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single or a double bond; and Qis as defined below. In its second aspect,
the invention provides a phar e BACKGROUNDARTI ti on, conprising a
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number of undesirable features.
Thus, there is still a strong need for compounds with an optimised
20 pharmacological profile as regards the activity on reuptake of the monoamine
neurotransmitters serotonin, dopamine and noradrenaline, such as the ratio of the
serotonin reuptake versus the noradrenaline and dopamine reuptake activity.
WO 02/44176 (NeuroSearch A/S) describes 3-substituted quinuclidines and
their use as nicotinic agonists.
25
SUMMARY OF THE INVENTION

In its first aspect, the invention provides a compound of the Formula I:
N

ol ()
30 or any of its isomers or any mixture of its isomers, or a pharmaceutically acceptable
salt thereof, wherein the bond —=—=== represents a single or a double bond; and
Q is as defined below.
In its second aspect, the invention provides a pharmaceutical composition,
comprising a therapeutically effective amount of a compound of the invention, or any
35 of its isomers or any mixture of its isomers, or a pharmaceutically acceptable salt
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20 DETAILED DISCLOSURE OF THE INVENTION

Naphthyl substituted azabicyclo derivatives

In its first aspect the present invention provides compounds of formula I:
N

ol ()
25 or any of its isomers or any mixture of its isomers,
or a pharmaceutically acceptable salt thereof,
wherein
the bond —=—=—-"- represents a single or a double bond; and
Q represents a naphthyl group;
which naphthyl group is substituted with one or more substituents independently
30 selected from the group consisting of:
halo, trifluoromethyl, trifluoromethoxy, cyano, nitro, hydroxy, alkoxy,
cycloalkoxy, alkoxyalkyl, cycloalkoxyalkyl, alkyl, cycloalkyl, cycloalkylalkyl,
alkenyl, alkynyl, -NR’'R”, -(C=0)NR’R” or -NR’(C=0)R”;
wherein R’ and R” independently of each other are hydrogen or alkyl.




k§42é4 alkynyl, -NRR', -(CGCONRR'" or -NR (CGOR'; wherein R and R’

nd 9 r'thVJ%ntIy of each other are hydrogen or alkyl; with the proviso that at
| east onewofodh67086, R7 and R8 does not represent hydrogemErPRovsasapeci al
enbodi nent, each of R5, R6, R7 and R8 independent of each other represent
hydr ogen, al kyl, al koxy, cycl oal koxy, al koxyal kyl or cycl oal koxyal kyl; with
t he proviso that at | east one of R5, , R7 and R8 does not represent
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and each of<\R5, R 3 repra¥ents hydrogen. In a further embodiment, R6
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15 In a further special embodiment, one of R, Re, R and R® represents alkoxy;
and the remaining three of R’ R°, R’ and R® represent hydrogen. In a still further
embodiment, R® represents alkoxy and each of R°, R and R® represents hydrogen.

In a still further embodiment, one of R®, R®, R” and R® represents hydroxy; and
the remaining three of R, R®, R” and R® represent hydrogen. In a further embodiment,

20 R°® represents hydroxy and each of R®, R” and R® represents hydrogen.

In a further embodiment, R® represents hydroxy or alkoxy.
In a still further embodiment, Q represents 6-methoxy-naphthalen-2-yl. In a
further embodiment, Q represents 6-hydroxy-naphthalen-2-yl.

25 In a special embodiment, the chemical compound of the invention is
3-(6-Methoxy-naphthalen-2-yl)-1-aza-bicyclo[2.2.2]oct-2-ene;
6-(1-Aza-bicyclo[2.2.2]oct-2-en-3-yl)-naphthalen-2-ol;
or a pharmaceutically acceptable salt thereof.

Any combination of two or more of the embodiments as described above is

30 considered within the scope of the present invention.
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embodiment the alkynyl group of the invention is ethynyl; 1-, or 2-propynyl; 1-, 2-, or
3-butynyl, or 1,3-butadiynyl; 1-, 2-, 3-, 4-pentynyl, or 1,3-pentadiynyl; 1-, 2-, 3-, 4-, or
5-hexynyl, or 1,3-hexadiynyl or 1,3,5-hexatriynyl.

In the context of this invention a cycloalkyl group designates a cyclic alkyl

25 group, preferably containing of from three to seven carbon atoms (Cs.7-cycloalkyl),

including cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl and cycloheptyl.

Alkoxy is O-alkyl, wherein alkyl is as defined above.

Cycloalkoxy means O-cycloalkyl, wherein cycloalkyl is as defined above.

Cycloalkylalkyl means cycloalkyl as above and alkyl as above, meaning for
example, cyclopropylmethyl.

Amino is NH; or NH-alkyl or N-(alkyl),, wherein alkyl is as defined above.

30 Pharmaceutically Acceptable Salts
The chemical compound of the invention may be provided in any form suitable
for the intended administration. Suitable forms include pharmaceutically (i.e.
physiologically) acceptable salts, and pre- or prodrug forms of the chemical compound
of the invention.
35 Examples of pharmaceutically acceptable addition salts include, without
limitation, the non-toxic inorganic and organic acid addition salts such as the hydro-
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In the context of this invention the “onium salts” of N-containing compounds are
20 also contemplated as pharmaceutically acceptable salts. Preferred “onium salts”
include the alkyl-onium salts, the cycloalkyl-onium salts, and the cycloalkylalkyl-onium
salts.
Examples of pre- or prodrug forms of the chemical compound of the invention
include examples of suitable prodrugs of the substances according to the invention
25 include compounds modified at one or more reactive or derivatizable groups of the
parent compound. Of particular interest are compounds modified at a carboxyl group,
a hydroxyl group, or an amino group. Examples of suitable derivatives are esters or
amides.
The chemical compound of the invention may be provided in dissoluble or
30 indissoluble forms together with a pharmaceutically acceptable solvent such as water,
ethanol, and the like. Dissoluble forms may also include hydrated forms such as the
monohydrate, the dihydrate, the hemihydrate, the trihydrate, the tetrahydrate, and the
like. In general, the dissoluble forms are considered equivalent to indissoluble forms

for the purposes of this invention.
35
Steric Isomers

It will be appreciated by those skilled in the art that the compounds of the
present invention may contain one or more chiral centers, and that such compounds
exist in the form of isomers.
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20 derived from (+) or (-) phenylalanine, (+) or (-) phenylglycine, (+) or (-) camphanic acid
or by the formation of diastereomeric carbamates by reaction of the chemical
compound of the present invention with an optically active chloroformate or the like.
Additional methods for the resolving the optical isomers are known in the art.
Such methods include those described by Jaques J, Collet A, & Wilen S in
25 “Enantiomers, Racemates, and Resolutions”, John Wiley and Sons, New York (1981).
Optical active compounds can also be prepared from optical active starting
materials.

Labelled Compounds

30 The compounds of the invention may be used in their labelled or unlabelled
form. In the context of this invention "label" the labelled compound has one or more
atoms replaced by an atom having an atomic mass or mass number different from the
atomic mass or mass number usually found in nature. The labelling will allow easy
quantitative detection of said compound.

35 The labelled compounds of the invention may be useful as diagnostic tools,
radio tracers, or monitoring agents in various diagnostic methods, and for in vivo
receptor imaging.

The labelled isomer of the invention preferably contains at least one radio-
nuclide as a label. Positron emitting radionuclides are all candidates for usage. In the
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The end products of the reactions described herein may be isolated by
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20

Biological Activity
Compounds of the invention may be tested for their ability to inhibit reuptake of
the monoamines dopamine, noradrenaline and serotonin in synaptosomes e.g. such
as described in WO 97/30997 (NeuroSearch A/S). Based on the balanced activity
25 observed in these tests the compound of the invention is considered useful for the
treatment, prevention or alleviation of a disease or a disorder or a condition of a
mammal, including a human, which disease, disorder or condition is responsive to
inhibition of monoamine neurotransmitter re-uptake in the central nervous system.
In a special embodiment, the compounds of the invention are considered useful
30 for the treatment, prevention or alleviation of: mood disorder, depression, atypical
depression, depression secondary to pain, major depressive disorder, dysthymic
disorder, bipolar disorder, bipolar | disorder, bipolar Il disorder, cyclothymic disorder,
mood disorder due to a general medical condition, substance-induced mood disorder,
pseudodementia, Ganser’s syndrome, obsessive compulsive disorder, panic disorder,
35 panic disorder without agoraphobia, panic disorder with agoraphobia, agoraphobia
without history of panic disorder, panic attack, memory deficits, memory loss, attention
deficit hyperactivity disorder, obesity, anxiety, generalized anxiety disorder, eating
disorder, Parkinson’s disease, parkinsonism, dementia, dementia of ageing, senile
dementia, Alzheimer’s disease, acquired immunodeficiency syndrome dementia
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25 preferred of from about 30 to about 100 mg API per day, dependent, however, upon
the exact mode of administration, the form in which it is administered, the indication
considered, the subject and in particular the body weight of the subject involved, and
further the preference and experience of the physician or veterinarian in charge.
Preferred compounds of the invention show a biological activity in the sub-
30 micromolar and micromolar range, i.e. of from below 1 to about 100 uM.

Pharmaceutical Compositions
In another aspect the invention provides novel pharmaceutical compositions
comprising a therapeutically effective amount of the chemical compound of the
35 invention.
While a chemical compound of the invention for use in therapy may be
administered in the form of the raw chemical compound, it is preferred to introduce the
active ingredient, optionally in the form of a physiologically acceptable salt, in a
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suppositories for rectal administration, and sterile injectable solutions for parenteral use.
Such pharmaceutical compositions and unit dosage forms thereof may comprise
25 conventional ingredients in conventional proportions, with or without additional active
compounds or principles, and such unit dosage forms may contain any suitable effective
amount of the active ingredient commensurate with the intended daily dosage range to be
employed.
The chemical compound of the present invention can be administered in a wide
30 variety of oral and parenteral dosage forms. It will be obvious to those skilled in the art that
the following dosage forms may comprise, as the active component, either a chemical
compound of the invention or a pharmaceutically acceptable salt of a chemical compound
of the invention.
For preparing pharmaceutical compositions from a chemical compound of the
35 present invention, pharmaceutically acceptable carriers can be either solid or liquid. Solid
form preparations include powders, tablets, pills, capsules, cachets, suppositories, and
dispersible granules. A solid carrier can be one or more substances which may also act as
diluents, flavouring agents, solubilizers, lubricants, suspending agents, binders,
preservatives, tablet disintegrating agents, or an encapsulating material.
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The chemical compound according to the present invention may thus be formulated

25 for parenteral administration (e.g. by injection, for example bolus injection or continuous
infusion) and may be presented in unit dose form in ampoules, pre-filled syringes, small
volume infusion or in multi-dose containers with an added preservative. The compositions
may take such forms as suspensions, solutions, or emulsions in oily or aqueous vehicles,
and may contain formulation agents such as suspending, stabilising and/or dispersing

30 agents. Alternatively, the active ingredient may be in powder form, obtained by aseptic
isolation of sterile solid or by lyophilization from solution, for constitution with a suitable
vehicle, e.g. sterile, pyrogen-free water, before use.

Aqueous solutions suitable for oral use can be prepared by dissolving the active
component in water and adding suitable colorants, flavours, stabilising and thickening

35 agents, as desired.

Aqueous suspensions suitable for oral use can be made by dispersing the finely
divided active component in water with viscous material, such as natural or synthetic
gums, resins, methylcellulose, sodium carboxymethylcellulose, or other well known
suspending agents.
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propellant such as a chlorofluorocarbon (CFC) for example dichlorodifluoromethane,
trichlorofluoromethane, or dichlorotetrafluoroethane, carbon dioxide, or other suitable gas.
25 The aerosol may conveniently also contain a surfactant such as lecithin. The dose of drug
may be controlled by provision of a metered valve.

Alternatively the active ingredients may be provided in the form of a dry powder, for
example a powder mix of the compound in a suitable powder base such as lactose, starch,
starch derivatives such as hydroxypropylmethyl cellulose and polyvinylpyrrolidone (PVP).

30 Conveniently the powder carrier will form a gel in the nasal cavity. The powder
composition may be presented in unit dose form for example in capsules or cartridges of,
e.g., gelatin, or blister packs from which the powder may be administered by means of an
inhaler.

In compositions intended for administration to the respiratory tract, including

35 intranasal compositions, the compound will generally have a small particle size for
example of the order of 5 microns or less. Such a particle size may be obtained by means
known in the art, for example by micronization.

When desired, compositions adapted to give sustained release of the active
ingredient may be employed.
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course be determined by the practitioner.

The actual dosage depends on the nature and severity of the disease being
treated, and is within the discretion of the physician, and may be varied by titration of
the dosage to the particular circumstances of this invention to produce the desired

25 therapeutic effect. However, it is presently contemplated that pharmaceutical
compositions containing of from about 0.1 to about 500 mg of active ingredient per
individual dose, preferably of from about 1 to about 100 mg, most preferred of from
about 1 to about 10 mg, are suitable for therapeutic treatments.

The active ingredient may be administered in one or several doses per day. A

30 satisfactory result can, in certain instances, be obtained at a dosage as low as 0.1
ug/kg i.v. and 1 ug/kg p.o. The upper limit of the dosage range is presently considered
to be about 10 mg/kg i.v. and 100 mg/kg p.o. Preferred ranges are from about 0.1
ug/kg to about 10 mg/kg/day i.v., and from about 1 nug/kg to about 100 mg/kg/day p.o.

35 Methods of Therapy
In another aspect the invention provides a method for the treatment, prevention
or alleviation of a disease or a disorder or a condition of a living animal body,
including a human, which disease, disorder or condition is responsive to inhibition of
monoamine neurotransmitter re-uptake in the central nervous system, and which
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quantities of preparation, such as packaged tabl ets, capsul es, and powders
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HO\/\/everG,e'FQranA'bF%aé?é'ﬁf‘SW‘(%\Hﬂgl@ﬂﬂ sansiiverreagpRisrofdptarmegiates w@Bsi t i ons

cont ai iyerbrdediunder altfdgerPardd IPamRitbus 86IvEELsO MatfHdsiam isDipHate Qs uRd

I ndi vi dual dose r_&r.ehzeﬁrjabl%‘| of fram abouci‘ ]1 t 0, about 100 rrH% nost preferred
of fro@SH¥Ng adery in g, workynsprocgAures And golents, Weig.e@Roseted Yndet: nent s.
The actredgcedpresduet nmay be administered in one or several doses per day.
A sag sfactory result can, in certain instances, be obtained at a dosage as
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3-(6-Methoxy-naphthalen-2-yl)-1-aza-bicyclo[2.2.2]oct-2-ene fumaric acid salt
A mixture of 3-(6-methoxy-naphthalen-2-yl)-1-aza-bicyclo[2.2.2]octan-3-ol (0.49
g, 1.72 mmol) and hydrochloric acid (9 ml, 25%) was stirred at 50°C for 15 h. The
25 mixture was cooled on ice and aqueous sodium hydroxide (20 ml, 10 M) was added.
The mixture was extracted with dichloromethane (2 X 25 ml). The mixture was dried
with magnesium sulfate and evaporated. The crude mixture was purified by silica gel
chromatography, using a mixture of dichloromethane : methanol (9:1) and 1%
ammonia as eluent. The corresponding salt was obtained by addition of a diethyl ether
30 and methanol mixture (9:1) saturated with fumaric acid. Yield: 190 mg (34%). Mp.
226.9°C.

(+/-)-3-(6-Methoxy-naphthalen-2-yl)-1-aza-bicyclo[2.2.2]octan-3-ol (Intermediate)
Butyllithium (2.5 M, 1.86 ml, 4.64 mmol) was added to a mixture of 2-bromo-6-
35 methoxynaphthalene (1.0 g, 4.22 mmol) and diethyl ether (10 ml) at 20°C. The
temperature was kept below 35°C for 30 min. The mixture was cooled to -70°C and 3-
quinuclidinone (0.53 g, 4.22 mmol) was added at -70°C. The mixture was stirred at
-70°C for 1 h. The mixture was allowed to reach room temperature. Water (1 ml) was
added followed by aqueous sodium hydroxide (1 M, 10 ml). The crystalline product



tos&%&§9§Ut 10 ng/ kg i.v. and 100 ng/ kg p.o. Preferred ranges are from
about™0.1 ng/ kg to about 10 ng/kg/day i.v., and from about 1 ng/kg to about
100 ng/ kgwoayogneon9o Vet hods of Therapy | n anot her aspect pCmEPRIVSARSUON
provides a nethod for the treatnent, prevention or alleviation of a disease
or a disorder or a condition of a |iviy ani mal body, including a hunan,
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nonoaniWas fitared@ngdriuas washed aitheald digthvhatbecehmi)alYiold 0429 4y “eMP and

whi chnet3ggpdcconpri ses admi nistering to such a |iving ani mal body, including
a human, in need thereof an effective anmount of a chem cal conpound of the
invention. It is at present contenplated that suitable dosage ranges are

0.1 toEd@mopleid | i grans daily, 10-500 milligrans daily, and especially
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salt A agdition ef lydrogen chloride solved in ethandl. Yield 20 mg (3%). Mp 227-230°C.

3- (6- et hoxy- napht hal en- 2-yl ) - 1-aza- bi cycl o[ 2. 2. 2] octan-3-ol (0.49 g, 1.72
nmol ) and hydrochloric acid (9 mM, 25% was stirred at 500C for 15 h. The
m xture was cool ed on ice and aqueous sodi um hydroxide (20 m, 10 M was
added. The m xture was extracted with dichloronethane (2 X 25 ml). The

m xture was dried with nmagnesi um sul fate and evaporated. The crude m xture
was purified by silica gel chromatography, using a m xture of

di chl oronet hane : nmethanol (9:1 ) and 1% ammoni a as eluent. The
correspondi ng salt was obtained by addition of a diethyl ether and nethanol
mxture (9:1 ) saturated with fumaric acid. Yield: 190 ng (34%. M.

226. 90C.



(+/ -4)2-§W 6- Met hoxy- napht hal en- 2-yl ) - 1-aza- bi cycl o[ 2. 2. 2] oct an- 3- ol

(1 APEPHedi ate) Butyllithium(2.5 M 1.86 nl, 4.64 nmol) was added to a

m xt ure oWo2edwmmde6- met hoxynaphthalene (1 .0 g, 4.22pawmPRooansssds et hyl
ether (10 mM) at 200C. The tenperature was kept bel ow 350C for 30 mn. The
m xture was cooled to -700C and 3- qui"rﬁJcI i dinone (0.53 g, 4.22 mmol) was
added ? IM?C' The m xture was stirred at -700C for 1 h. The m xture was
al | one lf‘(‘) reach roomtenperature. Water ( 1 m) was added foll owed by
aqueous sodium hydroxide ( 1 M 10 m ). The crystalline productwas filtered
and wasl.waghesmpotmd thed BodnetaHyl ether (2 m). Yield 0.49 g (41%. M
>330C. Exanple 2 6-(1-Aza-bicycl o] 2N2. 2] oct - 2-en- 3-yl ) - napht hal en- 2- ol

hydrochloric acid salt A mxture
z@- bi ¢ycl o[ 2. 2. 2] oct-2-ene (0.80 g, 2.10

3- (6- et hoxy- napht hal en-2-yl ) - 1-
mmol ) and di chl or onet hane (25 ni ¢boled to -100C. Borontribrom de (10
2 1.0 mol) was added dropw se at

eq) solved in dichloronethane (24_. \
-100C. The m xture was allowed to ¥t fo Qdﬁﬁh Concentrated ammoni a (20
he aqueous phase was

n) wWas added. The phases were separated and
extract ed \grtanydfislissraeredhamnemi@dure @ltispmefsie conbi ned organi ¢ phase was

dried and evap ed. The free itle conpound was precipitated
to the hyd%5%#5)%%1'@%58*'%5@%?066@5@%(#Itit%%%(?&’ hydrogen chl oride solved in

et hanol . Yiwdlete®®0 ng (3% . M 227-230C. CLAIMS 1. A conpound the Fornula I:
or _any of ithépbRETOES GCopRentd Alsitidfe BF aldoubieBBRESand” a phar maceutical |y

acceptabl e salt thereof, wherein the bond represents a single or a double
bond; and & FesPeeRiStENAPMAYHENYP; gr oup; whi ch napht hyl group is

subsfg tut ed wi \WhigAaghthyPERUBULSUbSHBRIWIth bRBesItASid Jutistasrited from the
group consi sting, of: a*lo, r*e&i ﬁororreth I trlfhuob’%rret hoxy, cyano, nitro,
hydr oxy, al kox;'/?d%@pﬁﬁ Kéﬁtﬁc BEVReIgrPuP CPRBISUNG Sy al kyl | al kyl ,

cycl oal kyl, cycl oahkid, adiftudromelttiyentyifluordrkethipky, cyldRoRhitro, hGdfdxyiRaRoxgr -

NR (CO RS wher el gy Boa By Rikb QRIS Ao R anGA At Bydiodiki, Ny dr ogen or

al kyl .
cycloalkylalkyl, alkenyl, alkynyl, -NR’'R”, -(C=O)NR’R” or -
15 NR’'(C=0)R”;
wherein R’ and R” independently of each other are hydrogen or
alkyl.
2. The chemical compound of claim 1, wherein
20 the bond —=—=—-== represents a double bond.
3. The chemical compound of claims 1 or 2, wherein
Q represents
R8
R7
RG
R5
25 wherein each of R®, R, R” and R® independent of each other represent

hydrogen, halo, trifluoromethyl, trifluoromethoxy, cyano, nitro, hydroxy,

alkoxy, cycloalkoxy, alkoxyalkyl, cycloalkoxyalkyl, alkyl, cycloalkyl,

cycloalkylalkyl, alkenyl, alkynyl, -NR’'R”, -(C=0)NR’R” or -NR’(C=0)R”;
wherein R’ and R” independently of each other are hydrogen or alkyl.



2. Thz%\ Qem’ cal conpound of claim11, wherein the bond represents a double
bond-8"°The cheni cal conpound of clains 1 or 2, wherein Q represents
wher ei n ewmoho@fosR®p R6, R7 and R8 i ndependent of each otrhErEPe@snsmaent
hydrogen, halo, trifluoronmethyl, trifluoronethoxy, cyano, nitro, hydroxy,
al koxy, cycl oal koxy, al koxyal kyl, cycl'lﬁal koxyal kyl , al kyl, cycl oal kyl,
cycl oal kyl al kyl , al kenyl, alkynyl, -NRR', -(CGCONRR'" or -NR (COR’;
wherein R and R' independently of each other are hydrogen or alkyl.wth

the provi sqifthite stbviseahat gtneast orfdof RS RRR’ aind RBJ6eERoN@présgntesent

hydr ogen. ?‘Xﬁ The chem cal conpound of claim 3, wherein wherein each of
R5, R6, R7 (PR i ndependent of each other represent hydrogen, alkyl,

al koxy, cycl oal koxy, al koxyal kyl or cycl oal koxyal kyl; with the proviso that

at | t o . dge . represent hydrogen. 10 5. The
chem%gzll' cgﬁg%ﬁﬁ%@%@gﬁ’gﬁ%ﬁ%@ih%aﬁ@%i n one of R5, R6, R7 and R8
r epr esent s Whereiyeacinef Rh&'r Rmandi Rigndaperderit akpachetherreprese®d r epr esent

hydr ogen. ' ' ' 2rei n one of
R5, R6, R71§ﬂ§|° qgaw?lel%@g‘g'é%?}s 02%3%&9’ QROW&RWO?%?@?LM? ﬂrﬁgpé of R5, R6, R7

drox%' @3% i%he re

and R8 repMituthe ripvisedhat atiea &hRi:dar Re AMJindoes nel rgpresentyuner ei n 20
Q r epr esentydfogeri. hoxy- napht hal en-2-yl . 8. The chemi cal conpound of claim
3, erein Q represents 6-hydroxy-naphthal en-2-yl. 25 9. The chem cal
conpound of claim1, which is

S- ~- Metthox heahienticaleoonzpoudd efaclainbBewbeogin Z. ZJoct - Z- ene;

Ai - Aza- bi CWG{? inorfe) QER® eepq%-n)dq{m éé'@ﬂtgré]k%)& ; or a pharmaceutically
accept abl e salt thereof.” 30 ) SA&Q rmaceuti calf’ conposition, conprising a
t her apeut | @dithegemaining ¢hregrf iR, BY, B aediousarasenshyd@genof clains 1-9, or
any of its isomers or any mxture of its

15 6. The chemical compound of claim 3, wherein
wherein one of R%, R®, R” and R® represents hydroxy;
and the remaining three of R5, Re, R and R® represent hydrogen.

7. The chemical compound of claim 3, wherein
20 Q represents 6-methoxy-naphthalen-2-yl.

8. The chemical compound of claim 3, wherein
Q represents 6-hydroxy-naphthalen-2-yl.

25 9. The chemical compound of claim 1, which is
3-(6-Methoxy-naphthalen-2-yl)-1-aza-bicyclo[2.2.2]oct-2-ene;
6-(1-Aza-bicyclo[2.2.2]oct-2-en-3-yl)-naphthalen-2-ol;
or a pharmaceutically acceptable salt thereof.

30 10. A pharmaceutical composition, comprising a therapeutically effective amount of a
compound of any one of claims 1-9, or any of its isomers or any mixture of its
isomers, or a pharmaceutically acceptable salt thereof, together with at least one
pharmaceutically acceptable carrier, excipient or diluent.

35 11. Use of the chemical compound of any of claims 1-9, or any of its isomers or any
mixture of its isomers, or a pharmaceutically acceptable salt thereof, for the
manufacture of a medicament.



isosn‘g%‘ts_w or a pharmaceutically acceptable salt thereof, together with at

| ea€tOBN8 phar maceutically acceptable carrier, excipient or diluent. 35 11.
Use of thwochemsec@mb conmpound of any of clainms 1-9, or argTmEP2005856830NErS Or
any mxture of its isonmers, or a pharmaceutically acceptable salt thereof,
for the manufacture of a nedi canent. 1217 The use according to claim11, for
t he manuf acture of a pharnmaceuti cal Phar maceuti cal conpositign for the
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A ypical Aol ey 8PP AR 166 BBARANd Gollebiglipl o depr eosi ve

di sorder, mc sor ar drsorder, ar | disorder, bipolar
Il disorder, cyclothymc disorder, nood disorder due to a general nedical

condi t @), THEAMARCSTHMGUBRIIAPP? Wharit!le diBESSE! AISHRRF bR cofdings s S
syndronme, obsessjve cogguIS|ye di sorder, panic disorder, di sor der

| anl c
wi t hout agdPeQsheispederparpresgiogs abkicalidenr £ ?%?'Oaéeg%fﬂﬁ%itapﬂffbhout
hi story of nhgjor deghiessivéedisordenidystiymickdisordenmipslaF disotder, bipolury | oss,

20y 53, e lactiel BB oSk and B o RSS2, 1
denentia, g¢emeralineditalagpmditipn, sebslancddnducecimoadzdisonder,’ psedidedesentia,
e RS SRR SURARGERA 4 CHBR la CBBH g o 00 I
post - t r aumglisarder witbeuirgesapbebiaapanie @sqrégsw&thmhotdau@gqaah@biaon, dr ug
abuse, cocg|iftRdubBisiéry dTipanid MiSorfditSSanit @BBEKR OmaRieT§ defitit) Mémafdioss) on.
e o oo toa Tk Bl gl BRed v ooy Bt P bamcnche
pai n assocididardervidatingelisarder, Parkinsbn'srdiséasen paskihsonisms deamintiaar t hri ti s,
i tabl e GomsTUelarcrasaS SsBlb epRE A Rlier b sl Bl D2 1 synarome
(PWPS), posmmnodeficipacy syndroge demestia compigya tmhgmody dysfunctioneiorageingy
TGl | SBREe TRl i BRbla, sOLRPANBly ASLIGIShc i ol B
pr erdénst r ualisaigen ReHtesigessodigerder) diug addielign, sliug abysedsesnaine pbuse.t r aunati ¢
nicotine abuse, tobacco abuse, alcohol addiction, alcoholism, kleptomania, pain,
chronic pain, inflammatory pain, neuropathic pain, migraine pain, tension-type
headache, chronic tension-type headache, pain associated with depression,
fibromyalgia, arthritis, osteoarthritis, rheumatoid arthritis, back pain, cancer pain,
25 irritable bowel pain, irritable bowel syndrome, post-operative pain, post-
mastectomy pain syndrome (PMPS), post-stroke pain, drug-induced neuropathy,
diabetic neuropathy, sympathetically-maintained pain, trigeminal neuralgia,
dental pain, myofacial pain, phantom-limb pain, bulimia, premenstrual syndrome,
premenstrual dysphoric disorder, late luteal phase syndrome, post-traumatic
30 syndrome, chronic fatigue syndrome, urinary incontinence, stress incontinence,
urge incontinence, nocturnal incontinence, sexual dysfunction, premature
ejaculation, erectile difficulty, erectile dysfunction, premature female orgasm,
restless leg syndrome, periodic limb movement disorder, eating disorders,
anorexia nervosa, sleep disorders, pervasive developmental disorders, autism,
35 Asperger’s disorder, Rett’s disorder, childhood disintegrative disorder, learning
disabilities, motor skills disorders, mutism, trichotillomania, narcolepsy, post-
stroke depression, stroke-induced brain damage, stroke-induced neuronal
damage or Gilles de la Tourettes disease.



syng2§ chronic fatigue syndronme, urinary incontinence, stress
i ncon |n%n urge incontinence, nocturnal incontinence, sexual
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depression, stroke-induced oke-in ronal
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