ms,
2H) (DMSO D6) 96 ,.. 7.35 (t, 1H, J = 7.5) ; 7.15 to 7.0 (ms, 3H) ;
6.95 (broad d, 1H) ; 3.75 (m, 1H) ; 3.25 (m, 4H) ; 2.9 (s, 2H) ; 2.65
(m, 4H) ; 2.45 (m, 2H) ; 2.25 (s, 6H) ; 2.0 (m, 2H) ; 1.8 (m, 2H) ;
1.5 (m, 2H) ; 1.4 to 1.0 (ms, 5H) 100 0 oi I 7.35 (t, 1H, J = 7.5) ;
7.2 to 7.0 (ms, 3H) ; 6.4 (broad d, 1H) ; 3.9 (s, 2H) ; 3.8 (m, 1H) ;
3.65 (m, 1H) ; 3.25 (m, 4H) ; 2.6 (m, 4H) ; 2.45 (m, 2H) ; 2.05 (m,
2H) ; 1.85 (m, 2H) ; 1.7 (m, 1H) ; 1.5 (m, 21-9; 1.4 to 1.0 (ms,
1011) 107 ,,F---" ----,, 7.35 to 7.2 (ms, 2H) ; 5.85 (broad d, 1H) ;
3.75 (m, 1H) ; 3.4 (s, 2H) ; 3.3 (m, 4H) ; 2.6 (m, 4H) ; 2.45 (m, 2H)
; 2.05 (m, 2H) ; 1.85 (m, 2H) ; 1.6 (m, 1H) ; 1.5 (m, 2H) ; 1.4 to
1.0 (ms, 4H)  197 Ex Structure  1H NMR 109 jutwOr-N--) F 7.35 (t, 1H,
J = 7.5) ; 7.2 to 7.0 (ms, 3H) ; 6.75 (broad d, 1H) ; 3.7 (m, 1H);
3.4 (s, 2H) ; 3.25 (m, 4H) ; 2.6 (m, 411) ; 2.45 (m, 2H) ; 2.3 (s,
3H) ; 2.05 (m, 2H) ; 1.85 (m, 2H) ;1.75 to 1.4 (ms, 3H) ; 1.4 to 1.0
(ms, 4H) 120 N  8.25 (d, 2H, J = 7.5) ; 6.65 (d, 2H, J = 7.5) ; 6.45
(broad s, 1H) ; 4.0 (0.35H equatorial) ; 3.7 (0.65H axial) ; 3.35 to
3.25 (ms, 6H) ; 2.55 (m, 4H) ; 2.4 (m, 2H) ; 2.3 (1.7H) ; 2.0 (m,
1.4H) ; 1.8 (m, 1.4H) ; 1.75 to 0.9 (ms, 7.5H)  141 Si I 7.5 to 7.15
(ms, 5H) ; 6.1 (m, 1H) ; 5.85 (broad d, 1H) ; 3.75 (m, 1H) ;3.35 (s,
2H) ; 32 (m, 2H) ; 2.7 (m, 2H) ; 2.6 (m, 2H) ; 2.5 (m, 2H) ; 2.05 (m,
2H) ; 1.9 (m, 2H) ; 1.5 (m, 2H) ; 1.4 to 1.0 (ms, 5H) 149 mtUL."  



7.25 (t, 1H, J = 7.5) ; 6.85 to 6.65 (ms, 3H) ; 5.85 (broad d, 1H) ;
3.75 (m, 1H) ; 3.35 (s, 2H) ; 3.2 (m, 4H) ; 2.7 to 2.5 (ms, 6H) ; 2.4
(m, 2H) ; 2.05 (m, 2H) ; 1.85 (m, 2H) ; 1.45 (m, 2H) ; 1.4 to 1.0
(ms, 7H) 154 PvilearCrA i  7.35 (t, 1H, J = 7.5 ) ; 7.2 to 7.0 (ms,
3H) ; 6.05 (broad s, 1H) ; 5.65 (broad d, 1H) ; 5.35 (broad s, 1H) ;
4.0 (m, 0.35H equatorial) ; 3.7 (m, 0.65H axial) ; 3.25 (m, 4H) ; 2.7
to 2.45 (ms, 8H); 2.4 (m, 2H) ; 2.0 (m, 2H) ; 1.8 (m, 2H) ; 1.55(m,
1i-I); 2.5 (m, 2H) ; 2.4 to 1.0 (ms, 4H) 172 "4,14.0  7.25 to 7.05
(ms, 3H) ; 5.3 (broad d, 1H) ; 3.7 (m, 1H) ; 3.15 (m, 4H) ; 2.65 (m,
4H) ; 2.55 to 2.4 (ms, 4H) ; 2.3 (t, 2H, J = 7.5) ; 2.0 (m, 4H) ; 1.8
(m, 2H) ; 1.45 (m, 2H) ; 1.4 to 1.0 (ms, 5H)  198 Ex Structure 1H NMR
175 clE1r---NOH NO, 10.4 (broad s, 1H) ; 8.2 (d, 1H, J = 7.5) ; 7.0
(t, 1H  J = 7.5) ; 6A (d, 1H, J = 7.5) ; 6.35 (s, 1i-I); 6.25 (d, 1H,
J = 7.5) ; 3.7 (m, 2H) ; 3.65 (s, 2H) ; 3.6 to 3.3 (ms, 3H) ; 3.2 to
2.9 (ms, 6H) ; 1.9 to 1.5 (ms, 6H) ; 1.4 to 0.9 (ms, 5H) (DMSO D6)
290 Cr 0 6 (e 10.3 (broad s, 1H) ; 7.4 (t, 1H, J = 7.5) ; 7.4 to 7.0
(ms, 7H) ; 4.8 (s, 2H) ; 4.6 (s, 2H) ; 3.9 (m, 2H) ; 3.5 (m, 2H) ;
3.3 to 2.8 (ms, 7H) ; 2.3 (d, 0.81-I, J = 7.5) ; 2.2 (d, 1.2H, J =
7.5) ; 1.9 to 0.8 (ms, 11H) trans/cis 60/40 (DMSO D6) 293  7.35 (t,
1H, J = 7.5) ; 7.2 to 7.0 (m, 3H) ; 3.25 (m, 4H) ; 3.2 (s, 3H) ; 2.95
(s, 3H) ; 2.45 (m, 4H) ; 2.2 (t, 2H, J = 7.5) ; 2.2 (d, 2H, J = 7.5)
; 1.9 to 1.6 (ms, 4H) ; 1.6 to 1.15 (ms, 5H) ; 1.15 to 0.75 (ms, 3H)
296 (.. 7.35 (t, 1H, J = 7.5) ; 7.15 to 7.0 (ms, 3H) ; 5.8 (broad t,
1H); 3.45 (m, 4H) ; 3.35 (s, 3H) ; 3.25 (m, 4H) ; 2.6 (m, 4H) ; 2.41
(t, 2H, J = 7.5) ; 2.05 (d, 2H, J = 7.5) ; 1.9 to 1.7 (ms, 5H) ; 1.6
to 1.1 (ms, 4H) ; 1.1 to 0.8 (ms, 3H) 297 ...n/--- city 10 7.35 (t,
1N); 7.15 to 7.0 (ms, 3H) ; 5.75 (broad t, 1H) ; 5.25 (s, 1H) ; 3.75
(m, 1H); 3.45 (m, 4H) ; 3.35 (s, 3H) ; 3.25 (m, 4H) ; 3.6 (m, 4H) ;
2.45 (t, 2H, J = 7.5) ; 2.3 to 1.85 (ms, 5H) ; 1.6 to 1.4 (ms, 2H) ;
1.3 to 1.0 (ms, 3H) 352 HOlelF HO ..ir- 



7.5 (t, 1H, J = 7.5) ; 7.4 to 7.2 (ms, 3H) ; 4.75 (2H) ; 3.9 (m, 2H)
; 3.7 (m, 2H) ; 3.55 (m, 2H) ; 3.45 to 3.05 (ms, 10K); 2.95 (m, 2H) ;
2.2 (s, 3H) ; 2.0 (m, 2H) ; 1.9 to 1.6 (3H) ; 1.5 (m, 2H) (D20)  199
Ex Structure 1H NMR  367 13.4 (broad s, 1H) ; 7.75 to 7.5 (ms, 2H) ;
7.1 (t, 1H, J = 7.5) ; 5.85 (d, 1H) ; 4.55 (m, 2H) ; 4.3 to 3.95 (ms,
3H) ; 3.7 (m, 4H) ; 3.15 (m, 2H) ; 2.6 to 2.15 (ms, 7H) ; 2.1 to 1.05
(ms, 13H) 634 HC1 NCI40 L.0--N-N  7.35 to 7.2 (ms, 2H) ; 7.05 (t, 1H,
J = 7.5) ; 4.85 (s, 2H) ; 4.25 (s, 2H) ; 3.65 (m, 2H) ; 3.5 (m, 2H) ;
3.35 to 2.85 (ms, 7H) ; 2.2 (s, 3H) ; 2.15 to 1.9 (ms, 6H) ; 1.9 to
1.5 (ms, 5H) 649 'Ltn-MA 7.15 (t, 1H, J = 7.5) ; 6.95 (d, 1H, J =
7.5) ; 6.75 (d, 1H, J = 7.5) ; 4.6 (m, 1H) ; 3.75 (m, 1H) ; 3.25 to
3.0 (ms, 5H) ; 2.9 (t, 2H, J = 7.5) ; 2.85 (t, 2H, J = 7.5) ; 2.8 to
2.5 (ms, 7H) ; 2.45 (m, 2H) ; 2.05 (m, 2H) ; 1.8 (m, 2H) ; 1.7 to
1.45 (ms, 5H) ; 2.15 (m, 2H) 693 N.L..O--- 6.9 (s, s, 1H) ; 6.8 to
6.6 (m ; 2H) ; 4.6 (m, 1H) ; 3.8 (m, 1H) ; 3.25 (m, 4H) ; 3.05 (m,
2H) ; 2.75 to 2.65 (ms, 3H) ; 2.5 to 2.35 (ms, 5H) ; 2.45 (m, 2H) ;
1.8 (m, 211) ; 1.7 to 1.4 (ms, 3H) ; 1.2 (m, 2H) 707 A.--..itra 6.9
to 6.75 (ms, 3H) ; 5.45 (d, 11-1, J = 7.5) ; 3.75 (m, 1H); 3.45 (t,
1H, J = 7.5) ; 3.4 (s, 3H) ; 3.1 (m, 4H) ; 2.65 (m, 4H) ; 2.45 (m,
2H) ; 2.3 (s, 3H) ; 2.25 (t, 2H, J = 7.5) ; 2.1 to 1.7 (ms, 6H) ;
1.45 (m, 2H) ; 1.35 to 1.0 (ms, 5H) 730 HatyF Ha 9rm.------0-'rF 4.75
(s, 2H) ; 4.2 (s, 2H) ; 3.65 to 3.1 (ms, 121-I); 3.0 (m, 2H) ; 2.2
(s, 3H) ; 2.0 (m, 2H) ; 1.85 to 1.4 (ms, 5H) (D20)  Example 771:
1-(4-{214-(2,3-dichlorophenyl)piperazin-1-yfiethylpiperidin-1-
yl)butan-2-one  WO 2007/148208PCT/1B2007/001673 200 Step a:
1-(4-{2-[4-(2,3-dichlorophenyl)piperazin-1-ygethyl}piperidin-1-yl)but
an-2-ol  OHCI A suspension of 0.41 g (1 mmol) of
1-(2,3-dichlorophenyI)-4-(2-piperidin-4- 



5 ylethyfipiperazine, dihydrochloride in 25 mL of isopropanol and
0.29 g (2.1 mmol) of potassium carbonate is stirred for 30 minutes
then 0.089 (1.1 mmol of 2-ethyloxirane is added. The suspension is
stirred to reflux overnight. The precipitate is filtered and the
solution is concentrated under reduced pressure. The residue is
dissolved in ethyl acetate, washed with water and with brine, dried
over magnesium sulfate, filtered and 10 concentrated under reduced
pressure. The residue is purified over 10 g of silica gel
(dichloromethane/methanol 90/10) to give 0.2 g (50%) of 144421442,3-
dichlorophenyfipiperazin-1-yfiethyl}piperidin-1-yObutan-2-ol as an
oil that crystallizes upon standing. Melting point: 94C 151H NMR: 7.2
to 7.05 (ms, 2H) ; 7.0 to 6.9 (m, 1H) ; 3.7 (m, 1H) ; 3.1 (m, 6H) ;
2.9 (m, 2H) ; 2.65 (m, 41-9; 2.55 to 2.2 (ms, 4H) ; 2.05 (m, 1H) ;
1.7 (m, 2H) ; 1.65 to 1.25 (ms, 7H) ; 1.0 (t, 3H, J = 7.5) Step b:
1-(4-{214-(2,3-dichlorophenyfipiperazin-1-yl]ethylpiperidin-1-yl)buta
n-2-one    0CI 20      The
1-(4-{244-(2,3-dichlorophenyfipiperazin-1-yl]ethylpiperidin-1-yl)buta
n-2-one is obtained by Swern oxydation of
144-1214-(2,3-dichlorophenyfipiperazin-1-
yliethyl}piperidin-1-yObutan-2-ol according to the procedure
described in example 7. 25Melting point: 68C            1H NMR: 7.2
to 7.1 (m, 2H) ; 6.95 (m, 11-1) ; 3.2 (s, 2H) ; 3.15 (m, 4H) ; 2.85
(m, 2H) ; 2.7 (m, 4H) ; 2.6 to 2.4 (ms, 4H) ; 2.05(m, 2H) ; 1.7 (m,
2H) ; 1.65 to 1.2 (ms, 5H) ; 1.1 (t, 3H, J = 7.5)  WO
2007/148208PCT/IB2007/001673 201         Example 772:
2-(4-{214-(2,3-dimethylphenyl)piperazin-1-yl]ethyl}piperidin-1-
y0-N-methoxy-N-methylacetamide 5Step a:
(4-{244-(2,3-dimethylphenyl)piperazin-1-yljethyl}piperidin-1-14)aceti
c acid  80-1L-NV      The
(4-{214-(2,3-dimethylphenyl)piperazin-1-yliethyl}piperidin-1-yOacetic
acid is prepared from
(4-{214-(2,3-dimethylphenyl)piperazin-1-yliethyl}piperidin-1-yOacetic
acid ethyl ester using the procedure described in preparation F, step
1. 10      Step b:
2-(4-{244-(2,3-dimethylphenyl)piperazin-1-yliethyl}piperidin-1-y1)-Nm
ethoxy-N-methylacetamide 0 "*. '1?1   The
2-(4-{2-[4-(2,3-dimethylphenyl)piperazin-1-yl]ethyl}piperidin-1-y1)-N
-methoxy- 15 N-methylacetamide is prepared from
4-{2-[4-(2,3-dimethylphenyl)piperazin-1-
yl]ethyl}piperidin-1-yOacetic add using the procedure described in
preparation F, step 2. Melting point: 66C 1H NMR: 7.1 (t, 1H, J =
7.5) ; 7.0 to 6.85 (ms, 21-I) ; 3.7 (s, 3H) ; 3.35 (s, 2H) ; 3.3 to
2.6 (ms, 17H) ; 2.4 to 2.15 (ms, 8H) ; 1.9 to 1.65 (ms, 3H) , 1.65 to
1.35 (ms, 211) 20         Example 773:
1-(4-{244-(2,3-dimethylphenyl)piperazin-1-yliethyl}piperidin-1-
y1)-3-methylbutan-2-one, hydrochloride   WO
2007/148208PCT/1B2007/001673 



202
The1-(4-{214-(2,3-dimethylphenyl)piperazin-1-yliethyl}piperidin-1-y1)
-3-methyl- butan-2-one, hydrochloride is prepared by addition of a
solution of isopropylmagnesium bromide on
2-(4-{2-14-(2,3-dimethylphenyl)piperazin-1-yflethyllpiperidin-1-y1)-N
methoxy-N-methylacetamide using the procedure described in
preparation F, step 3. 5Melting point: 182C           1H NMR: 7.1 (t,
1H, J = 7.5) ; 7.0 to 6.85 (ms, 2H) ; 6.4 (broad s, 1H) ; 3.0 to 2.7
(ms, 8H) ; 2.7 to 2.5 (ms, 4H) ; 2.45 (m, 2H) ; 2.3 (s, 3H) ; 2.25
(s, 3H) ; 2.2 to 2.0 (ms, 311) ; 1.7 (m, 2H) ; 1.5 (m, 2H) ; 1.4 to
1.1 (ms, 3H) ; 1.0 (d, 3H) ; 0.85 (d, 3H, J = 7.5) 10Example 774:
1-(4-{214-(2,3-dimethylphenyl)piperazin-1-yliethyl}piperidin-1-
yObutan-2-one, dihydrochloride HCI HCI  rN        The
1-(4-{214-(2,3-dimethylphenyl)piperazin-1-yl]ethyllpiperidin-1-yl)but
an-2-one, dihydrochloride is prepared by addition of a solution of
ethylmagnesium bromide on 2- 15
(4-{214-(2,3-dimethylphenyl)piperazin-1-ynethyl}piperidin-1-y1)-N-met
hoxy-N- methylacetamide using the procedure described in preparation
F, step 3. Melting point: 315C             Example 775:
1-(4-{244-(2,3-dimethylphenyl)piperazin-1-yllethyl}piperidin-1- 20
yl)pentan-2-one       The
1-(4-{214-(2,3-dimethylphenyl)piperazin-1-yliethyl}piperidin-1-y1)
pentan-2-one is prepared by addition of a solution of propylmagnesium
bromide on 244421442,3-
dimethylphenyppiperazin-1-yllethyl}piperidin-1-y1)-N-methoxy-N-methyl
acetamide using 25 the procedure described in preparation F, step 3.
Melting point: 47C  WO 2007/148208PCT/1B2007/001673 203
Example 776:
3-(4-{244-(4-methoxybutanoylamino)cyclohexyliethyllpiperazin1-yObenza
mide    5A mixture of 85 mg (0.2 mmol) of
N-(4-{244-(3-cyanophenyl)piperazin-1-
yljethyl}cyclohexyl)-4-methoxybutanamide, 2 mL of dimethyl sulfoxide,
16.5 mg of potassium carbonate and 0.12 mL of an aqueous 30% hydrogen
peroxyde solution is stirred for 2 hours at room temperature. The
suspension is poured into 50 mL of water. The solid is filtered,
washed with water, dried under reduced pressure to give 15 mg 10
(17%) of
3-(4-{244-(4-methoxybutanylamino)cyclohexyl]ethyl}piperazin-1-yl)benz
amide as a white solid. Melting point: 202C           1H NMR (DMSO
06): 7.85 (s, 1H) ; 7.6 (d, 1H, J = 7.5) ; 7.35 (s, 1H) ; 7.3 to 7.15
(ms, 3H) ; 7.05 (m, 1H) ; 3.4 (m, 1H) ; 3.25 (t, 2H, J = 7.5) ; 3.2
(s, 3H) ; 3.15 (m, 4H) ; 15 2.45 (m, 4H) ; 2.3 (m, 2H) ; 2.05 (m, 2H)
; 1.8 to 1.55 (ms, 6H) ; 1.35 (m, 2H). ; 1.25 to 0.8 (ms, 5H)
Example 777:
[3-(4-{211-(2-oxopropyl)piperidin-4-yl]ethyl}piperazin-1-
y1)phenyl]carbamic acid ethyl ester 20   



Step a:
1-(4-{214-(3-aminophenyl)piperazin-1-yfiethyl}piperidin-1-yl)propan-2
-one  The
1-(4-{214-(3-aminophenyl)piperazin-1-yljethyl}piperidin-1-yl)propan-2
-one is prepared from
1-(4-{244-(3-nitrophenyl)piperazin-1-yl]ethyl}piperidin-1-yl)propan-2
-one 25 using the procedure described in preparation D, step 2 to
give the title compound in 49% crude yield, used without further
purification.  WO 2007/148208PCT/1B2007/001673 204      Step b:
[3-(4-{2-[1-(2-oxopropyl)piperidin-4-yl]ethyl}piperazin-1-yOphenyl]ca
rbamic acid ethyl ester N 0 To a cooled solution of 0.1 g (0.3 mmol)
of 1-(4-{214-(3-aminophenyl)piperazin-1- 5
yllethyl}piperidin-1-yOpropan-2-one in 5 mL of dichloromethane and
0.03 g (0.3 mmol) of triethylamine, is slowly added 0.032 g (0.3
mmol) of ethyl chloroformate. The mixture is stirred overnight at
room temperature then concentrated under reduced pressure. The
product is dissolved in ethyl acetate, washed twice with water, dried
over magnesium sulfate, filtered and concentrated under reduced
pressure. The oily residue is purified 10 over 10 g of silica gel
(eluant dichloromethane/methanol 95/5) to give 0.025 g (20%) of
[3-(4-{211-(2-oxopropyl)piperidin-4-yfiethyl}piperazin-1-Aphenylicarb
amic acid ethyl ester as a solid. Melting point: 118C
1FINMR: 7.25 to 7.1 (ms, 2H) ; 6.75 (d, 1H, J = 7.5) ; 6.65 (d, 1H, J
= 7.5) ; 6.55 (s, 15 1H) ; 4.25 (q, 2H, J = 7.5) ; 3.25 (m, 4H) ;
3.15 (s, 2H) ; 2.85 (m, 2H) ; 2.6 (m, 4H) ; 2.45 (m, 2H); 2.2 (s, 3H)
; 2.05(m, 2H) ; 1.8 to 1.2 (ms, 10H)         Example 778:
3-oxo-4-(4-12[4-(3-trifluoromethylphenyl)piperazin-1-
yl]ethyllpiperidin-1-yObutanenitrile, dihydrochloride    A solution
of 0.77 mL (1.3 mmol) of potassium tert-pentoxyde solution (1.7M in
toluene) is added dropwise at room temperature to a stirred solution
of 52 mg (1,27 mmol) of acetonitrile in 2.5 mL of tetrahydrofuran
followed by dropwise addition of 0.19 g (0.44 mmol) of
(4-{214-(3-trifluoromethylphenyOpiperazin-1-ygethyl}piperidin-1- 25
yl)acetic acid ethyl ester in 1 mL of tetrahydrofuran. After 30
minutes at room temperature, the reaction mixture is diluted with 10
mL of an aqueous 0.2N aqueous hydrochloric acid solution and 50 mL of
ethyl acetate forming an emulsion. The mixture is concentrated under
reduced pressure and the product is purified over 10 g of silica gel
(eluant dichloromethane/methanol 95/5). The oily product is dissolved
in 2 mL of  WO 2007/148208PCT/1820071001673 205 diethyl ether and
acidified with a hydrochloric acid diethyl ether solution. The
precipitate is filtered, washed with diethyl ether and dried under
reduced pressure to give 30 mg (14%) of 3-oxo-4-(4-{2[4-(3-trifl
uoromethylphenyl)piperazin-1-yl]ethyllpiperid in-1- yl)butanen
itrile, dihydrochloride. 5Melting point: 160C           1H NMR (DMS0
D6): 11.2 (broad s, 1H) ; 10.2 (broad s, 1H) ; 7.45 (t, 1H, J = 7.5)
; 7.3 (d, 1H, J = 7.5) ; 7.25 (s, 1H) ; 7.1 (d, 1H, J = 7.5) ; 4.35
(s, 2H) ; 4.2 (s, 2H) ; 3.95 (m, 2H) ; 2.55 (m, 2H) ; 2.45 to 2.9
(ms, 10H) ; 2.0 to 2.45 (ms, 7H) 10Example 779:
N-(4-{244-(3-acetylphenyflpiperazin-1-yliethyl}cyclohexyl)-3,3,3-
trifluoropropanamide nis
TheN-(4-{214-(3-acetylphenyflpiperazin-1-yliethylIcyclohexyl)-3,3,3-t
rifluoro- 



propanamide is prepared by oxidation of
3,3,3-trifluoro-N44-(2-{4[3-(1-
hydroxyethyl)phenylipiperazin-1-yl}ethypcyclohexyl]propanamide
(example 477) using the procedure described in example 7 to give the
title compound. Melting point 165C.             Example 780:
2-cyano-N-(4-{244-(3-propanoylphenyppiperazin-1- 20
yfiethyl}cyclohexypacetamide
The2-cyano-N-(4-{214-(3-propanoylphenyflpiperazin-1-yllethylIcyclohex
yl)-    acetamide is prepared by oxidation of
2-cyano-N44-(2-{443-(1-hydroxypropy1)-
phenyl]piperazin-1-y1}ethyl)cyclohexyliacetamide (example 566) using
the procedure 25 described in example 7 to give the title compound.
Melting point 178C.  WO 20071148208PCT/1132007/001673 206 Example
781:4-cyano-N-(4-{214-(3-propanoylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide
The4-cyano-N-(4-{2-14-(3-propanoylphenyppiperazin-1-yljethyl}cyclohex
yl)- 5 butanamide is prepared by oxidation of
4-cyano-N44-(2-{443-(1-hydroxypropyl)phenyl]piperazin-1-yl}ethyl)cycl
ohexyl]butanamide (example 540) using the procedure described in
example 7 to give the title compound. Melting point 158C. 10Example
782: 2-cyano-N-(4-{2-[4-(3-isobutanylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide,dihydrochloride
The2-cyano-N-(4-{2-[4-(3-isobutanylphenyl)piperazin-1-yl]ethylIcycloh
exyl)-    acetamide,dihydrochloride is prepared by oxidation of
2-cyano-N-[4-(2-{4-[3-(1-hydroxy15
2-methylpropyl)phenyl]piperazin-1-yl}ethypcyclohexyl]acetamide
(example 575) using the procedure described in example 7 to give the
title compound. Melting point 185C.          Affinity of compounds
for the human D3 receptor can be determined by [3F1] 20 spiperone
binding      CHO cells have been tranfected by the cDNA coding for
the human D3 receptor (hD3). [3H]Spiperone (0,5 a 2 nM) binding is
performed in the presence of 2.5 to 5 pg of membrane proteins in a
medium containing 120 mM NaCI, 5 mM KCI, and 50 mM Tris HCI pH 7.4;
incubation for 60 minutes at room temperature is performed. Non
specific 25 binding is estimated in the presence of 10 pM
haloperidol. Non transfected cells are devoid of any specific
binding.  WO 2007/148208PCT/IB2007/001673 207     Affinities for the
human D3 receptor of some representative examples are given in the
following table:  208 CLAIMS   



5with NR1 R2 chosen from the group selected within: 1) -NN-Ar Z
chosen from the group selected within: a) -N-CH H\ Rrepresentingalkyl
;cyanoalkyl ;monohalogenocyanoalkyl ; 10  polyhalogenocyanoalkyl ;
hydroxyalkyl ; monohalogenoalkyl ; polyhalogenoalkyl ; cycloalkyl ;
monhalogenocycloalkyl ; polyhalogenocycloalkyl ; cyanocycloalkyl ;
alkoxy ; monohalogenoalkoxy ; polyhalogenoalkoxy ; alkoxyalkyl ;
monohalogeno-alkoxyalkyl ; polyhalogenoalkoxyalkyl ;
alkoxyalkoxyalkyl ; monohalogeno-alkoxyalkoxyalkyl ;
polyhalogenoalkoxyalkoxyalkyl ; alkylcarbonyl ; awl; mono- or
polyhalogenoaryl ; 15  aryloxy ; aryloxyalkyl ; mono- or
polyhalogenoaryloxyalkyl ; arylalkoxy ; alkenyl ; cycloalkenyl ;
cycloalkenylalkyl ; cyclalkenyl fused with benzene ; alkynyl, amino ;
alkylamino ; dialkylamino ; dialkylaminoalkyl ;
monohalogenoalkylamino ; monohalogenodialkylamino
;halodialkylaminoalkyl ;polyhalogenoalkylamino ; (CH2)m-C Het
polyhalogenodialkylamino ; polyhalogenodialkylaminoalkyl ;where Het/
20is a non aromatic heterocycle optionally fused with aryl or
optionally substituted with one or more acyl, alkyl or halogen ;
arylaminoalkyl ; alkoxyalkylamino ; alkoxy(alkyl)amino ;
cyanoalkylamino ; alkylcarbonylalkyl ; acylaminoalkyl ;
aminocarbonylalkyl ; alkylsulfanylalkyl ; alkylsulfinylalkyl ;
alkylsulfonylalkyl ; n being an integer from 1 to 3;  209 m being an
integer from 0 to 4;     Ar representing an aryl; an heteroaryl or an
aryl fused with a cycloalkyl or an heterocycle; Ar being optionally
substituted with one or more alkyl; alkenyl; alkynyl; cyano;
halogeno; alkoxy; monohalogenoalkoxy; polyhalogenoalkoxy;
alkoxyalkyl; 5 dialkylamino; non aromatic heterocyclyl attached by a
nitrogen; alkylsulfanyl; alkylsulfinyl; alkylsulfonyl;
monohalogenoalkylsulfanyl; monohalogenoalkylsulfinyl;
monohalogenoalkylsulfonyl; polyhalogenoalkylsulfanyl;
polyhalogenoalkylsulfinyl; polyhalogenoalkylsulfonyl; heteroaryl;
aryl; aralkyl; aryloxy; alkoxy-carbonylamino; acyl; acylamino;
aminocarbonyl; monoalkylaminocarbonyl; dialkylaminocarbonyl;
10alkylsulfonylannino; monohalogenoalkyl; polyhalogenoalkyl;
hydroxyl; hydroxyalkyl; oxoalkyl; with the proviso that: when Z is a)
NHCH and NR1R2 is 1) with Ar representing a phenyl substituted 15
with two chlorine atoms or fused with a carbocycle, then R is not
amino, alkylamino, dialkylamino, monohalogenoalkylamino,
monohalogenodialkylamino, polyhalogenoalkylamino,
polyhalogenodialkylamino, alkyl, alkenyl, aryl or unsubstituted
cycloalkyl;     when Z is a) NHCH and NR1R2 is 1) with Ar
representing an unsubstituted phenyl, then R is not alkyl, aryl or
unsubstituted cycloalkyl; 20     or their pharmaceutically acceptable
salts, hydrates, or hydrated salts, or the polymorphic, cristalline
structures of these compounds or their optical isomers, racemates,
diastereomers or enantiomers. 252.Compounds according to claim 1,
wherein NR1R2 is 1):   /\ -N N- \/ 3.Compounds according to claims 1
or 2, wherein Z is a): =N-CH H \  210        4. Compounds according
to any of claims 1 to 3, wherein R is cyanoalkyl, 



polyhalogenocyanoalkyl, hydroxyalkyl, polyhalogenoalkyl,
cyanocycloalkyl, alkoxy,
alkoxyalkyl,alkoxyalkoxyalkyl,alkylcarbonyl,aryloxyalkyl,mono-or
polyhalogenoaryloxyalkyl,arylalkwry,alkenyl,cycloalkenyl,nonaromatic
5 heterocyclyl(CH2)m wherein the non aromatic heterocycle is
optionally fused with aryl or optionally substituted with one or more
acyl, alkyl or halogen, alkylcarbonylalkyl, acylaminoalkyl,
alkylcarbonylheterocyclyl wherein the heterocycle is non aromatic,
aminocarbonylalkyl, alkylsulfanylalkyl, alkylsulfonylalkyl, m being
an integer from 0 to 4. 10        5. Compounds according to any of
claims 1 to 4, wherein Ar represents an        6. Compounds according
to any of claims 1 to 5, wherein Ar is substituted 15 with one or
more alkyl, cyano, halogeno, alkoxy, polyhalogenoalkoxy, alcanediyl,
dialkylamino, alkylsulfanyl, aryl, aralkyl, aryloxy,
alkoxycarbonylamino, acyl, alkylsulfonylamino, polyhalogenoalkyl,
hydroxy, hydroxyalkyl, oxoalkyl.             7. Compounds according
to anyone of claims 1 to 6, wherein the 20 compounds are those of
formula (A): (A) where Rischosenfromcyanoalkyl;monohalogenoalkyl;
polyhalogenoalkyl; 25 monohalogenocycloalkyl;
polyhalogeno-cycloalkyl; alkoxy; monohalogenoalkoxy;
polyhalogenoalkoxy; alkoxyalkyl; monohalogenoalkoxyalkyl;
polyhalogenoalkoxyalkyl; alkoxyalkoxyalkyl;
monohalogenoalkoxyalkoxyalkyl; polyhalogenoal koxyal koxya I kyl;
monohalogenocyanoalkyl; polyhalogenocyanoalkyl; cyanocycloalkyl;
aryloxy; aryloxyalkyl; arylalkoxy; cycloalkenyl; cycloalkenylalkyl;
cycloalkenyl fused with 30benzene; alkynyl; dialkylaminoalkyl;
hydroxyalkyl; polyhalogenodialkylarninoalkyl;  211 -(CH2)m-C HetHet ,
where7 is a non aromatic heterocycle optionally fused with aryl or
optionally substituted with one or more acyl, alkyl or halogen;
arylanninoalkyl; alkoxyalkylamino;alkoxy(alkyl)amino;cyanoalkylamino;
alkylcarbonylalkyl; acylaminoalkyl;aminocarbonylalkyl;
alkylsulfanylalkyl;alkylsulfinylalkyl; 5alkylsulfonylalkyl;
alkylcarbonyl;mono-orpolyhalogenoaryl;mono-or
polyhalogenoaryloxyalkyl; m being an integer from 0 to 4, Ar
represents an aryl; an heteroaryl or an aryl fused with a cycloalkyl
or an heterocycle; Ar being optionally substituted with one or more
alkyl; alkenyl; alkynyl; 10 cyano; halogeno; alkoxy;
monohalogenoalkoxy; polyhalogenoalkoxy; alkoxyalkyl; dialkylamino;
non aromatic heterocyclyl attached by a nitrogen; alkylsulfanyl;
alkylsulfinyl; alkylsulfonyl; monohalogenoalkylsulfanyl;
nnonohalogenoalkylsulfinyl; monohalogenoalkylsulfonyl;
polyhalogenoalkylsulfanyl; polyhalogenoalkylsulfinyl;
polyhalogenoalkylsulfonyl; heteroaryl; aryl; aralkyl; aryloxy;
alkoxy-carbonylamino; 15 acyl; acylamino; aminocarbonyl;
monoalkylaminocarbonyl; dialkylaminocarbonyl; alkylsulfonylamino;
monohalogenoalkyl; polyhalogenoalkyl; hydroxyl; hydroxyalkyl;
oxoalkyl;         or their pharmaceutically acceptable salts,
hydrates, or hydrated salts, or the polymorphic, cristalline
structures of these compounds or their optical isomers, 20 racemates,
diastereomers or enantiomers. 8.Compounds according to any of the
preceding claims selected from among: -
2-cyano-N-(4-{214-(3-trifluoromethylphenyl)piperazin-1-
25yflethyl}cyclohexypacetamide, -
N-(4-{214-(3-acetylphenyl)piperazin-1-ynethyl}cyclohexyl)-2-cyanoacet
amide,      -



212     -
(4-{244-(3-Trifluoromethylphenyl)piperazin-1-yl]ethyl}cyclohexyl)carb
amic acid methyl ester,      - Tetrahydrofuran-2-carboxylic acid
(4-{244-(3-trifluoromethyl-phenyl)piperazio-1 -
yflethyl}cyclohexyl)amide, 5-
2-Methoxy-N-(4-{214-(3-trifluoromethylpherwl)Piperazin-1-
yliethylIcyclohexypacetamide,      -
2-Methoxy-N-(4-{244-(3-trifluoromethylphenyl)PiPerazin-1-
yliethyl}cyclohexypacetamide , hydrochloride,           -
2,2-Difluoro-N-(4-{214-(3-trifluoromethylphenyl)Piperazin-1- 10
yflethyl}cyclohexypacetamide,      - Cyclopent-1-enecarboxylic acid
(4-{214-(3-trifluoromethyl-phenyl)piperazin-1-
yflethyl}cyclohexyl)amide,      -
2-Hydroxy-N-(4-{244-(3-trifluoromethylphenyl)PiPerazin-1-
yfiethyl}cyclohexypacetamide , hydrochloride, 15-
3-Methoxy-N-(4-{244-(3-trifluoromethylphenyl)PiPerazin-1-
yliethyl}cyclohexyl)propanamide,      -
N-(4-{214-(2,4-Difluorophenyl)piperazin-1-yliethylIcyclohexyl)-2-
methoxyacetamide,           -
N-(4-{214-(2-Cyano-3-methylphenyl)piperazin-1-yfiethyl}cyclohexyl)-2-
20 methoxyacetamide,    -
N-(4-{214-(2-Fluorophenyl)piperazin-1-yl]ethyl}cyclohexyl)-2-nnethoxy
acetamide, -
2-Ethoxy-N-(4-{2-[4-(3-trifluoromethylphenyl)piperazin-1-
yflethyl}cyclohexypacetamide , hydrochloride, -
Cyclopent-3-enecarboxylic acid
(4-{2-[4-(3-trifluoromethyl-phenyl)piperazin-1- 25
yl]ethyl}cyclohexyDamide,      - Cyclohex-1-enecarboxylic acid
(4-{214-(3-trifluoromethyl-phenyl)piperazin-1-
yfiethyl}cyclohexyl)-amide, -
2-Ethoxy-N-(4-{244-(2-fluorophenyl)piperazin-1-yl]ethylIcyclo-hexypac
etamide,           - Tetrahydrofuran-2-carboxylic acid
(4-{214-(2-fluorophenyl)piperazin-1- 30 yflethyl}cyclohexyDamide, -
N-(4-{244-(2-Cyanophenyl)piperazin-1-yl]ethyl}cyclohexyl)-2-methoxyac
etamide, -
2-Methoxy-N-{442-(4-phenylpiperazin-1-ypethyl]cyclohexyl}acetamide,
213     - 2-Phenoxy-N-(4-{214-(3-trifluoromethylphenyl)piperazin-1-
yflethyl}cyclohexypacetamide,     -
3,3,3-Trifluoro-N-(4-{214-(3-trifluoromethylphenyl)piperazin-1-
yllethylIcyclohexyl)propanamide, 5-
4-Methoxy-N-(4-{214-(3-trifluoromethylphenyppiperazin-1-
ygethyl}cyclohexyl)butanamide,     - Cyclohex-1-enecarboxylic acid
{412-(4-phenylpiperazin-1- ypethyl]cyclohexyl}amide, -
Cyclohex-1-enecarboxylic acid (4-{2-[4-(2-fluorophenyl)piperazin-1-
10yflethyl}cyclohexypamide,     - Cyclopent-1-enecarboxylic acid
(4-{214-(2-fluorophenyl)piperazin-1- yllethyl}cyclohexyl)amide,     -
N-(4-{244-(2-Fluorophenyl)piperazin-1-ygethyl}cyclohexyl)-2-
methoxypropanamide, 15- Cyclopent-3-enecarboxylic acid
(4-{214-(2-fluorophenyl)piperazin-1- yliethyl}cyclohexyDamide,     -
Cyclohex-1-enecarboxylic acid
(4-{214-(2,4-difluorophenyl)piperazin-1- ynethyl}cyclohexyDamide, -
N-(4-{214-(2-Cyanophenyl)piperazin-1-yl]ethyl}cyclohexyl)-2-ethoxyace
tamide, 20- Cyclopent-1-enecarboxylic acid
(4-{214-(2-cyanophenyl)piperazin-1- yl]ethyl}cyclohexyDamide, 



- N-(4-{214-(2-Fluorophenyl)piperazin-1-yaethyl}cyclohexyl)-2-
methoxypropanamide, -
N-(4-{214-(2-Fluorophenyl)piperazin-1-yllethyl}cyclohexyl)-4- 25
methoxybutanamide,      -
2-Methoxy-2-methyl-N-(4-{214-(3-trifluoromethylphenyl)piperazin-1-
yllethylIcyclohexyl)propanamide, -
N-(4-{214-(3-Cyanophenyl)piperazin-1-yl]ethyl}cyclohexyl)-2-ethoxyace
tamide, -
2-Cyano-N-(4-{244-(2-fluorophenyl)piperazin-1-yl]ethyl}cyclohexypacet
amide, 30-
2-Methylsulfanyl-N-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
yflethyl}cyclohexypacetamide,  214     -
2-(2-Methoxyethoxy)-N-(4-1244-(3-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)acetamide, hydrochloride, -
N-(4-{214-(3-Cyanophenyppiperazin-1-yl]ethyl}cyclohexyl)-2-methoxyace
tamide,  3,3,3-Trifluoro-N-(4-{214-(2-fluorophenyppiperazin-1-
5yflethyl}cyclohexyl)propanamide,
N-(4-{244-(2-Fluorophenyl)piperazin-1-yfiethyl}cyclohexyl)-2-phenoxya
cetamide, -
N-(4-{244-(2-Fluorophenyl)piperazin-1-yflethyl}cyclohexyl)-2-oxobutan
amide, -
2-Cyano-N-(4-{244-(3-cyanophenyl)piperazin-1-ygethyl}cyclohexypacetam
ide, -
N-(4-{244-(2,3-Difluorophenyl)piperazin-1-yl]ethyl}cyclohexyl)-2- 10
methoxyacetamide,      -
2-0xo-N-(4-{214-(3-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide , hydrochloride,      -
2-0xo-N-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
yflethyl}cyclohexyl)propanamide , hydrochloride, 15-
2-Dimethylamino-N-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexypacetamide,      -
N-(4-{214-(2-Fluorophenyl)piperazin-1-yflethyl}cyclohexyl)-2-
isopropoxyacetamide,
4-Methoxy-N-{4-[2-(4-phenylpiperazin-1-ypethyl]cyclohexyl}butanamide,
20- 2-lsopropoxy-N-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
yflethyl}cyclohexypacetamide,      -
N-(4-{2[442-Cyano-3-trifluoromethylphenyl)piperazin-1-ygethyl}cyclohe
xyl)-2- isopropoxyacetamide, -
N-(4-{244-(2-Cyano-3-trifluoronnethylphenyl)piperazin-1-yflethyl}cycl
ohexyl)-2- 25 ethoxyacetamide,
2-Cyano-N-(4-{214-(2-cyano-3-trifluoromethylphenyl)piperazin-1-
yl]ethylIcyclohexypacetamide,     -
2-Cyano-N-{412-(4-phenylpiperazin-1-ypethyficyclohexyl}acetamide ,
hydrochloride, 30-
2-Acetylamino-N-(4-{2-[4-(3-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide,  215      -
N-(4-{214-(3,5-Bistrifluoromethylphenyl)piperazin-1-yl]ethylIcyclohex
yl)-2- cyanoacetamide,
N-(4-{214-(3,5-Bistrifluoromethylphenyl)piperazin-1-yfiethyl}cyclohex
yl)-2- ethoxyacetamide, 5-
3-0xo-N-(4-{214-(3-trifluoromethylphenyl)piperazin-1- 



yliethyl}cyclohexypbutanamide,
2-Cyano-N-(4-{214-(2,6-di-tert-butylpyrimidin-4-yppiperazin-1-
yl]ethyl}cyclohexypacetamide,      -
N-(4-{244-(2,3-Difluorophenyppiperazin-1-yliethylIcyclohexyl)-2-
ethoxyacetamide, -
2-Cyano-N-(4-{214-(2,3-difluorophenyl)piperazin-1-yllethyl}cyclohexyp
acetamide,
2-Cyano-N-(4-{244-(2-cyano-3-methylphenyl)piperazin-1-
yliethyl}cyclohexypacetamide,      -
N-(4-{214-(2-Cyano-3-methylphenyl)piperazin-1-ygethyl}cyclohexyl)-3,3
,3- trifluoropropanamide, -
2-Cyano-N-(4-{2-[4-(5,6,7,8-tetrahydronaphthalen-1-yl)piperazin-1-
yl]ethyl}cyclohexypacetannide, -
2-Ethoxy-N-(4-{2-[4-(5,6,7,8-tetrahydronaphthalen-1-yl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide, 20-
N-(4-{214-(3,5-Bistrifluoromethylphenyl)piperazin-1-ygethyl}cyclohexy
l)-2- methoxyacetamide,      -
N-(4-{2-[4-(2-Cyano-3-trifluoromethylphenyl)piperazin-1-yl]ethylIcycl
ohexyl)-2- methoxyacetamide, -
N-(4-{2-[4-(2,6-Di-tert-butylpyrimidin-4-yl)piperazin-1-yl]ethyl}cycl
ohexyl)-2- 25 ethoxyacetamide,     -
N-(4-{244-(2,6-Di-tert-butylpyrimidin-4-yOpiperazin-1-yliethylIcycloh
exyl)-2- methoxyacetamide, -
2-Ethoxy-N-(4-{2-[4-(2-methoxyphenyl)piperazin-1-yl]ethyl}cyclohexypa
cetamide, -
2-Cyano-N-(4-{2-[4-(2-methoxyphenyl)piperazin-1-yl]ethylIcyclohexypac
etamide, 30- 2-Methoxy-N-(4-{244-(2-methoxyphenyl)piperazin-1-
yllethyl}cyclohexyDacetamide,  216     -
2-Cyano-N-(4-{244-(2-fluorophenyl)piperazin-1-yl]ethyl}cyclohexypacet
amide , hydrochloride, -
2-Acetylamino-N-{412-(4-phenylpiperazin-1-ypethylicyclohexyl}acetamid
e, -
N-(4-{2-[4-(2-Chlorophenyl)piperazin-1-yl]ethyl}cyclohexyl)-2-methoxy
acetamide, 5-
2-Methoxy-N-(4-{244-(5,6,7,8-tetrahydronaphthalen-1-yOpiperazin-1-
yliethyl}cyclohexypacetamide, -
N-(4-{214-(2-Chlorophenyl)piperazin-1-yl]ethylIcyclohexyl)-2-cyanoace
tamide, -
N-(4-{214-(2-Chlorophenyl)piperazin-1-yl]ethylIcyclohexyl)-2-ethoxyac
etamide, -
2-Cyano-N-(4-{214-(3-fluorophenyl-piperazin-1-yliethylIcyclohexypacet
amide, 10- 2-Acetylamino-N-(4-{214-(2-fluorophenyl)piperazin-1-
yaethylIcyclohexypacetamide,
2-tert-Butoxy-N-(4-{214-(3-trifluoromethylphenyOpiperazin-1-
yl]ethyl}cyclohexyl)acetamide,
N-(4-{214-(3-Chloro-2-methylphenyl)piperazin-1-yliethylIcyclohexyl)-2
- 15 cyanoacetamide,      -
N-(4-{214-(3-Chloro-2-methylphenyl)piperazin-1-yliethylIcyclohexyl)-2
- ethoxyacetamide,      -
2-Cyano-N-(4-{214-(3-cyano-5-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyDacetamide, 20-
N-(4-{214-(3-Cyano-5-trifluoromethylphenyl)piperazin-1-yl]ethyl}cyclo
hexyl)-2- methoxyacetamide, 



-
N-(4-{214-(3-Cyano-5-trifluoromethylphenyppiperazin-1-yl]ethyl}cycloh
exyl)-2- ethoxyacetamide,
N-(4-{214-(2,3-Dichlorophenyl)piperazin-1-yl]ethyl}cyclohexyl)-2- 25
methoxyacetamide,      -
2-Cyano-N-(4-{214-(2,3-dichlorophenyOpiperazin-1-
yl]ethyl}cyclohexypacetamide,     -
N-(4-{244-(2,3-Dichlorophenyl)piperazin-1-ygethyl}cyclohexyl)-2-
ethoxyacetamide, 30-
2-Acetylamino-N-(4-{214-(2,3-difluorophenyl)piperazin-1-
yl]ethyl}cyclohexypacetamide,  217     -
N-(4-{214-(2,3-Difluorophenyl)piperazin-1-yl]ethyl}cyclohexy02-
isopropoxyacetamide, hydrochloride,      -
2-Cyano-N-(4-{214-(3,5-dimethylphenyl)piperazin-1-
yl]ethyl}cyclohexypacetamide, 5-
2-Cyano-N-(4-{244-(3-ethylphenyl)piperazin-1-yllethyl}cyclohexypaceta
mide,      - 2-Cyano-N-(4-{214-(3-dimethylaminophenyl)piperazin-1-
yliethyl}cyclohexypacetamide,
2-Cyano-N-(4-{214-(3,5-dichlorophenyl)piperazin-1-
yflethyl}cyclohexyl)acetamide, 10-
2-Cyano-N-(4-{2-[4-(2,5-dimethylphenyl)piperazin-1-
yflethyl}cyclohexypacetamide, -
N-(4-{2-[4-(3-Trifluoromethylphenyl)piperazin-1-ynethyl}cyclo-hexypsu
ccinamide,
N-(4-{214-(5-Chloro-2-methylphenyl)piperazin-1-yllethyl}cyclohexyl)-2
- cyanoacetamide, 15-
N-(4-{244-(3-Chlorophenyl)piperazin-1-ynethyl}cyclohexyl)-2-cyanoacet
amide,  2-Cyano-N-(4-{244-(3-trifluoromethoxyphenyl)piperazin-1-
yl]ethyl}cyclohexypacetamide, -
2-Cyano-N-(4-{214-(2-fluoro-3-trifluoromethylphenyl)piperazin-1-
yljethyl}cyclohexyl)acetamide, 20-
2-Cyano-N-(4-{2-[4-(3,5-difluorophenyl)piperazin-1-yl]ethyl}cyclohexy
l)acetamide,
2-Cyano-N-(4-{214-(3-methoxy-5-trifluoromethylphenyl)piperazin-1-
yl]ethylIcyclohexypacetamide,      -
4-Cyano-N-(4-{214-(3-trifluoromethylphenyl)piperazin-1-
ygethyl}cyclohexyl)butanamide, 25-
2-Cyano-N-(4-{244-(2,4-difluorophenyl)piperazin-1-yllethyl}cyclohexyp
acetamide,      - 2-Cyano-N-(4-{214-(3-isopropoxyphenyl)piperazin-1-
yllethyl}cyclohexyDacetamide , hydrochloride,      -
2-Cyano-N-(4-{214-(3-methoxyphenyl)piperazin-1-yl]ethyl}cyclohexypace
tamide , hydrochloride, 30-
2-Cyano-N-(4-{244-(2-methoxy-5-trifluoromethylphenyl)piperazin-1-
yllethylIcyclohexyl)acetamide, -
2-Cyano-N-{442-(4-m-tolylpiperazin-1-ypethyl]cyclohexyl}acetamide,
218      -
3-Diethylamino-N-(4-{244-(3-trifluorornethylphenyl)piperazin-1-
yliethyl}cyclohexyl)propanamide,      -
3-Cyano-N-(4-{214-(3-trifluoromethylphenyl)piperazin-1-
yflethyl}cyclohexyl)propanamide , hydrochloride, 5-
N-(4-{2-[4-(3-tert-Butylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-2-cya
noacetamide, 



-
2-Cyano-N-(4-{214-(3-ethoxyphenyl)piperazin-1-yljethyl}cyclohexypacet
amide,      -
N-(4-{244-(5-Chloro-2-fluorophenyl)piperazin-1-yl]ethyl}cyclohexyl)-2
- cyanoacetamide, -
4-Cyano-N-(4-{214-(2-fluoro-3-trifluoromethylphenyl)piperazin-1-
10yflethyl}cyclohexyl)butanamide,      -
2-Cyano-N-(4-{214-(6-trifluoromethylbenzo[b]thiophen-3-yOpiperazin-1-
yl]ethyl}cyclohexypacetannide,      -
2-Cyano-N-(4-{214-(2-fluoro-6-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexypacetamide, 15-
2-Cyano-N-(4-{244-(3-hydroxyphenyOpiperazin-1-yljethyl}cyclo-hexyl)ac
etamide , hydrochloride,      -
N-(4-{214-(5-Chloro-2-methoxyphenyppiperazin-1-yfiethyl}cyclohexyl)-2
- cyanoacetamide, -
N-(4-{214-(2-tert-Butyl-6-trifluoromethylpyrimidin-4-yOpiperazin-1-
20yflethyl}cyclohexyl)-2-cyanoacetarnide,      -
2-Cyano-N-(4-{244-(2-methyl-3-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide,     -
N-(4-{214-(5-Chloro-2-methylphenyppiperazin-1-yliethyl}cyclohexyl)-3,
3,3- trifluoropropanamide, 25-
2-Cyano-N-(4-{214-(3,5-dimethoxyphenyl)piperazin-1-
yflethylicyclohexypacetamide,     -
N-(4-{214-(3-Chloro-5-fluorophenyl)piperazin-1-ynethyl}cyclohexyl)-2-
cyanoacetamide, -
2-Cyano-N-(4-{214-(3-methylsulfanylphenyl)piperazin-1- 30
yflethyl}cyclohexypacetamide, -
2-Cyano-N-{412-(4-naphthalen-1-ylpiperazin-1-ypethyl]cyclohexygacetam
ide,  219     -
N-(4-{244-(3,5-Bistrifluoromethylphenyppiperazin-1-yllethyl}cyclohexy
l)-4- cyanobutanamide,     -
N-(4-{214-(3-Chloro-2-fluorophenyl)piperazin-1-yl]ethylIcyclohexyl)-2
- cyanoacetamide, 5-
N-(4-{214-(2-Fluorophenyl)piperazin-1-yl]ethylIcyclohexyl)succinamide
, - N-{412-(4-Phenylpiperazin-1typethyncyclohexyl}succinamide, -
3,3,3-Trifluoro-N-{442-(4-phenylpiperazin-1-ypethyl]cyclohexyl}propan
amide,
N-(4-{214-(2-Chloro-5-trifluoromethylphenyl)piperazin-1-yliethyl}cycl
ohexyl)-2- cyanoacetamide, 10-
N-(4-{214-(5-Chloro-2-methylphenyl)piperazin-1-ygethylIcyclohexypsucc
inamide,       4-0xopentanoic acid
(4-{244-(3-trifluoromethylphenyppiperazin-1-
yliethyl}cyclohexyl)amide,
2-Cyano-N-(4-{244-(2-fluoro-5-methylphenyl)piperazin-1-
ygethyl}cyclohexypacetamide, 15-
N-(4-{214-(2-Chloro-5-methoxyphenyl)piperazin-1-ygethyl}cyclohexyl)-2
- cyanoacetarnide,
2-Cyano-N-(4-{214-(2-methylsulfanylphenyl)piperazin-1-
yl]ethyl}cyclohexypacetamide, -
2-Cyano-N-(4-{244-(2-methoxy-5-methylphenyl)piperazin-1- 20
yllethyl}cyclohexypacetamicle,
2-Cyano-N-(4-{244-(5-fluoro-2-methylphenyl)piperazin-1-
yflethylIcyclohexypacetamide,     -
N-(4-{214-(5-tert-Butyl-2-methoxyphenyl)piperazin-1-yllethyl}cyclohex
yl)-2- cyanoacetamide, 25-



yliethylIcyclohexypacetamide,      - 5-0xohexanoic acid
(4-{214-(3-trifluoromethylphenyl)piperazin-1-
ygethylIcyclohexypamide,
4-Cyano-N-(4-{214-(3-ethylphenyl)piperazin-1-yflethylIcyclohexyl)buta
namide , 30hydrochloride,
4-Cyano-N-(4-{244-(2-fluorophenyl)piperazin-1-yllethyl}cyclohexyl)but
anamide,  220     -
N-(4-{244-(3-Chloro-2-fluorophenyl)piperazin-1-yliethyl}cyclohexyl)-4
- cyanobutanamide,     -
4-Cyano-N-(4-{244-(3-trifluoromethoxyphenyl)piperazin-1-
yl]ethyl)cyclohexyl)butanamide, 5-
4-Cyano-N-(4-{214-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide,     -
2-Cyano-N-(4-{244-(2-cyano-3-fluorophenyl-piperazin-1-
ygethylIcyclohexypacetamide,           -
4-Cyano-N-(4-{244-(5,6,7,8-tetrahydronaphthalen-1-yl)piperazin-1-
10yl]ethyl}cyclohexyl)butanamide,      -
4-Cyano-N-(4-{244-(2,3-dichlorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide,      -
2-Cyano-N-(4-{214-(5,6,7,8-tetrahydronaphthalen-2-yOpiperazin-1-
Aethyl}cyclohexypacetamide, 15-
2-Cyano-N-{4-[2-(4-indan-5-ylpiperazin-1-ypethyl]cyclohexyllacetamide
,      -
N-(4-{214-(3,5-Bistrifluoromethylphenyl)piperazin-1-yliethylIcyclohex
yl)-3- cyanopropanamide,      -
3-Cyano-N-(4-{244-(2-fluoro-3-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)propanamide, 20-
N-(4-{244-(3-Chloro-2-methoxyphenyl)piperazin-1-yflethyl}cyclohexyl)-
2- cyanoacetamide,    -
N-(4-{2-[4-(3-Benzylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-2-cyanoac
etamide, - 2-Cyano-N-(4-{214-(2,3-dimethylphenyl)piperazin-1-
ygethyl}cyclohexypacetamide, 25-
2-Cyano-N-{4-[2-(4-o-tolylpiperazin-1-ypethyncyclohexyl}acetarnide,
- 2-Cyano-N-(4-{2-[4-(2,5-dimethoxyphenyl)piperazin-1-
yl]ethyl}cyclohexypacetamide,      - 4-0xopentanoic acid
(4-{214-(3,5-bis-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)amide, 30-
4-Dimethylarnino-N-(4-{214-(3-trifluoromethylphenyl)piperazin-1-
yl]ethylIcyclohexyl)butanamide,  221      -
2-(4-Fluorophenoxy)-N-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
ygethyl}cyclohexypacetamide,      -
2-Cyano-N-(4-{214-(2-trifluoromethylphenyl)piperazin-1-
ygethyl}cyclohexypacetamide , hydrochloride, 5-
2-Cyano-N-(4-{244-(2,5-difluorophenyl)piperazin-1-ynethylIcyclohexypa
cetamide,     -
N-(4-{244-(2-Chloro-5-methylphenyl)piperazin-1-yflethyl}cyclohexyl)-2
- cyanoacetamide,     -
2-Cyano-N-(4-{2-[4-(2,5-dichlorophenyl)piperazin-1-
yflethyl}cyclohexypacetamide, 10-
N-(4-{244-(3-Chlorophenyl)piperazin-1-yliethyl}cyclohexyl)-4-cyanobut
anamide,      -
4-Cyano-N-(4-{244-(2-methyl-3-trifluoromethylphenyl)piperazin-1-
ynethyl}cyclohexypbutanamide,      - 4-0xopentanoic acid
(4-{214-(2-fluoro-3-trifluoromethylphenyl)piperazin-1-
ygethyl}cyclohexypamide, 15-



- 4-Cyano-N-{412-(4-m-tolylpiperazin-1-ypethyl]cyclohexyl}butanamide,
3,3,3-Trifluoro-N-{4-[2-(4-m-tolylpiperazin-1-ypethyl]cyclohexyl}prop
anamide, 20- 4-Cyano-N-(4-{244-(2-methylsulfanylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide,
2-Cyano-N-{442-(4-quinolin-8-ylpiperazin-1-ypethylicyclohexyl}acetami
de,      4-Cyano-N-(4-{214-(3-methylsulfanylphenyl)piperazin-1-
yllethyl}cyclohexyl)butanamide, 25-
2-Cyano-N-{442-(4-quinolin-5-ylpiperazin-1-ypethyl]cyclohexyllacetami
de,     -
2-Cyano-N-(4-{214-(3-methanesulfonylaminophenyl)piperazin-1-
ynethylIcyclohexyl)acetamide,
2-Cyano-N-(4-{214-(4-fluoro-phenyl)piperazin-1-yl]ethyl}cyclohexypace
tamide, -
2-Cyano-N-{412-(4-p-tolylpiperazin-1-ypethylicyclohexyllacetamide,
30-
2-Cyano-N-(4-{214-(2-ethoxyphenyl)piperazin-1-yflethylIcyclohexypacet
amide,
N-(4-{244-(2-tert-Butyl-6-trifluoromethylpyrimidin-4-yOpiperazin-1-
yliethyl}cyclohexyl)-3-cyanopropanamide,  222 -
2-Cyano-N-(4-{214-(2-phenoxyphenyl)piperazin-1-yfiethyllcyclohexypace
tamide,     -
N-(4-{244-(3-Chloro-2-cyanophenyppiperazin-1-yllethyl}cyclohexyl)-2-
cyanoacetamide, -
2-Cyano-N-(4-{244-(2-ethylphenyl)piperazin-1-ynethyl}cyclohexypacetam
ide,     -
N-(4-{244-(5-Chloro-2-methylphenyl)piperazin-1-yfiethylIcyclohexyl)-4
- cyanobutanamide,     -
4-Cyano-N-(4-{214-(3,5-dimethylphenyl)piperazin-1-
yflethyl}cyclohexyl)butanamide,           -
N-(4-{214-(3-Ethylphenyl)piperazin-1-yliethyl}cyclohexyl)-3,3,3-
10trifluoropropanannide,    -
3-Cyano-N-(4-{214-(3-ethylphenyl)piperazin-1-yliethyl}cyclohexyl)prop
anamide, -
4-Cyano-N-(4-{244-(6-trifluoromethylbenzo[b]thiophen-3-yOpiperazin-1-
yl]ethyl}cyclohexyl)butanannide, -
4-Cyano-N-(4-{2-[4-(3,5-difluorophenyl)piperazin-1-
15yllethyl}cyclohexyDbutanamide, -
2-Cyano-N-(4-{2-[4-(2,4-diethylphenyl)piperazin-1-yl]ethyl}cyclohexyp
acetamide,      -
3,3,3-Trifluoro-N-(4-{214-(2-fluoro-3-trifluoromethylphenyl)piperazin
-1- ygethyl}cyclohexyppropanamide,           -
N-(4-{244-(5-Chloro-2-methylphenyl)piperazin-1-yl]ethylIcyclohexyl)-3
- 20 cyanopropanamide,      -
N-(4-{214-(3-Chloro-2-methylphenyl)piperazin-1-yliethyl}cyclohexy0-4-
cyanobutanamide,      -
N-(4-{244-(3-Chloro-5-fluorophenyl)piperazin-1-yl]ethyl}cyclohexyl)-4
- cyanobutanamide, 25-
N-(4-{244-(2-Fluoro-3-trifluoromethylphenyppiperazin-1-yljethylIcyclo
hexy0-2- methoxyacetamide,     -
4-Cyano-N-(4-{244-(3,5-dichlorophenyl)piperazin-1-
yliethylIcyclohexyl)butanamide,        -
4-Cyano-N-{4-[2-(4-quinolin-8-ylpiperazin-1-ypethyl]cyclohexylIbutana
mide, 30-
4,4,4-Trifluoro-N-(4-{214-(3-trifluoromethylphenyOpiperazin-1-
yl]ethylIcyclohexyl)butanamide, -



10- 2-Cyano-N-(4-{214-(3,4-dichlorophenyl)piperazin-1-
ygethylIcyclohexypacetamide,
2-Cyano-N-[4-(2-{4-[3-(1-hydroxyethyl)phenyl]piperazin-1-
yllethyl)cyclohexyllacetamide,           -
2-Cyano-N-(4-{214-(4-trifluoromethylphenyl)piperazin-1-
15yllethyl}cyclohexypacetamide, -
N-(4-{214-(4-Chlorophenyl)piperazin-1-ynethyl}cyclohexyl)-2-cyanoacet
amide, -
N-{412-(4-Bipheny1-3-yl-piperazin-1-ypethyncyclohexyl)-2-cyanoacetami
de,      -
2-Cyano-N-(4-{2-[4-(4-fluoro-3-trifluoromethylphenyl)piperazin-1-
ynethyl}cyclohexypacetamide, 20-
3-Cyano-N-(4-{214-(5-fluoro-2-methylphenyl)piperazin-1-
yflethyl}cyclohexyl)propanamide,
4-Cyano-N-(4-{214-(5-fluoro-2-methylphenyppiperazin-1-
yl]ethyl}cyclohexyl)butanamide,         -
N-(4-{244-(3-Bromophenyl)piperazin-1-yllethyl}cyclohexyl)-2-cyanoacet
amide, 25- 2-Cyano-N14-(2-{413-(1,1-difluoroethyl)phenyllpiperazin-1-
yl}ethyl)cyclohexyl]acetamide,     -
2-Cyano-2,2-dimethyl-N-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexyl)acetamide,
4-Cyano-N-(4-{214-(4-fluorophenyl)piperazin-1-yllethyl}cyclohexyl)but
anamide, 30- 3,3,3-Trifluoro-N-(4-{214-(4-fluorophenyl)piperazin-1-
yllethyl}cyclohexyppropanamide, -
2-Cyano-N-(4-{2-[4-(4-ethylphenyl)piperazin-1-yflethyl}cyclohexypacet
amide,  224    -
4-Cyano-N-(4-{244-(2-ethylphenyl)piperazin-1-yfiethyl}cyclohexyl)buta
namide, -
N,N-Dimethy1-2-(4-{214-(3-trifluoromethylphenyl)piperazin-1-
yl]ethylIcyclohexypacetamide, -
N-Methyl-2-(4-{214-(3-trifluoromethylphenyl)piperazin-1- 5
yliethyl}cyclohexypacetamide,      -
N-(2-Methoxyethyl)-2-(4-{214-(3-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexypacetamide,      -
N-(2-Methoxyethyl)-2-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexypacetamide, hydrochloride, 10-
2-(4-{214-(2-Fluorophenyl)piperazin-1-ygethyl}cyclohexyl)-N-methylace
tamide,      -
2-(4-{244-(2-Fluorophenyl)piperazin-1-yflethyl}cyclohexylidene)-N-(2,
2,2- trifluoroethypacetamide,
2-(4-{2-[4-(2-Fluorophenyl)piperazin-1-ygethyl}cyclohexyl)-N-(2,2,2-
trifluoroethypacetamide, 15-
2-(4-{244-(2-Fluorophenyppiperazin-1-ynethyl}cyclohexyl)-N-propylacet
amide,     - N-Cyanomethy1-2-(4-{244-(2-fluorophenyl)piperazin-1-
ygethyl}cyclohexyl)acetamicle, -
4-cyano-N-(4-{244-(3-propylphenyl)piperazin-1-yllethyl}cyclohexyl)but
anamide - 2-cyano-N-(4-{214-(3-fluoro-2-methylphenyl)piperazin-1- 20
yflethyl}cyclohexypacetamide     -
4-cyano-N-[4-(2-{4-[3-(1,1-difluoroethyl)phenylipiperazin-1-
yl}ethyl)cyclohexylibutanamide -
N-{442-(4-benzo[1,3]dioxo1-5-ylpiperazin-1-ypethyl]cyclohexyl}-2-cyan
oacetamide
2-cyano-N-(4-{214-(2,3-dihydrobenzo[1,4]dioxin-6-yOpiperazin-1- 25
yfiethyl}cyclohexypacetamide -
3,3,3-trifluoro-N-{442-(4-quinolin-5-ylpiperazin-1-ypethyacyclohexyl}



1-yfiethyl}cyclohexyl) amide -
2-cyano-N-(4-{244-(3,4-difluorophenyl)piperazin-1-yl]ethyl}cyclohexyl
)acetamide  225
2-cyano-N-(4-{214-(3-ethylphenyl)piperazin-1-yllethyl}cyclohexypaceta
mide      -
2-methanesulfinyl-N-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
ygethylIcyclohexyl)acetamide -
2-cyano-N-(4-{2-[4-(3-isopropylphenyl)piperazin-1-ygethyl}cyclohexypa
cetamide 5-
2-cyano-N-(4-{2-[4-(3,5-dimethylphenyl)piperazin-1-ygethyl}cyclohexyp
acetamide
2-methanesulfonyl-N-(4-{214-(3-trifluoromethylphenyl)piperazin-1-
ygethyl}cyclohexypacetamide
2-cyano-N-(4-{2-[4-(3-fluoro-4-methylphenyl)piperazin-1-
yl]ethylIcyclohexypacetamide 10-
2-cyano-N-(4-{244-(3,4-dimethylphenyl)piperazin-1-yllethyl}cyclohexyp
acetamide      -
2-cyano-N-(4-{2-[4-(3,4,5-trifluorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide      -
2-cyano-N-(4-{244-(3-trifluoromethylsulfanylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide 15-
2-cyano-N-(4-{2-[4-(3-methanesulfonylphenyl)piperazin-1-
yl]ethylIcyclohexypacetamide     -
2-cyano-N-(4-{244-(3-difluoromethylphenyl)piperazin-1-
ygethyl}cyclohexypacetamide
4-cyano-N-(4-{214-(3-fluoro-2-methylphenyl)piperazin-1- 20
ygethyl}cyclohexyl)butanamide
4-cyano-N-(4-{2-[4-(3,4-difluorophenyl)piperazin-1-yl]ethyl}cyclohexy
l)butanamide - 4-cyano-N-(4-{244-(4-fluoro-3-methylphenyppiperazin-1-
yllethylIcyclohexylbutanamide
N-(4-{244-(4-chloro-2-fluorophenyl)piperazin-1-ygethyl}cyclohexyl)-2-
25 cyanoacetamide      -
N-(4-{244-(4-chloro-3-trifluoromethylphenyl)piperazin-1-yl]ethylIcycl
ohexyl)-2- cyanoacetamide      -
4-cyano-N-(4-{2-[4-(3-trifluoromethylsulfanylphenyl)piperazin-1-
yllethyl}cyclohexyl)butanamide 30-
4-csiano-N-(4-{214-(3-difluoromethylphenyl)piperazin-1-
yl]ethylIcyclohexyl)butanamide  226     -
N-{412-(4-benzo[1,3]dioxo1-5-ylpiperazin-1-ypethyl]cyclohexyll-4-
cyanobutanamide     -
4-cyano-N-(4-{244-(2-fluoro-3-trifluoronnethylphenyl)piperazin-1-
yfiethyl}cyclohexyl)butanamide 5-
4-cyano-N-(4-{2-[4-(4-fluoro-3-methylphenyl)piperazin-1-
yl]ethylIcyclohexyl)butanamide, hydrochloride
4-cyano-N-(4-{214-(3,4-dichlorophenyppiperazin-1-
yl]ethyl}cyclohexypbutanamide           -
N-(4-{2-[4-(3-chloro-4-methylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-
2- 10 cyanoacetamide
2-cyano-N-(4-{214-(4-cyanophenyl)piperazin-1-yfiethyl}cyclohexypaceta
mide      4-cyano-N-(4-{2-[4-(2,5-dichlorophenyl)piperazin-1-
yl]ethylIcyclohexyl)butanamide           - cyclopent-3-enecarboxylic
acid (4-{2-[4-(2-methoxyphenyl)piperazin-1- 15yl]ethyl}cyclohexyl)
amide     -
2-cyclopent-2-enyl-N-(4-{2-[4-(3-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide      -



20-
N-(4-{2-[4-(3-acetylphenyl)piperazin-1-yl]ethylcyclohexyl)-4-cyanobut
anamide -
2-cyano-N-(4-{2-[4-(2-cyanophenyl)piperazin-1-ynethylIcyclohexypaceta
mide -
4-cyano-N-(4-{2-[4-(2-cyanophenyl)piperazin-1-yflethyl}cyclohexyl)but
anamide - cyclopent-3-enecarboxylic acid
(4-{244-(3-ethylphenyl)piperazin-1- ynethylIcyclohexyl) amide 25-
cyclopent-3-enecarboxylic acid
{412-(4-m-tolylpiperazin-1-ypethylicyclohexyl}      -
cyclopent-1-enecarboxylic acid
{412-(4-m-tolylpiperazin-1-ypethyl]cyclohexyll amide      -
N-(4-{214-(3-chloro-4-methylphenyl)piperazin-1-yflethyl}cyclohexyl)-4
- cyanobutanamide 30-
4-cyano-N-(4-{2-[4-(2-methoxyphenyl)piperazin-1-yflethyl}cyclohexyl)b
utanamide      - cyclopent-1-enecarboxylic acid
(4-{244-(2,4-difluorophenyl)piperazin-1- yliethyl}cyclohexyl) amide
227      -
N-(4-{244-(2,4-difluorophenyl)piperazin-1-ygethyl}cyclohexyl)-2-(4-
fluorophenoxy)acetamide      -
N-(4-{214-(2,4-difluorophenyl)piperazin-1-ynethyl}cyclohexyl)-3,3,3-
trifluoropropanamide 5-
2-cyclopent-3-enyl-N-(4-{244-(2-fluorophenylpiperazin-1-
yliethyl}cyclohexypacetamide       N-(4-{214-(2-chloro 4
fluoro-5-methylphenyOpiperazin-1-yliethylIcyclohexyl)-2-
cyanoacetamide
N-(4-{244-(2-chloro-4-fluoro-5-methylphenylpiperazin-1-yl]ethyl}cyclo
hexyl)-4- 10 cyanobutanamide      -
4-cyano-N-(4-{214-(5-methoxy-2-methylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide
4-cyano-N-(4-{244-(3,5-dimethoxyphenyl)piperazin-1-
ygethyl}cyclohexypbutanamide 15-
N-(4-{2-[4-(3-chloro-2-cyanophenyl)piperazin-1-yl]ethyl}cyclohexyl)-4
- cyanobutanamide      - cyclohex-1-enecarboxylic acid
(4-{244-(3-fluorophenyl)piperazin-1- yl]ethyl}cyclohexylamide
4-cyano-N-(4-{214-(3-fluorophenyl)piperazin-1-yl]ethylIcyclohexyl)but
anamide 20-
N-(4-{244-(3-fluorophenyl)piperazin-1-yliethylIcyclohexyl)-2-phenoxya
cetamide -
N-(4-{214-(3-fluorophenyl)piperazin-1-yliethyl}cyclohexyl)succinamide
-
N-(4-{244-(3-fluorophenyl)piperazin-1-yl]ethyl}cyclohexyl)succinamide
cyclopent-1-enecarboxylic acid (4-{244-(3-fluorophenyl)piperazin-1-
yl]ethylIcyclohexyl) amide 25-
4-cyano-N-(4-{214-(2,4-difluorophenyl)piperazin-1-yliethyl}cyclohexyl
)butanannide      -
3-cyano-N-(4-{2-[4-(2,4-difluorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)propanamide      -
N-(4-{214-(2-chloro-5-trifluoromethylphenyl)piperazin-1-yl]ethyl}cycl
ohexyl)-4- cyanobutanamide 30-
4-cyano-N-(4-{2-[4-(2-methoxy-5-trifluoromethylphenyl)piperazin-1-
ygethyl}cyclohexyl)butanamide  228     - 1H-indene-2-carboxylic acid
(4-{244-(3-fluorophenyl)piperazin-1- yflethyl}cyclohexyl) amide     -
cyclopent-3-enecarboxylic acid (4-{214-(3-fluorophenyl)piperazin-1-
ynethyl}cyclohexyl) amide 5-



yflethyl}cyclohexyl)butanamide
N-(4-{214-(5-chloro-2-fluorophenyl)piperazin-1-yliethyl}cyclohexyl)-4
- cyanobutanamide
N-(4-{214-(5-chloro-2-methoxyphenyl)piperazin-1-yl]ethyl}cyclohexyl)-
4- 15 cyanobutanamide -
4-cyano-N-(4-{244-(3-methoxyphenyl)piperazin-1-yflethyl}cyclohexyl)bu
tanamide      - cyclopent-1-enecarboxylic acid
(4-{214-(3-methoxyphenyl)piperazin-1- yl]ethyl}cyclohexyl) amide -
3-cyano-N-(4-{214-(3-methoxyphenyl)piperazin-1- 20
yl]ethyl}cyclohexyl)propanamide    -
N-(4-{2-[4-(3-fluorophenyl)piperazin-1-yl]ethylIcyclohexyl)-4-methoxy
butanamide -
2-cyclopent-2-enyl-N-(4-{2-[4-(3-fluorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)acetamide            -
4-cyano-N-(4-{244-(3-methoxy-5-trifluoromethylphenyppiperazin-1-
25yliethyl}cyclohexyl)butanamide      -
N-(4-{214-(2-ethylphenyl)piperazin-1-yfiethyl}cyclohexyl)-3,3,3-
trifluoropropanamide      -
2-cyano-N-(4-{244-(2,4-dichloro-5-trifluoromethylphenyl)piperazin-1-
yi]ethyl}cyclohexypacetamide 30-
4-cyano-N-(4-{214-(2,4-dichloro-5-trifluoromethylphenyl)piperazin-1-
ygethyl}cyclohexyl)butanamide  229     -
N-(4-{214-(3-ethylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-2-
methanesulfonylacetamide     -
N-(4-{244-(2,3-difluorophenyl)piperazin-1-yliethyl}cyclohexyl)-2-
methanesulfonylacetamide 5-
N-(4-{214-(4-chlorophenyl)piperazin-1-yliethyl}cyclohexyl)-2-
methanesulfonylacetamide -
4-cyano-N-{412-(4-o-tolylpiperazin-1-ypethylicyclohexyl}butanamide -
4-cyano-N-(4-{214-(2,3-dimethylphenyl)piperazin-1-
yflethyl}cyclohexyl)butanannide 10-
4-cyano-N-(4-{2-[4-(4-fluoro-3-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide - cyclopent-1-enecarboxylic acid
(4-{244-(4-fluorophenyl)piperazin-1- yl]ethyl}cyclohexyl) amide -
4-cyano-N-(4-{214-(3-cyano-5-trifluoromethylphenyl)piperazin-1-
15yllethyl}cyclohexyl)butanamide      -
4-cyano-N-(4-{214-(2-trifluoromethylphenyl)piperazin-1-
yl]ethylcyclohexyl)butanamide, hydrochloride      -
N-(4-{214-(3-chloro-5-methylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-2
- cyanoacetamide 20-
N-(4-{214-(3-chloro-5-methylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-4
- cyanobutanamide -
4-cyano-N-(4-{214-(2-ethoxyphenyl)piperazin-1-yl]ethyl}cyclohexyl)but
anamide - 4-cyano-N-(4-{214-(2-fluoro-5-methylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide 25- cyclopent-1-enecarboxylic acid
(4-{214-(2,5-difluorophenyl)piperazin-1- yllethyl}cyclohexyl) amide
4-cyano-N-(4-{2-[4-(2,5-difluorophenyl)piperazin-1-yl]ethyl}cyclohexy
l)butanamide 



2,2-difluoro-N-(4-{2-[4-(2-fluoro-3-trifluoromethylphenyl)piperazin-1
- yl]ethylIcyclohexypacetamide 30-
4-cyano-N-(4-{2-[4-(2,3-difluorophenyl)piperazin-1-yl]ethyl}cyclohexy
l)butanamide
N-(4-{214-(2,3-difluorophenyl)piperazin-1-yl]ethyl}cyclohexyl)-3,3,3-
trifluoropropanamide  230      - cyclopent-1-enecarboxylic acid
(4-{214-(2,3-difluorophenyl)piperazin-1- yflethyl}cyclohexyl) amide -
4-cyano-N-(4-{244-(3-cyanophenyl)piperazin-1-yliethyl}cyclohexyl)buta
namide -
N-(4-{244-(3-chloro-2-methoxyphenyl)piperazin-1-yflethylIcyclohexyl)-
4- 5 cyanobutanamide      -
2-cyano-N-(4-{2-[4-(2,3,4-trifluorophenyl)piperazin-1-
yl]ethyl}cyclohexypacetamide      -
4-cyano-N-(4-{244-(2,3,4-trifluoroPhenyl)piperazin-1-
yflethyl}cyclohexyl)butanamide 10-
3,3,3-trifluoro-N-(4-{2-[4-(3-methanesulfonylphenyl)piperazin-1-
yflethyl}cyclohexyl)propanamide -
2-cyano-N-{4-[2-(4-indan-4-ylpiperazin-1-ypethyl]cyclohexyl}acetamide
-
4-cyano-N-{4-[2-(4-indan-4-ylpiperazin-1-yl)ethyl]cyclohexyl}butanami
de           - cyclopent-1-enecarboxylic acid (4-{2-[4-(2-fluoro-3-
15trifluoromethylphenyl)piperazin-1-Sthyl}cyclohexyl) amide
N-(4-{244-(2-fluoro-3-trifluoromethylphenyl)piperazin-1-
yllethylIcyclohexypsuccinamide      -
4-cyano-2,2-difluoro-N-(4-{244-(2-fluoro-3-trifluoromethylphenyl)pipe
razin-1- yl]ethyl}cyclohexyl)butanam ide 20-
2,2,2-trifluoro-N-(4-{244-(3-methanesulfonylphenyppiperazin-1-
yflethyl}cyclohexypacetamide -
N-{442-(4-bipheny1-3-ylpiperazin-1-ypethyl]cyclohexyl)-4-cyanobutanam
ide      - cyclopent-1-enecarboxylic acid
(4-{214-(3,4,5-trifluorophenyl)piperazin-1- ygethyl}cyclohexyl) amide
25- 2-ethoxy-N-(4-{214-(3,4,5-trifluorophenyl)piperazin-1-
yl]ethyl}cyclohexypacetamide  cyclopent-3-enecarboxylic acid
(4-{244-(3,4,5-trifluorophenyl)piperazin-1- yl]ethyl)cyclohexyl)
amide
4-cyano-N-{4-[2-(4-p-tolylpiperazin-1-ypethyl]cyclohexyl}butanannide
30- 4,4,4-trifluoro-N-(4-{2-[4-(3-methanesulfonylphenyl)piperazin-1-
yl]ethyl)cyclohexyl)butanamide  231     -
N-(4-{214-(2-fluoro-3-trifluoromethylphenyl)piperazin-1-yl]ethylIcycl
ohexyl)-4- methoxybutanamide     -
N-(4-{214-(4-chloro-2-fluorophenyppiperazin-1-ygethyl}cyclohexyl)-4-
cyanobutanamide 5-
2-cyano-N-(4-{2-[4-(2,4,5-trifluorophenyl)piperazin-1-
yl]ethyl}cyclohexypacetamide      -
4-cyano-N-(4-{214-(2,4,5-trifluorophenyl)piperazin-1-
yl]ethylIcyclohexyl)butanamide -
2-ethoxy-N-{412-(4-p-tolylpiperazin-1-ypethylicyclohexyl}acetamide
10- cyclopent-1-enecarboxylic acid
(412-(4-p-tolyipiperazin-1-ypethyl]cyclohexyl) amide      -
5,6-dihydro-4H-pyran-3-carboxylic acid (4-{214-(2-fluoro-3-
trifluoromethylphenyl)piperazin-1-yliethyl}cyclohexyl amide 



- 3,3,3-trifluoro-N14-(2-{4[3-(1-hydroxyethyl)phenyllpiperazin-1-
15yllethyl)cyclohexyl]propanamide      -
2-ethoxy-N-(4-{2-[4-(2-fluoro-3-trifluoromethylphenyl)piperazin-1-
ygethylIcyclohexypacetamide -
N-(4-{2-[4-(4-chlorophenyl)piperazin-1-yl]ethylIcyclohexyl)-4-cyanobu
tanamide -
N-(4-{244-(4-chlorophenyl)piperazin-1-ygethyl}cyclohexyl)-3,3,3- 20
trifluoropropanamide     -
4-cyano-N-(4-{214-(2-methoxy-5-methylphenyl)piperazin-1-
yllethyl}cyclohexyl)butanamide     -
2-cyano-N-(4-{2-[4-(2-fluoro-4-methylphenyl)piperazin-1-
yl]ethylIcyclohexyl)acetamide 25- 4-cyano-N-(4-{2-[4-(2-fluoro
4-methylphenyl)piperazin-1- yl]ethylIcyclohexyl)butanamide      -
cyclopent-1-enecarboxylic acid
(4-{214-(3,4-dichlorophenyl)piperazin-1- yllethyl}cyclohexyl) amide
-
N-(4-{214-(3,4-dichlorophenyl)piperazin-1-yllethylIcyclohexyl)-2-etho
xyacetamide 30- cyclopent-1-enecarboxylic acid
(4-{244-(4-chlorophenyl)piperazin-1- ynethyl}cyclohexyl) amide  232
- N-(4-{244-(3-chloro
4-methylphenyl)piperazin-1-yllethyl}cyclohexyl)-2- ethoxyacetamide
- cyclopent-1-enecarboxylic acid
(4-{214-(3-chloro-4-methylphenyl)piperazin-1-yl] ethyl}cyclohexyl)
amide 5-
N-(4-{214-(3-chloro-4-methylphenyl)piperazin-1-yliethyl}cyclohexyl)-3
,3,3- trifluoropropanamide -
3,3,3-trifluoro-N-{412-(4-p-tolylpiperazin-1-ypethyl]cyclohexyl}propa
namide      - cyclopent-3-enecarboxylic acid
(4-{244-(2,4-difluorophenyl)piperazin-1- ygethylIcyclohexyl) amide
10- 4,5-dihydrofuran-3-carboxylic acid (4-{214-(2-fluoro-3-
trifluoromethylphenyl)piperazin-1-yfiethyl}cyclohexyl) amide      -
pyrrolidine-2-carboxylic acid
(4-{214-(2-fluoro-3-trifluoromethylphenyl)piperazin-1-
ygethyl}cyclohexyl) amide -
N-(4-{244-(3,4-dichlorophenyl)piperazin-1-yl]ethyl}cyclohexyl)-4- 15
methoxybutanamide
N-(4-{244-(2,4-difluorophenyl)piperazin-1-yl]ethyl}cyclohexyl)-2-etho
xyacetamide -
N-(4-{214-(2,4-difluorophenyl)piperazin-1-yfiethyl}cyclohexyl)-4-
methoxybutanamide  4-cyano-N-(4-{244-(3,4-dimethylphenyl)piperazin-1-
20 yl]ethylIcyclohexyl)butanamide     -
N-(4-{244-(3,4-dimethylphenyl)piperazin-1-yflethyl}cyclohexyl)-4-
methoxybutanamide     - cyclopent-1-enecarboxylic acid
(4-{214-(3,4-dimethylphenyl)piperazin-1- yflethyl}cyclohexyl) amide
25- N-(4-{244-(3,4-dimethylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-2-
ethoxyacetamide     - N-(4-{2-[4-(3,4-dimethylphenyl)
piperazin-1-yl]ethylIcyclohexyl)-3,3,3- trifluoropropanamide -
4-cyano-N-(4-{244-(5,6,7,8-tetrahydronaphthalen-2-yl)piperazin-1- 30
ygethyl}cyclohexyl)butanamide      -
N-(4-{214-(3-cyanophenyl)piperazin-1-ygethyl}cyclohexyl)-3,3,3-
trifluoropropanamide  233 



- cyclopent-1-enecarboxylic acid (4-{2-[4-(3-cyanophenyl)piperazin-1-
yl]ethylIcyclohexyl) amide -
N-(4-{214-(3-cyanophenyl)piperazin-1-yllethyl}cyclohexyl) 4
methoxybutanamide -
2-ethoxy-N-(4-{244-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-
5ynethyl}cyclohexyl)acetamide    -
N-(4-{2-[4-(4-chloro-phenyl)piperazin-1-yl]ethy1}-cyclohexyl)-2-ethox
yacetamide -
N-(4-{2-[4-(2-fluoro-3-trifluoromethylphenyl)piperazin-1-yl]ethyl}cyc
lohexyl)-2- propoxyacetamide            cyclopent-1-enecarboxylic
acid (4-{2-[4-(4-chloro-2-fluorophenyl)piperazin-1-
10yflethyl}cyclohexyl) amide      cyclopent-1-enecarboxylic acid
(4-{2-[4-(2-fluoro 4 methylphenyppiperazin-1- yllethyl}cyclohexyl)
amide
2-cyano-N-(4-{214-(3,4-dichloro-2-fluorophenyl)piperazin-1-
yl]ethyl}cyclohexypacetamide 15-
4-cyano-N-(4-{214-(3,4-dichloro-2-fluorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide   -
N-(4-{244-(2,5-dichlorophenyppiperazin-1-yl]ethylIcyclohexyl)-2-ethox
yacetamide - 4-cyano-N-(4-{2-[4-(2-cyano-3-fluorophenyl)piperazin-1-
yl]ethylIcyclohexyl)butanamide 20- cyclopent-1-enecarboxylic acid
(4-{214-(2,4,5-trifluorophenyppiperazin-1- yllethylIcyclohexyl) amide
4,5-dihydrofuran-3-carboxylic acid
(4-{214-(3-cyanophenyl)piperazin-1- ynethylIcyclohexyl) amide
cyclopent-1-enecarboxylic acid
(4-{214-(5-chloro-2-fluorophenyl)piperazin-1- 25yl]ethylIcyclohexyl)
amide       4-cyano-N-(4-{244-(3-oxazol-2-ylphenyppiperazin-1-
yl]ethylIcyclohexyl)butanamide      4,5-dihydrofuran-3-carboxylic
acid (4-{244-(2,4-difluorophenyl)piperazin-1- yl]ethyl}cyclohexyl)
amide 30-
N-(4-{214-(3-chloro-5-trifluoromethylphenyl)piperazin-1-ygethylIcyclo
hexyl)-2- cyanoacetamide  234     -
N-(4-{244-(3-chloro-5-trifluoromethylphenyl)piperazin-1-yflethyl}cycl
ohexyl)-4- cyanobutanamide -
2-cyano-N-(4-{214-(3-oxazol-2-ylphenyl)piperazin-1-
yl]ethyl}cyclohexypacetamide 5- 4,5-dihydrofuran-3-carboxylic
acid(4-{214-(3-oxazol-2-ylphenyl)piperazin-1- yflethylIcyclohexyl)
amide - cyclopent-1-enecarboxylic acid
(4-{214-(2-fluoro-5-methylphenyl)piperazin-1- yflethyl}cyclohexyl)
amide -
4-cyano-N-(4-{214-(3-ethoxyphenyl)piperazin-1-yflethyl}cyclohexyDbuta
namide 10- cyclopent-1-enecarboxylic acid
(4-{214-(3-fluoro-4-methylphenyl)piperazin-1- ypethylIcyclohexyl)
amide - 4-cyano-N-(4-{214-(3-fluoro-4-methylphenyl)piperazin-1-
ygethyl}cyclohexypbutanamide -
2-ethoxy-N-(4-{214-(3-fluoro-4-methylphenyl)piperazin-1-
15yliethyl}cyclohexypacetamide      -
4-cyano-N-[4-(2-{4-[3-(1-hydroxypropyl)phenyl]piperazin-1-
y1}ethyl)cyclohexylibutanamide      - pyrrolidine-2-carboxylic acid
(4-{214-(3-cyanophenyl)piperazin-1- yl]ethyl}cyclohexyl) amide,
dihydrochloride 20-
2-methoxy-N-(4-{214-(3,4,5-trifluorophenyl)piperazin-1-
yliethyl}cyclohexypacetamide 



- cyclopent-1-enecarboxylic acid
(4-{244-(2,3,4-trifluorophenylpiperazin-1- yliethylIcyclohexyl) amide
- 4-cyano-N-(4-{244-(4-trifluoromethylphenyl)piperazin-1-
25yl]ethyl)cyclohexyl)butanamide -
N-(4-{244-(2,5-dichlorophenyl)piperazin-1-yl]ethyl}cyclohexyl)-2-etho
xyacetamide - pyrrolidine-2-carboxylic acid
(4-{244-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl) amide -
N-(4-{2-[4-(3-chloro-2-methylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-
4- 30 methoxybutanannide     - pyrrolidine-2-carboxylic acid
(4-{214-(2,4-difluorophenyl)piperazin-1- ygethyl}cyclohexyl) amide,
dihydrochloride  235     -
N-(4-{2-[4-(3-chloro-2,4-difluorophenyl)piperazin-1-yl]ethyl}cyclohex
yl)-2- cyanoacetamide     -
N-(4-{244-(3-chloro-2,4-difluorophenyl)piperazin-1-yi]ethyl}cyclohexy
l)-4- cyanobutanamide 5- cyclopent-1-enecarboxylic acid
{412-(4-o-tolylpiperazin-1-yl)ethyl]cyclohexyl} amide    -
2-ethoxy-N-{442-(4-o-tolylpiperazin-1-ylethyl]cyclohexyl}acetamide -
4-cyano-N-{4-[2-(6-cyano-3,4-dihydro-1H-isoquinolin-2-
ypethyl]cyclohexyl}butanamide 10-
2-cyano-N-{4-[2-(6-cyano-3,4-dihydro-1H-isoquinolin-2-
ypethyl]cyclohexyl}acetamide    -
N-(4-{244-(3-ethylphenyl)piperazin-1-yl]ethyl}cyclohexyl)
4-methoxybutanamide - 5,6-dihydro-4H-pyran-2-carboxylic acid
(4-{214-(3-ethylphenyl)piperazin-1- yllethyl}cyclohexyl) amide 15-
5,6-dihydro-4H-pyran-2-carboxylic acid (4-{214-(3-
trifluoromethylphenyl)piperazin-1-yl]ethylIcyclohexyl) amide -
2-ethoxy-N-(4-{214-(3-ethylphenyl)piperazin-1-yl]ethyl}cyclohexyljace
tamide     - 4,5-dihydrofuran-3-carboxylic acid
(4-{244-(3-trifluoromethylphenyl)piperazin-1- yliethyl}cyclohexyl)
amide 20- 5,6-dihydro-4H-pyran-2-carboxylic acid
(4-{214-(2,4-difluorophenyl)piperazin-1- yllethyl}cyclohexyl) amide
- 2-cyano-N-[4-(2-{4-[3-(1-hydroxypropyl)phenyl]piperazin-1-
yllethyl)cyclohexyllacetamide -
4-methoxy-N-(4-{244-(3,4,5-trifluorophenyl)piperazin-1-
25yllethylIcyclohexyl)butanamide      - cyclopent-1-enecarboxylic
acid (4-{244-(4-methoxyphenyl)piperazin-1- ygethyllcyclohexyl) amide
2-ethoxy-N-(4-{2-[4-(4-methoxyphenyl)piperazin-1-yflethylIcyclohexyl)
acetamide
2-cyano-N-(4-{2-[4-(4-methoxyphenyl)piperazin-1-yl]ethyl}cyclohexypac
etamide 30- 2-cyano-N-(4-{2-[4-(3,5-difluoro
4-trifluoromethylphenyl)piperazin-1- yllethyl}cyclohexyl)acetamide
236     -
2-cyano-N44-(2-{413-(1-hydroxy-2-methylpropyl)phenyl]piperazin-1-
yl}ethyl)cyclohexyliacetamide     -
N-(4-{244-(3-chloro-5-methylphenyl)piperazin-1-yfiethylIcyclohexyl)-2
- ethoxyacetamide 5-
N-(4-{214-(3-chloro-5-methylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-4
- methoxybutanam ide 



- N-(4-{214-(2-chloro-4-fluoro-5-methylphenyppiperazin-1
-yliethyl}cyclohexyl)-2- ethoxyacetam id e           -
N-(4-{214-(2-chloro-4-fluoro-5-methylphenyl)piperazin-1
-yl]ethyl}cyclo hexyl)-4- 1 0 methoxybutanam ide    -
4-cyano-N-(4-{214-(4-m ethoxyphenyl)piperazi n-1 -yflethyl}cyclo
hexyl)b uta na m ide -
2-cyano-N-(4-{214-(2-fluoro-5-trifluoromethylphenyppiperazin-1-
yliethylIcyclohexypacetamide           -
N-(4-{244-(3-chloro-4-fluorophenyppiperazin-1
-yl]ethyl}cyclohexyl)-2- 15 cyanoacetamide      -
N-(4-{214-(3-chloro-4-fluorophenyl)piperazin-1-ygethyl}cyclohexyl)-4-
cyanobutanamide      -
N-(4-{214-(2-chloro-5-cyanophenyl)piperazin-1-yl]ethyl}cyclohexyl)-2-
cyanoacetamide 20-
N-(4-{214-(2-chloro-5-cyanophenyl)piperazin-1-yl]ethylIcyclohexyl)-4-
cyanobutanamide - N-(4-{2-[4-(3-ch lo ro-2 ,4-d ifl uo rophenyppi
perazi n-1 - ygethyl}cyclo hexyl)succinam id e -
2-cyano-N-(4-{2-[4-(4-trifluo rom ethyl phenyl)pi perazi n-1- 25
ygethyl}cyclohexyl)acetam id e      -
N-(4-{2-[4-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-yflethyl}cyc
lohexyl)-4- methoxybutanam id e -
N-(4-{214-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)succi n am ide 30-
3-cyano-N-(4-{244-(4-trifluoromethylphenyl)piperazin-1-
yaethyl}cyclohexyl)propanarn ide -
3-cyano-N-(4-{2-[4-(3-cyanophenyl)piperazin-1-yl]ethyl}cyclohexyl)pro
panamide  237       2-cyano-N-(4-{244-(2-fluoro
4-trifluoromethylphenyppiperazin-1- yl]ethyl}cyclohexypacetannide
- 4-cyano-N-(4-{214-(2-fluoro 4-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexylybutanamide 5-
4-methoxy-N-(4-{244-(2,3,4-trifluorophenyl)piperazin-1-
yl]ethylIcyclohexyl)butanamide
N-(4-{214-(3-cyanophenyl)piperazin-1-yl]ethyl}cyclohexyl)-4,4,4-
trifluorobutanamide
N-(4-{214-(3-cyanophenyl)piperazin-1-yl]ethyllcyclohexyl)-3-
methoxypropanamide      - 2-cyano-N-(4-{214-(3-cyano
4-fluorophenyl)piperazin-1- yl]ethyl}cyclohexyl)acetamide     -
N-(4-{244-(3-cyano-4-fluorophenyl)piperazin-1-yliethyl}cyclohexyl)-4-
methoxybutanamide 15-
4-cyano-N-(4-{2-[4-(3-cyano-4-fluorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide      -
2-cyano-N-(4-{244-(3-fluoro-5-trifluoromethylphenyl)piperazin-1-
yllethylIcyclohexypacetamide
4-cyano-N-(4-{2-[4-(3-fluoro-5-trifluoromethylphenyl)piperazin-1-
20yflethylIcyclohexyl)butanamide      -
3-cyano-N-(4-{244-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-
yflethyl}cyclohexyl)propanamide
N-(4-{214-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-yl]ethylIcycl
ohexyl)-2- propoxyacetamide, hydrochloride 25-
3,3,3-trifluoro-N-(4-{244-(2-fluoro-5-trifluoromethylphenyl)piperazin
-1- yllethyl}cyclohexyl)propanamide     -
N-(4-{2-[4-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-ygethyl}cycl
ohexyl)- malonamide           -
2-cyano-N-(4-{2-[4-(5-ethyl-2-fluorophenyl)piperazin-1- 30
yflethylIcyclohexypacetamide 



- 4-cyano-N-(4-{214-(5-ethyl-2-fluorophenyl)piperazin-1-
yl]ethylIcyclohexyl)butanamide  238
4-methoxy-N-{442-(4-m-tolylpiperazin-1-ypethyl]cyclohexyl}butanamide
-
N-(4-{244-(3,4-dichloro-2-fluoro-phenyl)piperazin-1-yi]ethyl}cyclohex
yl)-4- methoxybutanamide
2-cyano-N-(4-{244-(3-cyano-2,4-difluorophenyl)piperazin-1- 5
ygethyllcyclohexypacetamide      -
4-cyano-N-(4-{244-(3-cyano-2,4-difluorophenyppiperazin-1-
yl]ethyl}cyclohexyl)butanamide      -
N-(4-{244-(3-fluoro-2-methylphenyl)piperazin-1-yflethyl}cyclohexyl)-4
- methoxybutanamide 10-
N-(4-{214-(3,5-dichlorophenyl)piperazin-1-yl]ethyl}cyclohexyl)-4-
methoxybutanannide      -
N-(4-{214-(3-cyano-2,4-difluorophenyl)piperazin-1-ynethylIcyclohexyl)
-4- methoxybutanamide -
N-(4-{214-(4-chlorophenyl)piperazin-1-ygethylIcyclohexyl) 4
methoxybutanamide 15-
N-(4-{2-[4-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-yl]ethyl}cyc
lohexyl)-2- methoxyacetamide      - cyclopent-1-enecarboxylic acid
(4-{214-(2-fluoro-5-
trifluoromethylphenylpiperazin-1-yl]ethyl}cyclohexyl) amide -
N-(4-{244-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-yl]ethyl}cycl
ohexyl)-2- 20 methanesulfonylacetamide      -
N-(4-{214-(2-fluoro-4-methylphenyl)piperazin-1-yliethyl}cyclohexyl)-4
- methoxybutanamide      -
2-cyano-N-(4-{244-(2,3,4,5-tetrafluorophenyppiperazin-1-
yl]ethylIcyclohexypacetamide 25-
2-cyano-N-(4-{214-(2,4-dichlorophenyl)piperazin-1-yl]ethyl}cyclohexyp
acetamide      -
N-(4-{244-(3,5-dimethylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-4-
methoxybutanamide      -
3-cyano-N-(4-{214-(3,5-dimethylphenyl)piperazin-1-
yfiethyl}cyclohexyl)propanamide 30-
2-cyano-N-(4-{214-(2,4,5-trichlorophenyl)piperazin-1-
yliethylIcyclohexypacetamide  239     -
N-(4-{214-(34-dichloro-2-fluorophenyl)piperazin-1-yflethyl}cyclohexyl
)-2- methoxyacetamide
3-cyano-N-(4-{214-(3,4-dichloro-2-fluorophenyl)piperazin-1-
yl]ethylIcyclohexyl)propanamide 5-
2-cyano-N-(4-{244-(3-fluoro-5-methylphenyl)piperazin-1-
yl]ethylIcyclohexypacetamide      -
4-cyano-N-(4-{214-(3-fluoro-5-methylphenyl)piperazin-1-
yflethylIcyclohexyl)butanamide
2-cyano-N-(4-{244-(2,3,4-trichlorophenyl)piperazin-1-
10yllethyl}cyclohexypacetamide      - 5-cyano-pentanoic acid
(4-{2-[4-(2-fluoro-5-trifluoromethylphenyl)piperazin-1-
ylethyl}cyclohexyl)amide      -
N-(4-{244-(3-chloro-2,4-difluorophenyppiperazin-1-yl]ethylIcyclohexyl
)-3- cyanopropanamide 15-
2-methoxy-N-(4-{2-[4-(2-methy1-3-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexypacetamide 



4-methoxy-N-(4-{2-[4-(2-methy1-3-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide           -
4,4,4-trifluoro-N-(4-{2-[4-(2-fluoro-5-trifluoromethylphenyl)piperazi
n-1- 20 ygethyl}cyclohexyl)butanamide     -
N-(4-{214-(3,5-bistrifluoromethylphenyppiperazin-1-
yfiethyl}cyclohexyl)malonamide
N-(4-{214-(3-chloro-5-fluorophenyl)piperazin-1-yflethyl}cyclohexyl)-4
- methoxybutanamide 25-
N-(4-{244-(3,5-bistrifluoromethylphenyl)piperazin-1-yllethyl}cyclohex
yl)-4- methoxybutanamide
N-(4-{214-(3-chloro-5-fluorophenyl)piperazin-1-ygethyl}cyclohexyl)-2-
methoxyacetamide           -
N-(4-{244-(3-chloro-5-fluorophenyl)piperazin-1-yflethyl}cyclohexyl)-3
- 30 cyanopropanamide      - 5-cyano-pentanoic acid
(4-{214-(3-trifluoromethylphenyl)piperazin-1- yllethylIcyclohexyl)
amide  240 -
2-cyano-N-{4-[2-(4-pentafluorophenylpiperazin-1-ypethyl]cyclohexyl}ac
etamide      -
N-(4-{244-(4-fluoro-3-trifluoromethylphenyl)piperazin-1-yl]ethyl}cycl
ohexyl)-4- methoxybutanamide -
N-(4-{214-(4-chloro-3-trifluoromethylphenyl)piperazin-1-yl]ethyl}cycl
ohexyl)-4- 5 methoxybutanamide     -
N-(4-{214-(4-chloro-3-trifluoromethylphenyl)piperazin-1-yflethyl}cycl
ohexyl)-4- cyanobutanamide     -
N-(4-{214-(3-fluoro-5-trifluoromethylphenyppiperazin-1-yllethyl}cyclo
hexyl)-4- methoxybutanamide 10-
N-(4-{2[444-fluoro-3-trifluoromethylphenyl)piperazin-1-yliethyl}cyclo
hexyl)-2- methoxyacetamide     -
N-(4-{2-[4-(2,4-dichlorophenyl)piperazin-1-ygethyl}cyclohexyl)-4-
methoxybutanamide -
4-cyano-N-(4-{2-[4-(2,4-dichlorophenyl)piperazin-1- 15
ygethyl}cyclohexyl)butanamide     - 2-cyano-cyclopropanecarboxylic
acid (4-{2-[4-(2-fluoro-5-
trifluoromethylphenyl)piperazin-1-yl]ethyl}cyclohexyl) amide     -
4-cyano-N-(4-{2-[4-(2,4,5-trichlorophenyl)piperazin-1-
yl]ethyl)cyclohexyl)butanamide 20-
4-cyano-N-(4-{2-[4-(2,3,4-trichlorophenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide      -
N-(4-{214-(3-acetylphenyl)piperazin-1-yl]ethyl}cyclohexyl)-3,3,3-
trifluoropropanamide            -
2-cyano-N-(4-{214-(3-propanoylphenyl)piperazin-1-ygethyl}cyclohexypac
etamide 25- 4-cyano-N-(4-{214-(3-propanoylphenyl)piperazin-1-
yliethyl}cyclohexyl)butanamide -
2-cyano-N-(4-{244-(3-isobutanylphenyl)piperazin-1-
yflethyl}cyclohexypacetamide,dihydrochloride -
4-Methoxy-N-(4-{214-(2,3,4,5-tetrafluorophenyl)piperazin-1- 30
yliethyl}cyclohexyl)butyramide      -
4-Cyano-N-(4-{2-[4-(2,3,4,5-tetrafluorophenyl)piperazin-1-
yliethyl}cyclohexyl)butyramide  241      -
2-Cyano-N-(4-{214-(2-methyl-5-trifluoromethylphenyppiperazin-1-
yflethylIcyclohexypacetamide      -
4-Cyano-N-(4-{214-(2-methyl-5-trifluoromethylphenyl)piperazin-1-
yl]ethylIcyclohexyl)butyram ide 



5or their pharmaceutically acceptable salts, hydrates, or hydrated
salts, or the polymorphic, cristalline structures of these compounds
or their optical isomers, racemates, diastereomers or enantiomers.
9.Compound according to anyone of the preceding claims chosen from:
10- 4-Methoxy-N-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
yllethyl}cyclohexyl)butanamide
N-(4-{214-(3-Cyanophenyl)piperazin-1-ygethyl}cyclohexyl)-2-ethoxyacet
amide
N-(4-{214-(3-Cyanophenyl)piperazin-1-ynethyl}cyclohexyl)-2-methoxyace
tamide -
N-(4-{214-(3,5-Bistrifluoromethylphenyl)piperazin-1-yliethyl}cyclohex
yl)-2- 15 cyanoacetamide     -
N-(4-{214-(3-Cyano-5-trifluoromethylphenyl)piperazin-1-yl]ethylIcyclo
hexyl)-2- nnethoxyacetamide     -
N-(4-{214-(3-Cyano-5-trifluoromethylphenyl)piperazin-1-yflethylIcyclo
hexyl)-2- ethoxyacetamide 20-
2-Cyano-N-(4-{214-(3,5-dimethylphenyl)piperazin-1-
yl]ethyl}cyclohexypacetamide   -
2-Cyano-N-(4-{214-(3-ethylphenyl)piperazin-1-yllethyl}cyclohexypaceta
mide - 4-Cyano-N-(4-{244-(3-trifluoromethylphenyl)piperazin-1-
yl]ethyl}cyclohexyl)butanamide 25-
2-Cyano-N-(4-{244-(2-fluoro-5-trifluoromethylphenyppiperazin-1-
ygethylIcyclohexypacetamide      -
N-(4-{244-(3-Chloro-5-fluorophenyOpiperazin-1-ynethyl}cyclohexyl)-2-
cyanoacetamide -
4-Cyano-N-(4-{244-(2-fluoro-5-trifluoronnethylphenyl)piperazin-1- 30
yllethyl}cyclohexyl)butanamide     -
N-(4-{214-(5-Chloro-2-methylphenyl)piperazin-1-yliethyl}cyclohexyl)-3
- cyanopropanamide  242 -
2-Cyano-N-(4-{244-(4-trifluoromethylphenyl)piperazin-1-
yliethyl}cyclohexypacetamide -
2-Cyano-N-(4-{244-(4-fluoro-3-trifluoromethylphenyppiperazin-1-
ynethylIcyclohexypacetamide 5-
4-Cyano-N-[4-(2-{4-[3-(1,1-difluoroethyl)phenyl]piperazin-1-
yl}ethyl)cyclohexyl]butanamide -
2-Cyano-N-(4-{214-(3-methanesulfonylphenyl)piperazin-1-
yflethyl}cyclohexypacetamide -
2-Cyano-N-(4-{2-[4-(3-difluoromethylphenyl)piperazin-1- 10
yfiethylIcyclohexypacetamide -
N-(4-{244-(3-AcetylphenyOpiperazin-1-yliethylcyclohexyl)
4-cyanobutanamide -
Cyclopent-1-enecarboxylicacid(4-{2-[4-(2,4-difluorophenyl)piperazin-1
- yl]ethyl}cyclohexyl) amide -
4-Cyano-N-(4-{214-(3,5-dimethoxyphenyppiperazin-1- 15
ygethyl}cyclohexyl)butanamide -
3,3,3-Trifluoro-N-(4-{244-(3-methanesulfonylphenyl)piperazin-1-
yilethyl}cyclohexyppropanamide -
N-(4-{244-(3-Cyanophenyl)piperazin-1-yllethyl}cyclohexyl)
4-methoxybutanamide -
4-Cyano-N14-(2-{4[3-(1-hydroxypropyl)phenyl]piperazin-1 - 



20yllethyl)cyclohexyl]butanannide      -
N-(4-{2-[4-(3-Chloro-2,4-difluorophenyl)piperazin-1-yaethyl}cyclohexy
l)-4- cyanobutanamide      -
2-Cyano-N-[4-(2-{4-[3-(1-hydroxypropyl)phenyl]piperazin-1-
yl}ethyl)cyclohexyljacetamide 25-
N-(4-{214-(3-Chloro-2,4-difluorophenyppiperazin-1-
ygethylIcyclohexyl)succinamide      -
N-(4-{214-(2-Fluoro-5-trifluoromethylphenyl)piperazin-1-yliethyl}cycl
ohexyl)-4- methoxybutanamide -
N-(4-{244-(3-Cyanophenyppiperazin-1-yllethyl}cyclohexyl)-4,4,4-
30trifluorobutanamide      -
N-(4-{214-(3-Cyanophenyl)piperazin-1-ygethylIcyclohexyl)-3-
methoxypropanamide  243       or their pharmaceutically acceptable
salts, free forms, hydrates, or hydrated salts, or the polymorphic,
cristalline structures of these compounds or their optical isomers,
racemates, diastereomers or enantiomers. 510.Compound according to
anyone of the preceding claims chosen from:   -
N-(4-{214-(3-Cyanophenyppiperazin-1-yliethyl}cyclohexyl)-2-methoxyace
tamide -
N-(4-{214-(3,5-Bistrifluoromethylphenyl)piperazin-1-yl]ethyl}cyclohex
yl)-2- cyanoacetamide -
2-Cyano-N-(4-{2-[4-(3-methanesulfonylphenyl)piperazin-1- 10
yflethyl}cyclohexypacetamide     -
2-Cyano-N-[4-(2-{4-[3-(1-hydroxypropyl)phenyl]piperazin-1-
yl}ethyl)cyclohexyl]acetamide     -
N-(4-{244-(3-Cyanophenyl)piperazin-1-yllethyl}cyclohexyl)-4,4,4-
trifluorobutanamide 15-
N-(4-{244-(3-Cyanophenyl)piperazin-1-yl]ethyl}cyclohexyl)-3-
nnethoxypropanamide       or their pharmaceutically acceptable salts,
free forms, hydrates, or hydrated salts, or the polymorphic,
cristalline structures of these compounds or their optical isomers,
racemates, diastereomers or enantiomers. 20 11.A process for
preparing a compound according to anyone of the preceding claims
comprising the steps of: a) converting a compound of formula (II): 0
/ ,-Z R' 25 wherein R', R'i and R'2 represent respectively R, R1 and
R2 or a precursor group of respectively R, R1 and R2, into a compound
of formula (I) as defined in claims 1 to 21, and optionally b)
isolating the obtained compound of formula (I).  244        12. The
process according to claim 11, wherein said compounds of formula (II)
in which Z is: a) -N-CH H\ are prepared by coupling compounds of
formula (Ill) with acid or acid derivatives 5 R'COX or R'COCOX,
wherein X is selected from chloride (X=CI), an imidazolide
(X=imidazol-1-y1), an hydroxysuccinimidoyl (X= 03u), a
paranitrophenyl ester (X= 4- nitrophenoxy), a mixed anhydride or a
symmetric anhydride H-Z 



\-NR' R'2 (III)1      in which R' and NR11 K2 are as defined in
general formula (II) and Z is chosen from 10the group selected
within: a) -N-CH H\        13. The process according to claim 11,
wherein said compounds of formula (II) in which Z represents: 15 a)
-N-CH H\  are prepared from compounds of formula (VII) by reductive
amination:    wherein NR1R2 is as defined in claim 1. 2014.A
pharmaceutical composition, comprising a therapeutically effective
amount of at least one derivative according to claim 1 to 13, with a
pharmaceutically acceptable vehicle or excipient.  245 15.A use of a
compound of the general formula (I) as defined in claims 1 to 13 for
preparing pharmaceutical compositions intended to act as a ligand of
dopamine D3 receptor. 516.A use of a compound of the general formula
(I) as defined in claim 1 to 13 for preparing pharmaceutical
compositions intended for preventing and/or treating illnesses
involving the dopamine D3 receptor.        17. Use according to claim
16, wherein said illness is a neuropsychiatric 10illness. 18. Use
according to claim 17 wherein said neuropsyachiatric illness is
selected from Parkinson's disease, schizophrenia, dementia, psychosis
or psychotic      states, depression, mania, anxiety, dyskinesias,
equilibration disorders, Gilles de la 15Tourette's disease.
19. Use according to anyone of claims 17 or 18 wherein said compound
according to anyone of claims 1 to 14 is combined with one or more of
neuropsychiatric agent(s). 20       20. Use according to claim 19
wherein said neuropsychiatric agent is selected from anxyolitic,
antipsychotic, antidepressant, procognitive or antidementia agents.
2521.Use according to claim 16, wherein said illness is selected from
among substance dependency including any state associated with
withdrawal, abstinence and/or detoxification of an individual
dependent on any agent, in particular therapeutically active agents,
such as opioids, amphetamines, and/or drugs such as cocaine, heroin,
or alternatively alcohol and/or nicotine; sexual disorders including
30  impotence, including male impotence; motor disorders including
essential or iatrogenic dyskinesia, and/or essential or iatrogenic
tremor; restless leg syndrome; cardiovascular or metabolic disorders
including hypertension, cardiac failure;  246 hormonal disorders
including menopausal disorders or growth disorders ; renal
insufficiency or diabetes. 



22. Use according to claim 21, wherein said compound according to 5
anyone of claims 1 to 13 is combined with one or more of
antihypertensive, cardiotonic or antidiabetic agent(s).           23.
A compound according to anyone of claims 1 to 13 for for preventing
and/or treating illnesses involving the dopamine D3 receptor as
defined in anyone of 10claims 15 to 22.        24. Combinations
comprising a compound according to anyone of claims 1 to 13 with one
or more active ingredient(s). 












