1 Derivatives of N Heterocyclyl nmethyl benzam des,

prepara- tion method thereof and application of sane

in therapeutics 5 The subject of the present

invention is N-heterocyclyl- nethyl benzam de
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in which
R represents a hydrogen atom or a vinyl group;
n represents 0 or 1 or 2 when R represents a hydrogen

15 atom and n represents 1 when R represents a vinyl
group;

X represents a group of formula CH or a nitrogen atom
when R represents a hydrogen atom and X represents a
group of formula CH when R represents a vinyl group;

20 R, represents either a phenyl or naphthyl group
optionally substituted with one or more substituents
chosen from halogen atoms, linear or branched (C;-
Cs)alkyl, hydroxyl and (C1-Cg)alkoxy groups, the
trifluoromethyl group, or a cyclohexyl group, or a

25  heterocaryl group chosen from the thienyl, pyridinyl,
oxazolyl, furanyl, thiazolyl, quinolinyl, and



cyano groups or a group of general fornula -NR4AR5,
S2NR4R5, - SA2- -502-phenyl, -CONRAR5, -COOR,, -CO
(C1-C6) al kyl, -CO phenyl, -NHCOR8, -NHSQ2- (Cl-C6) -
al kyl, -NHSQ2- phenyl and - NHSO2ZNR4R5 or a group of 10
formul a - OCF20 attached at the 2- and 3-positions of

thequmemdlgtphmrcMmgroups (d-Co6) al kyl, (C1 Co6) .
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with the nitrogen atom bearing them a pyrrolidine ring,
a piperidine ring or a morpholine ring;
R¢ represents a hydrogen atom, a halogen atom, a
trifluoromethyl group, a cyano group, a hydroxyl group,
25 a mercapto group, a (Cl—cs)alkyl or (C;-Cg)alkoxy group;
R; represents a hydrogen atom or a (C;-C¢)alkyl group
optionally substituted with one or more groups R;, or a
phenyl group optionally substituted with a group Rs;
Rs represents a (C1-Cs)alkyl group optionally
30 substituted with one or more groups R;, or a (Ci-
Ce¢)alkoxy  group, or a phenyl group optionally
substituted with a group Rs. '

Among the compounds of general formula (I), a number of
35 subgroups of preferred compounds can be distinguished:

group 1l: compounds of threo configuration and of
general formula (I) in which n represents 0 or 1;



5 represents a hydrogen atom group 4: conpounds of

group 3 in whose fornmula n represents 1; 10 group 5:
compounds according to group 4 in whose formula Rl
represents an optionally substituted phenyl group.
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addj.t ] s,with acids. Such addition salts form
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including the " racemic mixtures,” form part of the
invention.

20 More particularly, the compounds of formula (I), for

which R = H, can exist in the form of threo ((18,25)
and (1R,2R)) or erythro ((18,2R) and (1R, 25))
diastereocisomers or of pure enantiomers or as a mixture
of such isomers.

25

The compounds of formula (I) can exist in the form of
bases or of addition salts with acids. Such addition
salts form part of the invention.

These salts are advantageously prepared with

30 pharmaceutically acceptable acids, but the salts of

other acids useful, for example, for the purification
or isolation of the compounds of formula (I) also form
part of the invention. The compounds of formula (I) can
also exist in the form of hydrates or sclvates, namely

35 in the form of associations or combinations with one or

more molecules of water or with a solvent. Such

hydrates and solvates also form part of the invention.

The compounds of the invention exhibit a particular



5 a nmethod illustrated by schenme 1 which foll ows.

Scheme 1 YO (IIl1) RXR2H)n I (1) R NNH (1)

10 According to schene 1, a dianmine of general fornula

(1) , inwhich n, X, Rand Rl _ are as defined above,

is coupled with an activated dcid or an acid chloride

of 2 8ePe! f%féml QREEEE)J.C' n X‘Hflflgltfyofspr Nt$nd glycine
|l eaving g suc en atom and R27I'S as
deftmsmr*a%%eglﬁgi ngnﬁéPﬁogngaovm to persons

skilled in the art. The dlan1nes of general formul a
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abo %@P%ﬂﬁ?eﬁsr sansyalzéom%@ho‘& i M5 theatRieRared by
5sChene 2hodli Ch1Gist tavsd Bgheohere XtHéhicR £4CTHREN

(1) RLNON OCH2C6H5 (I1V) {v) 25 The ketone of

general formula (1V), in which n, Xand RL are as

defi ned above, is reacted wthebenkyl oxy - 5

hydr oxyl am ne hydrochloride, at the ref |ux

tenperature of pyridine, in order ¥ ain the oxine

of general formula (V). The two forns| z and E of the

oxi me may be separated according to nethods kKndidn to
persons skilled 5 in the agt such a mat ogr aphy on

a silica gel colum. ’/2(/
% HZ )n
R, N
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10 According to scheme 1, a diamine of general formula
(I1), in which n, X, R and R, are as defined above, is
coupled with an activated acid or an acid chloride of
general formula (III) in which Y represents a leaving
group, such as a halogen atom, and R, is as defined
15 above, using methods known to persons skilled in the
art.

The diamines of general formula (II), in which R = H
and n, X and R; are as defined above, may be prepared by
20 a method illustrated by scheme 2 which follows.

Scheme 2
%é( Hzn-—-—-——b- \(Ify HZ — (II)
“OCH,C H,
(IV) ' {v)

25 The ketone of general formula (IV), in which n, X and R,
are as defined above, is reacted with benzyloxy-



The oxime (V), preferably in the Z hydrochloride form
is then reduced at the ref lux tenperature of 10
tetrahydrofuran with [ithium al um num hydride to give
the predom nantly threo-diam ne of general formnula
(I'l) . By reducing the E forrm of the oxinme of gener al

for .a diam ne. (-11), mxture_is abt |ned i n
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forml a Ich Rand Rl ar ef i ned above,
n F@l‘é'ﬁmal to 1l and Xis a CH, is illustrated by the
schenme 3 which follows. 25 Scheme 3 RR X CH2)n s
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(1) yrrgorresponding to the enantiomers (1R 2R) or

(1S,2S) of the threo-diastereoisoner, and to the
enaBYi sFEMEing) $NER)E ofoympofsfher oMime of general formula

gryt(by 0- @i ;ﬁta@crlg@ SONEy ,mﬁﬂuﬁeahﬁoobga@_ﬁ_b@h red id hesrm of
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190, EBPEREe AR GUEaoER POTSE Sgr ARG/ BRREEROAN a chiral
col he, oerftheothe ahdral threoediastereoisomers may be
separated according to methods known to persons skilled

in the art such as chromatography on a silica gel

column.
20
Another variant preparation of the diamines of general
formula (II), in which R and R, are as defined above, n
is equal to 1 and X is a CH, is illustrated by the
scheme 3 which follows.
25
Scheme 3
R R

o

(VI) (IT)

The alcohols of general formula (VI) are converted to
30 amines by a Mitsunobu reaction according to the method

described in Bull. Soc. Chim. Belg. (106), 1997, 77-84

and in Tetrahedron: Asymmetry, (6), 1995, 1695-1702.



obt ai ned either by resolving the racem c am ne of
general fornmula (lI1), by the use of a chiral acid,
such 10 as tartaric acid, canphorsul fonic acid,

di benzoyl - tartaric acid, N-acetylleucine, by
fractional and preferential'?é%rystallization of a

di a LSO t fromas vent of th coh
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on the ethyl” ester of 2-quinuclidinic acid

acgg?anngBma Ret Fod vent | &L ¢ &hQEuﬁ1QR§R}|kﬁ%P$n Jjor by
hkden&hﬂﬂgselaaﬁlvﬁSFﬁ&%%eéﬂsbgroﬁﬂdﬁﬂeﬁ?tﬂfﬁth%r threo-
or respondi ohol, obt ai various_ nethod

1o EREPT et U8y g eE bt G 1A Ghr ey described
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such as nanganese e or t oxal

di nkPRYt BUPPORBEE - syt &fpe rasmeﬂmr@)ﬁblzseme@%rﬁ@a& vinyl
f or gebap( ¥hi @}Yréi:&@saﬁtsoﬁt %jdl%l%y’ledj% t@ﬁ‘e diamine

corr?spondl t one eneral formul a (I under
2%ond Uﬁﬁﬂ?Qéi) orgu @rs BRY| ked PRePAEedr @ccording to

scheme 3 using the corresponding commercially available
chiral alcchols.

The racemic ketone of general formula (IV) may be

25 prepared either by deprotonation of an activated
complex of the bridged cyclic amines and reaction with
an electrophile, such as an ester or a Weinreb amide,
according to a method similar to that described in
Chem. Commun., 1999, 1927-1928, or by reaction of an

30 organometallic <compound on the ethyl ester of
2-quinuclidinic acid, according to a method similar to
that described in J. Med. Chem., 1980, 180-184, or by
oxidation of the corresponding alcohol obtained by
various methods similar to those described in J. Org.

35 Chem., 50, 1985, 29-31 and Chem. Comm., 1999, 1927-1929
with oxidizing agents known to persons skilled in the
art such as manganese dioxide or the oxalyl chloride-
dimethyl sulfoxide system.



5 The acids and acid chlorides of general formula
(I11) are comercially avail able or are prepared by
anal ogy wth nethods known to persons skilled in the
art. 10 For exanpl e,

4 am no- 3-chl or o- 5- trlfluoronethylbenzoic acid may be

d - 5.
tr| aLgr ﬁ%?%?*%éh@ gﬁ%%%ﬁaaﬁtﬁégﬁ?fﬁryfv£%ldT?%e §fso be
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2, 8o Bhedrbn3the | aFor omet hyl benzoi ¢ acid may be
sprepared by nmethods simlar to those described in US

3,823,134. 20 The benzoic_acids derived from
sul FohaRrdes Aff nRC1P r€%‘%P§éd§€ccﬁﬁjiﬁ§n?Baﬁetfl%H§ﬂa {III)

Si natar cbmbliaaallqewabmbi@ pat eities PEep48646dy analogy
BE- 62%41 58957, US-3112337 ﬁéglszg

US- %D BTt hoRs 6398 tRAPBRT0BS Sh1ERES38B7ERe art-

DE- 2734270, and in J. Pharn1 Pharmacol . (1962), 14,

67 5. ta- 1§ | at 405] |
100b?%c|§% e OeJaﬂ@%i;Eé, & [ébn%.g?one q'gyoro thjﬂtt% orXetkhylbenzo:.c
deszeidednan e Cmmaasad be) , cblgssylatien acnﬂ i4ramino-5-

patepf 51 4SSk BhAG el 938966w1EB Q66441 Ihloride in a

Chl orosul fonyl at1on at tﬁe ortho or pars poOsition nay
be alPTRabed SPAVERRg SHth 28 dFRIBRPERTSl fccording to a

acc:aéﬂhmsstmiaa&et&wdtahm |c'r'tfsdJ:Q'LHérﬁ':1t ifegaidegch.l N"Forsch. ,
pat -3 | 4- apino- 3- chl orobenzoi ¢ aci d.

?ﬂe 3 ?fogggg%gsm%%gso%?Z%hed by the reaction of

the chl orosul fonyl ated derivatives in the presence of

an ﬁyd ; %1?93;1'8”} n@fﬁ.flecf?!négﬂ%lﬁgﬁgo?é cid . may be

tetr ur an ature or under ref )
| uxpreparedheby ecneihegs susiohhat debo nathoee rre@ﬁ%qﬂa%}é%ld in

accgE ds Ngr3, 134.

20
The benzoic acids derived from sulfonamides may be
prepared according to methods similar to those
described in patents DE-2436263, BE-620741, DE-1158557,
US-3112337, GB-915259, US-3203987, DE-642758, EP-68700,

25 FR-2396757, DE-2734270, and in J. Pharm. Pharmacol.
(1962), 14, 679-685. The meta-chlorosulfonylated acids
may be obtained according to a method similar to those
described in J. Chem. Soc. (C), (1968), 13, and in
patents US-2273444, DE-19929076, EP-0556674.

30
Chlorosulfonylation at the ortho or para position may
be carried out starting with a diazonium salt according
to a method similar to that described in patent
US-3663615 with 4-amino-3-chlorobenzoic acid.

35

The sulfonamides are obtained by the reaction of the
chlorosulfonylated derivatives in the presence of an
excess of amine in a solvent such as tetrahydrofuran,

at room temperature or under reflux.



to a nethod simlar to that described in patent
BE-620741. The primary sul fonam des may be reacted
with 5 an I socyanate, in a solvent such as
tetrahydrofuran, in the presence of a base such as
pot assi um car bonate. Sone sul f®xi de derivatives of
benzoic acids are described in patents DE-2056912,
DE- 2901170 and US-3953476 or nmy be obtai ned by '
net fhes seicondaryt Ul dimesbdelestaybéet inmetdatlted according

BE- 25 5 1) .
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=l k¥h %Bl&l}angﬂé ben 15 JyeRAHE L A9r Ui g fon 6{@%@9%@, in
sim]ar to“that descrl bed 1 n patent US-487942 din

SyntheetRregemus) of478- bage afuch. akdPotR&miYRoeaybonate.
21_4, séQ8|5- P& o ggagewae%esgerdﬁ/at géﬁﬁoﬁ)fz tfaﬁ:hids are
i phenyl . e Np e prepared according_to s
knoaﬁsf\éﬁléégsonﬁ}‘/ sEIBYS n s 28702 I nal P%;Z{gﬁél%

car berybaBedsbenz omay abeds:bmrtmiswt hestliets similar to
ccpyrdi Lng S S|ml h scrl

Ogatlgir%l é%%g’g %g BE ﬁzssg Chen gnarm
Bu|Ehem(1988?;)36§§x;)3462734e$73nd 25 J. Labell ed

Conpd. Radi opharm, (1997), 39(6), 501-508. The

esters or ami des may be introduced by di rect

car BBRy PeriZed cwiddid derdratbuee of afrerala HREMIdN (III),

of thewiticth RNUEEpidCesOadial iRMEIRSTI abkedli Brod®, may be

oL Reden Lot o, (2000) | b ol o el gesribea
heathngaz emal Mmmnamﬂcmmsjanr Testtter (1996he 473-474
-t Olsa e;gﬁ% 2%69 dey 42 i%%g-&%bsOf the 35

tetraki strip I'né élladlum ype, i'n a sol vent
of t he tetrahydrofuran type, according to a nethod

mﬂélgggeg'xgtcﬁ% £esg" ihed vy 31%50& heMy i G Q.Zype may

Q her. acids and acid chlorides of
2fgenb|aa| PFSP#‘HPQ (RFFPradRg bECobMaFRedSackBPHPngtPo Persons

met Brag1sami@rthe =Rese Finally, the carbonylated benzoic
acids may be sgynthesized according to methods similar

to those described in patents US-3725417 and GB-913100

and in Chem. Pharm. Bull., (1988), 36(9), 3462-3467 and

25 J. Labelled Compd. Radiopharm., (1997), 39(6), 501-508.

The esters or amides may be introduced by direct

carbonylation with a strong base at the para position

of the acid, under the conditions described in
30 Tetrahedron Lett., (2000}, 41, 3157-3160.

Finally, the cyano derivatives of benzoic acids are
obtained by heating a halogenated benzoic acid or ester
in the presence of potassium cyanide, a catalyst of the

35 tetrakistriphenylphosphinepalladium type, in a solvent
of the tetrahydrofuran type, according to a method
similar to that described in J. Org. Chem. (1967) 62,
25, B634-8639.



descri bed in patents EP-0556672, US-3801636 and in J.
Chem Soc., (1927), 25, Chem Pharm Bull., (1992), 5
1789- 1792, Aust. J. Chem, (1984), 1938-1950 and

J.O C., 1980), 527. The exanpl s which follow
|Ilustrate the preparation of “a few conpounds of the

| nvePLieNaclle ShATERLY QA0 yas o PIEL R4 Rir11)

spectra, the
conmaY mbleh@]%tt&mdlr ascandinge tcermethoder semp&art itas those

of ghe-£opRQUNGS ﬁ&’é@:&@@dﬂpmgs%%’%efsusfﬁl%&féfé’ bAd in J.

brackets in the headings of 15 the exanple

cor Fe&RonFI%: ¢hd§@28ﬂrth@sbstc%%munﬂ”EFmTth@uﬂ&bhe {1992},

=i vwsbawgz |nAU&Q: names ofnéhe, conpognds. thegasfto and
ér é he word, and'the dash 11 - 11 only
serGe For %B Pl 20 at the end of aline; it is

deleted in the absence of splitting, and shoul d not be
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(2) o8- P atsiEixab] ZGlummc confiiqmph&Rgl ) REFHEREKES and  the

O benzit oxina®iBygheeRk ek 88 2hd BomPodRdEMBbtadhed.
1-azabi cycl o[ 2. 2. 2] oct-2- yl (phenyl ) net hanone (Chem

Comun., 1999, 1927-1928) 35 and 3 g (18.69 mmol) of
ben'rlgxéoxmw:m(yhﬁm.aaté&drmhbﬁai:kletisn i%0 theotheadings of

yr |ne ar e |ntroduced into 0 o] bodet
I a{é e l:fi SWI ‘f%r]ﬁ%%%%?cltictosttl]t}r ng, of légl%t £ o&)elqmn of
nlxtheetablheaueanuhGEﬁrref lux for 20 h. - 10 After

evaporation of the solvents under reduced pressure,

the residue is diluted wwth water and chlorofor t he

aquéBu§hphasmess afepahat eamranadss thes daaty dot' egttl%rﬂfn part

CE' @fof:ﬁsn‘woéfit e"an\ﬂastmdé’lgiéélﬁl'combrﬂﬁﬂ s&F@88i for splitting
OD aggsther ye!nn o%/er ignlel',lmlstu :]:_sat Sefeted in the abgence of
splitting, and should not be replaced either by a

normal dash or by a gap.

25 Example 1 (compound No. 3)

threo-2-Chloro-N-[(l-azabicyclo[2.2.2]oct-2-yl)phenyl-
methyl] -3-trifluoromethylbenzamide hydrochloride 1:1

30 1.1. (Z2)-1-Azabicyclo[2.2.2]oct-2-yl (phenyl)methanone
O-benzyloxime hydrochloride

2.2 g (9.35 mmel) of l-azabicyclo[2.2.2]oct-2-
vl (phenyl)methanone (Chem. Commun., 1999, 1927-1928)

35 and 3 g {18.65 mmol) of benzyloxyhydroxylamine
hydrochloride in 50 ml of pyridine are introduced into
a 100 ml round-bottomed flask equipped with magnetic
stirring, and the mixture is heated under reflux for
20 h.



evaporation of the solvent under reduced pressure, the
residue is purified by chromatography on a silica ge
colum, eluting with a m xture of chloroformand 10

met hanol . There are obtai ned 018 of a fraction
corresponding to

(E)-1-azabicycl o[ 2. 2. 2. ] oct-2-yl (phenyl ) net hanone

O benzyl oxime and 2.25 g of another fraction 15

cor Réspandigkprr AN - agdbi fed o] 202venkect under reduced
{ggﬁgggghk@st hamene Qdeagy! oxkmeghydieen! ofidf Mfer ana
t hr EB1PTOALERY c %[ 2TYeus oBhagey |ipheappryated, and it is
gret bytlapteea Jw:B:l'g cBio2drownl.) fcdq t BhHR% AFUNHHE Meombined
hydride iin s ension jn .10 m of tetrahydrofur re

pl aBEd3PACa il thf%%”ﬁgkkeavFFasks iPBped Ua&Pﬁ and
nagaeaporaﬁlshlmﬁruhmndelvenﬂlUhdgennﬁdntﬂﬂuﬁﬁhséhﬁb the

() 2eR 30087 &, Bt 5190 B, TSRS e Al gt 12 gel

o beﬁ?symnm melhgdngchwdrtide aar emadneobl reporthbosoform  and
1dhemEEﬁBH5E is heated under ref lux for 2 h. 30 After

cool i ng, e solution is hydrolyzed at 0OC with

successively 1.3 m of water and then 1.3 m of

aqueRdfe S0di WhtAydeexiode 3 géaf‘ﬂa&ﬂom c@fré‘@é@ﬁdlng to

The et er ogeneou xture 1s filt

{he (81 1 erSRBRRRE pTean: Pad EGtaRTHT. (PEATYAI T EESLERE
ando3behbghokhmer esadde i 2.dEl ut gd mofh 1Ahother fraction
yd 1d andg chloro or L ¢, phase a

é1 é%gg%§%bgdgﬁé t he q%lqueousi%Lase b %g??ég%'gigh]OCt 2
aquﬁblﬁﬁhawﬂmmathanong Oebtenao’tl@etlm be*dwbphloride

chl qrgf on g5 _Abyeg washing the conbined organic

phases, drying over sodiumsulfate and - 11

evaporating the solvent under reduced pressure, 1.25 g

of thpeothteazdhi-pyabekzcioda).och-, Zo)tlt(—nhwxbh@tynyl—]

25”“ ne are gg ihned in the formof an oil which
crystal | "ZE§Yan8™WAFch is used as it is in the next 5
st ep.

1.3 g (34.32 mmol) of 1lithium aluminum hydride in
suspension in 10 ml of tetrahydrofuran are placed in a
250 ml three-necked flask equipped with magnetic
25 stirring under a nitrogen atmosphere, 2.2 g (6.16 mmol)
of (Z)-1l-azabicyclo[2.2.2.}oct-2-y]1 {(phenyl)methanone
O-benzyloxime hydrochloride are added in portions and

the mixture is heated under reflux for 2 h.

30 After cooling, the solution is hydrolyzed at 0°C with
successively 1.3 ml of water and then 1.3 ml of adgueocus
sodium hydroxide at 15% and 3.9 ml of water. The
heterogeneous mixture is filtered on Celite®, the
filtrate is concentrated under reduced pressure and

35 then the residue is diluted with 1N hydrochloric acid
and chloroform. The organic phase is separated and the
aqueous phase is basified with aqueous ammonia. It is
extracted twice with chloroform. After washing the
combined organic phases, drying over sodium sulfate and



Mel ting point: 120-140C 1.3.

threo-2-Chl oro-N-[(1-azabicyclo[2.2.2]oct-2-yl)- 10
phenyl met hyl ]-3-trifl uoromet hyl benzam de
hydrochloride 1:1 0.51 g (2.12 Ennl) of

2-chl or o- 3- trifluoronethylbenz%"' acid chloride in

sol ced in 0]
?gﬁggr%Elﬁg IasxpeqU|ppe%rmfFauﬁﬁanéFefsure' 1.25 g
st i PFi ngshyert He-cpwyecrml@fz 02 29. hoct 22 491 (piédydf methyl] -

pot agshem a@éboaﬁtslﬁédocarﬁnc&r% SUM T U OTaD- 4258 which
of threo-[1l-azabicyclo-

[2. %?lé.s‘f%ﬁlﬁem @tenyi Bt By ]laﬁeﬁe dsn &bl dis obnj thEO next
5% nktep.chloroformis poured in and the mxture is

stirred at roomtenperature for 6 h. After hydrolyzing
with water and diluting with chloroform the aqueous
phadelt sngepaiat ed120d140°Cs 25 extracted with

chl oroform After washing the conbi ned organi c phases,
drying over sodium sulfate and evaporating the

sol Yeht undep-2editedopNefslirazabheycledbdre2]sct-2-y1) -

lopurlfledpﬁunffﬁﬁgngPrﬁp ¥i uéréhéﬁﬁ lgghéﬁﬁghghano

eluting with a ure o oro orm

0.18 g JFYEROSRI9rpfedlet |s obtai ned. The latter is

dissolved in a fewmn of propan-2-ol, 6 n1 of a O 1IN

hyd I ori id sqolution in _propan- are added

and‘st >£? ?g g&né’én&r'eﬁ lffhd%rt §5E]r‘-§b‘iﬂf%thylbenz°1c

pre@csideqhdomm t.n reclcei dhe ivol Bmambf dfhechloroform is
1530 t upati of . h hl ori.de is

TRy sorared 0 he Tund 3ot at FREf, ey ipbed” witn
poumﬁgn@hsvczagd;lrrlm,- Etanpl ehe ( cqucmmtcél\looﬂ) 0.29 g
threp-2a G )hl 0(5? '\?Bﬁlsaiﬁm' C}ﬁgkgb%a%ez] Qet - ?0 and a

yl) enyjneth I T1 uoroneth enzamn de
d{‘) Rn d‘é 14@ G (93 3mm |pfofthreo [1 azablcyclo—

2 6ri z)d lorcsus-rsh«r)gi tp&@%@ﬁﬂrhé(ﬂ:hybﬁékﬁphé agird, Loi8¢ifn in
20(1 59’ 8mlrm%f) O}filoxoitzor% elnsz O_poured in and the mixture is
stirred at room temperature for 6 h.

After hydrolyzing with water and diluting with

chloroform, the aqueous phase is separated and it is
25 extracted with chloroform. After washing the combined

organic phases, drying over sodium sulfate and

evaporating the solvent under reduced pressure, the

residue is purified by chromatography on a silica gel

column, eluting with a mixture of chloroform and
30 methanol. 0.18 g of an oily product is obtained.

The latter is dissolved in a few ml of propan-2-ol,

6 ml of a 0.1N hydrochloric acid solution in propan-2-

ol are added and the mixture is concentrated under
35 reduced pressure in order to reduce the volume of the

solvent. After trituration, 0.15 g of hydrochloride is

finally isclated in the form of a solid.

Melting point: 257-262°C.



triazole, 0.264 g (1.38 mml) of 1-[3-(di nethyl am no)
10 propyl]-3-ethyl carbodiimde hydrochloride in
solution in 7 m of chloroformare introduced into a
100 M round-bottomed fl ask eg;Ji pped with magnetic
stirring, and the mxture is 4rred at room

te rat ure o 30 m Sg(l 38 mmol ) of
rr%e phe oﬁ“?@l\?]o

yI(phenyI)mathyI]amne in sol utlon in5nl of

chl [ t I4r oom
ten%h?faet%?e ey G T oo B el il o
and ydi)Ineinyy meitihty 1 c‘rﬂ'd?@fﬂrunrqwl’aqlm midse is
sepapiRtANt-ide 1151 extracted with chloroform After
washi'ng the conbined organi ¢ phases, drying over

sodi um sul fate and 25 evaporating the sol vent under

rﬁdtm@?; pges%ur:fa fnhal)rasfdule 6i- allréwlbfﬁoeld ?Y::Lfluoromethyl-

chromat ogr aphy .an a silica gel_ colum,_elu

3r° cRCdCot oPmt8Rd Imethaddl . ™EPRy g’gof %é(ﬁr&i’qy;enzo'
prodn:totachsla),btml 2@4l. g301TIe Imhdey o8 dI~S[SGIM&d1eItEuyaam1no)—
ew pro Q. of .a 1 drochl.oric .

1507 Promiadl o A rnedifiad sl | Sotution
m xtigy e7i sﬂkonéemhh@wfmdemrer eduteddpceéswrrszo na 100 ml

ord JpAducedde Y€
tri t%rlj)r&gﬁ on, 0, ?:45&] EY?EE droc Ef%%‘ dgﬂllts %%glﬁ { stirring,
i solaltdedthR t‘HéXFBF?n o¥s a8§dmr@d Vett | ﬁ@orpomﬁmperature for
2703d733in. Exanple 3 (conmpound No. 14) - 13 -

- Chl oro-N-(Ba, 9S) ci nchonan-9-yl)-3-trifluoronethyl -

enzam de hydrochloride 2:1 3. 1.
Ba @Sadgpchmnas- Senardi )neof 5 thréd-d 1-Azabiwgiclod2.2.2. Joct-2-

%%&qghen%ﬁ] an'(lcn nchg_nl di g%hu%ggno' 739.ng (g’ ml of

chloroform is added and the mixture ig stirred at room

1

temperature overnight.
20
After  hydrolyzing with water and diluting with
chloroform, the agqueous phase is separated and it is
extracted with chloroform. After washing the combined
organic phases, drying over sodium sulfate and
25 evaporating the solvent under reduced pressure, the
residue is purified by chromatography on a silica gel
column, eluting with a mixture of chloroform and

methanol. 0.37 g of an oily product is obtained.

30 The latter is dissoclved in a few ml of propan-2-ol,
20 ml of a 0.1N hydrochloric acid sclution in propan-2-
ol are added and the mixture is concentrated under
reduced pressure in order to reduce the volume of the
gsolvent. After trituration, 0.35 g of hydrochloride is
35 finally isolated in the form of a solid.
Melting point: 270-273°C.

Example 3 (compound No. 14}



phosphine in suspension in 15 m of tetrahydrofuran

are introduced into a 100 m three-necked flask

equi pped 10 with magnetic stirring, under a nitrogen

at nosphere, and 3.5 m of a 0,9 Msolution of
hydrazoic acid in benzene (3 Hro'r) are added. A
solytion of 0. 2.75 mol) o .

a1 Loshlafoctl: Bl b GEnFRORAR-hr V80 -3¢ s ShyarorarNL-
I s beeamidet hydrsohlbrodedropwi se and 15 the mi xture
Is heated at 40C for 16 h. 0.65 g (2.5 mol ) of

tri phenyl phosphine is added and the mxture is

sti3rkd Bar98oCinahofas-Atavineater is added and the
sstirring is resunmed for 6 h. 20 The mi xture is

hydrol yzed with IN hydrochloric acid and diluted wth
chiBrdto¥m ThelZoghe®nslbhase ief basifi&@ SBi¢inchonan-9-ol

aqU@@yﬁcHEHp&iﬁe and drdd | spexbr gct eth sexST Rl b'fm?strl%henyl-
hléChl ofroform After washing’the corﬂnf&bl ned ola?(?m
phag SP]EJW? nyLoFEPPERELEM J0 Fe‘?t &l W are
sol irttodnded rietieced EBSmMie, tkﬂrég—:geﬂte@n falaantgeequlpped
1ocol of Qi l nes,C obt %'tri%g: cI:lont ai n| ng 83, %S C|onchon OS here
ani e WhiteIr s Used eradeirn ltuﬁe ext tlgﬁ 936 FNOFP ’
2- Gih@r 3-.1% (8h, 9$- ;i n6h&nah- 8oyliyidnt raff | bpdvarohe acid in

yl drachlori.de 2 corgi ng i had
deggrlggfgl m%x“gﬁ ) %% géarétal ng ﬁ Lg:zgcg‘? %?t g 55 ml
nmok3 - 8% BBOBE- ¢ ch‘éhbﬂolgrogzlgﬂrh@dlgmgdeg %13 1.5 ml of

miét§£h§d98f9£9n3ﬂsf idddey opt BMhsb%MQﬂt‘io%C@:opws.se and
chI o%l de, and | um

car ﬁaT%XtBrgéﬁs hé?tﬁglan4bB Fﬁg is

di ssolved in 30 ni of IN hydrochlorlc aC|d The

aqugo a S Jhac d I nd; t h

theglﬁ§ gglign% 'S e ap%?atg%&%ﬁ%gl Hgﬁér%%s%@ged and
0. 26hg mﬂ-xthly-'@rd@l@tlﬁeedsfohus'i%mlahne@ 5nmflhe;>ff ofaner is

of ad§§ sndsehédCngkahag1|0kegumé§5f%95§ nlalb25 =

The mixture is hydrolyzed with 1N hydrochloriec acid and
diluted with chloroform. The aqueous phase is basified
with aqueous ammonia and it is extracted several times
with chloroform. After washing the combined organic

25 phases, drying over sodium sulfate and evaporating the
solvent under reduced pressure, 0.97 g of an orange-
colored oil is obtained containing B8a, 95-cinchonan-9-
amine which is used c¢rude in the next step.

30 3.2. 2-Chloro-N-(8a,95-cinchonan-9-yl)-3-trifluorometh-
yvlbenzamide hydrochloride 2:1

According to the method described in Example 1.3,
starting with 0.97 g (3.3 mmol) of 8a,9S-cinchonan-39-
35 amine, 0.84 g {3.4 mmol) of 2-chloro-3-trifluoromethyl-
benzoic acid chloride and 0.5 g (3.63 mmol) of
potassium carbonate, 0.360 g of oil is obtained which
is dissolved in 30 ml of 1N hydrochloric acid. The
aqueous phase is extracted with chloroform and then the



Exanpl e 4 (conpound No. 17)
2,6-Dichloro-N-[(1S)-[(2S)(1-azabicyclo[2.2.2]oct-2-
yl ) phenyl met hyl ]-3-(trifl uoromethyl)benzam de hydro-
10 chloride 1:1 4.1

(13) [ (2S) - 1- Azabi cycl o 2. 2. 2. }6ct- 2-yI (phenyl ) -

Ty BYLY8HL D5 Db BELAE o) Bt Gldlibct? JTBIduld. 0.26 g of

azabi cyc
yI(bhénytpherh§blamlﬂhwﬁeoUtasnédedmrtHéOfurmobf a white
et hggplg A solution of 6.52 g (43.45 mmol) of

D-tartaric acid in solution in 20Q nml of ethanol is
pou¥eHting PPiBE:el8por8bPRy tAdoSokveRt 4uigeP - P8GucMgCH) -
520 pressure the residue is placed in 500 m of a

sol ution t hanol and of ter (9/1) and then
heaE’éa_BL&_ﬁ (8PTRSIBR BR-i 370bt ai ned.” After 3

successive recrystal lizations, 5.39 g of

{25 5 ORketo R TS 6F ) L2R) (L arpaRiBYELPaPe2hraE-2-

25 pbi pheeglméthyl hg3pdtnt f1025ctha5Ry1) bpnXafGde - 46. Hydro-

10(0695%ﬁ1"orogr§%[(15) ((2S) (1- azabi cycl o[ 2. 2. 2] oct - 30
2-yl)phenyl methyl]-3-(trifluoromnethyl)benzam de

hydioﬁhl@isﬂe[12§)313§ngﬁé§cgg[§”§lb 9bct -2- yl(phenyl)-
2, 6-di chl oro-3-( rifluoro- methyl)benzoic acid

chl ori de™PRI¥S] 8PiBR PAtaBLEALEF 35 chioroform are
placed |n a 100 m round-bottoned flask equi pped with

' h f 3,2
Lol fob pacadd OMeLdr Boneri e bt ~a ko€l dit o beet-2-
2. 6yy{(pheng2) mabhyldamins) - pf2S) dissolved in 150 ml of
aza0l FAALP(2- 2 2. dORle oyl | (BRONY SR IY! ] A0k dmo1)  of

(obtai ned by I cat1on o the sa escrib
4. 1D- taﬁtam@d gaidkxipacdebiiom 48 B9Onmln @b gthegmel is

chl gheieaMins Raad é@aﬂ@ﬂaﬁhﬁgnhﬁEu%%ﬂﬁéﬁﬂ'ﬁﬂdgkfﬁeduced
room tenperature for 6

20 pressure, the re81due 1s placed in 500 ml of a solution
of ethanol and of water (2/1) and then heated until
dissclution is obtained. After 3 successive
recrystallizations, 5.39 g of (18)-[(28)-1-azabicyclo-
[2.2.2.]0ct-2-y]1 (phenyl)methyl] amine D-tartrate are

25 obtained.
Melting point: 125-135°C.

[a]p?® = -46.1 (c=0.616; MeOH).

4.2. 2,6-Dichloro-N-[{(158)-[(28) (1-azabicyclo[2.2.2]oct-
30 2-yl)phenylmethyl] -3- (trifluoromethyl)benzamide
hydrochloride 1:1

3.33 g (12.02 mmol) of 2,6-dichloro-3-(trifluocro-
methyl)benzoic acid chloride in solution in 30 ml of
35 chloroform are placed in a 100 ml round-bottomed flask
equipped with magnetic stirring in the presence of
1.82 g (13.22 mmol) of potassium carbonate at 0°C, and
a solution of 2.6 g (12.02 mmol) of (18)-[(28)-1-
azabicyclo[2.2.2.]oct-2-yl (phenyl)methyl] amine



After hydrolyzing with water and diluting with

chl oroform the aqueous phase is separated and it is
extracted with chloroform After washing the conbined
organi ¢ phases, drying over sodium sulfate and 10
evapor ating the sol vent under TRduced pressure, the

res f t.agraph a,.silica
o [ HeaL e el 20, PYCEDUBILOLARTL 0 AR 4.1,
met fakipwed. 4by oexanagmynproduct selatdbmai ied. 4015 ml of

Thecl‘l?&f@fof:rﬁ disghMesl | fhashaWiie %1)@%&%0&@ Btirred at

a solution_of ether saturated wt
hydﬁ%@ﬁlEﬁWEﬁ%@?@F%{%Dﬁd@eﬁ, and the nixture is
sconcent rat ed under reduced pressure. The residue is 20
regmgstalllzed f.rom et hyl acetate.

CLgZ LY (zs}hu%faﬂcya%é[zdﬁzfmg with
gcg cmﬁf&ﬁ@heny bt hychllecguét ph%ls@owégmtshpbkae&aamm it is
y roc oride are t obt ai ne ting ,poi nt
26 z ?‘g E”&]t%zs’%]f‘-’r’é‘if‘iﬂt‘t BEIssT WA InE hRE SYrbined
CompmwmmbP«)pﬁyﬁ 8, drying over sodium sulfate and

o RSB o o e | GBS KRN BUT, iPER¥AS,  cne

hyﬁ@%*ﬂh@@, de pLg;J.gflpd by chromatography on a silica gel

1- A@é‘ﬁhtﬁﬂd Oé?.u‘gug oclrigny! 64- HikerorhemH ) -cHRIAA M  and
35 1. of quinuclidine in 40 m of dry

t etPe uran at OC are placed in a 100 m three-

necked &laskanndely apgoduct. 38enbbtddnédmol ) of

15ether- boron trifluoride conplex are added dropw se
and the mxture is stirred for 30 mn at OC (solution

A) .The -latfemanal |digs@lvddg i(r122am*rb¢? ofl dog chloroform,
pot@g,ﬁ rgfnt%@ QUtO {ijﬁt%cgn(io d‘% o t le¥  satura eg with

tetr rofuran are ace t hr ee- nec )
fl alékdm@}élo-'a%@onaciﬁe ane uradded, and the mixture is

concentrated under reduced pressure. The residue 1is
20 recrystallized from ethyl acetate. 4.7 g of 2,6-
dichloro-N-[(18)-{(28) (1-azabicyclo{2.2.2]oct-2-
vl)phenylmethyl] -3- (trifluoromethyl) benzamide
hydrochloride are thus obtained.
Melting point: 264-268°C.
25 [a]lp®® = +61.1° (c=0.32; MeOH)

Example 5 (compound No. 26)
threo-N- [1-Azabicyclo[2.2.2]oct-2-y1(4- fluorophenyl)-
methyl] -2,6-dichloro-3- (trifluoromethyl)benzamide

30 hydrochloride 1:1

5.1 1-Azabicyclo[2.2.2]oct-2-y]l (4-fluorophenyl) -
methanol

35 1.11 g (10 mmol) of quinuclidine in 40 ml of dry
tetrahydrofuran at 0°C are placed in a 100 ml three-
necked flask under argon. 1.33 ml (10.5 mmol) of ether-
boron trifluoride complex are added dropwise and the

mixture is stirred for 30 min at 0°C (solution A). In



cooled to -70C and 22 ml of a 1M solution of sec 5
butyllithiumin the cycl ohexane/ hexane m xture (22
nmol ) are poured in dropwi se while the tenperature is
kept bel ow -60C (sol ution B). the end of the
addition, the solution Ais defivered by a

ca e Ju i ht o . the Lution B.whi

e%%%r% IS k‘gat 0 (5:2 aF‘ﬁﬁ% gC drﬂﬁe ?ﬁat?%?leuTs tert-
keppusdxide ngnf 60 anh of 248 hatréﬁgdmuranf are placed in
di s{ijiednf- EEPQéOQQEE@th'ﬂXQE LB 3e30la4dn "IrheZQn:mture is

of tetrahydrofuran at - are E']]lace |n a
t hreee i ké@ f’r&%T(Cu@dléi &?géﬂ qfﬁe 3€L51§olﬁﬁl‘~tﬁq‘-®| of sec-

sdel ey e i @mCaniwl a- | ke tUE?cWBhEﬁanbVﬁexane mixture
te erature is kept at aroun oC Thg ;esultln

sol tA% JAmPY) | @Fe TS mith QFOPWHRE aMli1dF SR tperature

ri sest aep20G@ellte WeXtQr e($c$11t1thﬁd§]n hydr.ol Az edhei téndi of the
10% drochlo c acid, sol u e mxture is
&t }

oxt I PR ¢ hEe AEHEERE: Red ot 2 LAYTESE Phas e qpala-like
t akswbeipiand bhei fucddtdidrh Biquiedls sheoteapethture is kept

10M XLUr&roli g €X44 861 eﬂlaé-i"' hilk£EQr 9L 0 Q%@”Qtﬂ?fi‘n hfor 2 h.

solvent 1s evaporate er reduce ressure
residue is. purified by flash chromatography on a

Si 12 c96 g@b1 2%28OlnkBm ) %lfutdlré&l\mtéa a M Nid¥Hezaldehyde in
chlor forn1and met hanol

R o[ B2 2. zﬂ 2°§fl EEC%PBXFiSBﬁBﬁ9P) ngdthanb?°c are

II\/Z lﬂih‘ﬂ@e@bﬁﬁl maegsgm grglhe:h‘sxéerdnnéa‘c}@d yEldsomi ahdeel iadgon. The
t1 ol N . . .

15, s4 e b8 U8 5 BaTivaTod By | o ARINA Y HiES. EaRg ohile

1. 3¢ bémpemsthyk el tkeptdeat nazbuntl of/0°85 The resulting

t Et ﬁ&ﬁ“'&%ﬂ Blre 7@5AT £o ph&§eda%n -%3?.0 é!i‘;c?t BA88wed to

nec ask under nitrogen,

dﬂ¥#$@et91raﬁﬁﬁ) F?ea&ﬁﬁFQF%mmﬁséhﬁﬂi@ﬁ@rﬁ4X¥%¢eW1th a
is 1&ept rﬁtdxrddrﬂgaxflq;r 3acrmn agoldt Soh enpen urﬁuxeure is

2032{&%{§§3§£ l'éath egﬂn% and tﬁéﬁbH: CloqLeous phase is
taken up and basified with aqueous ammonia. The mixture
is extracted with chloroform and then the solvent is
evaporated under reduced pressure. The residue 1is
purified by flash chromatography on a silica gel

25 column, eluting with a mwmixture of chloroform and
methanol. 0.53 g of 1l-azabicyclol2.2.2]oct-2-yl(4-
fluorophenyl)methanocl is thus obtained in the form of a
vellowish solid.
Melting point: 69-70°C.

30 .
5.2 1-Azabicyclo[2.2.2]oct-2-yl(4-fluorophenyl)meth-

anone

1.3 ml of dimethyl sulfoxide in 40 ml of
35 tetrahydrofuran at -70°C are placed in a 250 ml three-
necked flask under nitrogen, and 0.9 ml of oxalyl
chloride (11 mmol) is added dropwise and the mixture is
kept stirring for 30 min at this temperature. A
solution of 1 g (4.6 mmol) of l-azabicyclo[2.2.2]oct-2-



yl (4-fl uorophenyl)nmethanol in 40 m of tetrahydrofuran
is added dropwi se. After 30 min, 4 mM (27.6 mmol) of
triethylam ne are added at -70C. The reaction mxture
is then stirred for 30 mn at -70C, for 30 mn at 0C5
and then for 1 h at roon1tenpe9 ture. The n1xture IS
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3- azaldl GHerO[fdr2 120G Fafn( Acé‘rdpt&raaﬁﬁ@yl ) met hanone
is thus obtained. 15 Melting point: 68-69C. 5.3
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1. 2 issStrhiisy Rt adiried 1. 47 g (4.54 nmol ) of
§5LP%% éﬁgﬁﬁﬁﬁﬁﬁ[zéﬁ 5&g%nz§:gilae hydro- chloride, 1

of threo-1-azabicyclo[2.2.2]octyl (4 35
1 ugg@phe@i NTANMNVPANS (A A AY S I for B 1 ) meth-
N- [ ( S) ( 2gpne. Arasneydicerine dactdagide f | uor o-
phenyl)nmethyl]-2, 6-dichloro-3 - 18 -

20 According to the procedure described in Example 1.1,
starting with 1.17 g (5 mmol) of ketone, 1.4 g of (Z)-
l-azabicyclo[2.2.2]octyl (4-fluocrophenyl)methanone O-
benzyloxime hydrochloride are obtained after
trituration, in ether, of the residue obtained after

25 the treatment of the reaction.

Melting point: 202-203°C.

5.4 threo-l-Azabicyclo[2.2.2]octyl (4-fluorophenyl) -

methanamine
30
According to the procedure described in 1.2, starting
with 1.47 g (4.54 mmol) of (Z)-l-azabicyclo[2.2.2]oct-
vl (4-fluorophenyl) methanone O-benzyloxime hydro-
chloride, 1 g of threo-l-azabicyclo[2.2.2]Joctyl (4~
35 fluorcophenyl)methanamine (diastereoisomeric excess,
de=90%) .

5.5 N-[(8)-(28)-1-Azabicyclo[2.2.2]oct-2-yl (4~-fluoro-
phenyl)methyl] -2, 6-dichloro-3-



(trifluoronethyl)benzam de hydrochloride 1:1 According
to the procedure described in 1.3, starting wth 0.39
g (1.66 mml) of threo-1-azabicyclo- 5

[2.2.2] octyl (4-fl uorophenyl)net hananmine, 0.5 g (1.83
mmol ) of 2, 6-dichl oro- 3- trlfruﬁ?onethylben20|c acid
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20 The following Table 1 illustrates the chemical

structures of a few compounds of the invention.

In the "R" column, -CH=CH; denotes a vinyl group, in the
"R1" column, CgHs denotes a phenyl group and 4-CyHgN
25 denotes a quinolin-4-yl group. In the "Salt" column, -
denotes a compound in the base state, "HCl" denotes a
hydrochloride and "tfa" denoctes a trifluoroacetate.

The compounds 14, 19 to 23, 24 of the table exist in
30 the hydrochloride or dihydrochloride form (see table)

solvated with one or more water molecules.

The compounds 15 and 16 of the table form a pair of
enantiomers which are separated by preparative HPLC
35 using a 20 pm CHIRACEL® AD column and, as solvent, a
95/5 ischexane/propan-2-ol mixture, 1likewise for the

compounds 17 and 18.

Table 2 gives the physical properties, the melting
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2 No. mp.(C [a] 25 () 1 233-235 2 267-269 - 3
257-262 - 4 270-273 - 5 315-3¥% -~ 6 319-320 7 >300 8
281-283 - 9 359-361 - 10 28%-%33 1 347-349 - 12
311-313 - 13 316-318 14 1852508 45.4 (c=0.986 MOH)
15 196-197 -51.3 (c=1.03 MeOH) 16 214-215 +48.2

(c=0.618 MGy - 268C[t01asT ,c¢=0. 32 NCOF) 13
265- 268 - 589 ffiéTgﬁﬁ%rrn ﬁ@n%- 08 20 214-215

R4 \ Vi
21 210-211|1 22|23%-2867 - 23-210-212 24 336- 339

2 |267-269 -

3 [257-262 -

4 |270-273 -

5 |315-316 -

6 |319-320 -

7 >300 -

8 |281-283 -

9 |359-361 -

10 [281-283 -

11 |347-349 -

12 |311-313 -

13 |316-318 -

14 J185-205 . 5.4 (c=0.986 MeOH)
15  |196-197 -51.3 (c=1.03 MeOH)
16 [214-215 +48.2 (c=0.618 MeOH)
17 |264-268°C  |+61.1 (c=0.32 MeOH)
18 |265-268 ~58.9 (c=0.3 MeOH).

19 207-208 -
20 214-215 -
21 210-211 -

22 |215-217 -
23 {210-212 -
24 |336-339 -
25 |271-273 -
26  |290-201 -
27 {317-318 -
28 [314-315 -
29 |315-316 |-
30 |215-230 -

31 210-220 -



25 271-273 - 26 290-291 - 27 317-318 - 28 314-315 - 29
315-316 - 30 215-230 - 31 210-220 26 - No. mp.(C
(a)2n5 () 32 328-330 33 275-280 - 34 338-344 35
295-300 +55.2 (c=0.3 MeOH) 36 _287-291 37 >300 - 38
232-234 - 39 289-291 - 40 124- 86~ 41 154-156 - 42
254-256 - 43 280-282 44 162-164 +87.4 (c=0.32 ; MeOH)
45 275-277 8 (=032 Me(H) 46 191-193 +42. 4
(c=0, 32. ; |MEOH)|m.A7 (23%- 236 [+6F°2 ((=0.30 ; MeOH) P8
297-299 +21f (C%é.dé NECH—49—284-286—+686
(c=0.32 : 8-338-246 421.1 (c=0.30 ; MeOH) 5
194-196 +73,3% (42852985 MeOHf_ 52 105-108 +26.7
(c=0.30 ; NeOH) | 53 169-171 182.3 (c=0.30 ; MeCH) 54
298-300 +443@ (d3883344 MeOH|~ 55 213-215 +75.9
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36 |287-201 -

37 |>300 -

38 |232-234 -

39 |289-201 -

20 [124-126 -

41 [154-156 -

42 [254-256 -

43  |280-282 -

44 |162-164 +87.4 (c=0.32 ; MeOH)
a5 |275-277 +43.8 (c=0.32 ; MeOH)
46 |191-193 +42.4 (c=0,32.; MeOH)
47 |234-236 #53.2 (c=0.30 ; MeOH)
48 |297-299 +21.3 (c=0.31 ; MeOH)
49 |284-286 +68.6 (c=0.32 ; MeOH)
50 [244-246 +41.1 (c=0.30 ; MeOH)
51 [194-196 +73,9 (c=0.29 ; MeOH)
52 |105-108 +26.7 (c=0.30 ; MeOH)
53 [169-171 $82.3 (c=0.30 ; MeOH)
54  |298-300 +46.6 (c=0.31 ; MeOH)
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58 |244-246 +16.1 (c=0.30 ; MeOH)
59 [282-284  |+26.4 (c=0.31 ; MeOH)
60 {235-237 +116.6 (c=0,29 ; MeOH)
61 |278-280 +14.2 (c=0.30 ; MeOH)
62 |264-266 +40,5 (c=0.30 ; MeOH)




58 244-246 +16.1 (c=0.30 ; MeOH) 59 282-284 +26.4
(c=0.31 ; MeOH) 60 235-237 +116,6 (c=0,29 ; MOH) 61
278-280 +14.2 (c=0.30 ; MeOH) 62 264-266 +40,5
(c=0.30 ; MeOH) 27 No. mp. (C% [a] 2D5 () 63 128-130
+61.9 (c=0.32 : MeOH) 64 185-4877+81.9 (c=0.30 ;
MeOH) 65 329-331 +45.9 (c=0.29 : MOH) 66 242-244

4 (c=0.31 : MOH) 67 284-286 68 - 69 291-293 -
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10 M [14C] gl ycine (specific activity 112 nC/mol) are

then added. The incubation is continued for 10 mn at
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sol ubi | e nol ecul e) 0 to 25 fa Credo
37°C 1n the presence either of buffer {contrecl batch),

or of test compound at various concentrations, or of 10

20 mM glycine (determination of the nonspecific capture),
10 uM [Clglycine (specific activity 112 mCi/mmol) are
then added. The incubation is continued for 10 min at
37°C, and the reaction is stopped by 2 washes with a
Krebg-HEPES buffer at pH 7.4. The radiocactivity

25 incorporated by the cells is then estimated after
adding 100 pl of liquid scintillant and stirring for
1 h. The counting is performed on a Microbeta Tri-lux™
counter. The efficacy of the compound is determined by
the 1ICsp, the concentration of the compound which

30 reduces by 50% the specific capture of glycine, defined
by the difference in radiocactivity incorporated by the
control batch and the batch which received the glycine
at 10 mM.

35 The most active compounds of the invention, in this
tegt, have an ICs;y of the order of 0.001 to 10 uM.

The individual results for some compounds are as

follows (ICse in uM}:



OF1 male mice on the day of the experinment. The
control group is treated with the vehicle. The doses
in ng/kg, the route of adm nistration and the
treatment tinme are determined according to the

mol ecul e to be studied. 25 Afté the ani mal s have been
humanely killed by decapitation at a given tine after
the adm nistration, the cortex of each animal is

r api@impquanto st én ice, wei gh.emi'and stored at 4C or
fr oz RIuncB¥fo (ig1 both 30 c the sanples are
stored for a maxi num of 1 day). 4Each sanple is
honGGBROMEE NP -2 U ebs- HEPES bufffer at pH 7.4 at a

5 at ecpclhdiNg af7 tissue. 2Q lgpf each honpgenate
are incubated for 10 mn at roomtenperature in the
pr eSO NP -nid8L- al ani ne dhdPDuffer. The 35
nonspeci fic capture is determ ned by adding 10 nmM

g;yg n%to thg.cont%ol !gr g !The reaction is s%og Com ound

r adiomacttihg t ycastess i mafed [B&C]s_ﬂlyahma:l niml | mbiied byortical
OURtId M crobeta Tri-lux" counter. - 30 An

?nh%—% he capture of [14C] glycine will reduce

the quantity of radioligand incorporated into each

horrtzgl%li@;a% edéSEEViéf fhd h@chrReNdr LS gyal
it.s Eég e, dose whi ch |r?h| bltgqby 501§/(o¥t r%alﬁ%d are

captal‘ﬁ“'%m e[rfﬁ?C] Bchﬂ'n‘be coRffdded HPERet helREHRFGItion by
grouzputﬁlmtmsi bﬁt ethe Cagtina®m1dcdllke HAaveat iMdrtdP in a

éﬂlt %g&élr%ﬁt one rg%‘?qﬁb?/c"? "é %tsr)aﬁ? {Jlff'g 3%?%3518%0“‘3“1’)

t he otr ahgpdrhe oflng:lxyuperrathmaaﬂuseoupenatdrmdlution of the

ho”?%%%atrr%ﬂa%uﬁrée 19?%%&&{ Oéfr?'ﬁ Qéi’fﬁé]eopypEQE ration by
transporter gl yt mouse Spi nal Pcora
honﬁ&éﬁéﬁé‘%@nrreaslml ngd t h@orhairoactiivi tya solution  of

| ncotpendMedotellMe BEESENER Ofini Nyaddi, ARRENGRIGG LRS  the
on‘poi‘_‘gJ &Q be s ud ed. 20 After the ani mals have been
mERe Ve P¥ | Famg%gﬁyle) to 20 to 25 g Iffa Crédo

OF1 male mice on the day of the experiment. The control
group is treated with the vehicle. The doses in mg/kg,

the route of administration and the treatment time are

determined according to the molecule to be studied.

25
After the animals have been humanely killed by
decapitation at a given time after the administration,
the cortex of each animal is rapidly removed on ice,
weighed and stored at 4°C or frozen at -80°C {in both

30 cases, the samples are stored for a maximum of 1 day).
Each sample is homogenized in a Krebs-HEPES buffer at
PH 7.4 at a rate of 10 ml/g of tissue. 20 pl of each
homogenate are incubated for 10 min at room temperature
in the presence of 10 mM L-alanine and buffer. The

35 nonspecific capture is determined by adding 10 mM
glycine to the controcl group. The reaction is stopped
by filtration under vacuum and the retained
radicactivity is estimated by so0lid ascintillation by
counting on a Microbeta Tri-lux™ counter.



OF1 male mice weighing 20 to 25 g on the day of the
experinment), the spinal cord of each animal is rapidly
renoved, weighed and stored on ice. The sanples are
honogenlzed in a Krebs- HEPES ([ -(2 25

hydr oxyet hyl ) pi per azi ne] 1- et harésdl f oni ¢ acid) buffer,
pH 7.4, at a rate of 25 m /g of tissue. 50 Al of
honogenat e are prei ncubated for 10 mi.n at 25C in the

pr e$endaib ik o HEPES babture pif 7['AChgliyofne 3@111 reduce
Conﬁﬂh@nd quanke t5t Udired 1 ali 1 %an Ik CqReentraLions, 4 each

of 10 mMglyciné_ in order to g%ternlne e nonspec

capt’Gres - 14%4e gRgEiNdtys i the @@mpﬂwWﬂ-lalgvaluated
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Mc et i - nter he e cy of th . ,

congggndﬁ?gg téﬁ%% ne OB? Pﬁé rai?%%n?fgﬁ in this

cap&BBé . of hasthuci ag bﬁDEQWboﬁe 0 31 tapechfi engy/df urey the
10 gh¥ehperidehiasd r%t%hgrd €HRNEE. 51 IFl‘opjlte

radi oactivity I ncorporate t he contro atch and
the batch which received the 10 mm gl ycine. 5 The nost

act BYedeOoBBOoURES tehnkPB rkNWENH19R inB Lkl fcles! sp1AU8 cora
Co0 of ¥ﬁe oFH@T_%%‘U_U2—?%g%0"Nwr—The—rC50£g$LthE”*—'
coH&Sﬂﬂg—ﬂ@——l7 is 0.69 MM 10 The results of the
trials carried out on the conpounds of the invention
f er, 1k ow.that th are inhibitor )
1 PR SR e e L SLPBR by e T eparoreer Sivee s
preﬁ‘éﬁﬁhaﬂtll}l pmeveet $mlmdnb lmoaridn, hemogefatée by measuring
g' YEhBE AdBNSRN {ef rlpg@#gdarﬁl p&%@?@é‘géﬁg.ﬁ or in

Eﬁesent in the s |na he compounds  accord
g PP§@HPPoﬁf05 etﬁ@WEPEFé t@ebéséﬁuﬂéﬁdthe
preparation of nmedi canents, in particular of

di, canen i nhi,bi ting the cine 20 transporters
ngfyéfegﬁdi:gie GWP?& sFu‘:r\re bgeeey humanely killed (Iffa Crédo
OF1 male mice weighing 20 to 25 g on the day of the

experiment), the spinal cord of each animal is rapidly
removed, weighed and stored on ice. The samples are
homogenized in a Krebs-HEPES ([a-(2-

25 hydroxyethyl)piperazine]l-ethanesulfonic acid) buffer,
pH 7.4, at a rate of 25 ml/g of tissue.

50 pl of homogenate are preincubated for 10 min at 25°C
in the presence of Krebs-HEPES buffer, pH 7.4 and of
30 compound to be studied at wvarious concentrations, or of
10 mM glycine in order to determine the nonspecific
capture. The [*Clglycine (specific activity = 112
mCi/mmol) is then added for 10 min at 25°C at the final
concentration of 10 uM. The reaction is stopped by
35 filtration wunder wvacuum and the radioactivity is
estimated by solid scintillation by counting on a
Microbeta Tri-lux™ counter..
The efficacy of the compound is determined by the
concentration ICss capable of reducing by 50% the



Thus, according to another of its aspects, the subject
of the invention is nedicanents which conprise a
compound of formula (I), or an additional salt thereof
25 with a pharmaceutically accg table acid, or a
hydrate or a solvate of the'c ﬁpﬁund of the formul a

ounds_of e.inventi ma used in,
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Thus, according to another of its aspects, the subject
of the invention is medicaments which comprise a
compound cof formula (I), or an additional salt thereof

25 with a pharmaceutically acceptable acid, or a hydrate
or a solvate of the compound of the formula (I).

The compounds of the invention may be wused in
particular for the treatment of behavioral disorders
30 associated with dementia, psychoses, in particular
schizophrenia (deficient form and productive form) and
acute or chronic extrapyramidal symptoms induced by
neurcleptics, for the treatment of wvarious forms of
anxiety, panic attacks, phobias, obsessive-compulsive
35 disorders, for the treatment of wvarious forms of
depression, including psychotic depression, for the
treatment of disorders due to alcohol abuse or to
withdrawal from alcohol, sexual behavicor disorders,

food intake disorders, and for the treatment of



20 The subject of the present invention is also

phar maceutical conpositions containing an effective
dose of at |east one conpound according to the
invention, in the formof a pharmceutically
acceptable base or salt or sol¥4ate, and in the form
of q“{ﬁfg , 25 where appropriate, with one or nore
suit exci pi ents. Said excipients are chosen
according to the pharmaceutical dosage formand the
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sleep apnea, and for neuroprotection.

20 The subject of the present invention is also
pharmaceutical compositions containing an effective
dose of at least one compound according to the
invention, in the form of a pharmaceutically acceptable

base or salt or solvate, and in the form of a mixture,

25 where appropriate, with one or more suitable
excipients.
Said excipients are chosen according to the

pharmaceutical dosage form and the desired mode of

30 administration.

The pharmaceutical compositions according to the
invention may thus be intended for oral, sublingual,
subcutaneous, intramuscular, intfavenous, topical,
35 intratracheal, intranasal, transdermal, rectal or
intraocular administration.

The unit forms for administration may be, for example,

tablets, gelatin capsules, granules, powders, oral or



dosages are appropriate; such dosages do not depart
fromthe scope of the invention. According to the
usual practice, the dosage appropriate for each
patient is determ ned by the doctor according to the
mode of 25 administration, the 3\/%i‘ght and the response

of nt sent _i nvention,.accordin
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ef féctive dose of a co accor'di'ng
i nvention, or one of its pharnaceutlcally accept abl e

sal tg, Oﬁa}tr@fh¥ﬂéﬁb§é oh $Rival€Smy %or%&fnﬁ'ﬁlgtratlon of a
Conpound cqrqlrecmp CﬁH‘g to %eneral formul a ( é

CH EmPan d to)thr imveptgqrenim @blégeﬁpgm may
a hydmegaseatttd dold oing Hupdrentd epresents 0 or 1

or 2 when R represents a hydrogen atom and n

represents 1. when R represents a vinyl 10 group; X

r eprCesrgeiusda agramuqliofy ftar mHea i@hrentt iromi t r oggm. Gatmgn

e esents a hydrogen atom and X repr

18he R ofipn g%egro &

grou fornul a CH when Rrepresents a vin
lsisen@odiyshenyl or napht hyl gréoup mdl5

Optl(;QﬁQJ |l adpst i tuted wth one or nore subsldgt &Ry S

chosen from hal en atorrs Ilnear or branched (Cl-
c6) & Y%ﬂoxym}‘m WSS koxy groups,2 3R mg
Magnesium stearate 3.0 mg

15

Said unit forms contain doses in order to allow a daily
administration of 0.01 to 20 mg of active ingredient

per kg of body weight, according to the galenic form.

20 There may be specific cases where higher or lower
dosages are appropriate; such dosages do not depart
from the scope of the invention. According to the usual
practice, the dosage appropriate for each patient is
determined by the doctor according to the mode of

25 administration, the weight and the response of said
patient.

The present invention, according to its other aspects,
also relates to a method for treating the pathologies

30 indicated above, which comprises the administration, to
a patient, of an effective dose of a compound according
to the invention, or one of its pharmaceutically
acceptable salts or the hydrates or solvates.



trifluoronethyl group, or a cyclohexyl group, or a
heteroaryl group chosen fromthe thienyl, pyridinyl,
20 oxazolyl, furanyl, thiazolyl, quinolinyl, and 35

i soqui nol i nyl groups; R2 represents either a hydrogen
atom or one or nore subst fuents chosen from hal ogen
atons and the trifluoronethyl, (Cl-C6)alkyl, (Cl-C6)
al koxy, thienyl, 5 phenyl oxy, hydroxyl, nercapto, thio
(A -C6) al kyl and cyano groups or a group of genera
formul a - NRAR5, SO2NR4R5, -S02- (C1-C6) al kyl,

- S02- phenyl, -CONR4R5, -COOR7, -CO (Cl-C6) alkyl,

- CO phenyl, -NHCOR9, -NHS™2- (Cl-C6) - alkyl,

- NHSQ2- phenyl and - NHSO2NR4R5 or a group of 10 fornul a
-OCF20- attached at the 2- and 3-positions of the
phenyl group; the groups (Cl-C6) al kyl, (Cl-C6)

al koxy, -S02- (Cl-C6) alkyl, -CO and

- NHSC2- ( C1- C6) al kyl being optionally substituted with
one or nore groups R3; 15 the groups phenyl,

- S02- phenyl, -CO phenyl and - NHSOQ2- phenyl bei ng
optionally substituted with roup R6; R3 represents
a hal ogen atom or a phenyhé}%%ﬁ%%)alkoxy or - NRARS
group; R4 and R5 represent, independently of each

ot her, TomPdbuhHlrQgshe 5 K LoYP

R4 and R5 form wth tﬁ%&ﬁﬁ%&é}%%%%a#ﬁgﬁ?ﬁeg;
pyrrolidine ring, a piperidine ring or a

nmor phol i ne"ring; R6 represents a rogen atom a

hal ogen atom a trifluoronethylsgroup, a cyano group,
a hydroxyl group, 25 a roup, a (Cl-0C6)al kyl
or (G -C6)al koxy ﬂroup; ijy‘ #s a hydrogen at om
or a (Cl-Co6)al kyl *g Ignal ly substituted with
one or nore groups R3] or a Vphenyl group optionally
substituted with a grpup R6; R8 represents a (Cl-C6)
al kyl group opti 30 substituted with one or
nore groups R3, orfja (Cl- C6)al koxy group, oI} a
phenyl group optioRally

R,
5
in which
R represents a hydrogen atom or a vinyl group:
n represents 0 or 1 or 2 when R represents a hydrogen
atom and n represents 1 when R represents a vinyl
10  group:

X represents a group of formula CH or a nitrogen atom
when R represents a hydrogen atom and X represents a
group ©of formula CH when R represents a vinyl group;
Ry represents either a phenyl or naphthyl group
15 opticnally substituted with one or more substituents
chosen from halogen atoms, linear or Dbranched {Cy1~
Ce)alkyl, hydroxyl and (C1-Cg)alkoxy  groups, the
trifluoromethyl group, or a cyclohexyl group, or a
heteroaryl group chosen from the thienyl, pyridinyl,
20 oxazolyl, furanyl, thiazolyl, quinolinyl, and




substituted with a group R6, in the formof a free
base or of an addition salt with an acid, of a
hydrate or of a solvate. 35 2. Conpound according to
Caim1, characterized in that it is of the threo
configuration. 3. Conpound decor di ng to either of

CI q_lsl&n{]irﬁﬂ_chr?yl 3rogparacterized in that n represents

Coripound according to C aim 3,
chéﬂeactteé?#ez%%nfm elfReIX # cPYSEOUES a25PBup BT PBEMAL more
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5rem:ﬂ'esﬂyrllcﬁ<y1, 7hy63963901l;1d acnargbttg t otk ai Ui-ﬁcel)lalkyl and
ch er| ha res nts an o na

su%\:r utg enyIOtr %ougr g POO?%% ]%% {9 RaRs/
c &OnN&aRsc‘,ha-rSdlzt-dChz@d abkyl ha-t-S(Di—pl'BeerﬂGSefCGNRKRst heCOOR,,
f ol - _ -
e r"%h?%’-’%ﬁ? 1- azcgbupcyé’l 12 2?’1@ et 0. yTY S0z (C1=Ce)
phédyiYiet hyNHSR:rpi mdm a group of

10t hff%@.n@rl(éh' %@FN-[ (3t€§éﬁb@ycel*@[ £né- %].océng 38'-—)9031tlons of

yl met h tr| fI uor onet hyl benzam de
Ry &G RPGFIL GEoup

t them] @Mh schdcqms;\llallkﬂziazabif%qlaa[%)& 2180~ FLz) alkyl,
e | or
Phegy-Te e aPsrl! ot TRESEE: &@Q%%@Yzﬁ Being st bepally
ph @nivlslt&tthl;thd 3vitthh faneranetdrd benaams dris
h
g S L e e PRSPy SO

beﬁflgﬁﬁyae-belng optionally substituted with a group Re;

2-ehl peprb=cBRs9g- @ia‘l@?fg}ﬁsa@arb[l )oB: ér?ﬁéﬁy?( nth%&(‘(z)S%lkoxy

benzanm de_hydrochl ori de; 2, 6-di chlo
(1952 aBReSz I DFMB? 2] oct - 2-

Ry and Rs represent, independently of each other, a
20 hydrbgen atom or a (C;-Cglalkyl group or Ry and Rs form
with the nitrogen atom bearing them a pyrrolidine ring,
a piperidine ring or a merpholine ring;
R¢ represents a hydrogen atom, a halogen atom, a
trifluoromethyl group, a cyano group, a hydroxyl group,
25 a mercapto group, a (C1-Cg)alkyl or (Cy-Cg)alkoxy group;
Ry represents a hydrogen atom or a (C;-Cg¢lalkyl group
optionally substituted with one or more groups R3, or a
phenyl group optionally substituted with a group Rg;
Rg represents a (Ci—Cg¢)alkyl group optionally
30 substituted with one or more groups Ry, or a (C;-
Cs) alkoxy group, or’' a phenyl group optionally
substituted with a group Rg,
in the form of a free base or of an addition salt with
an acid, of a hydrate or of a solvate.
35
2. Compound according to Claim 1, characterized in
that it is of the threo configquration.

3. Compound according to either of Claims 1 and 2,



yl') phenyl met hyl ] -3-(trifluoronethyl)benzam de;
2,6-dichloro-N-[(1S)-[(2S) (1-azabicyclo[?2.2.2]oct-2-

yl ) phenyl met hyl ]-3-(trifl uoronethyl)benzam de

hydr ochl ori de; 35
threo-N—[l-azabicycIo[2.2.2?@ct-2-y|(4-f|uoropheny|)-

net biyhtadt 6rdizell anotBatt ki fepekereithylo) kanzani de;

t hreo- N-[ 1- azabi cycl o[ 2. 2. 2] oct - 2-yl (4-fl uor ophenyl ) -

nmet hyl ] -2, 6-di chl oro-3-(trifluoronethyl)benzam de

hydé ochl Geindeun87 ad®conibiimgarent Clakhar a®t erdizathdtierized in

t haty, i opsi a u r.di_n o one of

o o nat #rEoREE el p, GRRRBLNE FERRLISH i on

haracterized in that it conprises a conpound

accol di NBomdoE HoldAMy 1 ed OcBaiAnd A IR seq in

phar maceutically accepta exclprent. 10 . Process

f orchdepAr Fagrasenkpoanbydsegrti a§oe O aim 1,

characterized in that a diam ne of general fornula

(IIngé.r?‘n R, ND NH2 (11) 15 in which n, R and RL )

are®as TR AARIHRD L6 aF AN | r Sheraftanized in
10an tdvat vat eepeeseinbs a. conpound of general formula

(rrr)y Yo (1) RzZI1I~ 20 in which Y represents a

| eavi ng group. 12. Process for preparing a conpound
accbr di reprrourti aianchrdiay aterCketmi r6,t haharbeterized in

| eaidd H,0UPepBedent? N3hO96Btionally substituted phenyl
group.

15
B. Compound according to Claim 1, characterized in
that it is chosen from the following compounds:
threo-2—chloro-N;[(l—azabicyclo[2.2.2]oct—2-y1)—
phenylmethyl]l-3-trifluoromethylbenzamide;

20 threo—2—chloro-N;[{l—azabicyclo[2.2.2]oct~2—y1)—
phenylmethyl]}-3-trifluoromethylbenzamide hydrochloride;
threo~2,6—dichloro—N;[(l—azabicyclo[2.2.2]oct—2—yl)—
phenylmethyl]-3-trifluoromethylbenzamide;
threo—2,6-dichloro-NF[(1-azabicyclo[2.2.2]oct-2—yl)—

25 phenylmethyl]-3-trifluoromethylbenzamide hydrochloride;
2—chloro~N—(Ba,9S-cinchonan—9-yl)-3—trifluoromethyl—
benzamide;
2—chloro~N—(8a,95-cinchonah-9—yl)-3—trifluoromethy1—
benzamide hydrochloride;

30 2,6-dichloro-N-{(18)-[(2S) (1-azabicycle[2.2.2]oct-2~
yl)phenylmethyl]—3-(trifluoromethyl)benzamide;
2,6-dichloro~N-[(185)~[(25) (l-azabicyclo[2.2.2]oct-2~
yl)phenylmethyl]—B—(trifluoromethyl)benzamide
hydrochloride;

35 threo-NL[1—azabicyclo[2.2.2]oct—2-yl(4—fluorophenyl)—
methyl]-2, 6-dichloro-3-(trifluoromethyl)benzamide;
threo-N-[l-azabicyclo[2.2.2]oct~2-yl (4-fluorophenyl) -
methyl]—2,6-dichloro—3~(trifluoromethyl)benzamide
hydrochloride.




13. Process for preparing a conmpound according to
Claim1ll, characterized in that it conprises a
conmpound chosen fromthe foll ow ng conpounds: 30 -
(2)-1-azabicycl o[ 2. 2. 2] oct - g yl(phenyl)nethanone 38
0- benzyl oxi me hydrochl ori de;

threo[ 1- azabi cycl o[ 2. 2. 2] oct - 2-y|(pheny|)nethy|]-
amde;

Chrbo: 2 MR ( 1R EBPESERBES. Shafhat Hygongists of s
pherpnipminy | §eedndihydtochher ofleClaims 1 to 8.

8a, 9S- ci nchonan- 9- am ne; -

2-chl oro-N-(8(x, 9S-ci nchonan-9-yl)-3-trifluoromethyl -

Sbeﬁgbm(ﬁbQEmﬁ@ﬁm¢b¢aaecomp081tlon, characterized in that

(139t [ £8mprisazabi CY:%h@B%n%l decdr iy (RRenWhe - o¥0 claims 1

met amne D-tartrate; -
. afz%ké'cyé} g 2.3% 2]4RASD- y3q9- MAAAHRHI g3kt handpceptable

- excipient.
1-azabicycl o[ 2. 2. 2] oct - 2-yl (4-f | uor ophenyl ) met hanone;

10&2)111 aZatncysd o[ 2. &}mpqd(rﬂgflmormﬁmmdn&idiwﬁ@fng to
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th?gol}jzl)ﬁl gzag?g%%%o%%quf]cd fm I?Qlatfl uor enye) of general
metheamahisne(InY. Use of acommumjoffonmla(l)
according to one of Cains 1 to 8 in the nmanufacture
of a medicament 20 ntended for the treatnent of
behavi oural disorders associated with denentia, of
psychoses, of ous forns of anxiety, panic
attacks, phobi BPsessi ve- conpul sive disorders, of
vari dusf N depression, of disorders due to

al cohol jabuse ®¥r to withdrawal from 25 al cohol, sexua
behavi owin,di sor defEI) food intake disorders, and of

m grai ne. 15. Use of a compound of* formula (1)

accor di o one _of ( ai l1to e manufacture
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Y 0
(III)

R,

in which Y represents a leaving group.

12. Process for preparing a  compound according to
Claim 1, characterized in that the leaving group is a
halogen.

13. Process for preparing a compound according to
Claim 11, characterized in that it comprises a compound
chosen from the following compounds:

- (2)-l-azabicyclo[2.2.2]oct-2-yl (phenyl)methanone




10

15

20

25

30

35

as a supplenment to another antiepileptic treatnment, or
i n nmonot herapy, of sleep apnea, and for 35
neur opr ot ecti on. V

38

O-benzyloxime hydrochloride;

- threo[l-azabicyclo[2.2.2]oct-2-y1l{phenyl)methyl]-
amine;

- threo-2-chloro-N-[ (l1-azabicycle[2.2.2)}oct-2-y1) -
phenylmethyl]lamine hydrochloride;

- Bd, 95-cinchonan-9-amine;

- 2-chloro-N-(8a, 3S-cinchonan-9-yl)-3-trifluoromethyl-
benzamide hydrochloride;

- (15)-[(28)-1-azabicyclo[2.2,2])oct-2-yl (phenyl) -
methyl])amine D-tartrate;

- l-azabicyclo[2.2.2]oct-2-yl{4-fluorophenyl)methanol;
- l-azabicyclo[2.2.2]oct-2-yl{4-fluorophenyl)methanone;
- (Z)-1-azabicyclo[2.2.2]octyl (4-fluorophenyl)methanone
O-benzyloxime hydrochloride;

- threo-l-azabicyclo[2.2.2]oct-yl (4-fluorophenyl) -
methanamine.

14. Use of a compound of formula (I) according to one
of Claims 1 to 8 in the manufacture of a medicament
intended for the treatment of behavioural disorders
associated with dementia, of psychoses, of various
forms of anxiety, panic attacks, pheobias, obsessive-
compulsive disorders, of various forms of depression,
of disorders due to alcohol abuse or to withdrawal from
alcohol, sexual behaviour disorders, feod intake
disorders, and of migraine.

15. Use of a compound of formula (I) according to one
of Claims 1 to 8, in the manufacture of a medicament
intended for the treatment of contractures, of pain, of
Parkinson's disease arid of Parkinsonian symptoms, of
epilepsy, of mixed forms and other epileptic syndromes
as a supplement to another antiepileptic treatment, or
in monotherapy, of sleep apnea, and for

neuroprotection.



