
-1- NEW PYRIDINYLAMINOALKYLENE- AND
PYRIDINYLOXYALKYLENE CYCLOPROPANAMINE COMPOUNDS, A
PROCESS FOR THEIR  PREPARATION AND PHARMACEUTICAL
COMPOSITIONS  CONTAINING THEM The present invention
relates to new polysubstituted pyridinylaminoalkylene-
and  pyridinyloxyallcylene-cyclopropanatnine compounds,
to a process for their preparation and  to
pharmaceutical compositions containing them. 5 The
compounds of the present invention are especially
valuable from a pharmacological  point of view because
of their specific interaction with central nicotinic
receptors of type  a4(32, having application in the
treatment of neuropathologies associated with cerebral
ageing, of mood disorders, of pain and of tobacco
withdrawal. Ageing of the population due to increased
life expectancy at birth has brought with it a  10
major increase in the incidence of age-related
neuropathologies and especially of  Alzheimer's
disease. The principal clinical manifestations of
cerebral ageing and especially  of age-related
neuropathologies are deficiencies in mnemic and
cognitive functions, which  may lead to dementia. It
has been widely demonstrated that, of the various
neuro- transmitters, acetylcholine plays a major role
in memory functions and that there is large 15 scale
destruction of the cholinergic neuronal pathways in
certain neurodegenerative  diseases or when there is
inadequate activation in the case of cerebral ageing.
For that  reason, numerous therapeutic approaches have
been aimed at preventing destruction of the
neurotransmitter by means of the inhibition of
acetylcholine esterase or have sought to  provide a
substitute for the deficient neurotransmitter. In the
latter case, the cholinergic 20 agonists proposed have
been of the muscarinic type, which are specific for
post-synaptic  Ml receptors. It has recently been shown
that the cholinergic impairment associated with
Alzheimer's  



disease affects neurones carrying nicotinic receptors
more than those carrying muscarinic  receptors
(Schroder et al., "Alzheimer disease : therapeutic
strategies", Birkhauser Boston, 25 1994, 181-185).
Numerous studies have, moreover, demonstrated that
nicotine has  memory-facilitating properties (Prog.
Neuropsychopharmacol., 1992, 16, 181-191) and -2- that
these properties are exerted as much on mnemic
functions (Psychopharmacol., 1996,  123, 88-97) as on
the faculties of attention and vigilance
(Psychopharmacol., 1995, 118,  195-205). Furthermore,
nicotine exerts neuroprotective effects with respect to
excitotoxic  agents such as glutamate (Brain Res.,
1994, 644, 181-187). 5 All of these findings can very
probably be linked with epidemiological studies that
have  shown a lower incidence of Alzheimer's disease
and Parkinson's disease in smokers.  Furthermore,
several studies have shown the value of nicotine in the
treatment of mood  disorders such as states of
depression, anxiety or schizophrenia. Finally, it has
been shown  that nicotine has antalgic properties. All
of the therapeutic properties of nicotine and also 10
those described for other nicotinic agents are based
upon activity with respect to central  receptors, which
differ structurally and pharmacologically from
peripheral receptors  (muscle and ganglion) . The
central receptors of type a432 are the most represented
in the  central nervous system and have been implicated
in the majority of the therapeutic effects  of nicotine
(Life Sci., 1995, 56, 545-570). 15 Several documents
such as Synlett., 1999, 7, 1053-1054 ; J. Med. Chem,
1985, 28(12),  1953-1957 and 1980, 23(3), 339-341 ;
1970, 13(5), 820-826 ; 1972, 15(10), 1003-1006 ;  J.
Am. Chem. Soc., 1987, 109(13), 4036-4046, or a few
patents or patent applications such  as DE 36 08 727,
EP 124 208 or WO 94/10158 describe and claim compounds
containing  a 1,1- or 1,2-disubstituted cyclopropane
moiety. None of those references describe or 20 suggest
that those compounds have pharmacological activity that
is specific for nicotinic  receptors and, more
especially, for central nicotinic receptors of type
a432, this being a  



novel property of the compounds described by the
Applicant. Patent Application  EP 1 170 281 describes
1,1- and 1,2-disubstituted cyclopropane compounds which
are  nicotinic ligands. 25 The compounds of the present
invention are therefore new and represent powerful
selective  nicotinic ligands of the central receptor
sub-type a.432. They are consequently of use in the
treatment of deficiencies of memory associated with
cerebral ageing and with neuro- degenerative diseases
such as Alzheimer's disease, Parkinson's disease,
Pick's disease,  Korsakoffs disease and frontal lobe
and subcortical dementias, and also for the treatment
of mood disorders, Tourette's syndrome,
attention-deficit hyperactivity syndrome, tobacco
withdrawal and pain. More specifically, the present
invention relates to compounds of formula (I)  5 Rb
:::R:x, (1)  Re / Rz R5 N  wherein n represents an
integer of from 1 to 6 inclusive,  10 X represents an
oxygen atom or an NR6 group, Y represents a carbon atom
or a nitrogen atom, wherein when Y represents a
nitrogen  atom Rd is absent, Z represents a carbon atom
or a nitrogen atom, wherein when Z represents a
nitrogen  atom Re is absent, 15 R, and R2, which may be
identical or different, each independently of the other
represent a  hydrogen atom, a linear or branched
(CI-C6)alkyl group or an aryl-(C,-C6)alkyl group  



in which the alkyl moiety may be linear or branched, R3
and R4, which may be identical or different, each
independently of the other represent a  hydrogen atom
or a linear or branched (CI-C6)alkyl group, 20 R5
represents a hydrogen atom, a linear or branched (C I
-C6)alkyl, halogen, hydroxy, linear  or branched
(CI-C6)alkoxy, cyano, nitro, linear or branched
(C2-C6)acyl, linear or  branched (CI-C6)alkoxycarbonyl,
linear or branched (CI-C6)trihaloalkyl or linear or
branched (C,-C6)trihaloallcoxy group, or an amino group
optionally substituted by one  or two linear or
branched (C,-C6)alkyl groups, or represents an aryl or
heteroaryl  25 group, R6 represents a hydrogen atom, a
linear or branched (C,-C6)alkyl group or an aryl -4-
(C1-C6)alkyl group in which the alkyl moiety may be
linear or branched, Ra, Rb, Re, Rd and Re, which may he
identical or different, each independently of the
others represent a hydrogen atom, a linear or branched
(Cl-C6)alkyl, halogen, linear or  branched
(C1-C6)haloalkyl, hydroxy, linear or branched
(Cl-C6)alkoxy, linear or 5 branched
(Ci-C6)hydroxyalkyl, cyano, nitro, carboxy,
isothiocyanate, linear or  branched (C2-C6)acyl, linear
or branched (C1-C6)alkoxycarbonyl, linear or branched
(Cl-C6)trihaloalkyl, linear or branched
(C-C6)trihaloalkoxy or linear or branched
(Ci-C6)alkylthio group, a (C1-C6)alkylcarbonylamino
group in which the alkyl moiety  may be linear or
branched, a halo-(Ci-C6)alkylcarbonylamino group in
which the alkyl 10 moiety may be linear or branched, an
amnnocarbonyl group, an amino group optionally
substituted by one or two linear or branched
(C1-C6)alkyl groups, or a tetrazolyl group,  there
being understood by aryl group a phenyl, biphenyl,
naphthyl, dihydronaphthyl,  tetrahydronaphthyl, indanyl
or indenyl group, each of those groups being optionally
substituted by one or more identical or different
groups selected from halogen atoms, linear 15 or
branched (C-C6)alkyl, hydroxy, cyano, nitro, linear or
branched (C1-C6)alkoxy, linear  



or branched (C2-C7)acyl, linear or branched
(Ci-C6)alkoxycarbonyl, linear or branched
(Cl-C6)trihaloalkyl and linear or branched
(Ci-C6)trihaloalkoxy groups and amino groups
optionally substituted by one or two linear or branched
(C I -C6)allcyl groups, there being understood by
heteroaryl group an aromatic monocyclic system or a
bicyclic  20 system having from 5 to 12 chain members
and containing from one to three identical or
different hetero atoms selected from oxygen, nitrogen
and sulphur, wherein one of the  rings, in the case of
the bicyclic system, has an aromatic character while
the other ring may  be aromatic or partially
hydrogenated, and wherein each of those groups may
optionally be  substituted by one or more identical or
different groups selected from the substituents  25
defined above in the case of an aryl group. According
to an advantageous embodiment of the invention,
preferred compounds are  compounds of formula (I/A) :
-5- Rb Re Ra R3  X Ra Rd R (1/A)  Re R,j  R5 N wherein
R1, R2, R3, R4, R5, Ra, Rb, Re, Rd, Re, X and n are as
defined hereinbefore.  According to a second
advantageous embodiment of the invention, preferred
compounds  are compounds of formula (I/B) Rb Ra R3  R4
X ~) 



Rd j -Rl  Re R5 N  5 wherein Ri, R2, R3, R4, R5, Ra,
Rb, Rd, Re, X and n are as defined hereinbefore.
According to a third advantageous embodiment of the
invention, preferred compounds are  compounds of
formula (1/C) Rb  Re / Ra Rt a N X (I/C)  R  Re / R2 R5
N 10 wherein R1, R2, R3, R4, R5, Ra, Rb, Re, Re, X and
n are as defined hereinbefore. Preferred compound of
the invention are compounds wherein n is an integer
having the  value 1. -6- Preferred substituents R1 and
R2 according to the invention are the hydrogen atom and
the  linear or branched (C -C6)alkyl group. Preferred
substituents R1 and R2 according to the invention are
more especially the  hydrogen atom and the methyl
group. 5 Preferred substituents R3 and R4 according to
the invention are the hydrogen atom and the  methyl
group. The preferred substituent R5 according to the
invention is the hydrogen atom, the halogen  atom or a
linear or branched (C1-C6)alkyl group. The preferred
substituent R6 according to the invention is the
hydrogen atom or the methyl  



10 group. Advantageously, preferred compounds of the
invention are those wherein Y represents a  nitrogen
atom and Z represents a carbon atom optionally
substituted by Re.  Advantageously, preferred compounds
of the invention are those wherein Y represents a
nitrogen atom, Z represents a carbon atom, Ra
represents a hydrogen atom, Rb represents a 15 hydrogen
atom, Re represents a hydrogen atom and Re represents a
hydrogen atom. Very advantageously, preferred compounds
of the invention are those wherein Y  represents a
carbon atom optionally substituted by Rd and Z
represents a nitrogen atom.  Advantageously, preferred
compounds of the invention are those wherein Y
represents a  carbon atom, Z represents a nitrogen
atom, Ra represents a hydrogen atom, Rb represents a 20
hydrogen atom, Rd represents a hydrogen atom and Re
represents a hydrogen atom. The notation
(lS,2S),(IR,2R) followed by the name of the compound
signifies that the  product obtained is a racemic
mixture and hence that both configurations are present.
For example : -7-
(1S,2S),(IR?R)-2-methyl-l-[(3-pyridinyloxy)methyl]cyclo
propanamine signifies that the  product obtained, a
racemic mixture, contains
(1S,2S)-2-methyl-l-[(3-pyridinyloxy)-
methyl]cyclopropanamine and
(IR,2R)-2-ethyl-l-[(3-pyridinyloxy)methyl]cyclopropan-
amine. 5 The notation (R or S) followed by the name of
the compound signifies that the product  obtained is an
optically pure enantiomer. The presence of (-) and/or
(+) indicates the sign  of the optical rotation. The
notation (R,S) followed by the name of the compound
signifies that the product  obtained is a racemic
mixture and hence that both configurations are present.
10 The notation (1S,2S) or (1R,2R) followed by the name
of the compound signifies that the  product obtained is
an optically puce enantiomer. The presence of (-)
and/or (+) indicates  



the sign of the optical rotation. For example: (1S,2S)-
or
(1R,2R)-(-)-N,2-dimethyl-1-[(3-pyridinyloxy)methyl]cycl
opropanamine 15 dihydrochloride signifies that the
product obtained, an optically pure enantiomer, is
(1S,2S)-(-)-N,2-dimethyl-l-[(3-pyridinyloxy)methyl]cycl
opropanarine dihydrochloride or
(1R,2R)-(-)-N,2-dimethyl-l-[(3-pyridinyloxy)methyl]cycl
opropanamine dihydrochloride  The a and [3 enantiomers
are understood to be the optically pure enantiomers of
the  racemic mixture in question. 20 In especially
advantageous mariner, preferred compounds of the
invention are :  [1-({
[5-(3-methoxyphenyl)pyridin-3-yl]oxy}methyl)cyclopropyl
]methylamine  dihydrochloride, [
1-({[6-chloro-5-(3-methoxyphenyl)pyridin-3-yl]oxy}methy
l)cyclopropyl]methylamine  dihydrochloride, 25
[1-({[5-(4-methoxyphenyl)pyridin-3-yl]oxy}methyl)cyclop
ropyl]methylamine dihydro- chloride,
[1-({[5-(4-chlorophenyl)pyridin-3-yl]oxy}methyl)cyclopr
opyl]methylannine hydro -8- chloride, [1-({
[6-chloro-5-(4-fluorophenyl)pyridin-3-yl]oxy}methyl)cyc
lopropyl]methylamine  hydrochloride, (I
-[({6-chloro-5-[4-(methylthio)phenyl]pyridin-3-yl
}oxy)methyl]cyclopropyl}methyl- 5 amine
dihydrochloride, [1-({
[6-chloro-5-(3,5-dichlorophenyl)pyridin-3-yl]oxy}methyl
)cyclopropyl]methylamine  hydrochloride,
N-[3-(2-chloro-5-{
[1-(methylamino)cyclopropyl]methoxy}pyridin-3-yl)phenyl
]acetamide  hydrochloride, 



10 ethyl
4-(2-cliloro-5-{[1-(inethylamino)cyclopropyl]methoxy}py
ridin-3-yl)benzoate  dihydrochloride,
4-(2-chloro-5-{[1-(methylamino)cyclopropyl]methoxy}pyri
din-3-yl)benzanlide hydro- chloride,
4-(2-chloro-5-{[1-(methylarnino)cyclopropyl]methoxy}pyr
idin-3-yl)benzoic acid hydro- 15 chloride,
(1-{[(2-chloro-3,4'-bipyridin-5-yl)oxy]methyl}
cyclopropyl)methylarnine dihydrocloride,
{l-[({6-chloro-5-[4-(2H-tetrazol-5-yl)phenyl]pyridin-3-
yl}oxy)methyl]cyclopropyl}- methylamine dihydrochoride,
[1-({[5,6-bis(4-chlorophenyl)pyridin-3-yl]oxy}methyl)cy
clopropyl]methylamine dihydro- 20 chloride, 5
-(4-aminophenyl)-6-methyl-N- { [ 1-(m
ethylarnino)cyclopropyl]methyl } pyridin-3 -amine
trihydrochloride, The enantiomers and diastereoisomers,
as well as the addition salts thereof with a
pharmaceutically acceptable acid or base, of the
preferred compounds form an integral part  25 of the
invention. Among the pharmaceutically acceptable acids
there may be mentioned, without implying  any
limitation, hydrochloric acid, hydrobromic acid,
sulphuric acid, phosphoric acid,  acetic acid,
trifluoroacetic acid, lactic acid, pyruvic acid,
malonic acid, succinic acid,  glutaric acid, fumaric
acid, tartaric acid, maleic acid, citric acid, ascorbic
acid, oxalic acid,  30 methanesulphonic acid, camphoric
acid etc.. -9- Among the pharmaceutically acceptable
bases there may be mentioned, without implying  any
limitation, sodium hydroxide, potassium hydroxide,
triethylamine, tert-butylamine  etc.. The present
invention relates also to a process for the preparation
of compounds of formula (I),  



5 which is characterised in that there is used as
starting material a compound of formula (II) : R3  R4
Br X n (II) -Ri  RS N 2 wherein R'2 represents a
hydrogen atom, a methyl group or a tert-butoxycarbonyl
group  and R1, R3, R4, R5, X and n are as defined for
formula (I), which compounds of formula  (II) are
reacted with a compound of formula (III) Rb  Re,-. Z Ra
1 (III)  iY Rd W  10 Re  wherein W represents an
-Sn(C4H9)3, -B(OH)2 or -B group, and Ra, \--O  Rb, Re,
Rd, Re, Y and Z are as defined for formula (1), in the
presence of Pd(PPh3)4, in  basic medium, to yield
compounds of formula (IV) : Rb  RR3 (IV)  R5 N -10-
wherein Ri, R'2, R3, R4, R5, X, Y, Z, Ra, Rb, Re, Rd,
Re and n are as defined hereinbefore,  which compounds
of formula (IV), when R'2 represents a
ten-butoxycarbonyl group, are  



placed in the presence of hydrochloric acid to yield
compounds of formula (I/a), a  particular case of the
compounds of formula (I) Rb  RR3  (I/a) Re 5 R5 N
wherein Ri, R3, R4, R5, X, Y, Z, Ra, Rb, Re, Rd, Re and
n are as defined hereinbefore,  which compounds of
formula (I/a) are reacted with a compound of formula
(V) : R", - L2 (V) wherein R"2 represents a linear or
branched (Ci-C6)alkyl group or an aryl-(Ci-C6)alkyl  10
group in which the alkyl moiety may be linear or
branched, and L2 represents a leaving  group customary
in organic chemistry, in basic medium, to yield
compounds of formula  (Ub), a particular case of the
compounds of formula (I) Rb  Re,, Ra 3  Z R 4 (I/b)
RdY \ X N1A n Re Z  R_ N wherein R1, R"y, R3, R4, R5,
X, Y, Z, Ra, Rb, Re, Rd, Re and n are as defined
hereinbefore,  15 the totality of the compounds of
formulae (I/a) and (Ub) constituting the totality of
the  compounds of the invention, which are purified,
where appropriate, according to  conventional
purification techniques, which may be separated into
their different isomers  according to a conventional
separation technique, and which are converted, where  



appropriate, into addition salts thereof with a
pharmaceutically acceptable acid or base. - II
According to one embodiment of the invention, compounds
of formula (II), in the case  where X represents an
oxygen atom, R3 and R4 each represent a hydrogen atom
and R'2  represents a tert-butoxycarbonyl group, of
formula (II/a) Br 0~R1 (II/a)  / Boc R N  s 5 wherein
Boc represents a tert-butoxycarbonyl group and R1, R5
and n are as defined  hereinbefore, may be prepared
starting from a compound of formula (VI) :  H3COOC  n-1
COON (VI) wherein n is as defined hereinbefore, which
is reacted with diphenylphosphoryl azide in  10 basic
medium and then placed in the presence of tert-butanol
to yield compounds of  formula (VII) : (VII)  H30OOC
n_1 NHBoc  wherein n and Boc are as defined
hereinbefore, which compounds of formula (VII) are
reacted with a group of formula (VIII) :  15 R'1-L1
(VIII) wherein R'1 represents a linear or branched
(Ci-C6)alkyl group or an aryl-(Ci-C6)allcyl  group in
which the alkyl moiety may be linear or branched and L1
represents a leaving  



group customary in organic chemistry, in basic medium,
to yield compounds of  formula (IX) : 13COOC I~R'1 (IX)
n-I N Boc  20 wherein R'1, Boc and n are as defined
hereinbefore, the compounds of formulae (VII) and  (IX)
constituting the compounds of formula (X) : _12- H3COOC
~R (~ ~xn-~N Boc wherein Rl is as defined for formula
(I) and Boc and n are as defined hereinbefore, which
compounds of formula (X) are placed in the presence of
a reducing agent to yield  compounds of formula (XI)
(XI)  HO NCR 5 Boc  wherein RI, Boc and n are as
defined hereinbefore, which compounds of formula (XI)
are placed in the presence of carbon tetrabromide and
triphenylphosphine to yield compounds of formula (XII)
: (XII)  Br NiRi n Boc 10 wherein R1, Boc and n are as
defined hereinbefore, which compounds of formula (XII)
are  reacted with a compound of formula (XIII) : Br OH 



(XIII)  RS N wherein R5 is as defined for formula (I),
in basic medium, to yield compounds of  formula (II/a)
as defined hereinbefore. 15 According to another
embodiment of the invention, the compounds of formula
(I1), in the  case where X represents an oxygen atom, n
has the value 1, R'2 represents a methyl group  and one
of the groups R3 or R4 represents a methyl group and
the other group R3 or R4  represents a hydrogen atom,
of formula (II/b) : -13 CH.  B (II/b)  CH.  R_ N
wherein R, and R5 are as defined hereinbefore, may be
prepared starting from 1,2- dibromopropane and ethyl
isocyanate in basic medium to yield the compound of
formula (XIV) CH  EtOOC NC which compound of formula
(XIV) is placed in the presence of a reducing agent to
yield  the compound of formula (XV) : CH3  HO~ () '
NHCH3 which compound of formula (XV) is reacted with a
compound of formula (XVI) :  Br Br (XVI)  



R5 10 wherein R5 is as defined hereinbefore, in basic
medium, to yield compounds of  fonnula (XVII) CH3  Br
OC NHCH3 (XVII)  RS N wherein R5 is as defined
hereinbefore, 15 which compounds of formula (XVII) are
reacted with a compound of formula (VIII), as  defined
hercinbefore, under the same conditions as the
compounds of formula (VII), to  yield compounds of
formula (XVIII) : -14 CH3  Br O C R'i T,- CH (XVIII)
R- N 3 wherein R', and R5 are as defined hereinbefore,
the compounds of formulae (XVII) and (XVIII)
constituting the compounds of  formula (II/b) as
defined hereinbefore. 5 According to another embodiment
of the invention, compounds of formula (II), in the
case  where X represents an NR6 group and R'2
represents a tert-butoxycarbonyl group, of  formula
(II/c) R3  16 R4  



Br N NCR' " (II/c)  Boc R N wherein R1, R3, R4, R5, R5,
Boc and n are as defined hereinbefore, may be prepared
starting  to from a compound of formula (XI), as
defined hereinbefore, which is placed in the presence
of oxalyl chloride and DMSO to yield compounds of
formula (XIX) : R3 R4  OHC NSA' (XIX)  n-l BOC wherein
R1, R3, R4, Boc and n are as defined hereinbefore,
which compounds of formula (XIX) are reacted with a
compound of formula ()X) :  Br NH2 / (XX)  R, N 15
wherein R5 is as defined hereinbefore, in the presence
of acetic acid, then sodium -15- cyanoborohydride, to
yield compounds of formula (XXI) : R3  H R4  Br N CR' N
(XXI)  



/ 130C R_ N wherein RI, R3, R4, R5, Boc and n are as
defined hereinbefore,  which compounds of formula (XXI)
are : 5 - either placed in the presence of formic acid
and acetic anhydride to yield compounds of  formula
(XXII) : R3  IHO R  Br N N'Ri (XXII)  / Boo R N  s
wherein R1, R3, R4, R5, Boc and n are as defined
hereinbefore, which compounds of formula (XXII) are
placed in the presence of borane dimethyl  10 sulphide
complex to yield compounds of formula (XXIII) R3  CH R4
Br N  I (XXIII)  / Boc R5 N wherein RI, R3, R4, R5, Boc
and n are as defined hereinbefore,  - or reacted with a
compound of formula (XXIV) : R'6 - L6 (XXIV) 



15 wherein R'6 represents a linear or branched
(Ci-C6)alkyl group or an aryl-(Ci-C6)alkyl  group in
which the alkyl moiety may be linear or branched and L6
represents a leaving  group customary in organic
chemistry, in basic medium, to yield compounds of -16-
formula (XXV) : R3  R 6 R4  Br N (XCV)  Boo R N wherein
R1, R3, R4, R5, R'6, Boc and n are as defined
hereinbefore, the compounds of formulae (XXI), (XXIII)
and (XXV) constituting the compounds of  5 formula
(II/c) as defined hereinbefore. By virtue of their
pharmacological properties as nicotinic ligands, and
their selectivity for  the receptor sub-type a4(32, the
compounds of the present invention are of use in the
treatment of deficiencies of memory associated with
cerebral ageing and with  neurodegenerative diseases
such as Alzheimer's disease, Parkinson's disease,
Pick's 10 disease, Korsakoff's disease and frontal lobe
and subcortical dementias, and also for the  treatment
of mood disorders, Tourette's syndrome,
attention-deficit hyperactivity  syndrome, tobacco
withdrawal and pain. The present invention relates also
to pharmaceutical compositions comprising as active
ingredient at least one compound of formula (I), an
isomer thereof, or an addition salt  15 thereof with a
pharmaceutically acceptable acid or base, alone or in
combination with one  or more pharmaceutically
acceptable, inert, non-toxic excipients or carriers.
Pharmaceutical compositions according to the invention
for parenteral injections include,  



especially, aqueous and non-aqueous sterile solutions,
dispersions, suspensions and  emulsions, and also
sterile powders for reconstituting injectable solutions
or dispersions. 20 Pharmaceutical compositions
according to the invention for oral administration in
solid  form include, especially, tablets or dragees,
sublingual tablets, sachets, capsules and  granules
and, for oral, nasal, buccal or ocular administration
in liquid form, include,  especially, emulsions,
solutions, suspensions, drops, syrups and aerosols.
-17_  Pharmaceutical compositions for rectal or vaginal
administration are preferably  suppositories, and those
for per- or trans-cutaneous administration include,
especially,  powders, aerosols, creams, ointments, gels
and patches. The pharmaceutical compositions mentioned
hereinbefore illustrate the invention but do  5 not
limit it in any way. Among the pharmaceutically
acceptable, inert, non-toxic excipients or carriers
there may  be mentioned, by way of non-limiting
example, diluents, solvents, preservatives, wetting
agents, emulsifiers, dispersing agents, binders,
swelling agents, disintegrating agents,  retardants,
lubricants, absorbents, suspending agents, colorants,
flavourings etc.. 10 The useful dosage varies according
to the age and weight of the patient, the
administration  route and the pharmaceutical
composition used, the nature and severity of the
disorder and  the administration of any associated
treatments. The dosage ranges from I mg to 500 mg  per
day in one or more administrations. The Examples that
follow illustrate the invention but do not limit it in
any way. 15 The starting materials used are products
that are known or that are prepared according to  Imown
operating procedures. The various Preparations yield
synthesis intermediates that  are useful in the
preparation of the compounds of the invention. The
structures of the compounds described in the Examples
and Preparations were  determined according to the
usual spectrophotometric techniques (infrared, nuclear



20 magnetic resonance, mass spectrometry, ...). The
melting points were determined using either a Koller
hot-plate, or a hot-plate Under a  microscope. - 18-
PREPARATION 1: tert-Butyl
(1-{[(5-bromopyridin-3-y1)oxy]methyl}cyclopropyl)methyl
carbamate  Step 1 : Methyl
1-J(tert-butoxycarbonyl)aminolcyclopropanecarboxylate A
solution of 80 g of
1-(methoxycarbonyl)cyclopropanecarboxylic acid, 78 ml
of  5 triethylamine in 550 ml of toluene, to which 152
g of diphenylphosphoryl azide has been  added, is
heated to 80C. Once the evolution of gas has ceased,
the temperature is brought  to 50C and 61 g of
tert-butanol are added. After reaction for 7 hours at
80C, the mixture  is concentrated. The residue is taken
up in ether, washed with saturated Na2CO3 solution  and
then with IN hydrochloric acid solution, and
subsequently with NaIIC03 solution. to After drying and
removal of the organic phase by evaporation, the
residue is taken up in  300 nil of cyclohexane and then
concentrated to dryness. The residue obtained is
triturated  in pentane, filtered and then dried,
allowing the expected product to be isolated. Step 2 :
Methyl
1-J(tert-butoxycarbonyl)(methyl)aminoJcyclopropanecarbo
xylate 24.7 g of 60% sodium hydride are added in
portions to a solution, cooled to 5C, of 99.7 g  15 of
the compound obtained in the above Step 1 in 1.7 1 of
anhydrous dimethylformamide.  After 15 minutes at 5C
and then 3 hours at ambient temperature, 38.2 ml of
methyl iodide  are added dropwise. After reaction for
20 hours, the mixture is evaporated. The residue is
taken up in ether and then treated in conventional
manner. Chromatography on silica gel  (dichloromethane)
allows the expected product to be isolated. 20 Step 3 :
tert-Butyl
1-(hydroxymethvl)cyclopropyl(methyl)carbamate A 100 ml
solution of 2M lithium borohydride in tetrahydroftiran
is added to a solution of  23 g of the compound
obtained in the above Step 2 in 100 ml of
tetrahydrofuran. After  



stirring for 20 hours at ambient temperature, then for
8 hours at reflux, the reaction mixture  is cooled to
0C, hydrolysed, diluted with ether, decanted, dried and
concentrated. 25 Chromatography of the residue on
silica gel (dichloromethane/tetralrydroftiran : 95/5)
allows the expected product to be isolated. - 19 Step 4
: tert-Butyl
1-(bromomethyl)cyclopropyl(metlrvl)carbamate At 20C,
7.9 g of triphenylphosphine and then 9.9 g of
tetrabromomethane are added to a  solution of 4 g of
the compound obtained in the above Step 3 in 100 ml of
ether. After  stirring for 24 hours, filtering and
concentrating to dryness, chromatography on silica gel
5 (dichloromethane) allows the expected product to be
isolated. Melting point : 62-64C Step 5 : tert-Butyl
(1-ff(S-bromopyridin-3-yl)oxylmethyllcyclopropyl)metlrv
learbamate  12.3 g of powdered potassium hydroxide are
added to a solution of 13.1 g of 5-bromo- pyridin-3-ol
in 375 ml of DMF. The reaction mixture is stirred for
40 minutes and then a to solution of 24.3 g of the
compound obtained in the above Step 4 in 115 ml of DMF
is  added in the course of 20 minutes. The whole is
heated for 8 hours at 85C and then the  DMF is
evaporated off. The residue is taken up in aqueous 10%
lithium chloride solution  and extracted repeatedly
with ethyl acetate, dried over sodium sulphate and then
evaporated. Chromatography on silica gel
(dichloromethane/tetrahydroftiran : 98/2) allows  15
23.9 g of the expected product to be obtained.
PREPARATION 2: tert-Butyl
(1-{[(5-bromo-6-chloropyridin-3-yl)oxyimethyl}cycloprop
yl)methyl- carbamate 9.5 g of caesium carbonate are
added to a solution of 7.3 g of the compound obtained
in  20 Step 4 of Preparation 1 and 7.5 g of
5-bromo-6-chloropyridin-3-ol in 200 ml of  2-butanone.
The reaction mixture is heated at reflux for 20 hours
and then the butanone is  



evaporated off. The residue is taken up in saturated
aqueous sodium carbonate solution and  then extracted
repeatedly with ether. The combined ethereal phases are
then washed with  saturated aqueous solutions of sodium
carbonate and of sodium chloride and subsequently 25
dried over sodium sulphate and concentrated to obtain
10.6 g of the expected product. -20- PREPARATION 3:
tert-Butyl
(1-{[(5-bromo-6-methylpyridin-3-y1)oxy]methyl}cyetoprop
yl)methyl- carbamate 13 g of caesium carbonate are
added to a solution of 10.5 g of the compound obtained
in  5 Step 4 of Preparation 1 and 7.5 g of
5-bromo-6-methylpyridin-3-ol in 300 ml of  2-butanone.
The reaction mixture is heated at reflux for 20 hours.
After returning to  ambient temperature, the minerals
are filtered off and the butanone is evaporated off.
Chromatography on silica gel (dichloromethane/butanone
: 95/5) allows 14.8 g of the  expected product to be
obtained. 10 PREPARATION 4 : tert-Butyl
(1-{[(5-bromo-6-fluoropyridin-3-yl)oxy]methyl}cycloprop
yl)methyl- carbamate 12.9 g of caesium carbonate are
added to a solution of 10.5 g of the compound obtained
in  Step 4 of Preparation I and 5.8 g of
5-bromo-6-fluororopyridin-3-ol in. 300 ml of butanone.
15 The reaction mixture is heated for 20 hours at
reflux and then filtered and concentrated. The residue
is taken up in dichloromethane. After washing with
saturated sodium chloride  solution and drying over
sodium sulphate, the organic phase is concentrated.
Chromatography on silica gel (dichloromethane/butanone
: 98/2) allows 10.7 g of the  expected product to be
obtained. 20 PREPARATION 5: tert-Butyl
(1-{[(5-bromo-6-chloropyridin-3-yl)oxy]methyl}cycloprop
yl)carbamate  



Step 1 : tert-Butyl
1-(hydroxymethyl)cyclopropylcarbamate A 100 nil
solution of 2M lithium borohydride in tetrahydrofuran
is added to a solution of  23 g of the compound of Step
I of Preparation 1 in 100 ml of tetrabydrofuran. After
25 stirring for 20 hours at ambient temperature and
then for 8 hours at reflux, the reaction mixture is
cooled to 0C, hydrolysed, diluted with ether, decanted,
dried and concentrated. _21- Chromatography of the
residue on silica gel (dichloromethane/tetrahydrofuran
: 95/5)  allows the expected product to be isolated.
Melting point : 80-82C Step 2 : tert-Butyl
fl-(bromomethyl)cyclopropyllcarbamate 5 A solution of
92.5 g of carbon tetrabromide in 150 ml of ether is
added at ambient  temperature to a solution of 34.5 g
of the compound of the above Step 1 and 73.5 g of
triphenylphosphine in 750 ml of ether. After stirring
for 20 hours, the reaction mixture is  filtered and
concentrated. Chromatography on silica gel
(dichloromethane/cyclohexane  50/50) allows 15 g of the
expected product to be obtained. 10 Step 3  tert-Butyl
(1-{1(5-bromo-6-chloropyridin-3-yl)oxylmethyllcycloprop
yl)carbamate  The compound is obtained in accordance
with the procedure of Preparation 3, using the
compound of the above Step 2 and with the replacement
of 5-bromo-6-methylpyridui-3-ol  with
5-bromo-6-chloropyridin-3-ol. PREPARATION 6: 15
(1S,2R),(1R,2S)-1-{[(5-Bromo-3-pyridinyl)oxy]methyl}-N,
2-dimethylcyclo- propanamine Step I : Ethyl (IR 2S)
(IS2R)-1-isocyano-2-methylcyclopropanecarboxylate A
solution of 2.5 g of ethyl isocyanate, 2.3 cm3 of
1,2-dibromopropane, 25 cm3 of dimethyl  sulphoxide and
60 cm3 of ether is added dropwise, in the course of one
hour, to a  20 suspension of 1.93 g of 60% sodium
hydride in oil in 20 cm3 of ether. After heating at 



reflux for 2 hours, the reaction mixture is cooled and
poured into a mixture of 50 cm3 of  ice-water and 50
cm3 of ether. The aqueous phase is decanted off and
extracted again with  ether (3 x 40 cm). The combined
organic phases are washed with aqueous sodium  chloride
solution, dried over sodium sulphate and evaporated.
Chromatography on silica 25 gel
(dichloromethane/tetrahydrofuran : 97/3) allows 4.88 g
of the expected product to be -'F- obtained.
Diastereoisorneric ratio : 90/10. Step 2 :
1(IR,2S),(IS,2R)-2-Methyl-I-(nzethylamino)cyclopropylln
zethanol A solution of 4.88 g of the compound obtained
in the above Step 1 in 85 cm3 of ether is  5 added
dropwise to a suspension of 3.73 g of lithium aluminium
hydride in 250 cm3 of  ether. The reaction mixture is
heated at reflux for 4 hours and then stirred at
ambient  temperature for 16 hours. The reaction mixture
is cooled in an ice-bath before the addition  of sodium
sulphate impregnated with water. After stirring for two
hours, the minerals are  filtered off, and the ethereal
phase is dried over sodium sulphate and subsequently
10 evaporated to obtain 2.75 g of the expected product.
Diastereoisomeric ratio : 90/10. Step 3 :
(IS,2R),(IR,2S)-I-ff(5-Bromo-3-pyridizzvl)oxylmet/zyll-
N,2-dimetlzylcycla- propanamine 1.7 g of 60% sodium
hydride in oil are added to 4.6 g of the compound
obtained in the  15 above Step 2 in 160 cm3 of
dimethylformamide. The reaction mixture is stirred for
one  hour at ambient temperature and then 10.2 g of
3,5-dibromopyridine are added dropwise.  The reaction
mixture is heated for 16 hours at 60C and then the
dimethylformamide is  evaporated off. The residue is
taken up in 300 cm3 of ether. The organic phase is
washed  with aqueous lithium chloride solution and then
dried over sodium sulphate and 20 concentrated.
Chromatography on silica gel (dichloromethane/methanol
: 96/4) allows  



4.86 g of the expected compound to be obtained. Mass
spectrometry (ESI) : m/z = 271.1 Th ([M+H]')
PREPARATION 7: tert-Butyl
1-(formyl)cyclopropyl(methyl)carbamate 25 At -60C, 33.5
g of dimethyl sulphoxide are added in the course of 20
minutes to a solution  containing 25.8 g of oxalyl
chloride in 430 ml of dichloromethane. After stirring
for -23- 20 minutes at -60C, a mixture containing 34.3
g of the compound of Step 3 of Prepara- tion 1 in 100
ml of dichloromethane is added in the course of one
hour at -60C. After  stirring for 30 minutes at -60C,
81 ml of triethylamine are added in the course of  20
minutes at -60C and then the temperature is allowed to
return to 20C. 60 ml of water 5 are added and the
aqueous phase is decanted off and extracted repeatedly
with  dichloromethane. The combined dichloromethane
phases are washed with saturated  sodium chloride
solution and dried over sodium sulphate and then
concentrated to dryness.  Chromatography on silica gel
(dichloromethane/tetrahydrofurun : 97/3) allows 31.2 g
of  the expected product to be obtained. 10 PREPARATION
8: tert-Butyl
(1-{[(5-bromopyridin-3-yl)amino]methyl}cyclopropyl)meth
ylcarbamate 6 ml of acetic acid are added to a solution
containing 6 g of the compound of Preparation 7  and
5.2 g (0.03 mol) of 3-amino-5-bromopyridine in 60 ml of
methanol. Stirring is carried  out for 30 minutes at
ambient temperature. Cooling to 5C is carried out and
2.44 g of 15 sodium cyanoborohydride are added in
portions. Stirring is carried out for 4 days at
ambient temperature. 6.3 ml of water are added and
concentration to dryness is carried out.  The residue
is taken up in 30 ml of saturated potassium carbonate
solution in water and  extraction is carried out with
dichloromethane. The filtrate is dried over sodium
sulphate  and then concentrated. Chromatography on
silica gel (dichloromethane/butanone : 90/10)  



20 allows 7.6 g of the expected product to be obtained.
Melting point (cup): 96C  PREPARATION 9: tert-Butyl
(1-{[(5-bromopyridin-3-yl)(methyl)amino]methyl}cyclopro
pyl)methyl- carbamate 25 Step 1 : tert-Butyl
(1-ff(5-bromopyridin-3-vl)(formyl)aminolmetliyl/cyclopr
opyl)- methvlcarbamate 2.69 ml of formic acid in 5.38
ml of acetic anhydride are added at 0C in the course of
-24- 20 minutes to 7.64 g of the compound of
Preparation 8. The mixture is heated at 50C for  2
hours. It is allowed to cool to 20C and 5.38 ml of
tetrahydrofuran are added. Cooling to  -20C is carried
out. 7.64 g of the compound of Preparation 8 dissolved
in 11 ml of  tetrahydrofuran are added. Stirring is
carried out for I hour at -20C and the mixture is 5
then maintained at 0C for 20 hours. Concentration to
dryness is carried out and the  residue is taken up in
dichloromethane. The whole is washed twice with aqueous
10%  sodium carbonate solution, dried over sodium
sulphate and concentrated to dryness.  Chromatography
on silica gel (dichloromethane/butanone : 90/10) allows
8.09 g of the  expected product to be obtained. 10 Step
2  tert-Butyl
(I-[[(5-bromopyridin-3-yl)(metltyl)aminolmetlayl}cyclon
ropyl)- methylcarbamate At 0C, 5 ml of borane dnnethyl
sulphide complex (BMS) are poured into a solution of
7.7 g (0.02 mol) of the product obtained in the above
Step 1 in 80 ml of tetrahydrofuran.  15 The temperature
is allowed to rise to 20C and heating at reflux is then
carried out for 3 hours. Cooling to 0C is carried out,
and then 10 ml of methanol are added dropwise.
Concentration to dryness is carried out and the residue
is taken up in dichloromethane,  washed with aqueous
10% sodium carbonate solution, dried over sodium
sulphate and  



concentrated to dryness. Chromatography on silica gel
(dichloromethane) allows 5.68 g of  20 the expected
product to be obtained. PREPARATION 10 : tert-Butyl
(1-{[(5-Bromo-6-chloropyridin-3-yl)aminolmethyl}cyclopr
opyl)- methylcarbamate The compound is obtained in
accordance with the procedure of Preparation 8, with
the  25 replacement of 3-amino-5-bromopyridine with
3-anino-5-bromo-6-chloropyridine. -25- PREPARATION 11:
tert-Butyl
(1-{[(5-bromo-6-chloropyridin-3-yl)(methyl)amino]methyl
) cyclopropyl)- methylcarbamate Step 1 : tert-Butyl
(1-ft(5-bromo-6-chloropyridin-3-yl)(formyl)aminolmethyl
l- 5 cyclopropyl)methylcarbamate The compound is
obtained in accordance with the procedure of Step 1 of
Preparation 9,  with the replacement of the compound of
Preparation 8 with the compound of  Preparation 10.
Step 2 : tert-Butyl (1-i
(5-bromo-6-chloropyridin-3-yl)(methyl)aminol- 10
methyllcyclopropyl)methylcarbamate The compound is
obtained in accordance with the procedure of Step 2 of
Preparation 9,  using the compound obtained in the
above Step 1. PREPARATION 12: tert-Butyl
(1-{[(5-bromo-6-methylpyridin-3-yl)amino]methyl}cyclopr
opyl)methyl- 15 carbamate The compound is obtained in
accordance with the procedure of Preparation 8, with
the  replacement of 3-amino-5-bromopyridine with
3-amino-5-bromo-6-methylpyridine.  PREPARATION 13: 



tert-Butyl
(1-{[(5-bromo-6-methylpyridin-3-yl)methyl)amino]methyl}
cyclopropyl)- 20 methylcarbamate Step 1 : tort-Butyl
(1-ft(5-bromo-6-methylpyridin-3-yl)(formyl)aminolmethyl
l- cyclopropyl)nzetlrvlcarbamate The compound is
obtained in accordance with the procedure of Step I of
Preparation 9, -26- with the replacement of the
compound of Preparation 8 with the compound of
Preparation 12. Step 2 : tert-Butyl
(1-ff(5-bromo-6-methyipyridin-3-yl)met/zyl)aminolmethyl
/- cyclopropyl)methylcarbamate 5 The compound is
obtained in accordance with the procedure of Step 2 of
Preparation 9,  using the compound obtained in the
above Step 1. Example 1 :
[1-({[5-(3-Methoxyphenyl)pyridin-3-yl]
oxy}methyl)cyclopropyl]methylamine  dihydrochloride 10
Step 1 : tent-Butyl
/1-(f/5-(3-methoxyphenyl)pvridin-3-ylloxylmethyl)cyclop
ropyll- methylcarbamate 1 g of
tetrakis(triphenylphosphine)palladium are added under
nitrogen to a solution of  6.3 g of the compound of
Preparation 1 in 120 ml of toluene. The mixture is
stirred for  20 minutes and then a solution of 4.09 g
of (3-methoxyphenyl)boronic acid in 110 ml of 15
ethanol and 60 ml of saturated aqueous sodium hydrogen
carbonate solution are added.  The reaction mixture is
heated for 4 hours at 80C and then filtered and
decanted. The  organic phase is washed with 10% sodium
hydrogen carbonate solution and then with 10%  sodium
chloride solution and subsequently dried over sodium
sulphate and concentrated.  Chromatography of the
residue on silica gel (dicliloromethane/tetrahydrofuran
: 97/3)  20 allows 5.06 g of the expected product to be
obtained. 



Step 2 :
f1-(f[S-(3-Methoxyphenyl)pvridin-3-vlloxylmethyl)cyclop
ropyllmethylamine  dihydrochloride 50 ml of 4N
hydrochloric acid solution in dioxane are added to a
solution of 5 g of the  compound obtained in the above
Step 1 in 25 ml of dioxane. The mixture is stirred for
25 20 hours, diluted with ether and then filtered to
obtain 4.6 g of the desired product. _27- Melting point
(cap) : 210-212C Mass spectrometry (ESI) m/z = 285.1582
Th ([M+H]')  Examnle 2 :
Methyl[1-({[5-(4-methylphenyl)pyridin-3-yl]
oxy}methyl)cyclopropyl] amine  5 dihyhdrochloride Step
1 : tert-Butyl
methylll-({/5-(4-metliylphenyl)pvridin-3-ylloxy/methyl)
cyclopropyll- carbamate The compound is obtained in
accordance with the procedure of Step 1 of Example 1,
with  10 the replacement of (3-methoxyphenyl)boronic
acid with (4-methylphenyl)boronic acid.  Step 2 :
Methyl[1-({l5-(4-methylphenyl)pvridin-3-ylloxylmethyl)c
vclopropyllamine  dihydrochloride 10 ml of 4N
hydrochloric acid solution in dioxane are added to a
solution of 0.78 g of the  compound obtained in the
above Step 1 in 5 ml of dioxane. The mixture is stirred
for  15 20 hours and then the solvent is evaporated
off. The residue is dissolved in ethanol and the
ethanol is then evaporated off. The crystallised
product is stirred in the presence of ether  and then
filtered and dried to obtain 0.7 g (98%) of the
expected product. Melting point (cap) : 218-223C Mass
spectrometry (ESI) m/z = 269.1643 Th ([M+H]+)  20
Example 3: [1-({ [5-(4-Methoxyphenyl)pyridin-3-yl]
oxy}methyl)cyclopropyl] methylamine  



dihydrochloride Step 1: tort-Butyl
ll-({l5-(4-methoxyphenrvl)pvridin-3-ylloxy/metlayl)cycl
opropyll- methylcarbamate 25 The compound is obtained
in accordance with the procedure of Step 1 of Example
1, with -28- the replacement of
(3-methoxyphenyl)boronic acid with
(4-methoxyphenyl)boronic acid.  Step 2 :
fld{15-(4-Methoxyp)zenyl)pyridin-3-ylloxylnzetlrvl)cycl
opropyllmethylmnieze  dihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 2, using  5 the compound obtained in the above
Step 1. Melting point (cap) : 215-220C Mass
spectrometry (ESI) m/z = 285.1585 Th ([M+H]')  Examnle
4
Methyl(1-{[(5-phenylpyridin-3-yl)oxy]methyl}cyclopropyl
)amine dihyhdrochloride  10 Step I : tert-Butyl
methyl(1-{f(5-phenylpyridin-3-yl)oxylnzethyllcyclopropy
l)carbanzate  The compound is obtained in accordance
with the procedure of Step 1 of Example 1, with  the
replacement of (3-methoxyphenyl)boronic acid with
phenylboronic acid. Step 2 :
Metlzvl(1-{K5-phenylpyridin-3-yl)oxylmet)zyllcvclopropy
l)amine  dihydrochloride 15 The compound is obtained in
accordance with the procedure of Step 2 of Example 2,
using  the compound obtained in the above Step 1.
Melting point (cap) : 205-210C Mass spectrometry (ESI)
m/z = 255.1481 Th ([M+H]`) -29- Example 5:
[1-({[5-(4-Fluorophenyl)pyridin-3-yl]
oxy}methyl)cyclopropyl]methylamine  



dihydrochloride Step 1 : tert-Butyl
/1-({I5-(4-fluorophenyl)pyridin-3-yiloxylmethyl)cyclopr
opyll- 5 methvlcarbamate The compound is obtained in
accordance with the procedure of Step 1 of Example 1,
with  the replacement of (3-methoxyphenyl)boronic acid
with (4-fluorophenyl)boronic acid. Step 2 :
11-({l5-(4-Fluorophenyl)pyridin-3-ylloxylmethy/)cyclopr
opyllmetlrvlamine  10 dihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 2, using  the compound obtained in the above
Step 1. Melting point (cap) : 218-223C Mass
spectrometry (ESI) m/z = 273.1402 Th ([M+H]+)  15
Example 6 : [1-({
[5-(4-Nitrophenyl)pyridin-3-yl]oxy}methyl)cyclopropyl]
methylamine  dihydrochloride Step I: tert-Butyl
fl-(ff5-(4-nitrophenyl)pyri(Iin-3-ylloxylmetbyl)cyclopr
opyq- methylcarban:ate 20 The compound is obtained in
accordance with the procedure of Step I of Example 1,
with  the replacement of (3-methoxyphenyl)boronic acid
with (4-nitrophenyl)boronic acid. Step 2 :
fl-({l5-(4Nitrophenyl)pyridin-3-ylloxylnrethyl)cyclopro
pyllmetlrvlamine  dihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 2, using -30- the compound obtained in the
above Step 1. Melting point (cap) : 212-217C Mass
spectrometry (ESI) m/z = 300.1340 Th ([M+H]+)  Example
7 : 



5
[1-({[5-(4-Chlorophenyl)pyridin-3-yl]oxy}methyl)cyclopr
opyl]methylamine  dihydrochloride Step 1 : tort-Butyl
fl-(ff5-(4-chlorophenyl)pvridin-3-ylloxylmethyl)cyclopr
opyll- methylearbamate 10 The compound is obtained in
accordance with the procedure of Step 1 of Example 1,
with  the replacement of (3-methoxyphenyl)boronic acid
with (4-chlorophenyl)boronic acid. Step 2 :
fl-(ff5-(4-ChlorophenVI)pvridin-3-VI/oxy/methyl)cyclopr
opylhnetliylamine  dihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 2, using  15 the compound obtained in the above
Step 1. Melting point (cap) : 208-213C Mass
spectrometry (ESI) m/z = 289.1108 Th ([M+H]+)  Example
8 [1-({ [6-Ch to ro-5-(3-m ethoxyphenyl)pyridin-3-yl]
oxy} methy l) eyclopropyl]- 20 methylamine
dihydrochloride Step 1 : tert-Butyl
f1-(fl6-ehloro-5-(3-methoxyphenyl)pvridin-3-ylloxylnaet
hyl)- cyclopropyl/methylcarbamate The compound is
obtained in accordance with the procedure of Step I of
Example 1, using  the compound of Preparation 2 instead
of the compound of Preparation 1. -31- Step 2:
[1-(f16-Chloro-5-(3-metl:oxvphenyl)pvridin-3-vlloxylmet
hyl) cyclopropyllmethylamine dihvdrochloride The
compound is obtained in accordance with the procedure
of Step 2 of Example 2. using  the compound obtained in
the above Step 1. 5 Mass spectrometry (ESI) m/z =
319.1219 Th ([M+H])  Ample 9 : 



Ex  (1-{[(6-Chloro-5-phenylpyridin-3-yl)oxy]methyl}
cyclopropyl)methylamine  dihydrochloride Step I :
tert-Butyl
(1-ff(6-chloro-5-phenylpyridin-3-yl)oxylmetleyllcyclopr
opyl)- 10 methylcarbanzate The compound is obtained in
accordance with the procedure of Step 1 of Example 1,
using  the compound of Preparation 2 instead of the
compound of Preparation 1 and with the  replacement of
(3-methoxyphenyl)boronic acid with phenylboronic acid.
15 Step 2 : (1-
ff(6-Chloro-5-phe),iylpyridin-3-yl)oxylmethylleycloprop
yllmethylamine  dihvdrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 2, using  the compound obtained in the above
Step 1. Melting point (cap) : 130-135C 20 Mass
spectrometry (ESI) m/z = 289.1094 Th ([M+H] ") Example
10
[1-({[6-Chloro-5-(4-methylphenyl)pyridin-3-yl]oxy}methy
l)cyclopropyl] methylamine  dihydrochloride Step 1 :
tert-Butyl
h-(f16-chloro-5-(4-methylphenyl)pvridin-3-ylloxylmethyl
)cyclo- 5 propyllmethylcarbamate The compound is
obtained in accordance with the procedure of Step 1 of
Example 1, using  the compound of Preparation 2 instead
of the compound of Preparation 1 and with the
replacement of (3-methoxyphenyl)boronic acid with
(4-methylphenyl)boronic acid. Step 2 :
f1-(ff6-Chloro-5-(4-methylphenyl)pvridin-3-vlloxv}methy
l)cyclopropyllmethyl- 10 amine dihydrochloride The
compound is obtained in accordance with the procedure
of Step 2 of Example 2, using  the compound obtained in
the above Step 1. 



Melting point (cap) : 150-155C Mass spectrometry (ESI)
m/z  303.1249 Th ([M+H] F)  15 Examnlc 11 :
[1-({[5-(4-Methoxyphenyl)pyridin-3-yl] oxy}
methyl)cyclopropyllmethylamine  dihydrochloride Step I:
tert-Butyl
h-(fl6-chloro-5-(4-methoxyphenyl)pvridin-3-ylloxylmethy
l)cyclo- propyllmethylcarbamate 20 The compound is
obtained in accordance with the procedure of Step I of
Example 1, using  the compound of Preparation 2 instead
of the compound of Preparation 1 and with the
replacement of (3-methoxyphenyl)boronic acid with
(4-methoxyphenyl)boronic acid. -33- Step 2 : 1-(f
f5-(4-Methoxyphenyl)pvridin-3-y//oxylmethyl)cyclopropyl
lmethylamine  dihydrochloride The compound is obtained
in accordance with the procedure of Step 2 of Example
2, using  the compound obtained in the above Step 1. 5
Melting point (cap) : 180-185C Mass spectrometry (ESI)
rn/z = 319.1199 Th ([M+H])  Example 12 :
[1-({[6-Chloro-5-(4-nitrophenyl)pyridin-3-yl]oxy}methyl
)cyclopropyl] methylamine  hydrochloride 10 Step 1 :
tert-Butyl
fl-(ff6-chloro-5-(4-nitrophenyl)pvridin-3-ylloxylmethyl
)cyclo- propyllmethylcarbamate The compound is obtained
in accordance with the procedure of Step 1 of Example 1
by  reacting 1.1 g of the compound of Preparation 2 and
0.7 g of (4-nitrophenyl)boronic acid.  Chromatography
on silica gel (dichloromethane/tetrahydrofuran : 97/3)
allows 0.63 g of  15 the expected product to be
obtained. 



Step 2 :
fl-(f16-Chloro-5-(4-nitrophenyl)pvridin-3-ylloxylmethyl
)cyclopropyll- methylamine hydrochloride The compound
is obtained in accordance with the procedure of Step 2
of Example 2, using  the compound obtained in the above
Step 1. 20 Melting point (cap) : 145-150C Mass
spectrometry (ESI) m/z = 334.0945 Th ([M+H]+) -34-
Examnle 13 [ 1-({[5-(4-Chlorophenyl)pyridin-3-yl]
oxy}methyl)cyclopropyl] methylamine  hydrochloride Step
I : tent-Butyl
[1-(ff6-chloro-5-(4-chloroplzenyl)pvridin-3-ylloxylnzet
hyl)cyclo- 5 propyllmethylcarbamate The compound is
obtained in accordance with the procedure of Step 1 of
Example 12, with  the replacement of
(4-nitrophenyl)boronic acid with
(4-chlorophenyl)boronic acid. Step 2:
11-(f[5-(4-Chloropheny!)pvridin-3-vlloxv}methyl)
cyclopropyllmetlzylamine  hydrochloride 10 The compound
is obtained in accordance with the procedure of Step 2
of Example 2, using  the compound obtained in the above
Step 1. Melting point (cap): 160-165C Mass spectrometry
(ESI) m/z = 323.0699 Th ([M+H]+)  Examnle 14 : 15
[4-(2-Chloro-5-{[1-(methylamino)cyclopropyl]methoxy}pyr
idin-3-yl)phenyl]methanol  dihydrochloride Step 1 :
tent-Butyl
fl-1({6-chloro-5-f4-(hydroxynzetlzyl)phenyllpyridin-3-y
lloxy)methyll- cyclopropyllmethylcarbamate The compound
is obtained in accordance with the procedure of Step 1
of Example 1, using  



20 the compound of Preparation 2 instead of the
compound of Preparation 1 and with the  replacement of
(3-methoxyphenyl)boronic acid with
(4-hydroxymethylphenyl)boronic  acid. -35- Step 2:
f4-(2-Chloro-5-f/1-(methylamino)cyclopropyl/nzethoxy}py
ridizz-3 yl)phenvllmethanol dihydrochloride The
compound is obtained in accordance with the procedure
of Step 2 of Example 1, using  the compound obtained in
the above Step 1. 5 Melting point (cap) : 142-146C Mass
spectrometry (ESI) m/z = 319 Th ([M+H]+)  Example 15
[1-({[5-(4-Chlorophenyl)-6-methylpyridin-3-yl]
oxy}methyl)cyclopropyl]methylamine  dihydrochloride 10
Step I : tert-Butyl
fl-(ff5-(4-c/zloroplzenyl)-6-methylpyridin-3-ylloxy}met
hyl)cyclo- propyllnzethylcarbanzate The compound is
obtained in accordance with the procedure of Step 1 of
Example 1, using  the compound of Preparation 3 instead
of the compound of Preparation l and with the
replacement of (3-methoxyphenyl)boronic acid with
(4-chlorophenyl)boronic acid. 15 Step 2:
11-(115-(4-Chlorophenyl)-6-met/zylpyridin-3-ylloxy}nzet
hyl)cyclopropyll- methylanzine dihydrochloride The
compound is obtained in accordance with the procedure
of Step 2 of Example 2, using  the compound obtained in
the above Step 1. Melting point (cap) : 194-199C 20
Mass spectrometry (ESI) m/z = 303.1 Th ([M+H]+) -36-
Example 16: 



[ 1-({ [5-(3-Chlorophenyl)-6-methylpyridin-3-yl] oxy}
methyl)cyclopropyl] methylamine  dihydrochloride Step
1: tert-Butyl
l-((/5-(3-ehlorophenvl)-6-methylpyridin-3-ylloxy3metl:y
l)- 5 cvclopropyllmethylcarbamate The compound is
obtained in accordance with the procedure of Step 1 of
Example 1, using  the compound of Preparation 3 instead
of the compound of Preparation 1 and with the
replacement of (3-methoxyphenyl)boronic acid with
(3-chlorophenyl)boronic acid. Step 2 :
11-(fl5-(3-Chlorophenyl)-6-methylpyridin-3-ylloxylmethv
l)cyclopropyll- 10 methylaminedihydrochloride The
compound is obtained in accordance with the procedure
of Step 2 of Example 2, using  the compound obtained in
the above Step 1. Melting point (cap) : 223-227C Mass
spectrometry (ESI) m/z = 303.1 Th ([M+H]')  15 Example
17: 3-(2-Methyl-5-{[1-(methylamino)cyclopropyl]
methoxy}pyridin-3-yl)benzonitrile  dihydrochloride Step
I : tert-Butyl
[I-(f[5-(3-cyanophenyl)-6-methylpyridin-3-vl7oxy}methyl
)cyclo- propyllmeth ylcarbamate 20 The compound is
obtained in accordance with the procedure of Step I of
Example 1, using  the compound of Preparation 3 instead
of the compound of Preparation 1 and with the
replacement of (3-methoxyphenyl)boronic acid with
(3-cyanophenyl)boronic acid. -37- Step 2 :
3-(2-Methyl.-5-{(1-(methylamino)cyclopropyl]methoxy}pyr
idin-3-vl)benzonitrile  dihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 2, using  the compound obtained in the above
Step 1. 



5 Melting point (cap) : 238-242C Mass spectrometry (ESI
= 294.2 Th ([M+H]+)  Examnle 18 : 4-(2-Chloro-5-{
[1-(methylamino)cyclopropyl] m
ethoxy}pyridin-3-yl)benzonitrile  hydrochloride 10 Step
1 : tert-Butyl
l-(f[6-chloro-5-(4-cyanophenvl)pyridin-3-ylloxy3methyl)
cyclo- propyllmethylcarbamate The compound is obtained
in accordance with the procedure of Step 1 of Example
12, with  the replacement of (4-nitrophenyl)boronic
acid with (4-cyanophenyl)boronic acid. Step 2 :
4-(2-Chloro-5-ffl-(metleylamino)cyclopropyllnzetlioxy}p
yridin-3-yl)benzonitrile  15 hydrochloride 8 ml of 4N
hydrochloric acid solution in dioxane are added to a
solution of 0.6 g of the  compound obtained in the
above Step 1 in 100 ml of acetonitrile. After stirring
for  16 hours, the reaction mixture is diluted with
ether and the precipitate is filtered off. The
precipitate is dissolved in ethanol, the solution is
concentrated and then the residue 20 obtained is
dissolved again in ethanol. After dilution with ether
and filtration, 0.53 g of the  expected compound is
obtained. Melting point (cap) : 215-220C Mass
spectrometry (ESI) m/z = 314 Th ([M+H]) -38- Example
19: 4-(2-Methyl-5-{[1-(methylamino)cyclopropyl]
methoxy}pyridin-3-yl)benzonitrile  dihydrochloride Step
1 : tert Butyl
[1-([[S-(4-cyanophenvl)-6-methylpyridin-3-yiloxy}me8eyl
)cyclo- 5 propyllmethylcarbamate The compound is
obtained in accordance with the procedure of Step 1 of
Example 1, using  



the compound of Preparation 3 instead of the compound
of Preparation 1 and with the  replacement of
(3-methox)phenyl)boronic acid with
(4-cyanophenyl)boronic acid. Step 2 :
4-(2-Methyl-5-f[]-(metlrylamino)cyclopropyllmethoxy/pyr
idin-3-yl)benzonitrile  10 dihydrochloride The compound
is obtained in accordance with the procedure of Step 2
of Example 18,  using the compound obtained in the
above Step 1. Melting point (cap) : 220-224C Mass
spectrometry (ESI) m/z = 294.1622 Th ([M+H]')  15
Example 20 : 4-(5-{[1-(Methylamino)cyclopropyl]
methoxy}pyridin-3-yl)benzonitrile  dihydrochloride Step
I : tert-Butyl
(1-([[5-(4-cyanophenyl)pyridine-3-ylloxylnzethyl)cyclop
ropyllmethyi- carbamate 20 The compound is obtained in
accordance with the procedure of Step 1 of Example 1,
with  the replacement of (3-methoxyphenyl)boronic acid
with (4-cyanophenyl)boronic acid. -39 Step 2:
4-(5-{[1-(Met!:yi
wnino)cVclopropyllmethoxy/pyridin-3-yl)benzonitrile
dihydrochloride 7.5 ml of trifluoroacetic acid are
added to a solution of 0.85 g of the compound obtained
in  the above Step 1 in 7.5 ml of dichloromethane.
After stirring for 20 hours, the reaction  5 mixture is
concentrated to dryness and taken up in a mixture of
dichloromethane and saturated aqueous sodium carbonate
solution. The organic phase is decanted off, dried over
sodium sulphate and then concentrated. Chromatography
of the residue on silica gel  (toluene/ethanol : 93/7)
allows the base of the desired compound to be isolated.
Following  dissolution of the base in ether, addition
of hydrochloric acid solution in ether, filtration  



10 and drying, 0.52 g of the expected product is
obtained. Melting point (cap) : 150-160C Mass
spectrometry (ESI) m/z = 280.1439 Th ([M+H]+)  Example
21 :
3-(5-{[1-(Methylamino)cyclopropyl]methoxy}pyridin-3-yl)
benzonitrile  15 dihydrochloride Step I: tert-Butyl
[]-({[5-(3-cyanophenyl)pyridin-3-ylloxylmetl:vl)cyclopr
opyllmethyl- carbamate The compound is obtained in
accordance with the procedure of Step I of Example 1,
with  the replacement of (3-methoxyphenyl)boronic acid
with (3-cyanophenyl)boronic acid. 20 Step 2 :
3-(5-{[]-(Methylamino)cyclopropyllmethoxy}pyridin-3-yl)
benzonitrile  dihydrochloride The compound is obtained
in accordance with the procedure of Step 2 of Example
20,  using the compound obtained in the above Step 1.
Melting point (cap) : 110-120C 25 Mass spectrometry
(ESI) m/z = 280.1435 Th ([M+H]+) -40- Example 22: [1-({
[5-(4-Chlorophenyl)-6-fluoropyridin-3-yl] oxy}
methyl)cyclopropyl] methylamine  hydrochloride Step 1 :
tert-Butyl
f1-(fj5-(4-chlorophenyl)-6-Iluoropyridin-3-v11oxylmethy
l)cyclo- 5 propyllmethylcarbamate The compound is
obtained in accordance with the procedure of Step 1 of
Example 1, using  the compound of Preparation 4 instead
of the compound of Preparation 1 and with the
replacement of (3-methoxyphenyl)boronic acid with
(4-chlorophenyl)boronic acid. Step 2 :
(1-(f[5-(4-Chlorophenyl)-6-fluoropyridin-3-ylloxylmethy
l)cyclopropyll- 



10 methylamine hydrochloride 2.5 ml of trifluoroacetic
acid are added to a solution of 0.4 g of the compound
of the above  Step 1 in 5 ml of dichloromethane. After
stirring for 20 hours, the reaction mixture is
concentrated to dryness and taken up in a mixture of
dichloromethane and saturated  aqueous sodium carbonate
solution. The organic phase is decanted off, dried over
sodium 15 sulphate and then concentrated. The base
obtained is taken up in ethanol, and the  hydrochloride
is precipitated by addition of hydrochloric acid
solution in ether and then  dilution with ether. After
filtration and drying, 0.24 g of the expected product
is obtained.  Melting point (cap) : 55-60C Mass
spectrometry (ESI) m/z = 307.1043 Th ([M+I-I]')  20
Example 23 [1-({ [5-(3-Chlorophenyl)-6-fluo
ropyridin-3-yl] oxy}methyl)cyclopropyl] methyla mine
hydrochloride Step 1 : tert-Butyl
(1-(ff5-(3-chlorophenrvl)-6-fltmropyridin-3-ylloxylmeth
yl)cyclo- propyllmeth ylcarbamate 25 The compound is
obtained in accordance with the procedure of Step 1 of
Example 1, using -41  the compound of Preparation 4
instead of the compound of Preparation I and with the
replacement of (3-methoxyphenyl)boronic acid with
(3-chlorophenyl)boronic acid. Step 2 :
(1-(f15-(3-Chlorophenyl)-6-fluoropyridin-3-vlloxylmethy
l)cyclopropyll- methylanzine dilzydrochloride 5 The
compound is obtained in accordance with the procedure
of Step 2 of Example 22,  using the compound obtained
in the above Step 1. Melting point (cap) : 126-130C
Mass spectrometry (ESI) m/z = 307.1018 Th ([M+H]+)
Example 24 : 



10
4-(2-Fluoro-5-([1-(methylamino)cyclopropyl]methoxy}pyri
din-3-yl)benzonitrile  hydrochloride Step 1 :
tert-Butyl
f1-(f16-fuoro-5-(4-cyanophenvl)pyridin-3-vlloxvln:ethyl
)cyclo- propyllmethylcarbamate The compound is obtained
in accordance with the procedure of Step 1 of Example
1, using  15 the compound of Preparation 4 instead of
the compound of Preparation 1 and with the  replacement
of (3-methoxyphenyl)boronic acid with
(4-cyanophenyl)boronic acid. Step 2 :
4-(2-Fluoro-5-ff1-(metlzylamino)cyclopropyllnzethoxy!py
ridin-3-yl)benzonitrile  hydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 22,  20 using the compound obtained in the
above Step 1. Melting point (cap) : 90-105C Mass
spectrometry (ESI) m/z = 298.1370 Th ([M+H]+) -42-
Example 25
3-(2-Fluoro-5-{[1-(methylamino)cyclopropyl]methoxy}pyri
din-3-yl)benzonitrile  hydrochloride Step 1 :
tert-Butyl
[1-({[6-lluoro-5-(3-cyanophenvl)pyridin-3-ylloxylmethyl
)cyclo- 5 propyllmethylcarbamate The compound is
obtained in accordance with the procedure of Step 1 of
Example 1, using  the compound of Preparation 4 instead
of the compound of Preparation 1 and with the
replacement of (3-methoxyphenyl)boronic acid with
(3-cyanophenyl)boronic acid. Step 2 :
3-(2-Fluoro-5-u11-(methylamino)cyclopropyiJmethoxvlpyri
din-3-yl)benzonitrile  10 hydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 22,  using the compound obtained in the above
Step 1. 



Melting point (cap) : 211-215C Mass spectrometry (ESI)
m/z = 298.1363 Th ([M+H]')  15 Example 26: [ 1-({ [6-C
hlo ro-5-(4-fluoroph enyl)pyridin-3-yl] oxy}
methyl)cyclop ropyl] m ethylamine  hydrochloride 0.16 g
of tetrakis(triphenylphosplune)palladium (Pd(PPh3)4)
are added, under argon, to a  solution of 1.63 g of the
compound of Preparation 2 in 30 ml of toluene. The
mixture is  20 stirred for 45 minutes and then a
solution of 0.59 g of (4-fluorophenyl)boronic acid in
15 ml of ethanol and 15 ml of saturated aqueous sodium
hydrogen carbonate solution are  added. The reaction
mixture is heated for 4 hours 30 minutes at 85C and
then filtered and  decanted. The organic phase is dried
over sodium sulphate and concentrated to obtain  1.95 g
of crude coupling product. The crude product is
dissolved in 15 ml of 25 dichloromethane and then 3.5
ml of trifluoroacetic acid are added. After stirring
for  20 hours, deprotection is complete and the
reaction mixture is concentrated. The residue -43-
obtained is chromatographed on an RP18 column 12-25
(water/trifluoroacetic acid  1000/2.5 to
water/acetonitrile/trifluoroacetic acid : 750/250/2.5).
The chromatography  fractions are analysed and
combined, and then the acetonitrile is evaporated off.
The  residual aqueous solution is neutralised and then
saturated with solid sodium hydrogen 5 carbonate and
subsequently extracted with ethyl acetate. After drying
over sodium sulphate  and concentrating the organic
phase, the base obtained is dissolved in ethanol and
1.5 ml of  4N hydrochloric acid solution in dioxane is
added. After concentration and crystallisation  there
is obtained, after washing with ether and drying, 0.86
g of the expected product.  Melting point (cap)
:194-196C 10 Mass spectrometry (ESI) m/z = 307.0998 Th
([M+H])  Examnle 27 : 



[1-({[5-(3-Aminophenyl)-6-chloropyridin-3-yl]
oxy}methyl)cyclopropyl]methylamine  dihydrochloride The
compound is obtained in accordance with the procedure
of Example 26, with the  15 replacement of
(4-fluorophenyl)boronic acid with
(3-aminophenyl)boronic acid. Mass spectrometry (ESI)
in/z = 304.1146 Th ([M+H]+)  Example 28 :
[1-({[6-Chloro-5-(3-nitrophenyl)pyridin-3-yl]
oxy}methyl)cyclopropyl]methylamine  hydrochloride 20
The compound is obtained in accordance with the
procedure of Example 26, with the  replacement of
(4-fluorophenyl)boronic acid with
(3-nitrophenyl)boronic acid. Melting point (cap) :
229-232C Mass spectrometry (ESI) m/z = 334.0923 Th
([M+H]+) -44- Example 29:
{1-[({6-Chloro-5-[4-(methylthio)phenyl]pyridin-3-yl}oxy
)methyl] cyclopropyl}- methylamine dihydrochloride The
compound is obtained in accordance with the procedure
of Example 26, with the  5 replacement of
(4-fluorophenyl)boronic acid with
(4-methylthiophenyl)boronic acid.  Melting point (cap)
: 144-148C Mass spectrometry (ESI) rn/z = 335.0952 Th
([M+H]+)  Example 30 : [1-({
[6-Chloro-5-(4-ethylphenyl)pyridin-3-yl] oxy}methyl)
cyclopropyl] methylamine  10 dihydrochloride The
compound is obtained in accordance with the procedure
of Example 26, with the  replacement of
(4-fluorophenyl)boronic acid with
(4-ethylphenyl)boronic acid.  Melting point (cap) :
112-114C 



Mass spectrometry (ESI) m/z = 317.1382 Th ([M+I1]+)  15
Example 31 :
[1-({[6-Chloro-5-(2-methylphenyl)pyridin-3-yl]oxy}methy
l)cyclopropyl] methylamine  hydrochloride The compound
is obtained in accordance with the procedure of Example
26, with the  replacement of (4-fluorophenyl)boronic
acid with (2-methylphenyl)boronic acid. 20 Melting
point (cap) : 130-132C Mass spectrometry (ESI m/z =
303.1326 Th ([M+H]+)  Example 12: [1-({
[6-Chloro-5-(3-Iluorophenyl)pyridin-3-yl] oxy}
methyl)cyclopropyl] methylamine  hydrochloride 25 The
compound is obtained in accordance with the procedure
of Example 26, with the -45- replacement of
(4-fluorophenyl)boronic acid with
(3-fluorophenyl)boronic acid.  Melting point (cap) :
172-175C Mass spectrometry (ESI) m/z = 307.0976 Th
([M+H]  Example 33 5
[1-({[6-Chloro-5-(3-methylphenyl)pyridin-3-ylloxy}methy
l)cyclopropyl]methylamine  hydrochloride The compound
is obtained in accordance with the procedure of Example
26, with the  replacement of (4-fluorophenyl)boronic
acid with (3-methylphenyl)boronic acid.  Melting point
(cap) : 152-154C 10 Mass spectrometry (ESI) m/z =
303.1239 Th ([M+H])  Example 34
[1-({[6-Chloro-5-(3-chlorophenyl)pyridin-3-yl]oxy}methy
l)cyclopropyl] methylamine  hydrochloride 



The compound is obtained in accordance with the
procedure of Example 26, with the  15 replacement of
(4-fluorophenyl)boronic acid with (3-c
lorophenyl)boronic acid. Melting point (cap) : 182-184C
Mass spectrometry (ESI) m/z = 323.0724 Th ([M+H]+)
Example 35 3-(2-Chloro-5-f [1-(methylamino)cyclopropyl]
methoxy}pyridin-3-yl)benzonitrile  20 hydrochloride The
compound is obtained in accordance with the procedure
of Example 26, with the  replacement of
(4-fluorophenyl)boronc acid with (3-cyanophenyl)boronic
acid. Melting point (cap) : 228-232C Mass spectrometry
(ESI) m/z = 314.1034 Th ([M+H]+) -46- Examnle 36:
1-({[6-Chloro-5-(2,3,4-trimethoxyphenyl)pyridin-3-yl]
oxy}methyl)cyclo- propyllmethylamine hydrochloride The
compound is obtained in accordance with the procedure
of Example 26, with the  5 replacement of
(4-fluorophenyl)boronic acid with
(2,3,4-trimethoxyphenyl)boronic acid.  Melting point
(cap) : 168-170C Mass spectrometry (ESI) m/z = 379.1433
Th ([M+H]+)  Examnle 37
[1-({[6-Chloro-5-(3,4,5-trimethoxyphenyl)pyridin-3-yll
oxy}methyl)cyclo- 10 propyllmethylamine hydrochloride
The compound is obtained in accordance with the
procedure of Example 26, with the  replacement of
(4-fluorophenyl)boronic acid with
(3,4,5-trimethoxyphenyl)boronic acid.  Melting point
(cap) : 138-140C Mass spectrometry (ESI) m/z = 379.1436
Th ([M+H]+)  



15 Examnle 38
{1-[((5-[3,5-bis(Trifluoromethyl)phenyl]-6-chloropyridi
n-3-yl} oxy)m ethyl] cyclo- propyl}methylamine
hydrochloride The compound is obtained in accordance
with the procedure of Example 26, with the  replacement
of (4-fluorophenyl)boronic acid with
[3,5-bis(trifluoromethyl)phenyl)]boronic  20 acid.
Melting point (cap) : 182-188C Mass spectrometry (ESI)
m/z = 425.0875 Th ([M+H]+) -47- Example 39 [1-({
[6-Chloro-5-(2,5-difluorophenyl)pyridin-3-yl] oxy}
methyl)cyclopropyl]- methylamine hydrochloride The
compound is obtained in accordance with the procedure
of Example 26, with the  5 replacement of
(4-fluorophenyl)boronic acid with
(2,5-difluorophenyl)boronic acid.  Melting point (cap)
: 140-142C Mass spectrometry (ESI) m/z = 325.0887 Th
([M+II])  Example 40 : [1-({
[6-Chloro-5-(2,5-dichlorophenyl)pyridin-3-yl] oxy}
methyl)cyelopropyl]- 10 methylamine hydrochloride The
compound is obtained in accordance with the procedure
of Example 26, with the  replacement of
(4-fluorophenyl)boronic acid with
(2,5-dichlorophenyl)boronic acid.  Melting point (cap)
: 140-142C Mass spectrometry (ESI) m/z = 357.0330 Th
([M+H])  15 Example 41 : [1-({
[6-Chloro-5-(3,5-dichlorophenyl)pyridin-3-yl]
oxy}methyl)cyclopropyl]- methylamine hydrochloride 



The compound is obtained in accordance with the
procedure of Example 26, with the  replacement of
(4-fluorophenyl)boronic acid with
(3,5-dichlorophenyl)boronic acid. 20 Melting point
(cap) : 186-188C Mass spectrometry (ESI) m/z = 357.0308
Th ([M+H]) -48- Example 42 :
[1-({[6-Chloro-5-(2,6-dichlorophenyl)pyridin-3-yl]
oxy)methyl)cyclopropyl]methyl- amine hydrochloride The
compound is obtained in accordance with the procedure
of Example 26, with the  5 replacement of
(4-fluorophenyl)boronic acid with
(2,6-dichlorophenyl)boronic acid.  Melting point (cap)
: 182-186C Mass spectrometry (ESI) m/z = 357.0322 Th
([M+H]')  Example 43 : N- [3-(2-Chloro-5-{
[1-(methylamino)cyclopropyl] m
ethoxy}pyridin-3-yl)phenyl]- 10 acetamide hydrochloride
The compound is obtained in accordance with the
procedure of Example 26, with the  replacement of
(4-fluorophenyl)boronic acid with
({3-[(methylamino)carbonyl]phenyl})- boronic acid.
Melting point (cap) : 220-222C 15 Mass spectrometry
(ESI) m/z = 346.1324 Th ([M+H]  Example 44:
[1-({[5-(3-Methylphenyl)pyridin-3-yl]oxy}
methyl)cyclopropyl] methylamine  dihydrochloride Step 1
: tert-Butyl
/I-(f/5-(3-methylphenyl)pyridin-3-ylloxy}met/ty4cyclopr
opyllmetbyl- 20 carbamate The compound is obtained in
accordance with the procedure of Step I of Example 1,
with  



the replacement of (3-methoxyphenyl)boronic acid with
(3-methylphenyl)boronic acid. -49- Step 2 :
(1-({[5-(3-Methylphenyl)pvridin-3-ylloxylmethyl)cyclopr
opyllmethylamine  dihydrochloride 25 ml of 1.5N
hydrochloric acid solution in ethanol are added to 0.9
g of the compound  obtained in the above Step 1. The
mixture is stirred for 20 hours and then 10 ml of 6N  5
hydrochloric acid solution in ethanol are added in
order to complete deprotection. After stirring for a
further 20 hours, the reaction mixture is made up to
100 ml with ether and the  precipitate is filtered off
and dried to obtain 0.64 g of the expected product.
Melting point (cap) : 215-218C Mass spectrometry (ESI)
m/z = 269.1655 Th ([M+H]+)  10 Example 45:
[1-({[5-(3-Nitrophenyl)pyridin-3-yl]
oxy}methyl)cyclopropyl]methylamine  dihydrochloride
Step I: tort-Butyl
[]-({!5-(3-nitrophenyl)pvridin-3-yl/oxy/methyl)cyclopro
pyl/methyl- carbamate 15 The compound is obtained in
accordance with the procedure of Step 1 of Example 1,
with  the replacement of (3-methoxyphenyl)boronic acid
with (3-nitrophenyl)boronic acid. Step 2 :
fl-(ff5-(3Nitrophenyl)pvridin-3-ylloxylmetlrvl)cvclopro
pvl/methylamine  dihydrochloride 20 The compound is
obtained in accordance with the procedure of Step 2 of
Example 44,  using the compound obtained in the above
Step 1. Melting point (cap) : 220-225C Mass
spectrometry (ESI) in/z = 300.1347 Th ([M+H]+) -50- 



Example 46 [1-({[5-(3-Chlorophenyl)pyridin-3-yl]
oxy}methyl)cyclopropyl]methylamine  dihydrochloride
Step I : tert-Butyl
ll-(115-(3-chlorophenyl)pvridin-3-ylloxy3methyl)cvclopr
opyll- 5 methylcarbamate The compound is obtained in
accordance with the procedure of Step 1 of Example I.
with  the replacement of (3-methoxyphenyl)boronic acid
with (3-chlorophenyl)boronic acid. Step 2 :
fl-(115-(3-Chlorophenvl)pvridin-3-vlloxylmetlrvl)cyclop
ropyllmet/aylamine  dihydrochloride 10 The compound is
obtained in accordance with the procedure of Step 2 of
Example 44,  using the compound obtained in the above
Step 1. Melting point (cap) : 230-235C Mass
spectrometry (ESI) m/z = 289.1074 Th ([M+H]+)  Example
47 15
[1-({[5-(3-Fhorophenyl)pyridin-3-yl]oxy}methyl)cyclopro
pyl]methylamine  dihydrochloride Step I: tert-Butyl
fl-(fly-(3-fluorophenyl)pvridin-3-ylloxylmetl:yl)cyclop
ropyl/- met ylcarbamate 20 The compound is obtained in
accordance with the procedure of Step I of Example 1,
with  the replacement of (3-methoxyphenyl)boronic acid
with (3-fluorophenyl)boronic acid. Step 2:
ll-(fl5-(3-Fluorophenvl)pvridin-3-vlloxylmethyl)cyclopr
opyllmethylamine  dihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 44, -51- using the compound obtained in the
above Step 1.  Melting point (cap) : 210-214C 



Mass spectrometry (ESI) m/z = 273.1387 Th ([M+H]+)
Example 48 : 5
Methyl{1-[({5-[4-(methylthio)phenyl]pyridin-3-yl}oxy)me
thyllcyclopropyl}amine  dihydrochloride Step 1 :
tert-Butyl
met/zvl{1-J({S-/4-(met/zvlthio)phenyllnyridin-3-ylloxy)
methylJ- cyclopropyllcarbamate The compound is obtained
in accordance with the procedure of Step 1 of Example
1, with  10 the replacement of (3-methoxyphenyl)boronic
acid with [4-(methylthio)phenyl]boronic  acid. Step 2 :
Methvl{1-J({5-f4-(metlzvlthio)phenylJpyridin-3-vlloxy)m
ethyllcyclopropyll- amine dihydrochloride The compound
is obtained in accordance with the procedure of Step 2
of Example 44,  15 using the compound obtained in the
above Step 1. Melting point (cap) : 232-235C Mass
spectrometry(ESI)m/ = 301.1367 Th ([M+H]+)  Example 49
[1-({ [5-(4-Ethylphenyl)pyridin-3-yl] oxy}
methyl)cyclopropyll methylamine  20 dihydrochloride
Step I: tert-Butyl
f1-({J5-(4-ethylphenyl)pvridin-3-ylloxylmetlzyl)cyclopr
opyll- methylcarbamate The compound is obtained in
accordance with the procedure of Step 1 of Example 1,
with  the replacement of (3-methoxyphenyl)boronic acid
with (4-ethylphenyl)boronic acid. -52- Step 2 :
ll-({15-(4-Ethvlphenyl)pyridin-3-vlloxv/methyl)cyclopro
pyllmethvlamine  dilzydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 44,  



using the compound obtained in the above Step 1. 5
Melting point (cap) : 197-200C Mass spectrometry (EST)
m/z = 283.1796 Th ([M+H]+)  Example 50:
Methyl[1-({[5-(2-methylphenyl)pyridin-3-yl]oxy}methyl)c
yclopropyl] amine  10 dihydrochloride Step 1 :
tent-Butyl
methylll-({l5-(2-methylphenyl)pyridin-3-vlloxv}metliyl)
cyclopropyll- carbamate The compound is obtained in
accordance with the procedure of Step 1 of Example 1,
with  15 the replacement of (3-methoxyphenyl)boronic
acid with (2-methylphenyl)boronic acid.  Step 2 :
Methylll-({l5-(2-metl:ylphenyi)pyridin-3-vlloxvlnzethyl
)cyclopropyllamine  dihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 44,  using the compound obtained in the above
Step 1. 20 Melting point (cap) : 192-196C Mass
spectrometry (ESI) m/z = 269.1660 Th ([M+H]+) _53-
Example 51
[1-({[5-(2,_5-Difluorophenyl)pyridin-3-yl]oxy}methyl)cy
clopropyl] methylamine  dihydrochloride Step I :
tert-Butyl
JI-(f[5-(2,5-difluorophenvl)pvridin-3-yl/oxy3methyQcycl
opropylJ- 5 methylcarbamate The compound is obtained in
accordance with the procedure of Step 1 of Example 1,
with  the replacement of (3-methoxyphenyl)boronic acid
with (2,5-difluorophenyl)boronic acid.  Step 2 :
fl-(ff5-(2,5-Difluorophenyl)pvridin-3-vl/oxy}methyl)cyc
lopropyllmethylamine  dihydrochloride 



10 The compound is obtained in accordance with the
procedure of Step 2 of Example 44,  using the compound
obtained in the above Step 1. Melting point (cap) :
188-192C Mass spectrometry (ESI) m/z = 291 Th ([M+H]+)
Example 52  15
[1-({[5-(3,5-Dichlorophenyl)pyridin-3-yl]oxy}methyl)cyc
lopropyllmethylamine  dihydrochloride Step I :
tert-Butyl
fl-({[5-(3,5-dichlorophenyl)pvridin-3-ylloxylmethyl)cvc
lopropylJ- methylcarbamate The compound is obtained in
accordance with the procedure of Step 1 of Example 1,
with  20 the replacement of (3-methoxyphenyl)boronic
acid with (3,5-dichlorophenyl)boronic acid.  Step 2:
JI-(f[5-(3,5-Dichlorophenyl)pvridin-3-VlJoxy}methyl)cVe
lopropyllmetlaylamine  dihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 44, -54- using the compound obtained in the
above Step 1.  Melting point (cap) : 215-220C Mass
spectrometry (ESI) m/z = 323 Th ([M+H]+)  Example 53 :
5
Methyl[1-({[5-(3,4,5-trimethoxyphenyl)pyridin-3-ylloxy}
methyl)cyclopropyl]amine  hydrochloride Step I :
tert-Butyl
metlzylll-({/5-(3,4,5-trimethoxyphenyl)pyridin-3-ylloxy
;methyl)cyclo- propyllcarbamate The compound is
obtained in accordance with the procedure of Step 1 of
Example 1, with  10 the replacement of
(3-methoxyphenyl)boronic acid with
(3,4,5-trimethoxyphenyl)boronic  acid. 



Step 2:
Methylll-({l5-(3,4,5-trimethoxyphenyl)pyridin-3-yl/oxyl
methyl)cyclo- propel/amine hydrochloride The compound
is obtained in accordance with the procedure of Step 2
of Example 44,  15 using the compound obtained in the
above Step 1. Melting point (co) : 116-120C Mass
spectrometry (ESI) m/z = 345.1801 Th ([M+H]')  Example
54:
[1-({[5-(2,5-Dichlorophenyl)pyridin-3-yl]oxy}methyl)cyc
lopropyl] methylamine  20 dihydrochloride Step I :
tert-Butyl
fl-(ff5-(2,5-dichlorophenyl)pyridin-3-ylloxylmethyl)cyc
lopropyll- methylcarbamate The compound is obtained in
accordance with the procedure of Step 1 of Example 1,
with  the replacement of (3-methoxyphenyl)boronic acid
with (2,5-dichlorophenyl)boronic acid. -55- Step 2 :
11-((15-(2,5-Dichlorophenyl)pvridin-3-yiloxylmethyl)cyc
lopropyllmetlzylamine  dihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 44,  using the compound obtained in the above
Step 1. 5 Melting point (cap) : 195-200C Mass
spectrometry (ESI) m/z = 323 Th ([M+H]+)  Example 55 :
[ 1-({ [5-(2,6-Dichlorophenyl)pyridin-3-yl] oxy} m
ethyl) cyclopropyl] methylamine  dihydrochloride 10
Step I : tert-Butyl
fl-((15-(2,6-dichlorophenyl)pvridin-3-ylloxylmetlzyl)cy
clopropyll- methylcarbamate The compound is obtained in
accordance with the procedure of Step 1 of Example 1,
with  



the replacement of (3-methoxyphenyl)boronic acid with
(2,6-dichlorophcnyl)boronic acid.  Step 2:
11-((15-(2,6-Dichlorophenyl)pvridin-3-yiloxy/nzetlayl)c
yclopropyllmethylamine  15 dihydrochloride The compound
is obtained in accordance with the procedure of Step 2
of Example 44,  using the compound obtained in the
above Step 1. Mass spectrometry (ES!) m/z = 323.0699 Th
([M+H]+) -56- Example 56
{1-[({5-[3,5-bis(Trifluoromethyl)phenyl] pyridin-3-yl}
oxy)methyl] cyclopropyl}- methylamine hydrochloride
Step I : tert-Butyl
fl-[(f5-[3,5-bis(trillnoromethvl)phenyllpyridin-3-yllox
y)methyll- 5 cyclopropVllmethylcarbamate The compound
is obtained in accordance with the procedure of Step 1
of Example 1, with  the replacement of
(3-methoxyphenyl)boronic acid with
[3,5-bis(trifluoromethyl)phenyl]- boronic acid. Step 2
: 11 -1(15-13.
5-bis(Tri/hioromethyl)phenyl/pyridin-3-yI/oxy)methyl/cy
clopropy!/- 10 methvlarnine hydrochloride The compound
is obtained in accordance with the procedure of Step 2
of Example 44,  using the compound obtained in the
above Step 1. Melting point (cap) : 132-]36C Mass
spectrometry (ESI) m/z = 391.1249 Th ([M+H] )  15
Example 57 :
Methyl[1-({[5-(2,3,4-trimethoxyphenyl)pyridin-3-yl]
oxy}methyl)cyclopropyl] amine  dihydrochloride Step I :
tert-Butyl
methylll-(f15-(2,3,4-trimethoxyphenyl)pyridin-3-Vlloxyl
methyl)- cyclopropyllcarbanmte 



20 The compound is obtained in accordance with the
procedure of Step 1 of Example 1, with  the replacement
of (3-methoxyphenyl)boronic acid with
(2,3,4-trimethoxyphenyl)boronic  acid. _57- Step 2 :
Methvlll-({15-(2,3.4-trimethoxyphenyl)pyridin-3-ylloxy}
methylcyclopropyll- amine dihvdrochloride The compound
is obtained in accordance with the procedure of Step 2
of Example 44,  using the compound obtained in the
above Step 1. 5 Mass spectrometry (ESI) m/z = 345.1783
Th ([M+H])  Example 58 : N-13-(5-{
[1-(Methylamino)cyclopropyl]
methoxy}pyridin-3-yl)phenyl] acetamide  dihvdrochloride
10 Step 1 : tert-Bawl
fl-1({5-f3-(acetylamino)phenyllpyridin-3-ylloxy)methyll
cyclopropyll- methylcarbamate The compound is obtained
in accordance with the procedure of Step 1 of Example
1, with  the replacement of (3-methoxyphenyl)boronic
acid with [3-(acetylamino)phenyl]boronic  acid. 15 Step
2:
N-13-(5-f11-(Methvlamino)cyclopropyumethoxylpyridin-3-y
l)phenyllacetamide  dihvdrochloride 1.05 g of the
product obtained in the above Step 1 are dissolved in 5
ml of ethanol and  15 ml of 5N hydrochloric acid
solution in ethanol are added. After stirring for 20
hours, the  reaction mixture is concentrated to three
quarters and diluted with ether. The precipitate is 20
taken up in saturated sodium carbonate solution and
extracted with ethyl acetate. The  organic phase is
dried over sodium sulphate and then evaporated. The
mixture obtained is  chromatographed on 40 g of silica
gel to isolate 0.13 g of the base of the expected
product.  The base is taken up in ethanol and, after
addition of hydrochloric acid solution in ether  



and filtration, the solid collected is recovered and
lyophilised to obtain 0.14 g of the  25 expected
product. Mass spectrometry (ESI) m/z = 312.1704 Th
([M+H]+) _58- Example 59 :
[1-({[5-(3-Aminophenyl)pyridin-3-yl]oxy}methyl)cyclopro
pyl] methylamine  trihydrochloride Step 1 : tert Butt'!
fl-((15-(3-aminophenyl)pyridin-3-ylloxylmethyl)cvclopro
pyllmethyl- 5 earbamate The compound is obtained in
accordance with the procedure of Step 1 of Example 1,
with  the replacement of (3-methoxyphenyl)boronic acid
with (3-aminophenyl)boronic acid. Step 2: fl-(ff5-(3
Aminophenyl)pyridin-3-ylloxylmethyl)cyclopropyllmethyla
mine  trihydrochloride 10 The compound is obtained in
accordance with the procedure of Step 2 of Example 44,
using the compound obtained in the above Step 1.
Melting point (cap) : 185-190C Mass spectrometry (ESI)
m/z = 270.1604 Th ([M+II]')  Example 60 15
[1-({[5-(3-Aminophenyl)-6-fluoropyridin-3-yl]oxy}methyl
)cyclopropyl]methylamine  dihydrochloride Step I :
tert-Butt'!
11-({15-(3-minophenyl)-6-Iuoropyridin-3-ylloxylmethyl)c
yelo- propyllmethylcarbamate The compound is obtained
in accordance with the procedure of Step 1 of Example
1, using  20 the compound of Preparation 4 instead of
the compound of Preparation 1 and with the  replacement
of (3-methoxyphenyl)boronic acid with
(3-aminophenyl)boronic acid. -59- 



Step 2: 11-(f15-(3
Aminophenyf)-6-fluoropyridin-3-ylloxylmetlryl)cycloprop
yll- methylamine drhydroehloride 75 ml of dioxane and
then 10 ml of 4N hydrochloric acid solution in dioxane
are added to  1.03 g of the product obtained in the
above Step 1. 50 ml of ethanol are added to effect  5
complete homogenisation of the reaction mixture. After
stirring for 20 hours, the solvents are evaporated off,
and the residue is taken up in sodium carbonate
solution and extracted  with dichloromethane. After
drying over sodium sulphate, the organic phase is
concentrated and the residue obtained is
chromatographed on silica gel (dichloro-
methane/methanol : 97/3) to obtain 0.53 g of the base
of the expected product. After the 10 addition of
hydrochloric acid solution in ether and filtration, 0.5
g of the expected product  is obtained. Melting point
(cap): 158-161C Mass spectrometry (ESI) m/z = 288.1488
Th ([M+H])  Example 61 : 15
[1-({[5-(3-Aminophenyl)-6-methylpyridin-3-ylloxy}methyl
)cyclopropyl]mcthylamine  trihydrochloride Step I :
tert-Butyl
f1-(f[5-(3-aminophenyl)-6-methvlpvridin-3-viloxvlmetlrv
l)cyclo- propyllmethylcarbamate The compound is
obtained in accordance with the procedure of Step I of
Example 1, using  20 the compound of Preparation 3
instead of the compound of Preparation 1 and with the
replacement of (3-methoxyphenyl)boronic acid with
(3-aminophenyl)boronic acid. Step 2 : 11-(f15-(3
Aminophenyl)-6-methvlpvridin-3-yAoxvlmethyl)cyclopropyi
l- methvlamine trihydrochloride 40 ml of dioxane and
then 10 ml of 4N hydrochloric acid solution in dioxane
are added to  25 1.05 g of the product obtained in the
above Step 1. 40 ml of ethanol are added to effect
complete homogenisation of the reaction mixture. After
stirring for 20 hours, the solvents 



-60- are evaporated off and the residue is taken up in
a minimum of ethanol. After dilution with  ether and
filtration, 0.71 g of the expected product is obtained.
Melting point (cap) : 222-228C Mass spectrometry (ESI)
m/z = 284.1783 Th ([M+H]+)  5 EXamnle 62 Ethyl
4-(2-chloro-5-1[1-(methylamino)cyclopropyllmethoxylpyri
din-3-yl)benzoite  dihydrochloride Step 1 : Ethyl
4-15-((1-f(tert-butoxycarbonvl)(metJ:yl)uminolcycloprop
ylQmetl:oxy)-2- chloropyridin-3-yllbenzoate 10 The
compound is obtained in accordance with the procedure
of Step 1 of Example 1, using  the compound of
Preparation 2 instead of the compound of Preparation 1
and with the  replacement of (3-methoxyphenyl)boronic
acid with (4-ethoxycarbonylphenyl)boronic  acid. Step
2:
Ethyl4-(2-ehloro-5-f11-(methylamino)cyclopropyllmethoxy
/pyridin-3-yl)- 15 benzoate dihydrochloride 5 ml of 4N
hydrochloric acid solution in dioxane are added to a
solution of 0.5 g of the  product obtained in the above
Step 1 in 5 ml of dioxane and 5 nil of ethanol. After
stirring  for 20 hours, deprotection is complete and
the reaction mixture is concentrated. The  residue
obtained is chrornatographed on an RP 18 column 12-25 p
(water/trifluoroacetic 20 acid : 1000/2.5 to
water/acetonitrile/trifluoroacetic acid : 450/550/2.5).
The chromato- graphy fractions are combined and then
the acetonitrile is evaporated off. The residual
aqueous solution is neutralised and then saturated with
solid sodium hydrogen carbonate  and subsequently
extracted with ethyl acetate. After drying over sodium
sulphate and  concentrating the organic phase, the base
obtained is dissolved in ethanol and 4N hydro 25
chloric acid solution in dioxane is added. After
concentration and crystallisation there is  



obtained, after washing with ether and drying, 0.25 g
of the expected product. Melting point (cap) : 146-148C
-61- Mass spectrometry (ESI) m/z = 361.1357 Th ([M+Hf
l)  Example 63 : Ethyl
3-(2-chloro-5-{[1-(methylamino)cyclopropyl]
methoxy}pyridin-3-yl)benzoate  dihydrochloride 5 Step I
:
Ethyl3-f5-(f1-f(tert-butoxycarbonyl)(methyl)aminolcyclo
propyl}methoxv)-2- chloropyridin-3-ylfbenzoate The
compound is obtained in accordance with the procedure
of Step 1 of Example 1, using  the compound of
Preparation 2 instead of the compound of Preparation 1
and with the  replacement of (3-methoxyphenyl)boronic
acid with (3-ethoxycarbonylphenyl)boronic 10 acid. Step
2:
Ethyl3-(2-chloro-5-ff1-(methylamino)eyelopropyllmethoxy
IpVridin-3-yQ- benzoate dihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 62,  using the compound obtained in the above
Step 1. The final product is taken up in water  15 and
then lyophilised. Mass spectrometry (ESI) m/z =
361.1328 Th ([M+H])  Example 64 :
[1-({[6-Chloro-5-(4-methoxyphenyl)pyridin-3-yl]oxy}meth
yl)cyclopropyl] amine  dihydrochloride 20 Step I:
tert-Batyl
fl-(ff6-chloro-5-(4-methoxyphenyl)pyridin-3-ylloxylmeth
yl)cyclo- propyllearbanuate The compound is obtained in
accordance with the procedure of Step 1 of Example 1,
using  the compound of Preparation 2 instead of the
compound of Preparation 1 and with the  



replacement of (3-methoxyphenyl)boronic acid with
(4-methoxyphenyl)boronic acid. -62- Melting point (cap)
: 131 C Step 2 :
[]-((f6-Chloro-5-(4-niethoxvphenvl)pyridin-3-yllorylmet
liyl)cyclopropyllamine  dihydrochloride 2 ml of 4N
hydrochloric acid solution in dioxane are added to a
solution of 1.64 g of the  5 product obtained in the
above Step 1 in 40 nil of methanol. After stirring for
20 hours, the  solvents are evaporated off and the
residue is triturated in ether and then filtered. The
solid  is taken up in 20 ml of 1.5N hydrochloric acid
solution in methanol. Heating is carried out  until
dissolution occurs, and then the reaction mixture,
allowed to return to ambient  temperature,
crystallises. After filtration and drying, 0.95 g of
the expected product is  10 obtained. Melting point
(cap) : 207-211C Mass spectrometry (ESI) m/z = 305.1046
Th ([M+H]+)  Example 65 : [1-({
[6-Chloro-5-(4-methoxyphenyl)py ridin-3-yl] oxy}
methyl)cyclopropyl]- 15 dimethylamine hydrochloride A
solution of 1.28 g of the compound of Step 1 of Example
11 in 12.5 ml of formic acid is  stirred for 2 hours at
ambient temperature. 12.5 ml of 40% formaldehyde
solution in water  are added and then the reaction
mixture is heated for 2 hours at 70C. 2.5 ml of formic
acid  and an additional 2.5 ml of the formaldehyde
solution are added to the reaction mixture, 20 and
heating at 70C is continued for 2 hours. The reaction
mixture is concentrated, and  then 15 ml of saturated
aqueous potassium carbonate solution are added and
extraction is  carried out with dichioromethane. The
dichloromethane is dried over sodium sulphate and
evaporated. The residue obtained is chromatographed on
silica gel (dichloro- methane/methanol : 97/3) to
isolate 0.63 g of base. 1.1 ml of 4N hydrochloric acid
solution 



25 in dioxane are added to a solution in 5 ml of
ethanol of the above isolated base. The  reaction
mixture is diluted with 100 ml of ether and stirred for
30 min. After filtration and  drying, 0.57 g of the
expected product is obtained. Melting point (cap) :
208-210C -63- Mass spectrometry (ESI) m/z = 333.1377 Th
([M+H]')  Examnle 66
[1-({[6-Chloro-5-(chloromethyl)pyridin-3-yl]
oxy}methyl)cyclopropyl]methylamine  hydrochloride 5
Step 1 : tert-Butyl
1-({J6-chloro-5-(chloromethyl)pvridin-3-ylJoxVImethyl)e
Vclo- propylJmethylcarbamate 1.65 g of
triphenylphosphine are added to a solution of 2 g of
the compound obtained in  Step 1 of Example 14 in 10 ml
of carbon tetrachloride. The mixture is heated at
reflux until  starting material is no longer present in
thin-layer chromatography and is then cooled to 10
ambient temperature and filtered. The filtrate is
concentrated and the residue obtained is
chrornatographed on silica gel
(dichloromethane/tetrahydrof Iran : 97/3) to obtain 1.8
g of  the expected product. Step 2 :
11-({16-chloro-5-(Chlorometlayl)pvridin-3-ylloxy/methyl
)cvclopropvll- methylamine hydrochloride 15 The
compound is obtained in accordance with the procedure
of Step 2 of Example 2, using  the compound obtained in
the above Step 1. Melting point (cap) : 136-140C
Examnle 67: 4-(2-Chloro-5-{
[l-(methylamino)cyclopropyl] methoxy}
pyridin-3-yl)benzamide  20 hydrochloride 1.2 g of
potassium carbonate are added to a solution of 2.2 g of
the compound obtained in  



Step I of Example 18 in 30 ml of dimethyl sulphoxide.
The reaction mixture is cooled to  from 0 to 5C with a
mixture of water and ice and then 3.6 ml of aqueous 30%
hydrogen  peroxide solution are added dropwise. After
stirring for 45 min., the reaction mixture is 25
diluted with water and then filtered. The solid
collected is washed with water and taken up -64- in
ethyl acetate. The ethyl acetate solution is dried over
sodium sulphate and then  concentrated. 2.1 g of crude
intermediate, tert-butyl [1-({[5-(aminocarbonyl)-6-
chloropyridin-3-yl]oxy}methyl)cyclopropyl]methylcarbama
te, are taken up in 10 ml of  ethanol and then 15 ml of
4N hydrochloric acid solution in dioxane are added.
After 5 stirring for 20 hours, the reaction mixture is
diluted with ether and then filtered. The solid
collected is chromatographed on an RP18 column, 12-25
p, (water/trifluoroacetic acid :  1000/2.5 to
water/acetonitrile/trifluoroacetic acid : 675/325/2.5).
The chromatography  fractions are combined and then the
acetonitrile is evaporated off. The residual aqueous
solution is neutralised and then saturated with solid
sodium hydrogen carbonate and 10 subsequently extracted
with dichloromethane. After drying over sodium sulphate
and  concentrating the organic phase, the base obtained
is dissolved in 25 ml of ethanol and  1 ml of 4N
hydrochloric acid solution in dioxane is added. After
concentration and  crystallisation in ether, the
crystals are filtered off and dried to obtain 1.1 g of
the expected  product. 15 Melting point (cap) : 130C
Mass spectrometry (ESI) m/z = 332.1184 Th ([M+H]+)
Example 68
3-(5-{[1-(Methylamino)cyclopropyl]methoxy}pyridin-3-yl)
benzoic acid  dihydrochloride 20 Step 1 :
3-I5-(f1-f(tert-Batoxycarbozzyl)(metkyl)amino/cycloprop
yl}methoxy)pyridinz-3- yi/benzoic acid 



25 ml of aqueous 0.4M sodium carbonate solution and
0.58 g of (3-carboxyphenyl)boronic  acid are added to a
solution of I g of the compound of Preparation 1 in 25
ml of  acetonitrile. After stirring for 45 min. under
argon, 0.15 g of tetrakis(triphenylphosphine) 25
palladium is added and then the mixture is heated for 5
hours 30 minutes at 80C. The  reaction mixture is
filtered hot, and the pH of the cooled filtrate is
adjusted to 5.5, using a  pH meter, by adding aqueous
IN hydrochloric acid solution. The reaction mixture is
extracted with ethyl acetate. The organic phase is
dried over sodium sulphate and then  concentrated.
Chromatography on silica gel (dichloromethane/methanol
: 97/3) allows -65- 0.9 g of the expected product to be
isolated. Step 2.
3-(5-{(1-(Methylamino)cyclopropyllmethoxy}pyridin-3-yl)
benzoic acid  dihydrochloride 5 ml of 4N hydrochloric
acid solution in dioxane are added to a solution of 0.9
g of the  5 compound obtained in the above Step I in 10
ml of dioxane. The mixture is stirred for  20 hours,
diluted with ether and then filtered. The solid
collected is taken up in 25 ml of  water to obtain,
after lyophilisation, 0.595 g of the expected product.
Mass spectrometry (ESI) m/z = 299.1374 Th ([M+H]+)
Example 69 : 10
4-(5-{[1-(Methylamino)cyclopropyl]methoxy)pyridin-4-yl)
benzoic acid  dihydrochloride Step I :
4-[5-(fl-1(tert-B
utoxycarbonyl)(methyl)aminolcyclopropyl}methoxy)pyridin
-3- vllbenzoic acid The compound is obtained in
accordance with the procedure of Step 1 of Example 68,
with  15 the replacement of (3-carboxyphenyl)boronic
acid with (4-carboxyphenyl)boronic acid.  Step 2 :
4-(5-Ill-(Methylamino)cyclopropyllmetizoxy}pyridin-4-Vl
)benzoic acid  dilrvdrochloride 



The compound is obtained in accordance with the
procedure of Step 2 of Example 68,  using the compound
obtained in the above Step 1. 20 Mass spectrometry
(ESI) m/z = 299.1372 Th ([M+H]+) -66- Example 70
3-(2-Chloro-5-{[1-(methylamino)cyclopropyl]methoxy}pyri
din-3-yl)benzoic acid  hydrochloride Step I :
3-/5-({I-/(tert-Butoxycarbonvl)(methyl)amino/cyclo
propyl/methoxy)-2- 5 chloropyridin-3-yl/benzoic acid
The compound is obtained in accordance with the
procedure of Step 1 of Example 68,  using the compound
of Preparation 2 instead of the compound of Preparation
1. Step 2 :
3-(2-Chloro-5-{(]-(methylamino)cyclopropyllnzethoxy!pyr
idin-3-yl)benzoic acid  hydrochloride 10 The compound
is obtained in accordance with the procedure of Step 2
of Example 68,  using the compound obtained in the
above Step 1. Mass spectrometry (ESI) m/z = 333.1004 Th
([M+H])  Example 71
4-(2-Chloro-5-{[1-(methylamino)cyclopropyl]methoxy}pyri
din-3-yl)benzoic acid  15 hydrochloride Step 1 :
4-/5-(fl-1(tert-Butoxycarbonyl)(methyl)amino/cyclopropy
llmethoxy)-2- chloropyridin-3-yl/benzoie acid The
compound is obtained in accordance with the procedure
of Step 1 of Example 68,  using the compound of
Preparation 2 instead of the compound of Preparation 1
and with  20 the replacement of
(3-carboxyphenyl)boronic acid with
(4-carboxyphenyl)boronic acid. Step 2 :
4-(2-Chloro-5-ff1-(methylamino)cyclopropyllmethoxv/pyri
din-3-yl)benzoic acid  hydrochloride 



The compound is obtained in accordance with the
procedure of Step 2 of Example 68, -67- using the
compound obtained in the above Step 1.  Mass
spectrometry (ESI) m/z = 333.1003 Th ([M+H]+)  Example
72 :
3-(2-Fluoro-5-{[1-(methylamino)cyclopropyl]methoxy}pyri
din-3-yl)benzoic acid  5 dihydrochloride Step I :
3-[5-(fl-[(tert-Butoxycarbonyl)(met/zyl)aminolcycloprop
yl}methoxy)-2-fluoro- pyridin-3-yl/benzoic acid The
compound is obtained in accordance with the procedure
of Step I of Example 68,  using the compound of
Preparation 4 instead of the compound of Preparation 1.
10 Step 2:
3-(2-Fluoro-5-{[]-(metl:Vlamino)cyclopropyllmethoxy}pyr
idin-3-yl)benzoic acid  dihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 68,  using the compound obtained in the above
Step 1. Mass spectrometry (ESI) m/z = 317.1315 Th
([M+H]+)  15 Example 73 :
4-(2-Fluoro-5-{[1-(methylamino)cyclopropyl]methoxy}pyri
din-3-y1)benzoic acid  dihydrochloride Step I:
4-/5-({]-Inert-Butoxycarbonyl)(nzetlzyl)aminolcycloprop
yl/methoxV)-2-flzzoro- pyridin-3-yl]benzoic acid 20 The
compound is obtained in accordance with the procedure
of Step 1 of Example 68,  using the compound of
Preparation 4 instead of the compound of Preparation 1
and with  the replacement of (3-carboxyphenyl)boronic
acid with (4-carboxyphenyl)boronic acid. -68- Step 2 :
4-(2-Fluoro-5-{l1-(metlrvlamino)cyclopropylhnethoxy}pyr
idin-3-yl)benzoic acid  



dihvdrochloride The compound is obtained in accordance
with the procedure of Step 2 of Example 1, using  the
compound obtained in the above Step 1. 5 Melting point
(cap) : 211-215C Mass spectrometry (ESI) m/z = 317.1324
Th ([M+H]+)  Examnle 74 :
3-(2-Methyl-5-([1-(methylamino)cyclopropyl]methoxy}pyri
din-3-yl)benzoic acid  dihydrochloride 10 Step 1 :
3-{5-({1-/(tert-Butoxycarbonyl)(methyl)aminolcyclopropy
l}methoxy)-2- methylpyridin-3-yllbenzoic acid The
compound is obtained in accordance with the procedure
of Step 1 of Example 68,  using the compound of
Preparation 3 instead of the compound of Preparation 1.
Step 2: 3-(2
Methvl-5-{/1-(methyiamino)cyclopropyllmethoxv}pyridin-3
-yl)benzoic acid  15 dihvdrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 1, using  the compound obtained in the above
Step 1. Melting point (cap) : 210-215 C Mass
spectrometry (ESI) m/z = 3 13.1515 Th ([M+H]+) -69-
Example 75:
4-(2-Methyl-5-{[1-(methylamino)cyclopropyl]methoxy}pyri
din-3-yl)benzoic acid  dihydrochloride Step I :
4-(5-((I-/(tert-Butoxycarbonyl)(methyl)amino/cvclopropv
l/methoxy)-2- 5 methylpyridin-3-yl/benzoic acid The
compound is obtained in accordance with the procedure
of Step 1 of Example 68,  using the compound of
Preparation 3 instead of the compound of Preparation 1
and with  



the replacement of (3-carboxyphenyl)boronic acid with
(4-carboxyphenyl)boronic acid.  Step 2:
4-(2-Metlayl-5-((1-(methylamino)cyclopropyljmethoxy/pyr
idin-3-vl)benzoic acid  10 dihydrochloride The compound
is obtained in accordance with the procedure of Step 2
of Example 1, using  the compound obtained in the above
Step 1. Melting point (cap) : 228-235C Mass
spectrometry (ESI) m/z = 313.1580 Th ([M+H]')  15
Example 76 : (1-{[(2-Chloro-3,3'-bipyridin-5-yl)oxy]
methyl) cyclopropyl)methylamine  dihydrochloride Step
I: tert-Butyl
(1-(((2-chloro-3,3'-bipyridin-5-yl)oxy/methyllcycloprop
yl)- methylearbamate 20 0.87 g of
tetrakis(triphenylphosphine)palladium are added under
nitrogen to a solution of  2.91 g of the compound of
Preparation 2 in 45 ml of toluene. The mixture is
stirred for  20 minutes and then a solution of 3 g of
3-(1,1,1-tributylstannyl)pyridine in 6 ml of toluene
is added and the reaction mixture is heated at reflux
for 20 hours. A second fraction of  0.87 g of Pd(PPh3)4
is added and refluxing is continued for 24 hours. After
cooling, the 25 reaction mixture is diluted with 120 ml
of toluene and then washed with aqueous 50% -70-
potassium carbonate solution. The organic phase is
dried over sodium sulphate and  concentrated.
Chromatography on silica gel (dichloromethane/butanone
: 97/3 to dichloro- methane/butanone : 80/20) allows
1.76 g of the expected product to be obtained. Step 2 :
(I-{I(2-Chloro-3,3'-bipvridin-5-yl)oxylmethyl/cycloprop
yl)methrvlamine  5 dihydrochloride 24.6 ml of 4N
hydrochloric acid solution in dioxane are added to a
solution of 2.46 g of the  compound obtained in the
above Step 1 in 24.6 ml of methanol. After stirring for
20 hours,  



the solvents are evaporated off and the residue is
taken up in aqueous 50% potassium  carbonate solution
and extracted with dichloromethane. The organic phase
is dried over 10 sodium sulphate and concentrated. The
residue is chromatographed on silica gel
(dichloromethane/methanol : 97/3) to isolate 1.05 g of
base. The base is taken up in 120 ml  of ethanol and
hydrochloric acid solution in ethanol is added until an
acid pH is obtained.  The reaction mixture is
concentrated and then triturated in ether to obtain,
after  crystallisation, filtration and drying, 1.15 g
of the expected product. 15 Melting point (cap) :
210-215C Mass spectrometry (ESI) m/z = 290.1037 Th
([M+H]+)  Example 77 :
(1-{[(2-Chloro-3,4'-bipyridin-5-yl)oxy]methyl}
cyclopropyl)mcthylamine  dihydrochloride 20 Step I :
tert-Butyl
(1-{I(2-chloro-3.4'-bipvridin-5-yl)oxylmet/tyl/cyclopro
pyl)- methy1carbamate The compound is obtained in
accordance with the procedure of Step 1 of Example 76,
with  the replacement of
3-(1,1,1-tributylstamiyl)pyridine with
4-(1,1,1-tributylstannyl)pyridine. -71- Step 2 :
(1-ff(2-Cl:loro-3,4'-bipyridin-S-yl)orylmethyl/cyelopro
pyl)methylamine  dihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 76,  using the compound obtained in the above
Step 1. 5 Melting point (cap) : 125-130C Mass
spectrometry (ESI) m/z = 290.1035 Th ([M+H]+)  Example
78 : (1-{[(2-Fluoro-3,3'-bipyridin-5-y1)oxy]methyl}
cyclopropyl)methylamine  dihydrochloride 



10 Step I : tert-Butyl (1-ff(2-f
luoro-3,3'-bipyridin-5-vl)oxylmethyllcyclopropyl)-
methvlcarbamate 0.76 g of
tetrakis(triphenylphosphine)palladium are added under
nitrogen to a solution of  2.5 g of the compound of
Preparation 4 in 40 ml of toluene. The mixture is
stirred for  20 minutes and then a solution of 2.6 g of
3 -(1, 1, 1 -tributylstannyl)pyridine in 5 ml of 15
toluene is added. and the reaction mixture is heated at
reflux for 20 hours. After cooling, the  reaction
mixture is diluted with toluene and then washed with
aqueous 50% potassium  carbonate solution. The organic
phase is dried over sodium sulphate and concentrated.
Chromatography on silica gel (dichloromethane/butanone
: 97/3 to dichloromethane/- butanone : 90/10) allows
1.66 g of the expected product to be obtained. 20 Step
2 :
(1-ff(2-Fluoro-3,3'-bipyridin-5-yl)oxylmethyllcycloprop
yl)methylamine  dihydrochloride 16 ml of 4N
hydrochloric acid solution in dioxane are added to a
solution of 1.6 g of the  compound obtained in the
above Step 1 in 100 ml of ethanol. After stirring for
20 hours,  the solvents are evaporated off, the residue
is dissolved in a minimum of ethanol and ether 25 is
added. Stirring is carried out for 20 hours, the
solvents are decanted off and ether is  added again to
the solid residue to obtain, after crystallisation,
filtration and drying, 0.7 g -72- of the expected
compound . Mass spectrometry (EST) m/z = 274.1365 Th
([M+H]-')  Example 79:
(1-([(2-Fluoro-3,4'-bipyridin-5-yl)oxy]
methyl}cyclopropyl)methylamine  5 dihydrochloride Step
I : tert-Butpl
(1-1[(2-fluoro-3,4'-bipyridin-5-yl)oxylmethyllcycloprop
yl)- methylcarbamate The compound is obtained in
accordance with the procedure of Step 1 of Example 78,
with  



10 the replacement of 3-(1, 1, 1
-tributylstannyl)pyridine with 4-(1, 1,1
-tributylstannyl)pyridine.  Step 2 :
(1-ff(2-Fluoro-3.4'-bipyridin-5-yl)oxylmethyllcycloprop
yl)methylamine dihydrochloride  24 ml of 4N
hydrochloric acid solution in dioxane are added to a
solution of 2.4 g of the  compound obtained in the
above Step 1 in 120 ml of ethanol After stirring for 20
hours, the 15 solvents are evaporated off and the
residue is taken up in aqueous 50% potassium  carbonate
solution and extracted with dichloromethane. The
organic phase is dried over  sodium sulphate and
concentrated. The residue is chromatographed on silica
gel  (dichloromethane/methanol : 97/3). The base is
dissolved in a minimum of ethanol and  hydrochloric
acid solution in ether is added until an acid pH is
obtained. The reaction 20 mixture is concentrated and
then triturated in ether to obtain, after
crystallisation, filtration  and drying, I g of the
expected product. Mass spectrometry (ESI) m/z = 274.
1344 Th ([M+H]+) 73_  Example 80 :
Methyl(1-{[(2-methyl-3,3'-bipyridin-5-yl)oxy]
methyl}cyclop ropyl)am ine  trihydrochloride Step 1 :
tert-Butyl
metyI(1-11(2-methyl-3,3'-bipyridin-5-yl)oxylmethyl/cycl
onroyyl)- 5 carbarnate The compound is obtained in
accordance with the procedure of Step 1 of Example 78,
using the compound of Preparation 3 instead of the
compound of Preparation 4. Step 2 :
Methyl(1-11(2-methyl-3,3'-bipyridin-5-yl)oxylmethyl/cyc
lopropylamine  10 trihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 78,  using the compound obtained in the above
Step 1. Mass spectrometry (EST) m/z = 270.1619 Th
([M+H]' )  



Example 81 : 15
Methyl(1-{[(2-methyl-3,4'-bipyridin-5-yl)oxy]methyl}cyc
lopropyl)amine  trihydrochloride Step 1 : tert-Butyl
methyl(I-11(2-methyl-3,4'-bipyridin-5-yl)oxylmethylleye
lopropyl)- carbamate 20 The compound is obtained in
accordance with the procedure of Step 1 of Example 78,
using the compound of Preparation 3 instead of the
compound of Preparation 4 and with  the replacement of
3-(1,1,1-tributylstannyl)pyridine with
4-(1,1,1-tributylstannyl)pyridine.  Step 2:
Methyl(1-f((2arrethyl-3,4'-bipyridin-5-yl)oxylmeth
yl}cyclopropyl)amine trihydrochloride  25 The compound
is obtained in accordance with the procedure of Step 2
of Example 78, -74- using the compound obtained in the
above Step 1.  Melting point (cap) : 130-138C Mass
spectrometry (ESI) ra/z = 270.1609 Th ([M+H]+)  5
Example 82 :
[1-({[5-(4-Aminophenyl)-6-chloropyridin-3-yl]
oxy}methyl)cyclopropyl]methylamine  dihydrochloride
Step I : tert-Bntyl
11-(ff5-(4-aminophenyl)-6-cl:loropyridin-3-y11oxy}methy
l)cyclo- propyl/methylcarbamate 10 0.67 g of
tetrakis(triphenylphosphine)palladium are added under
nitrogen to a solution of  1 g of the compound of
Preparation 2 and
4-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2- yl)aniline
in 30 ml of tetrahydrofiuan. The mixture is stirred for
20 minutes and then a  solution of 1.65 g of sodium
carbonate in 10 ml of water is added and the reaction
mixture  is heated for 20 hours at 60C. The solvents
are evaporated off and then the residue is 15 taken up
in sodium carbonate solution and extracted with
dichloromethane. The organic  



phase is dried over sodium sulphate and concentrated.
Chromatography on silica gel  (dichloromethane/ethyl
acetate : 98/2 to 90/10) allows 0.87 g of the expected
product to be  obtained. Step 2 : 11-(ff5-(4
Aminophenyl)-6-chloropyridin-3-yl/oxy/methyl)cyclopropy
l/- 20 methylanzine dihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 2, using  the compound obtained in the above
Step 1. Melting point (cap) : 240-243C Mass
spectrometry (EST) m/z = 304 Th ([M+H]+) -75- Example
83:
[1-({[5-(4-Aminophenyl)-6-fluoropyridin-3-yl]oxy}methyl
)cyclopropyl] methylamine  dihydrochloride Step I :
tert-Butyl
/I-(f[5-(4-anzinophezzyl)-6-fluoropyridin-3-ypoxy}methv
l)cyclo- 5 prop yllmetlzylcarbamate The compound is
obtained in accordance with the procedure of Step 1 of
Example 82,  using the compound of Preparation 4
instead of the compound of Preparation 2. Step 2:
fl-(ff5-(9
Aminophenvl)-6-fluoropyridin-3-ylloxylnzetlzyl)cyclopro
pvll- methyiamine dihydrochloride 10 The compound is
obtained in accordance with the procedure of Step 2 of
Example 22,  using the compound obtained in the above
Step 1. Melting point (cap) : 225-230C Mass
spectrometry (ESI) m/z = 288.1521 Th ([M+1-I])  Example
84: 15
4-{5-[(1-Aminocyclopropyl)methoxy]-2-chloropyridin-3-yl
}phenol dihydrochloride  Step I: tert-Butyl
f1-(fl6-chloro-5-(4-hv(4oxyphenyl)pyridin-3-ylloxVImeth
Vl)cpclo- 



propyllcarbamate The compound is obtained in accordance
with the procedure of Step 1 of Example 82,  using the
compound of Preparation 5 instead of the compound of
Preparation 2 and with  20 the replacement of
4-(4,4,5,5-tetramethyl-l,3,2-dioxaborolan-2-yl)aniline
with 4-(4,4,5,5-
tetramethyl-1,3,2-dioxaborolan-2-yl)phenol. -76- Step 2
: 4-f5-[(I
Aminocyclopropyl)methoxyl-2-chloropyridin-3-yl)phenol
dihvdrochloride The compound is obtained in accordance
with the procedure of Step 2 of Example 1, using  the
compound obtained in the above Step 1. 5 Melting point
(cap) : decomposition> 200C Mass spectrometry (ESI) m/z
= 291.0894 Th ([M+H]')  Example 85 :
4-(2-Chloro-5-{[I-(methylamino)cyclopropyl]methoxy}pyri
din-3-yl)phenol  dihydrochloride 10 Step I :
tert-Butt'!
11-(ff6-chloro-5-(4-lzydroxyphenyl)pyridin-3-ylloxylmet
leyl)cyclo- propyllmethylcarbamate The compound is
obtained in accordance with the procedure of Step 1 of
Example 82, with  the replacement of
4-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)a iline
with 4-(4,4,5,5-
tetramethyl-1,3,2-dioxaborolan-2-yl)phenol. 15 Step 2 :
4-(2-Chloro-5-ff1-(methylamino)cyclopropyllmetlzoxylpyr
idin-3-yl)phenol  dihvdrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 1, using  the compound obtained in the above
Step 1. Melting point (cap) : 216-220C 20 Mass
spectrometry (ESI) m/z = 305.1062 Th ([M+H]) 



-77- Example 86: 2-Chloro-N-[4-(2-chloro-5-{
[1-(methylamino)cyclopropyl] methoxy}pyridin-3-
yl)phenyl]acetamide hydrochloride Step 1 : tert-Butyl
(1-f/(6-chloro-5-f4-/(chloroacetyl)aminolphenyl}pyridin
-3- 5 yl)oxylmetliyllcyclopropybn:ethylcarbmnate 0.44 g
of chloroacetyl chloride are added at 10 C to a
solution of 1.5 g of the compound  obtained in Step 1
of Example 82 and of 0.54 ml of triethylatnine in 20 ml
of  tetrahydrofuran. The reaction mixture is stirred
for 20 hours at ambient temperature and  then
concentrated. The residue is taken up in a mixture of
ether and water and then 10 concentrated. The organic
phase is decanted off and then dried over sodium
sulphate and  concentrated to obtain 1.7 g of the
expected product. Step 2 : 2-Chloro N
/4-(2-chloro-5-fll-(methylamino)cyclopropyllmethoxylpyr
idin-3- yl)phenyllacetanaide hydrochloride The compound
is obtained in accordance with the procedure of Step 2
of Example 1, using  15 the compound obtained in the
above Step 1. Meltingpoint (cap) : 140-144C Mass
spectrometry (EST) m/z = 380.0928 Th ([M+H])  Example
87 :
[1-({[6-Chloro-5-(4-isothiocyanatophenyl)pyridin-3-yl]
oxy}methyl)cyclopropyl]- 20 methylamine hydrochloride
Step I; tert-Butyl
/1-(f/6-chloro-5-(4-isothiocyanatophenyl)pyridin-3-yllo
xylmethyl)- cyclopropyllmethylcarbamate A solution of
1.05 g of sodium hydrogen carbonate in 20 ml of water
is added to a solution  of 1.01 g of the compound
obtained in Step 1 of Example 82 in 20 nil of
tetrahydrof'uran.  25 1.38 g of thiophosgene are
subsequently added dropwise and then the orange
reaction 



_78_  mixture is stirred for one hour at ambient
temperature. 30 ml of saturated aqueous sodium
hydrogen carbonate solution are added and the reaction
mixture is extracted with  dichloromethane. The organic
phase is dried over sodium sulphate and concentrated.
Chromatography on silica gel
(dichloromethane/tetrahydrofuran : 98/2) allows 1 g of
the  5 expected product to be obtained. Step 2 :
11-({/6-Chloro-5-(4-isothiocyanatophenyl)pyridin-3-yllo
xy/methvl)cyclopropyll- methylamine hydrochloride The
compound is obtained in accordance with the procedure
of Step 2 of Example 1, using  the compound obtained in
the above Step 1. 10 Melting point (cap) : 172-176C
Mass spectrometry (ESI) m/z = 346.0770 Th ([M+H])
Examnle 88 Methyl{1-[({5-[3-(2H-tetrazol-5-yl)phenyl]
pyridin-3-yl}oxy)methyl] cyclopropyl}- amine
dihydrochloride 15 Step I: tert-Butyl
methyl{1-[(f5-[3-(2H-tetrazol-5-vt)phenyl/pyridin-3-yll
oxy)metkyll- cycloprop yllcarbamate 1.2 g of
azidotrimethyltin is added to a solution of 0.7 g of
the compound obtained in  Step 1 of Example 21 in 20 ml
of toluene. The reaction mixture is heated at reflux
for  20 hours and then concentrated. Chromatography on
silica gel (dichloromethane/methanol:  20 95/5) allows
0.7 g of the expected product to be obtained. Step 2 :
Methyl{1-l({5-/3-(2H-tetrazol-5-yl)phenyl!pyridin-3-yl/
oxv)methyl/cvclo- propyllamine dihydrochloride 10 ml of
4N hydrochloric acid solution in dioxane are added to a
solution of 0.65 g of the  compound obtained in the
above Step 1 in 10 ml of ethanol. After stirring for 20
hours, the  25 reaction mixture is diluted with ether
and then filtered. The solid collected is taken up in 



_79_  water and the aqueous solution is lyophilised to
obtain 0.49 g of the expected product.  Mass
spectrometry (ESI) m/z = 323.1595 Th ([M+H] Example 89
: Methyl
{1-[({5-[4-(2H-tetrazol-5-yl)phenyl]pyridin-3-yl}oxy)me
thyl] eyclopropyl}- 5 amine dihydrochloride Step I :
tent-Butyl
methyl{I-/({5-14-(2H-tetrazol-5-yl)pben.yllpyridin-3-yl
)oxy)naethyll- cyclopropylcarbamate The compound is
obtained in accordance with the procedure of Step 1 of
Example 88,  using the compound of Step I of Example 20
instead of the compound of Step 1 of  10 Example 21.
Step 2 :
Methyl{1-[({5-f4-(2H-tetrazol-5-yl)phenyl/pyridin-3-yl/
osy)metlayllcyclo- propyllamine dihydrochloride The
compound is obtained in accordance with the procedure
of Step 2 of Example 88,  using the compound obtained
in the above Step 1. 15 Mass spectrometry (ESI) m/z =
323.1610 Th ([M+H])  Example 90 :
{1-[({6-Chloro-5-[4-(2H-tetrazol-5-yl)phenyl]pyridin-3-
yl}oxy)methyl] cyclopropyl}- methylamine
dihydrochloride Step 1 : tert-Butyl
{I-[({6-chloro-5-[4-(2H-tetrazol-5-vl)phenyl/pyridin-3-
ylloxy)- 20 nzethyl/cyclopropVl/methylcarbamate The
compound is obtained in accordance with the procedure
of Step 1 of Example 88,  using the compound of Step 1
of Example 18 instead of the compound of Step I of
Example 21. -80- Step 2 :
{I-[({6-Chloro-5-14-(2H-tetrazol-5-yqplzenyllpyridin-3-
yl/oxv)metlzyllcyclo 



propyllnzetlzylamine dilzydrocbloride 6 ml of 4N
hydrochloric acid solution in dioxane are added to a
solution of 0.84 g of the  compound obtained in the
above Step 1 in 15 ml of ethanol. After stirring for 20
hours, the  5 reaction mixture is diluted with ether
and then filtered to obtain, after drying the solid,
0.75 g of the expected product. Melting point (cap) :
decomposition > 160C Mass spectrometry (ESI) m/z =
357.1216 Th ([M+H]i)  Example 91 10
{1-[({6-Chloro-5-[3-(2H-tetrazol-5-yl)phenyl]pyridin-3-
y1}oxy)methyl]cyclopropyl}- methylamine dihydrochloride
Step 1 : 3-(2-Chloro-5-
ffl-(methylamino)cyclopropyllnzethoxylpvridin-3-yl)benz
onitrile  The compound is obtained in accordance with
the procedure of Step 1 of Example 1, using  the
compound of Preparation 2 instead of the compound of
Preparation 1 and with the  15 replacement of
(3-methoxyphenyl)boronic acid with
(3-cyanophenyl)boronic acid. Step 2 : tert-Butyl
{l-1(16-chloro-5-13-(2H-tetrazol-5-vl)phenyllpvridin-3-
vlloxy)- nzethyllcyelopropyllmethylearbamate  The
compound is obtained in accordance with the procedure
of Step 1 of Example 88,  using the compound obtained
in the above Step 1. 20 Step 3.
fl-l({6-Chloro-5-13-(2H-tetrazol-5-yl)phenyllpyridin-3-
ylloxy)methvllcyclo- propyllmetlzylamine
dihydrochloride The compound is obtained in accordance
with the procedure of Step 2 of Example 88,  using the
compound obtained in the above Step 2. Mass
spectrometry (ESI) m/z = 357.1230 Th ([M+H]') -81-
Example 92 (1
S,2R),(1R,2S)-N,2-Dimethyl-l-({[5-(2-methylphenyl)pyrid
in-3-yl] oxy} methyl)- 



cyclopropanamine dihydrochloride 0.17 g of
tetrakis(triphenylphosphine)palladium are added under
nitrogen to a solution of  5 1 g of the compound of
Preparation 6 in 20 nil of toluene. The mixture is
stirred for  20 minutes and then a solution of 0.61 g
of (2-methylphenyl)boronic acid in 10 ml of  ethanol
and 10 ml of saturated aqueous sodium hydrogen
carbonate solution are added.  The reaction mixture is
heated for 12 hours at 80 C and then filtered and
decanted. The  organic phase is dried over sodium
sulphate and concentrated. The residue is 10
chromatographed on an RP18 column, 12-25 ,
(water/trifluoroacetic acid : 1000/2.5 to
water/acetonitrile/trifluoroacetic acid : 800/200/2.5).
The chromatography fractions are  combined and then the
acetonitrile is evaporated off. The residual aqueous
solution is  neutralised and then saturated with solid
sodium hydrogen carbonate and subsequently  extracted
with dichloromethane. After drying over sodium sulphate
and concentrating the 15 organic phase, 0.57 g of the
base obtained are dissolved in 10 ml of ethanol and
1.35 ml of  4N hydrochloric acid solution in dioxane is
added. After concentration and crystallisation  in
ether, filtration and drying are carried out to obtain
0.51 g of the expected product.  Melting point (cap) :
198-201C Mass spectrometry (ESI) = 282 Th ([M+H]')  20
Example 93 (1 S,2R),(1 R,2S)-1-[({5-[3,5-bis(Triflu o
romethyl)phenyl] pyridin-3-yl} oxy)mcthyl]-N,2-
dimethylcyclopropanamine dihydrochloride The compound
is obtained in accordance with the procedure of Example
92, with the  replacement of (2-methylphenyl)boronic
acid with [3,5-bis(trifluoromethyl)phenyl]boronic  25
acid. Melting point (cap) : 117-120C Mass spectrometry
(ESI) m/z = 405.1418 Th ([M+H]+) -82- 



(1 S,2R),(IR,2S)-N,2-Dimethyl-1 -Q
[5-(2,3,4-trimethoxyphenyl)pyridin-3-yij oxy}-
methyl)cyclopropanamine dihydrochloride The compound is
obtained in accordance with the procedure of Example
92, with the  5 replacement of (2-methylphenyl)boronic
acid with (2,3,4-trimethoxyphenyl)boronic acid.
Melting point (cap) : 196-199C Mass spectrometry (ESI)
m/z = 359.1964 Th ([M+H] ')  Examnle 95 : [ 1-({
[5,6-bis(4-Chlorophenyl)pyridin-3-yl]oxy}methyl)cyclopr
opyl] methylamine  10 dihydrochloride Step 1 :
tert-Butyl
/1-({/5,6-bis(4-chlorophenyl)pyridin-3-ylloxylmethyl)cy
cloproDVll- methylcarbamate The compound, a product of
disubstitution, is obtained during the procedure of
Step 1 of  15 Example 13. Step 2 :
fl-(f15,6-bis(4-Chlorophenyl)pyridin-3-ylloxylmetl:vl)c
yclopropyllmetlrvlamine  dihydrochloride The compound
is obtained in accordance with the procedure of Step 2
of Example 2, using  the compound obtained in the above
Step 1. 20 Melting point (cap) : 220-225C Mass
spectrometry (ESI) m/z = 399.1033 Th ([M+H]+) 83-
Examnle 96 : [1-({15,6-bis(4-Nitrophenyl)pyridin-3-yl]
oxy}methyl)cyclopropyl]methylamine  dihydrochloride
Step I : tert-Batyl
fl-({(5,6-bis(4-nitrophenyl)pyridin-3-ylloxylnzetlzyl)c
yclopropyll- 5 methylearbanzate The compound, a product
of disubstitution, is obtained during the procedure of
Step I of  



Example 12. Step 2:
ll-({/5,6-bis(4-Nitrophenyl)pyridin-3-yqoxylnzethyl)cyc
lopropyllmethylamine  dihydrochloride 10 The compound
is obtained in accordance with the procedure of Step 2
of Example 2, using  the compound obtained in the above
Step 1. Melting point (cap : 215-220C Mass spectrometry
(ESI) m/z = 421.1500 Th ([M+H]i)  Example 97 : 15
4,4'-(5-{[1-(Methylamino)cyclopropyl]methoxy}pyridine-2
,3-diyl)dibenzonitrile  dihydrochloride Step I :
tert-Butyl
fl-({S,6-bis(4-cyanophenyl)pyridin-3-ylloxylmetizyl)cyc
lopropyll- methylcarbamate The compound, a product of
disubstitution, is obtained during the procedure of
Step I of  20 Example 18. Step 2: 4,4'-(S-
ftl-(Metlzylamino)cyclopropylhnethoxylpyridine-2,3-diyl
)dibenzonitrile  dihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 2, using -84- the compound obtained in the
above Step 1. Melting point (cap) : 205-208C Mass
spectrometry (ESI) m/z = 381.1718 Th ([M+H])  Examnlc
98 : 5
[1-({[5-(4-Aminophenyl)-6-methylpyridin-3-yl]oxy}methyl
)cyclopropyl]methylamine  trihydrochloride Step I :
tert-Butyl
/I-({{5-(4-aminopbenyl)-6-metl:vlpyridin-3-ylloaylmethy
l)cyclo- propyllmethylcarbamate 



The compound is obtained in accordance with the
procedure of Step 1 of Example 1, using  10 the
compound of Preparation 3 instead of the compound of
Preparation 1 and with the  replacement of
(3-methoxyphenyl)boronic acid with
(4-aniinophenyl)boronic acid. Step 2:.
fl-(ff5-(4Aminophenvl)-6-methylpyridin-3-ylloxylmethyl)
cyclopropyllmethyl- amine trihydrochloride 40 ml of
dioxane and then 10 ml of 4N hydrochloric acid solution
in dioxane are added to  15 1.05 g of the product
obtained in the above Step 1. 40 ml of ethanol are
added to effect  complete homogenisation of the
reaction mixture. After stirring for 20 hours, the
solvents  are evaporated off and the residue is taken
up in a minimum of ethanol. After dilution with  ether,
filtration and drying, 0.9 g of the expected product is
obtained. Melting point (cap) : 245-250C 20 Mass
spectrometry (ESI) m/z = 284.169 Th ([M+H]') _g5_
Example 99:
3-[5-({[1-(Methylamino)cyclopropyllmethyl}amino)pyridin
-3-yllbenzoic acid  dihydrochloride Step I :
3-(5-1(8-[(teat-Batoxycarbonyi)(metlzyl)aminolcycloprop
yl}methyl)- 5 anzizzolpyridin-3-yllbezzzoic acid A
solution containing 3.96 g of sodium carbonate in 94 ml
of water and then 2.05 g of  3-carboxyphenylboronic
acid are added in succession to a mixture containing
140 ml of  acetonitrile and 4.68 g of the compound of
Preparation 8. The mixture is stirred for one  hour
under nitrogen and then 0.55 g of
tetrakis(triphenylphosphine)palladium is added. 10
Stirring is carried out for 1 hour at 20C and then for
20 hours at reflux. The mixture is  concentrated to
dryness, taken up in 40 ml of water and extracted
repeatedly with ether.  The aqueous phase is acidified
with N hydrochloric acid until a pH of 5.5 is reached.
Extraction with dichloromethane, drying over sodium
sulphate and concentration to  



dryness are carried out. Chromatography on silica gel
(dichloromethane/methanol : 95/5)  15 allows 2.4 g of
the expected product to be obtained. Melting point
(cap) : 109C Step 2.
3-[5-(ffl-(Metlzylanzino)cyclopropyqmethyllamino)ppridi
n-3-ypberzzoic acid  dihydrocizloride 2.26 g of the
compound obtained in the above Step 1 are dissolved in
44 ml of dioxane.  20 44 ml of 4M hydrochloric acid in
dioxane are added and then, after stirring for one
hour,  7.3 nil of water are added. Stirring is carried
out for 20 hours. Filtration with suction is  carried
out, and the precipitate is washed with ether and dried
at 60C under 0.5 torr.  1.96 g of the expected product
are obtained. Melting point (cap) : 248-250C 25 Mass
spectrometry (ESI) (H)O/CH3CN m/z = 298.1527 Th
([M+H}+) -86- Examnle 100 :
4-[5-({[1-Methylamino)cyclopropyl]methyl}amino)pyridin-
3-yl]benzoic acid  dihydrochloride Step 1 :
4-f5-[((1-f(tert-Bntoxycarbonvl)(metkyl)aminolcyclopron
yl/metltyl)aminol- 5 pyridin-3-yl}benzoic acid The
compound is obtained in accordance with the procedure
of Step 1 of Example 99, with  the replacement of
3-carboxyphenylboronic acid with 4-carboxyphenylboronic
acid.  Melting point (cap) : 120C Step 2 : 4-f5-(f[I
Methylamizzo)cyclopropyllnzethyl/amino)pyridin-3-yllben
zoic acid  10 dihydrochloride The compound is obtained
in accordance with the procedure of Step 2 of Example
99,  using the compound obtained in the above Step 1.
Melting point (cap) : 256-260C 



Mass spectrometry (ESI) (H,O/CH3CN m/z = 298.1522 Th
([M+H]+)  15 Examnle 101 :
4-[5-(Methyl{[1-(methylamino)cyclopropyl]methyl}amino)p
yridin-3-y1]benzoic acid  dihydrochloride Step 1 :
4-f5-f({1-f(tert-Batoxycarbonyl)(methyl)aminolcycloprop
yl}metlzyi)- (methyl)anzinolp yridizz-3-yllbenzoic acid
20 The compound is obtained in accordance with the
procedure of Step 1 of Example 99,  using the compound
of Preparation 9 instead of the compound of Preparation
8 and with  the replacement of 3-carboxyphenylboronic
acid with 4-carboxyphenylboronic acid. _87- Step 2 :
4-[5-(Methyl(/1-(meth
ylamino)cyclopropyl/methyl}amino)pvridin-3-yl/benzoic
acid dihvdrochloride The compound is obtained in
accordance with the procedure of Step 2 of Example 99,
using the compound obtained in the above Step 1. 5 Mass
spectrometry (ESI) (H7O/CH3CN m/z = 312.1676 Th
([M+H]+)  Example 102:
3-[5-(Methyl{[1-(methylamino)cyclopropyl]methyl}amino)p
yridin-3-yl]benzoic acid  dihydrochloride Step 1 :
3-f5-[(f1-ftert-Butoxycarbonyl)(methvl)aminolcyclopropy
l/methyl)(methyl)- 10 aminolpyridin-3-yllbenzoic acid
The compound is obtained in accordance with the
procedure of Step 1 of Example 99,  using the compound
of Preparation 9 instead of the compound of Preparation
8. Step 2 :
3-[5-(MethyK/1-(methylamino)cyclopropyl/methvl/amino)py
ridin-3-yl/benzoic  acid dihvdrochloride 15 The
compound is obtained in accordance with the procedure
of Step 2 of Example 99,  using the compound obtained
in the above Step 1. 



Mass spectrometry (ESI) (H O/CH3CN m/z = 312.1689 Th
([M+H]+)  Example 103 : 2-Chloro-N-{
[1-(methylamino)cyclopropyl]methyl}-3,3'-bipyridin-5-am
ine  20 trihydrochloride Step I: tert-Butyl
1-([(2-chloro-3,3!
bipyridin-5-vl)aminolmethvl/cyclopropyl)
methylcarbamate A mixture composed of 1 g of the
compound of Preparation 10, 25 ml of toluene and _88-
0.15 g of tetrakis(triphenylphosphine)palladium is
stirred for one hour at 20C. There are  added in
succession 0.39 g of 3-pyridineboronic acid, 12.5 nil
of ethanol and 12.5 ml of  saturated aqueous sodium
hydrogen carbonate solution. The mixture is heated for
20 hours  at 80C with active stirring. After cooling,
toluene is added, decanting is carried out, and 5 the
organic phase is dried over sodium sulphate and
concentrated to dryness.  Chromatography on silica gel
(dichloromethane/tetrahydrofuran : 97/3) allows 0.99 g
of  the expected product to be obtained. Step 2:
2-Chloro-N-{/1-(methylamino)
cyclopropyllmethyl/-3,3'-bipyridin-5-amine
trihydrochloride 10 1.0 g of the product obtained in
the above Step 1 is stirred for 20 hours at ambient
temperature with 50 ml of ethanol and 10 ml of 4N
hydrochloric acid in dioxane. Dilution  with ether is
carried out, followed by filtration with suction and
drying at 60C under  l torr. 0.78 g of the desired
product is obtained. Melting point (cap) : 180-185C 15
Mass spectrometry (ESI) (H2O/CH3CN) m/z = 289.1219 Th
([M+H]+)  Example 104 : 3-[2-Chloro-5-({
[l-(methylamino)cyclopropyl] methyl)
amino)pyridin-3-yl] benzoic  acid dihydrochloride 



Step 1 : 3-(5-((fl-1(tert-Batoxycarbonyl)
(methyl)aminolcyclopropyllmethyl)anunol-2- 20
chloropyridin-3-yllbenzoic acid The compound is
obtained in accordance with the procedure of Step 1 of
Example 99,  using the compound of Preparation 10
instead of the compound of Preparation 8. Step 2:
3-12-Chloro-5-((11-(methylamino)cyclopropyllmethyllanun
o)pyridin-3- vllbenzoic acid dihydrochloride 25 The
compound is obtained in accordance with the procedure
of Step 2 of Example 99, - 89- using the compound
obtained in the above Step 1.  Melting point (cap) :
140-145C Mass spectrometry (ESI) (H O/CH3CN m/z = 332.1
Th ([M+H]+)  Example 105 5
4-[2-Chloro-5-({[1-(methylamino)cyclopropyl]methyl}amin
o)pyridin-3-yl]benzoic  acid dihydrochloride Step I :
4-
fS-/({1-/(tert-Butoxycarbonyl)methyl)aminolcyclopropyll
met]zyl)amitzol-2- chloropyridin-3-yllbenzoic acid The
compound is obtained in accordance with the procedure
of Step 1 of Example 99,  10 using the compound of
Preparation 10 instead of the compound of Preparation 8
and with  the replacement of 3-carboxyphenylboronic
acid with 4-carboxyphenylboronic acid. Step 2 :
4-12-Chloro-5-(f11-(methylamino)cyclopropyUmethyllamino
)pyrirlin-3- yllbenzoic acid dihydrochloride The
compound is obtained in accordance with the procedure
of Step 2 of Example 99,  15 using the compound
obtained in the above Step 1. Melting point (cap) :
175-182C Mass Spectrometry (ESl) (H2O/CH3CN m/z =
332.1147 Th ([M+H]+)  Example 106 



2-Chloro-N- {
[1-(methylamino)cyclopropyl]methyl}-3,4'-bipyridin-5-am
ine  20 dihydrochloride Step I: tert-Butyl
(1-(/(2-chloro-3,4'-bipyriditz-5-yl)aminolmetlzvllcyclo
propyA- methylcarbatnate The compound is obtained in
accordance with the procedure of Step 1 of Example 103,
with the replacement of 3-pyridineboronic acid with
4-pyridineboronic acid. -90- Step 2 :
2-Chloro-N-f11-(methylamino)cyclopropylhnethyl/-3,4'-bi
pyridin-5-amine  dihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 103,  using the compound obtained in the above
Step 1. 5 Melting point (cap) : 100-110C Mass
spectrometry (ESI) (H2O/CH3CN m/z = 289.1219 Th ([M+H])
Example 107
6-Chloro-5-(4-chlorophenyl)-N-{[1-(methylamino)cyclopro
pyl] methyl}pyridin-3- amine dihydrochloride 10 Step 1
: tort-Butyl
f1-(ff6-Chloro-5-(4-chlorophenyl)pyridin-3-yllamino/met
hyl)cvclo- propylJmethylcarbamate The compound is
obtained in accordance with the procedure of Step I of
Example 103,  with the replacement of 3-pyridineboronic
acid with (4-chlorophenyl)boronic acid. Step 2 :
6-Chloro-5-(4-chlorophenyl)-N-f/1-(methylamino)cvclopro
pyllmethyl/pyridin- 15 3-amine dihydrochloride 18 ml of
4N hydrochloric acid in dioxane are added to 2 g of the
product obtained in the  above Step 1 dissolved in 80
ml of dioxane. The whole is stirred for 16 hours at 20C
and  diluted with 80 ml of ether. Stirring is carried
out for 1 hour, and the precipitate is filtered  off
with suction and dried at 50C Linder 1 torn. 1.57 g of
the expected product are  



20 obtained. Melting point (cap) : 128-139C Mass
spectrometry (ESI) (H7O/CH3C m/z = 332.0876 Th ([M+H]+)
-91- Examnle 108
5-(4-Aminophenyl)-6-chloro-N-{[1-(methylamino)cycloprop
yl]methyl} pyridin-3- amine dihydrochloride Step 1 :
tert-Butyl
/1-(f[5-(4-anzinonhenyl)-6-chloropyridin-3-yllmnino/met
hyl)cyclo- 5 propyllmethylcarbamate Under a nitrogen
atmosphere, a mixture consisting of 2.0 g of the
compound of  Preparation 10, 0.25 g of
tetrakis(triphenylphosphine)palladium and 1.33 g of
4-(4,4,5,5- tetramethyl-1,3,2-dioxaborolan-2-yl)aniline
in 60 ml of THP is stirred for 30 minutes. 3.2 g  of
potassium carbonate dissolved in 20 ml of water are
added. Stirring is carried out for 10 20 hours at 60C.
Concentration to dryness is carried out. The residue is
taken up in  aqueous sodium carbonate solution and
extracted with dichloromethane. The dichloro- methane
phase is dried over sodium sulphate and concentrated to
dryness. Chromatography  on silica gel
(dichloromethane/butanone : 93/7) allows 1.67 g of the
expected product to be  obtained. 15 Step 2 : 5-(4
Aminophenyl)-6-ehloro-N-fl1-(methylamino)eyclopropyUmet
hyllpyridin- 3-amine dihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 103,  using the compound obtained in the above
Step 1. Melting point (cap) : 190-196C 20 Mass
spectrometry (ESI) (H?O/CH3CN m/z = 303.1 Th ([M+H]+)
-92- Examnle 109 



4-[2-Chloro-5-(( [1-(methylamino)cyclopropyl] methyl}
amino)pyridin-3-yl] benzonitrile  hydrochloride Step 1
: tert-Butyl
11-((16-chioro-5-(4-cyanophenyl)pyridin-3-vllamino}meth
yl)cyclo- 5 propylbnethylcarbamate The compound is
obtained in accordance with the procedure of Step 1 of
Example 103,  with the replacement of 3-pyridineboronic
acid with (4-cyanophenyl)boronic acid.  Step 2:
4-12-Chloro-5-({/1-(metlzyiamino)cyclopropyllmetityl}am
ino)pyridin-3- yllbenzonitrile hydrochloride 10 The
compound is obtained in accordance with the procedure
of Step 2 of Example 107,  using the compound obtained
in the above Step 1. Mass spectrometry (ESI) (H9O/CH3CN
m/z = 313.1 Th ([M+H])  Examnle 110
4-[2-Chloro-5-(methyl{
[1-(methylamino)cyclopropyl]methyl} amino)pyridin-3- 15
yl]benzoic acid dihydrochloride Step I :
4-{5-l({l-1(tert-B
atoxycarbonyl)(methyl)aminolcyclopropyl}methyl(methyl)-
anzinol-2-chloropyridin-3-yllbenzoic acid The compound
is obtained in accordance with the procedure of Step 1
of Example 99,  using the compound of Preparation 11
instead of the compound of Preparation 8 and with  20
the replacement of 3-carboxyphenylboronic acid with
4-carboxyphenylboronic acid. Step 2:
4-12-Chloro-5-(metlzyl{Il-(nzethylamino)cyclopropyllmet
hyl}anzino)pyridizz-3- vllbenzoic acid dihydrochloride
The compound is obtained in accordance with the
procedure of Step 2 of Example 99, _93- using the
compound obtained in the above Step 1.  Melting point
(can) : 138-145C Mass spectrometry (EST) (H7O/CH3CN m/z
= 346.1 Th ([M+H]+)  



Example 111 : 5
2-Chloro-N-methyl-N-{[1-(methylamino)cyclopropyl]methyl
}-3,4'-bipyridin-5-amine  dihydrochloride Step I :
tert-Butyl
(I-11(2-chloro-3,4'-hipyridin-5-yl)(methyl)aminolmetlay
lf- cyclopropyl)methylcarbamate  The compound is
obtained in accordance with the procedure of Step 1 of
Example 103, 10 using the compound of Preparation 11
instead of the compound of Preparation 10 and with  the
replacement of 3-pyridineboronic acid with
4-pyridineboronic acid. Step 2 :
2-Chloro-N-methyl-N-ffl-(m
ethylamino)cyclopropyl]methyl}-3,4'-bipyridin-5- amine
dihydrochloride The compound is obtained in accordance
with the procedure of Step 2 of Example 103,  15 using
the compound obtained in the above Step 1. Melting
point (cap) : 110-120C Mass spectrometry (EST)
(H2O/CH3CN m/z = 303.1 Th ([M+H]+)  Example 112 :
4-[2-Methyl-5-({[1-(methylamino)cyclopropyl]methyl}
amino)pyridin-3-yl] benzoic  20 acid dihydrochloride
Step I :
9-f5-/(f1-/(tert-Bntoxvcarbonvl)(metlrvl)an:inolcyclopr
opylfinethyl)amino/-2- methylpyridin-3-yl/benzoic acid
The compound is obtained in accordance with the
procedure of Step 1 of Example 99,  using the compound
of Preparation 12 instead of the compound of
Preparation 8 and with -94- the replacement of
3-carboxyphenylboronic acid with 4-carboxyphenylboronic
acid.  Melting point (cap) : 146C Step 2 :
4-12-Metlrvl-5-(f11-(methylanzino)cyclopropyllmethvl}an
zirzo)pvridin-3- yllbenzoic acid dihydrochloride 



5 The compound is obtained in accordance with the
procedure of Step 2 of Example 99,  using the compound
obtained in the above Step 1. Melting point (cap) :
241-245C Mass spectrometry (ESI) (H2O/CH_CN in/7 =
312.2 Th ([M+H]')  Example 113 : 10
2-Methyl-N-{[1-(methylamino)cyclopropyl]methyl}-3,4'-bi
pyridin-5-amine  trihydrochloride Step 1: tert-Bntyl
methyl(1-f((2-methyl-3,4'-bipyridin-5-yl)aminzolmethyl/
cyclopropyl)- carbanzate 15 The compound is obtained in
accordance with the procedure of Step 1 of Example 103,
using the compound of Preparation 12 instead of the
compound of Preparation 10 and with  the replacement of
3-pyridineboronic acid with 4-pyridnreboronic acid.
Step 2 :
2-Methyl-N-ffl-(metlzylamino)cyclopropvllmethyll-3,4'-b
ipyridin-5-amine  trihydrochloride 20 The compound is
obtained in accordance with the procedure of Step 2 of
Example 103,  using the compound obtained in the above
Step 1. Melting point (cap) : 240-248C Mass
spectrometry (ESI) (H2O/CH3CN) m/z = 269.2 Th ([M+IIf )
-95- Example 114: 5-(4-Aminophenyl)-6-methyl-N-{
[1-(methylamino)cyclopropyl] methyl} pyridin-3- amine
trihydrochloride Step 1 : tert-Butyl
11-(f[5-(4-anzinophenyl)-6-inetbylnyridin-3-yllanzino/m
etbyl)- 5 cyclopropyl/methylcarbamate The compound is
obtained in accordance with the procedure of Step 1 of
Example 108,  using the compound of Preparation 12
instead of the compound of Preparation 10. 



Step 2: 5-(4 Aminophenyl)-6-methyl-N-1/1-(meth
ylamino)cyclopropyl/methyl}pyridin- 3-amine
trihydrochloride 10 The compound is obtained in
accordance with the procedure of Step 2 of Example 103,
using the compound obtained in the above Step 1.
Melting point (cap) : 190-200C Mass spectrometry (ESI)
(H,O/CH3CN m/z = 283.2 Th ([M+H]+)  Example 115: 15
4-[2-Methyl-5-(methyl{[1-(methylamino)cyclopropyl]methy
l}amino)pyridin-3- yl]benzoic acid dihydrochloride Step
I :
4-(5-[f(1-[(tert-Butoxycarbonyl)(methyl)amino/cycloprop
yl}metlzyl(metlzyl)-
anzino/-2-metlzylpyridin-3-yl/benzoic acid The compound
is obtained in accordance with the procedure of Step 1
of Example 99,  20 using the compound of Preparation 13
instead of the compound of Preparation 9 and with  the
replacement of 3-carboxyphenylboronic acid with
4-carboxyphenylboronic acid. -96- Step 2 :
4-.t2-Methyl-5-(methyl
ffl-(methylamino)cyclopropylJmethyl}anzino)pyridin-3-
yllbenzoic acid dihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 99,  using the compound obtained in the above
Step 1. 5 Mass spectrometry((ESI (H?O/CH3CN) m/z =
326.1870 Th ([M+H]+)  Example 116 : N,2-Dimethyl-N-{
[1-(methylamino)eyclopropyl]methyl}-3,4'-bipyridin-5-am
ine  trihydrochloride Step ]: tert-Butyl
methyl(1-{fmethyl(2-methyl-3,4'-bipvridin-S-yl)aminolme
thyl/cvclo- 10 propyl)carbamate The compound is
obtained in accordance with the procedure of Step 1 of
Example 103,  



using the compound of Preparation 13 instead of the
compound of Preparation 10 and with  the replacement of
3-pyridineboronic acid with 4-pyridineboronic acid.
Step 2 : N,2
Dimethy/-N-{J1-(enethylamino)cyclopropyllmethyli-3,4'-b
ipvridin-5-amine  15 trihydrochloride The compound is
obtained in accordance with the procedure of Step 2 of
Example 103,  using the compound obtained in the above
Step 1. Melting point (cap) : 182-187C Mass
spectrometry (ESI) (H,O/CH1CN m/z = 283.2 Th ([M+H]~)
_97- Example 117: 5-(4-Aminophenyl)-N,6-dimethyl-N-1
[1-(m ethylamino)cyclopropyl] methyl} pyridin-3- amine
trihydrochloride Step I : tert-Butyl
(1-ff15-(4-aminophenyl)-6-methylpyridin-3-yll(nzetltyl)
aminol- 5 nzethylicyclopropyl)znethvlcarbamate The
compound is obtained in accordance with the procedure
of Step 1 of Example 108,  using the compound of
Preparation 13 instead of the compound of Preparation
10. Step 2 : 5-(4
Anzinophenyl)-N,6-dimethyl-N-fl1-(methylamino)cycloprop
yll- methyl}pyridin-3-amine trihydrochloride 10 The
compound is obtained in accordance with the procedure
of Step 2 of Example 103,  using the compound obtained
in the above Step 1. Melting point (cap) : 235-240C
Mass spectrometry (ESI) (HLO/CH,CN m/z = 297.2 Th
([M+II])  PHARMACOLOGICAL STUDIES OF COMPOUNDS OF THE
INVENTION  15 EXAMPLE A : Displacement of binding of
[1251]-a-bungarotoxin to nicotinic receptors of the
electric organ of torpedo fish This study, carried out
according to the method described in J. Pharmacol. Exp.
Ther.,  



1994, 271 ; 624-631, is aimed at assessing the affinity
of compounds of the present  invention for nicotinic
receptors of the "muscular" type. 20 Membranes (1-5
pg/ml) of the electric organ of torpedo fish are
incubated (1 hour, 22C)  in the presence of a series of
concentrations (0.01-10 M) of each compound of the
invention (diluted starting from a 10 mM stock solution
in DMSO) in the presence of  ["'I]-a-bungarotoxin
(S.A.: 7.4 TBq/nunol : 0.2 nM) in Krebs buffer
(Tris-HCI 50 mM,  KCl 5 mM. MgC12 1 mM, CaCl2 2 mM,
NaCl 100 mM, pH 7.4) with 0.01% BSA; final -98- volume:
500 pl. The non-specific binding is determined by
incubating membranes in the  presence of a-bungarotoxin
(1 ltM). The results show that, up to a concentration
of 10 M, the compounds of the present  invention have
no significant affinity for nicotinic receptors of the
"muscular" type. 5 EXAMPLE B : Displacement of binding
of [3H]-epibatidine to nicotinic receptors  of IMR32
cells This study, carried out according to the
technique described in Molec. Pharmacol., 1995,  48 ;
280-287, is aimed at determining the affinity of
compounds of the present invention  for nicotinic
receptors of the "ganglionic" type (American Soc.
Neuroscience, 2000, 26,  10 138). Membranes (250 g/ml)
of IMR-32 neuroblastoma cells are incubated (2 hours,
20C) in  the presence of a series of concentrations
(0.01-10 M) of each compound of the invention  (diluted
starting from a 10 mM stock solution in DMSO) and
(+)-[3H]-epibatidine (S.A.  2464 GBq/nnnol : 1.5 nM) in
phosphate buffer (NaH2PO4 20 mM, pH 7.4); final volume:
15 250 l. The non-specific binding is determined by
incubating membranes in the presence  of 300 pM of
(-)nicotine. The results show that, up to a
concentration of 10 M, the compounds of the present
invention have no significant affinity for nicotinic
receptors of the "ganglionic" type.  



EXAMPLE C : Displacement of binding of
[3H]-oxotremorine-M to muscarinic 20 receptors of rat
brain This study, carried out according to the method
described in Nauinyn-Sclmiiederberg's  Arch.
Pharmacol., 2001, 363, 429-438, is aimed at determining
the affinity of compounds  of the present invention for
muscarinic receptors. Membranes (250 pg/ml) of rat
brain are incubated (2 hours, 20C) in the presence of a
25 series of concentrations (0.01-10 M) of each
compound of the invention (diluted starting  from a 10
mM stock solution in DMSO) and [3H]-oxotremorine-M
(S.A. :  3174 GBq/mmol : 2 nM) in phosphate buffer
(NaH?PO4 20 mM, pH 7.4); final volume:  250 pl. The
specific binding is determined by incubating membranes
in the presence of _99_  atropine (1 ltM). The affinity
of the compounds of the present invention for
muscarinic  receptors is characterised by determination
of the K. The results show that, up to a concentration
of 10 pM, the majority of the compounds of  the present
invention have no affinity for muscarinic receptors. 5
EXAMPLE D : Displacement of binding of
[12'1]-a-bungarotoxin to "type a7"  nicotinic receptors
of rat brain This study, carried out according to the
method described in Molec. Pharmacol., 1986, 30 ;
427-436, is aimed at determining the affinity of
compounds of the present invention for  type a7 central
nicotinic receptors. 10 Membranes (1000 pg/ml) of rat
brain are incubated (5 hours, 37C) in the presence of a
series of concentrations (0.01-10 M) of each compound
of the present invention (diluted  starting from a 10
mM stock solution in DMSO) and [125I]-a-bungarotoxin
(S.A. :  7.4 TBq/nunol : 1 nM) in Krebs buffer
(Tris-HCI 50 mM, KCl 5 rnM, MgCl2 1 mM, CaC12  2 mM,
NaCI 100 mM, pH 7.4) with 0.05% BSA; final volume: 500
pl. The non-specific 15 binding is determined by
incubating membranes in the presence of a-bungarotoxin
(1 M).  



The affinity of compounds of the present invention for
type a7 nicotinic receptors is  characterised by
determination of the K1. The results indicate that, up
to a concentration of 10 M, the majority of the
compounds of  the present invention have no affinity
for type a7 central nicotinic receptors. Some  20
compounds of the invention have a K1 of the order of 10
M. EXAMPLE E : Displacement of binding of [3H]-cytisine
to "type a4(32" nicotinic  receptors of rat brain This
study, carried out according to the technique described
in Molec. Pharmacol., 1990,  39 ; 9-12, is aimed at
determining the affinity of compounds of the present
invention for  25 type a4[32 central nicotinic
receptors. Membranes (250 pg/rml) of rat brain are
incubated (2 hours, 20C) in the presence of a  series
of concentrations (0.01-10 M) of each compound of the
present invention (diluted  starting from a 10 mM stock
solution in DMSO) and [3H]-cytisine (S.A. -100- 1184
GBq/mmol : 2 nM) in phosphate buffer (NaH?PO4 20 mM, pH
7.4); final volume:  250 l. The non-specific binding is
determined by incubating membranes in the presence  of
10 M of (-)nicotine. The affinity of the compounds of
the present invention for type  a4(32 central nicotinic
receptors is characterised by determination of the Kj.
5 The results obtained show that the compounds of the
present invention have a strong  affinity for type a432
central nicotinic receptors, having K; values of the
order of 1 nM.  These results, and also those obtained
in Examples A to D, indicate that the compounds of  the
present invention are powerful central nicotinic
ligands that are specific to type a432  10 receptors.
TABLE 1 Affinity (Ki, nM) of the compounds of the
present invention for type a4G32 receptors  



Examples Ki (nM) 1 7.9  2 8.5  6 2.3  10 0.7  11 0.8
26 0.3  32 0.4  52 1.4  15 EXAMPLE F : In vivo
measurement of the release of acetylcholine by means of
intra- cortical microdialysis in the conscious Wistar
rat The systemic administration of nicotine and
nicotinic agonists causes an increase, in vivo,  of
acetylcholine in various regions of the brain
(Neurochem. Res., 1996, 21, 1181-1186 ;  20 Eur. J.
Pharmacol., 1998, 351, 181-188 ; Br. J. Pharmacol.,
1999, 127, 1486-1494). A -101- microdialysis probe is
implanted in the median prefrontal cortex of male
Wistar rats. Six or  seven days after they have been
implanted, the probes are perfused with Ringer's
solution  (NaCI 147 mM, KC12.7 mM, CaC12 1.2 mM, MgC12
1 mM, neostigmine 20 nM) at a flow  rate of 1 gl/min,
the animal being free to move. After 2 hours in the
animal quarters, the 5 product under test is
administered by the intraperitoneal route. A group of
control animals  receives the solvent used for the
product. The dialysates (30 l) are then collected every
30 minutes for 4 hours in order to measure the
extra-synaptic cortical concentrations of
acetylcholine by means of HPLC with amperometric
detection. The results are expressed  in pg of
acetylcholine/dialysate, and inter-group comparisons
are carried out by means of 10 variance analysis, using
2 factors (treatment x time), with measurements being
repeated  



over time. The results obtained show that, in vivo, the
compounds of the present invention increase  the
cortical release of acetylcholine in a dose-dependent
manner for active doses ranging  from 1 to 10 mg/kg IP,
indicating the a4(32-agonist character of the compounds
of the 15 present invention. For example, at a dose of
10 mg/kg IP, the compound of Example 1  increases the
release of acetylcholine (+72%), and the compotmd of
Example 18 increases  the release by +104% at the same
dose. EXAMPLE G : Abdominal contractions induced by
phenyl-p-benzoquinone (PBQ) in  20 the NMRI mouse
Intraperitoneal administration of an alcoholic solution
of PBQ causes abdominal cramps in  the mouse (Proc.
Soc. Exp. Biol., 1957, 95, 729-731). The cramps are
characterised by  repeated contractions of the
abdominal musculature, accompanied by extension of the
hind  limbs. Most analgesics antagonise these abdominal
cramps (Brit. J. Pharmacol. Chem., 25 1968, 32,
295-310). At t=0 min., the animals are weighed and the
compound being studied  is administered by the IP
route. A group of control animals is given the solvent
used for the  compound. At t=30 min., an alcoholic
solution of PBQ (0.2%) is administered by the IP  route
in a volume of 0.25 ml/mouse. Immediately after
administration of the PBQ, the  animals are placed in
cylinders of plexiglass (L=19.5 cm; I.D.=5 cm). From
t=35 min. to 30 t=45 min., the animals' reaction is
observed and the experimenter notes the total number of
- 102 abdominal cramps per animal. The results are
expressed as the percentage inhibition of the  number
of abdominal cramps measured in the control animals at
the active dose of the  compound studied. The results
obtained show inhibition ranging from -80% for active
doses ranging from  5 10 mg/kg IP. This demonstrates
that the compounds of the invention possess antalgic
properties. For example, at a dose of 10 mg/kg IP,
compounds 81 and 106 inhibit  



abdominal cramps by -90% and -87%, respectively.
EXAMPLE H : Social recognition in the Wistar rat
Initially described in 1982 (J. Comp. Physiol., 1982,
96, 1000-1006), the social recognition  10 test has
subsequently been proposed by various authors
(Psychopharmacology, 1987, 91,  363-368 ;
Psychopharmacology, 1989, 97, 262-268) for studying the
mnemocognitive  effects of new compounds. The test is
based on the natural expression of the olfactory
memory of the rat and its natural tendency to forget
and allows evaluation of memorisation  of an adult rat
by recognition of a young congeneric animal. A young
rat (21 days), taken 15 at random, is placed for 5
minutes in the cage housing an adult rat. With the aid
of a video  device, the experimenter observes the
social recognition behaviour of the adult rat and
measures its overall duration. The young rat is then
removed from the adult rat's cage and  is placed in its
own cage until the second introduction. The adult rat
is given the compound  under test by the
intraperitoneal route and, after 2 hours, is again
brought into the presence 20 (5 minutes) of the young
rat. The social recognition behaviour is then observed
again and  its duration measured. The assessment
criterion is the difference (T2-T1), expressed in
seconds, between the "recognition" times of the 2
encounters. The results obtained show a difference
(T2-TI) ranging from -16 s to -26 s for doses  ranging
from 3 to 10 mg/kg IP. This demonstrates that the
compounds of the invention  25 very greatly enhance
memorisation, even at a low dose. The results obtained
show a difference (T2-T1) of between -16 and -26 for
doses ranging from 3 to 10 mg/kg IP for the  compound
of Example 1. - 103 EXAMPLE I : Pharmaceutical
compositions for 1000 tablets each containing 100 mg
of active ingredient Compound of Example 1
.............................................. 10 g
Hydroxypropyl methyl cellulose
.................................. 10 g  



5 Wheat starch
.......................................................
.......... 15 g Lactose
.......................................................
................... 90 g  Magnesium stearate
.......................................................
. 2 g - 104- CLAIMS  I- Compounds of formula (1): Rb
:::Tx,  Re R R5 N z  wherein : 5 n represents an
integer of from I to 6 inclusive,  X represents an
oxygen atom or an NR6 group, Y represents a carbon atom
or a nitrogen atom, wherein when Y represents a
nitrogen  atom Rd is absent, Z represents a carbon atom
or a nitrogen atom, wherein when Z represents a
nitrogen  10 atom Re is absent, R1 and R2, which may be
identical or different, each independently of the other
represent a  hydrogen atom, a linear or branched
(Cl-C6)alkyl group or an aryl-(C1-C6)alkyl group  in
which the alkyl moiety may be linear or branched, R3
and R4, which may be identical or different, each
independently of the other represent a  15 hydrogen
atom or a linear or branched (Ci-C6)allcyl group, R5
represents a hydrogen atom, a linear or branched
(Ci-C6)alkyl, halogen, hydroxy, linear  or branched
(Ci-C6)alkoxy, cyano, nitro, linear or branched
(C2-C6)acyl, linear or  branched (Ci-C6)alkoxycarbonyl,
linear or branched (Ci-C6)trihaloallcyl or linear or
branched (C I -C6)trihaloalkoxy group, or an amino
group optionally substituted by one 



20 or two linear or branched (C1-C6)alkyl groups, or
represents an aryl or heteroaryl  group, R6 represents
a hydrogen atom, a linear or branched (Ci-C6)alkyl
group or an aryl- (Cr-C6)atkyl group in which the alkyl
moiety may be linear or branched, Ra, Rb. Re, Rd and
Re, which may be identical or different, each
independently of the - 105 others represent a hydrogen
atom, a linear or branched (Cr-C6)alkyl, halogen,
linear or  branched (Cj-C6)haloalkyl, hydroxy, linear
or branched (Ci-C6)alkoxy, linear or  branched
(Ci-C6)hydroxyalkyl, cyano, nitro, carboxy,
isothiocyanate, linear or  branched (C2-C6)acyl, linear
or branched (C3-C6)alkoxycarbonyl, linear or branched 5
(Ci-C6)trihaloalkyl, linear or branched
(C1-C6)trihaloalkoxy or linear or branched
(Ci-C6)alkylthio group, a (Ci-C6)alkylcarbonylamino
group in which the alkyl moiety  may be linear or
branched, a halo-(Ci-C6)allcylcarbonylamino group in
which the alkyl  moiety may be linear or branched, an
aminocarbonyl group, an amino group optionally
substituted by one or two linear or branched
(Ci-C6)alkyl groups, or a tetrazolyl group, 10 there
being understood by aryl group a phenyl, biphenyl,
naphthyl, dihydronaphthyl,  tetrahydronaphthyl, indanyl
or indenyl group, each of those groups being optionally
substituted by one or more identical or different
groups selected from halogen atoms, linear  or branched
(Ci-C6)alkyl, hydroxy, cyano, nitro, linear or branched
(Cr-C6)alkoxy, linear  or branched (C2-C-7)acyl, linear
or branched (Cj-C6)alkoxycarbonyl, linear or branched
15 (Cr-C6)trihaloalkyl and linear or branched
(Ci-C6)trihaloalkoxy groups and amino groups
optionally substituted by one or two linear or branched
(Cl-C6)alkyl groups, there being understood by
heteroaryl group an aromatic monocyclic system or a
bicyclic  system having from 5 to 12 chain members and
containing from one to three identical or  different
hetero atoms selected from oxygen, nitrogen and
sulphur, wherein one of the 20 rings, in the case of
the bicyclic system, has an aromatic character while
the other ring may  



be aromatic or partially hydrogenated, and wherein each
of those groups may optionally be  substituted by one
or more identical or different groups selected from the
substituents  defined above in the case of an aryl
group. 2- Compounds of formula (I) according to claim
1, characterised in that they are  25 compounds of
formula (I/A) : -106- Rb Re Ra R3  X R4  Rd (VA) N _R
Re I R N/ wherein RI, R2, R3, R1, R5, Ra, Rb, Re, Rd,
Re, X and n are as defined hereinbefore. 3- Compounds
of formula (1) according to claim 1, characterised in
that they are  compounds of formula (I/B) : Rb Ra R3
R4  X N-R (1/B)  Rd Re Rz  5 R5 N wherein Ri, R2, R3,
R, R5, Ra, Rb, Rd, Re, X and n are as defined
hereinbefore. 4- Compounds of formula (1) according to
claim 1, characterised in that they are  compounds of
formula (I/C) Rb  Rc Ra R3  



Ra  N C N_R ~)  Re R R5 N 10 wherein R1, R2, R3, R4,
R5, Ra, Rb, Re, Re, X and n are as defined
hereinbefore. 5- Compounds of formula (I) according to
claim 1, characterised in that n is an integer  having
the value 1, their enantiomers, diastereoisomers, and
also addition salts thereof with  a pharmaceutically
acceptable acid or base. -107- 6- Compounds of formula
(I) according to claim 1, characterised in that RI and
R2, which  may be identical or different, each
independently of the other represent a hydrogen atom or
a linear or branched (Ci-C6)alkyl group, their
enantiomers, diastereoisomers, and also  addition salts
thereof with a pharmaceutically acceptable acid or
base. 5 7- Compounds of formula (I) according to claim
1, characterised in that R3 and R4, which  may be
identical or different, each represent a hydrogen atom
or a methyl group, their  enantiomers.
diastereoisoniers, and also addition salts thereof with
a pharmaceutically  acceptable acid or base. 8-
Compounds of formula (1) according to claim 1,
characterised in that R5 represents a  10 hydrogen
atom, a halogen atom or a methyl group, their
enantiomers, diastereoisomers,  and also addition salts
thereof with a pharmaceutically acceptable acid or
base. 9- Compounds of formula (I) according to claim 1,
characterised in that R6 represents a  hydrogen atom or
a methyl group, their enantiomers, diastereoisomers,
and also addition  salts thereof with a
pharmaceutically acceptable acid or base. 15 10-
Compounds of formula (I) according to claim 1 which
are:  



[1-({[5-(3-methoxyphenyl)pyridin-3-yl]oxy}methyl)cyclop
ropyl]methylamine dihydro- chloride, [ 1-({
[6-chloro-5-(3-methoxyphenyl)pyridin-3-yl]oxy}methyl)cy
clopropyl]methylamine  dihydrochloride, 20 [1-({
[5-(4-methoxyphenyl)pyridin-3-yl]oxy}methyl)cyclopropyl
]methylamine  dihydrochloride, [1-({
[5-(4-chlorophenyl)pyridin-3-yl] oxy}
methyl)cyclopropyl]methylamine  hydrochloride, [1-({
[6-chloro-5-(4-fluorophenyl)pyridin-3-yl]oxy}methyl)cyc
lopropyl]methylamine  25 hydrochloride, {
1-[({6-ehloro-5-[4-(methylthio)phenyl]pyridin-3-yl}
oxy)methyl]cyclopropyl}- met ylamine dihydrochloride,
_108- [I -(f
[6-chloro-5-(3,5-dichlorophenyl)pyridin-3-yl]oxy}
methyl)cyclopropyl]methylamine  hydrochloride,
N-[3-(2-cliloro-5-{ [
1-(methylamino)cyclopropyl]methoxy}pyridin-3-yl)phenyl]
acetamide  hydrochoride, 5 ethyl
4-(2-chloro-5-{[1-(methylainino)cyclopropyl]methoxy}pyr
idin-3-yl)benzoate  dihydrochloride
4-(2-chloro-5-{[1-(methylatnino)cyclopropyl]methoxy}pyr
idin-3-yl)benzamide  hydrochloride,
4-(2-cliloro-5-{[1-(methylamino)cyclopropyl]methoxy}pyr
idin-3-yl)benzoic acid hydro- to chloride,
(1-{[(2-chloro-3,4'-bipyridin-5-yl)oxy]methyl}
cyclopropyl)methylamine dihydrochloride
{1-[({6-cliloro-5-[4-(2H-tetrazol-5-yl)phenyl]pyridin-3
-yl}oxy)methyl]cyclopropyl}- methylamine
dihydrochloride, 



[I -Q [5, 6-bis(4-chlorophenyl)pyri din-3 -yl] oxy }
methyl)cyclopropyl] methylamine  15 dihydrochloride, 5
-(4-aminophenyl)-6-methyl-N- { [1 -(methyl
amino)cyclopropyl]methyl }pyridin-3 -amuse
trihydrochloride, their enantiorners, diastereoisomers,
and also addition salts thereof with a pharmaceutically
acceptable acid or base. 20 11- Process for the
preparation of compounds of formula (I), characterised
in that there is  used as starting material a compound
of formula (I1) : R3  R4 (II)  N-R, Br XN;~f X R'  R 5
wherein R'2 represents a hydrogen atom, a methyl group
or a tert-butoxycarbonyl group  and RI, R3, R4, R5, X
and n are as defined for formula (I), which compounds
of formula  25 (II) are reacted with a compound of
formula (III) : -109- Rb Rc~ Ra  z 1 (III)  Rd1~Y W  Re
wherein W represents an -Sn(C4H9)3, -B(OH)2 or -B~ I
group, and Ra, 



Rb, Re, Rd, Re, Y and Z are as defined for formula (I),
in the presence of Pd(PPh3)4, in  basic medium, to
yield compounds of formula (IV) : Rb  Rem Ra 3  Z R 4
(IV)  X Rd~Y NCR  n  Re Rz  R_ N wherein R1, R'2, R3,
R4, R5, X, Y, Z, Ra, Rb, Re, Rd, Re and n are as
defined hereinbefore,  which compounds of formula (IV),
when R'2 represents a tert-butoxycarbonyl group, are
placed in the presence of hydrochloric acid to yield
compounds of formula (I/a), a  particular case of the
compounds of formula (I) Rb  Re,, Ra R3  Z R  I 4 (I/a)
RdY X N"R  H  Re R 5 N  10 wherein R1, R3, R4, R5, X,
Y, Z, Ra, Rb, Re, Rd, Re and n are as defined
hereinbefore,  which compounds of formula (I/a) are
reacted with a compound of formula (V) 



R"2 - L? (V) -110- wherein R"? represents a linear or
branched (Ci-C6)alkyl group or an aryl-(Cl-C6)alkyl
group in which the alkyl moiety may be linear or
branched, and L2 represents a leaving  group customary
in organic chemistry, in basic medium, to yield
compounds of  formula (I/b), a particular case of the
compounds of formula (I) : Rb  Rc,~ Ra 3 R4 (I/b)  Rd~Y
X NCR Re / R"z  R. N 5 wherein RI, R"2, R3, R4, R5, X,
Y, Z, Ra, Rb, Re, Rd, Re and n are as defined
hereinbefore,  the totality of the compounds of
formulae (I/a) and (1/b) constituting the totality of
the  compounds of the invention, which are purified,
where appropriate, according to  conventional
purification techniques, which may be separated into
their different isomers 10 according to a conventional
separation technique, and which are converted, where
appropriate, into addition salts thereof with a
pharmaceutically acceptable acid or base. 12-
Pharmaceutical compositions comprising as active
ingredient at least one compound  according to any one
of claims I to 10, alone or in combination with one or
more  pharmaceutically acceptable, inert, non-toxic
excipients or carriers. 15 13- Pharmaceutical
compositions according to claim 12 comprising at least
one active  ingredient according to any one of claims 1
to 10 for use as a specific nicotinic ligand of  a4(32
receptors. 14- Pharmaceutical compositions according to
claim 12 comprising at least one active  



ingredient according to any one of claims 1 to 10 for
use in the treatment of deficiencies of  20 memory
associated with cerebral ageing and with
neurodegen.erative diseases, and also for the treatment
of mood disorders, Tourette's syndrome,
attention-deficit hyperactivity  syndrome, tobacco
withdrawal and pain. - 111  15- Pharmaceutical
compositions according to claim 12 comprising at least
one active  ingredient according to any one of claims 1
to 10 for use in the treatment of deficiencies of
memory associated with Alzheimer's disease, Parkinson's
disease, Pick's disease,  Korsakoff's disease or
frontal lobe and subcortical dementias. 








