
EP 0 399 982 B1 Description An object of the invention is to provide
compounds for therapeutic use, especially compounds having a therapeutic
activity via the central nervous system (CNS). A further object is to
provide compounds having a 5 selctive effect on the 5-hydroxy-tryptamine
receptors in mammals incuding man. Prior art Therapeutically useful
tetraline derivatives having effect on 5-hydroxy tryptamine neurons in
mammals 10 are disclosed in EP 41 488, EP 270 947 and EP 272 534. The EP
272 534 discloses compounds of the formula 15 20 wherein [err] is halo,
cyano, [err] [err] are hydrogen or an alkyl group. These compounds are
mentioned to have affinity to the 5-hydroxytryptamine receptors and to
possess serotonin agonist/antagonist effects. These prior art compounds
differ from the present compounds in that the present compounds are 40
substituted in the 8 position with an acyl group [err] where [err] alkyl or
a 5- or 6-membered aromatic ring, whereas the prior art compounds are
substituted in the 8 position with a group 50
0         0 [err] 55     However, a comparison of the structurally most
closely related compound of the invention and of the prior art compound
clearly demonstrates that the compound of the invention is a much more
potent inhibitor of the [err] binding. 3    EP 0 399 982 B1 Disclosure of
the Invention The object of the present invention is to obtain new
compounds which have a high affinity to the 5- hydroxy-tryptamine receptors
in the central nervous system at the same time as they act as agonists, 5
partial agonists or antagonists on the serotonin receptors. Thus, the new
compounds of the formula I of the present invention as well as the
enantiomers and salts thereof are useful in therapeutic treatment of
5-hydroxy-tryptamine mediated states and disorders such as depression,
anxiety, anorexia, senile dementia, Alzheimer's disease, migraine,
termoregulator and sexual disturbances. Further aspects of the invention
are related to the compounds, enantiomers and salts thereof 



10 for use in the treatment of pain and in the treatment of disturbances in
the cardiovascular system. WO-A-9015047 discloses 2-aminotetralines of the
formula [err] wherein R is hydrogen or halogen, [err] 25 -5-oxazolyl, [err]
alkyl etc. useful to treat disorders in CNS, hypertension, diabetes, sexual
disturbances and control appetite. Thus, the invention provides compounds
of the formula (I) 30 [err] wherein 40    R is   hydrogen or methyl with
the proviso that the e[rr]--methyl substituent is in cis-configuration, Z
is   hydrogen or halogen, Q is   [err]or a 5- or 6-membered aryl which may
contain 1 or 2 heteroatoms selected from N, 0 or S and being either (i)
optionally substituted by one or more substituents independently selected
from halogen, CN, [err] alkyl, [err]  alkenyl or lower alkoxy or either
(ii) fused at two 45           adjacent carbon atoms to an aryl ring, said
aryl ring being optionally substituted by one or more substituents
independently selected from halogen, [err]alkyl, [err] alkenyl or lower
alkoxy, [err] is   [err] alkyl or a 5- or 6-membered aromatic ring which
may contain heteroatoms selected from 0 and S and being either (i)
optionally substituted by substituents independently selceted from 50
halogen, [err], lower alkyl or lower alkoxy or either (ii) fused at two
adjacent carbon atoms to a benzene ring, said benzene ring being optionally
substituted by substituents independently selected from halogen, [err]
lower alkyl or lower alkoxy, is   hydrogen or [err] alkyl, [err] is   a
group [err] alkyl, -[err] 55 4    EP 0399982 B1 where ais     1 to5, 10
b is    0,1 or 2, cis    1,2,3or4, dis    2or3, Xis    0, S or NR5, where
R5 is   hydrogen, cycloalkyl, alkyl, [err]-alkyl, optionally substituted
with hydroxy, amino, alkylamino, 15            dialkylamino, aryl,
heteroaryl, aralkyl, alkoxycarbonyl, alkylsulfonyl, phenylsulfonyl,
tolylsulfonyl, 



benzylsulfonyl, formyl, carbamoyl or sulfamoyl, R4 is   hydrogen, halogen,
[err]CN or a group [err] 20 [err] where c, d and X   have the meaning given
above, 30    A is         hydrogen, alkylsulfonyl, phenylsulfonyl,
tolylsulfonyl, benzylsulfonyl, acyl or alkoxycar- bonyl, [err] is
hydrogen, alkyl, alkenyl, cycloalkyl, aryl, aralkyl, acyl, alkoxycarbonyl,
aryloxycarbonyl, R7 is        hydrogen, alkyl, alkenyl, aryl or aralkyl,
[err]   which are the same or different are each hydrogen, alkyl, aryl or
aralkyl, 35    [err] is       alkyl, cycloalkyl, aryl or aralkyl and the
aryl residue may be substituted with halogen, cyano, alkyl, alkoxy,
trifluormethyl or trifluormethoxy, m is         0, 1 or 2 R" and R12
which are the same or different are each hydrogen, alkyl, aryl or aralkyl,
and the aryl residue may be substituted with halogen, cyano, alkyl, alkoxy
or trifluormethyl, or 40    [err]  together with the nitrogen atom form a
ring: 45 50 55 5    EP 0 399 982 B1 wherein c and d have the meaning given
above, and Y is 0, S or a group [err] where 50  [err] has the meaning given
above, and e isO,1,2,3 or 4, and enantiomers and physiologically acceptable
salts thereof. Alkyl in formula I representing straight or branched alkyl
groups having 1 to 12 carbon atoms, for example methyl, ethyl, n-propyl,
i-propyl, n-butyl, i-butyl, t-butyl, n-pentyl, i-pentyl, n-hexyl, i-hexyl,
n-heptyl, 55 i-heptyl, n-octyl and i-octyl. Preferred alkyl groups are
alkyl groups having 1 to 5 carbon atoms. [err] alkyl in formula I
representing straight, branched and cyclic alkyl groups having 1-5 carbon
atoms, for example methyl, ethyl, n-propyl, i-propyl, n-butyl, i-butyl,
t-butyl, n-pentyl, i-pentyl, t-pentyl, cyclopropyl, cyclobutyl,
cyclopentyl, methylcyclopropyl, ethylcyclopropyl, methylcyclobutyl.
Preferred alkyl  



EP 0 399 982 B1 groups are alkyl groups having 1 to 4 carbon atoms. Lower
alkyl in formula I representing straight alkyl groups having 1 to 4 carbon
atoms, for example methyl, ethyl, n-propyl or n-butyl, preferably ethyl,
n-propyl. Cycloalkyl in formula I representing cyclic carbon atom chain
having 5 to 8 carbon atoms, for example 5  cyclopentyl, cyclo-hexyl,
cycloheptyl and cyclooctyl. Alkenyl in formula I representing straight or
branched carbon atoms chains having 2 to 12 carbon atoms and containing one
or two double bond, for example allyl, propenyl, isopropenyl, butenyl,
isobutenyl, pentenyl, isopentenyl, hexenyl, isohexenyl, heptenyl,
isoheptenyl, octenyl and isooctenyl. Preferred alkenyl groups have 2 to 4
carbon atoms and one double bond. 10     [err] alkenyl in formula I
representing straight or branched carbon atom chains having 2 to 6 carbon
atoms and containing one or two double bonds, for example allyl, propenyl,
isopropenyl, butenyl, isobutenyl, pentenyl, isopentenyl. Preferred alkenyl
groups have 2 to 4 carbon atoms and one double bond. Alkoxy in formula I
representing straight or branched carbon atom chains having 1 to 12 carbon
atoms, preferably 1 to 4 carbon atoms, where the carbon chain is bond by an
oxygen atom. For example methoxy, 15 ethoxy, propoxy, isopropoxy, butoxy,
isobutoxy, pentoxy, isopentoxy, hexoxy, isohexoxy, heptoxy, isohep- toxy,
octoxy and isooctoxy. Lower alkoxy in formula I representing a straight
alkoxy group having 1 to 4 carbon atoms, for example methoxy, ethoxy,
propoxy or butoxy, preferably methoxy and ethoxy. 5-or 6-membered aryl
which may contain 1 or 2 heteroatoms selected from N, 0 or S and being
either 20  (i) optionally substituted by one or more substituents
independently selected from halogen, CN, [err] alkyl, [err] alkenyl or
lower alkoxy or either (ii) fused at two adjacent carbon atoms to an aryl
ring, said aryl ring being optionally substituted by one or more
substituents independently selected from halogen, CN, [err] alkenyl or
lower alkoxy, in the definition of Q in formula I representing either (i)
substituted or unsubstituted phenyl, thienyl, furyl, pyridyl, pyrimidyl,
pyrazinyl, pyradazinyl, thiozolyl, 26  isothiozolyl, oxazolyl, isoxazolyl,
imidazolyl, pyrazolyl, piperazinyl or morpholinyl or either (ii)
substituted or unsubstituted quinolyl, isoquinolyl, quinazolyl,
quinaxazolyl or indolyl. Acyl in formula I representing phenyl or straight
or branched carbon atom chains having 1 to 6 carbon atoms, preferably 1 to
4 carbon atoms, bond by a carbonyl group, for example benzoyl, acetyl,
ethylcar- bonyl, propylcarbonyl, isopropylcarbonyl, butylcarbonyl and
isobuturylcarbonyl. 30     Aryl in formula I representing an aromatic
residue having 6 to 12 carbon atoms, for example phenyl, naphtyl and
biphenyl. Aralkyl in formula I representing an aryl residue having 7 to 14
carbon atoms bond by an alkylen chain, preferably the aralkyl residue
having 1 to 6 carbon atoms in the aliphatic chain and 6 to 12 carbon atoms
in the aromatic ring. For example benzyl, naphtylmethyl, phenethyl and
phenylpropyl. 35     Alkoxy carbonyl in formula I representing a group
[err] 



40 alkyl, wherein alkyl is defined as above. Preferred alkoxy carbonyl
groups having 1 to 4 carbon atoms in the alkyl chain, for example methoxy
carbonyl, ethoxy carbonyl, propoxy carbonyl, isopropoxy carbonyl, butoxy
carbonyl and isobutoxy carbonyl. Halogen in formula I representing fluor,
chlor, brom, iod, preferably fluor, chlor and brom, especially 45  fluor.
Examples of suitable 5- or 6-membered aromatic rings which contain atoms
selected from C, 0 or S are phenyl, thienyl and furanyl. Example of a
suitable 5- or 6-membered aromatic ring containing C, 0 or S atoms which
are fused at two adjacent carbon atoms is benzofuran. The compounds of the
invention have one or two asymmetric carbon atoms. When R is hydrogen the
50  compounds have an asymmetric carbon atom adjacent to the nitrogen atom
i.e. C2 and when R is methyl the compounds have an asymmetric carbon atom
adjacent to the nitrogen atom and an asymmetric carbon atom adjacent to the
methyl group i.e. [err]. Thus, the compounds exist as two or four stereo
isomers i.e. enantiomers and/or diastereomers. Both the pure enantiomers
and racemic mixtures are within the scope of the present invention. The
therapeutic properties of the compounds may to a greater or lesser 55
degree be ascribed to the racemate to the enantiomers occurring. C,
-methylated derivatives of formula I where the methyl substituent is in cis
configuration to the 2- amino substituent on [er]r has been found to be
potent 5-hydroxy-tryptamine receptor agonists. Preferred compounds have a
1S, 2R-configuration. 7    EP 0 399 982 B1 Both organic and inorganic acids
can be employed to form non-toxic physiologically acceptable acid addition
salts of the compounds of this invention. Illustrative acids are sulfuric,
nitric, phosphoric, oxalic, hydrochloric, hydrobromic, citric, acetic,
lactic, tartaric, pamoic, ethanedisulfonic, sulfamic, succinic,
cyclohexylsulfamic, fumaric, malic and benzoic acids. These salts are
readily prepared by methods known 5  in the art. Preferred compounds are
those where Q is phenyl, fluorophenyl, thienyl or furanyl or [err] wherein
[err] is [err] cyclopropyl, methylcyclopropyl, methylcyclobutyl, and err]
alkyl, and R is hydrogen. 10  Methods for Preparation The compounds of the
invention may be prepared by one of the following methods constituting a
further aspect of the invention. a. Converting a compound of the formula
(II) 15 [err] 25 



wherein X is a leaving group such as trifluoromethanesulfonate (Tf),
phosphonate, halide such as Br or 1, and [err] are defined as above by
substitution of the group X to a carboxy group COR[err] to formation of a
compound of formula IA. The compound (II) can be converted to compound (IA)
by the following catalytic cycle. Metal (M) 30   should be a zerovalent
transition metal [err], such as Pd or Ni with ability to undergo oxidative
addition to aryl-x-bonds e.g. the aryl-halogen bonds. [err] may be
generated in situ from [err] treatment with carbon monoxide (co). [err]
should be a metal such as Sn, Mg, Zn, Zr, B, Al, Li, which can undergo
transmetallation with the initially formed carbonylated
a-aryl-metal-X-complex (e.g. [err]-aryl-metalhalide complex). 35 40 45 50
55 8    EP 0399982 B1 Further reagents are carbonmonoxide, an amine such as
triethylamine in an inert organic solvent preferentially a polar aprotic
solvent such as dimethylformamide (DMF), dimethylsulfoxide (DMSO), 30
aceton, acetonitrile etc. The reaction is normally performed at a
temperature between + 40 to + 120 [err] C and at a pressure between 1 to 5
bar. Finally it may be necessary to perform a catalytic hydrogenation (for
instance by using H2,Pd(C)) to obtain the desired ][err] group, e.g. to
convert alkynes or alkenes to alkanes. b) Compound (IA) can also be formed
by the reversed process: 35    A reaction as the catalytic cycle using a
zerovalent transition metal [err], such as Pd, or Ni with ability to
undergo an oxidation addition to [err] wherein [err]defined as under
formula IA and X is a leaving group such as halide, treatment with carbon
monoxide followed by addition of a compound of formula III. 40 45 50 55 9
EP 0 399 982 B1 same as described in process a) above. 



c) Converting a compound of the formula (II) 30 [ERR] 36 wherein X is a
leaving group such as trifluoromethanesulphonate (Tf), phosponate, halide
such as Br or I and R, [ERR] are defined as above by substitution of the
group X to 5- or 6-membered aryl (Ar) which may contain 1 or 2 heteroatoms
selected from N, 0, or S being either substituted or fused at two 40
adjacent carbon atoms to an aryl ring as defined above to formation of a
compound of formula (IB). The compound (11) may be converted to (IB) by
reaction with a zerovalent transition metal M[ER]R, such as Pd or Ni with
ability to undergo oxidative addition to the aryl-X-bond. A suitable
aryl-substituent can be introduced via a trialkyl-arylstannane. Further
reagents are an amine such as triethylamine and lithiumsalt e.g. lithium
chloride. The reaction is 45    preferentially carried out in a polar
aprotic solvent such as dimethylformamide, dioxane, acetonitril or
dimethylsulfoxide at a temperature between + 40 to + 120 [err] C. d)
Converting a compound of the formula (V) 50 10    EP 0 399 982 B1 wherein X
is a leaving group such as trifluoromethanesulphonate (Tf), Z is halogen
and R, [err] are defined as above by substitution of the group X to group Q
which means a carboxy group COR[err] or a 5- or 6-membered aryl according
to the above definitions and prepared as described in methods (a), (b) and
(c). 5     e) Converting a compound of the formula (IV) (described in EP
272 534) [err] 15    wherein [err] are defined as above by substitution of
the nitrile to a carboxy group COR[err] to formation of a compound of
formula IA. The reaction is carried out by treatment with an appropriate
organometallic reagent preferentially organolithium or Gringard reagent in
an inert organic solvent preferentially a nonpolar aprotic solvent such as
ethers e.g. diethyl ether, tetrahydrofuran, benzen, followed by hydrolysis
of the intermediate complex to obtain the desired compound. 20
Pharmaceutical preparations According to the present invention the
compounds of the formula I will normally be administered orally, rectally
or by injection, in the form of pharmaceutical preparations comprising the
active ingredient either as 25 a free base or a pharmaceutically acceptable
non-toxic acid addition salt, e.g. the hydrochloride, hydrobromide,
lactate, acetate, phosphate, sulphate, sulphamate, citrate, tartrate,
oxalate and the like in a pharmaceutically acceptable dosage form. The
dosage form may be a solid, semisolid or liquid preparation. 



Usually the active substance will constitute between 0.1 and 99% by weight
of the preparation, more specifically between 0.5 and 20% by weight for
preparations intended for injection and between 0.2 and 30 50% by weight
for preparations suitable for oral administration. To produce
pharmaceutical preparations containing a compound of the formula I in the
form of dosage units for oral application, the selected compound may be
mixed with a solid excipient, e.g. lactose, saccharose, sorbitol, mannitol,
starches such as potato starch, com starch or amylopectin, cellulose
derivatives, a binder such as gelatine or polyvinylpyrrolidone, and a
lubricant such as magnesium stearate, 35 calcium stearate, polyethylene
glycol, waxes, paraffin, and the like, and then compressed into tablets. If
coated tablets are required, the cores, prepared as described above, may be
coated with a concentrated sugar solution which may contain e.g. gum
arabic, gelatine, talcum, titanium dioxide, and the like. Alternatively,
the tablets can be coated with a polymer known to the man skilled in the
art, dissolved in a readily volatile organic solvent or mixture of organic
solvents. Dyestuffs may be added to these coatings in 40 order to readily
distinguish between tablets containing different active substances or
different amounts of the active compounds. For the preparation of soft
gelatine capsules, the active substance may be admixed with e.g. a
vegetable oil or polyethylene glycol. Hard gelatine capsules may contain
granules of the active substance using either the abovementioned excipients
for tablets e.g. lactose, saccharose, sorbitol, mannitol, starches 45
(e.g. potato starch, corn starch or amylopectin), cellulose derivatives or
gelatine. Also liquids or semisolids of the drug can be filled into hard
gelatine capsules. Dosage units for rectal application can be solutions or
suspensions or can be prepared in the form of suppositories comprising the
active substance in admixture with a neutral fatty base, or gelatine rectal
capsules comprising the active substance in admixture with vegetable oil or
paraffin oil. so     Liquid preparations for oral application may be in the
form of syrups or suspensions, for example solutions containing from about
0.2% to about 20% by weight of the active substance herein described, the
balance being sugar and mixture of ethanol, water, glycerol and propylene
glycol. Optionally such liquid preparations may contain colouring agents,
flavouring agents, saccharine and carboxymethyl-cellulose as a thickening
agent or other excipients known to the man in the art. 55     Solutions for
parenteral applications by injection can be prepared in an aqueous solution
of a water- soluble pharmaceutically acceptable salt of the active
substance, preferably in a concentration of from about 0.5% to about 10% by
weight. These solutions may also contain stabilizing agents and/or
buffering agents and may conveniently be provided in various dosage unit
ampoules. 11    EP0399982B1 Suitable daily doses of the compounds of the
invention in therapeutical treatment of humans are about 0.01-100 mg/kg
bodyweight at peroral administration and 0.001-100 mg/kg bodyweight at
parenteral administration. 



5  Working examples Example 1 - Preparation of a starting material
()-2-(Dipropylamino)-8-[(trifluoromethylsulfonyl)oxy]-tetralin 10 A
solution of trifluoromethanesulphonic anhydride (7.0 g, 24.8 mmol) in
dichloromethane (20 ml) was added to a mixture of potassium carbonate (3.4
g, 24.8 mmol) and 8-hydroxy-2-(dipropylamino)tetralin (3.06 g, 12.4 mmol)
in dichloromethane (300 ml) kept at -70 C. The cooling bath was removed and
stirring was continued overnight. The mixture was extracted with an
ice-cold saturated aqueous solution of potassium 15 carbonate. The organic
layer was dried (potassium carbonate), filtered, and concentrated. The
residue was purified on an alumina column eluted with ether/light petroleum
1:8 to afford 5.01 g of an oil that was converted into the hydrochloride.
Recrystallization from ethanol/ether gave 5.01 g (97%) of pure 2-
(dipropylamino)-8-[(trifluoromethylsulfonyl)oxy]tetralin hydrochloride. (+
)-(R)-2-(Dipropylamino)-8-(trifluoromethylsulfonyloxy)tetralin    and
(-)-(S)-2-(Dipropylamino)-8- 20  (trifluoromethylsulfonyloxy)tetralin were
prepared similarly from the respective enantiomers of 8-hydroxy-2-
(dipropylamino)tetralin which may be obtained in high yields and optical
purities. Example 2 25  (err)-8-Acetyl-2-(dipropylamino)tetralin
hydrochloride. A mixture of
2-(dipropylamino)-8[(trifluoromethylsulfonyl)oxy]tetralin (455 mg, 1.2
mmol), tetramethyl- stannane (257 mg, 1.44 mmol), lithium chloride (158 mg,
3.7 mmol), dichloro[1,1'-bis(diphenylphosphino)- ferocene]palladium(ll)
(PdCI2(dppf); 61 mg, 0.07 mmol), molecular sieves (4A; 120 mg) and
dimethylfor- 30  mamide (10 ml) was stirred under an atmosphere of carbon
monoxide for 14 h at 90 [err]C. The catalyst was filtered and the filtrate
was partitioned between water and ether. The organic layer was dried
(sodium sulfate) and concentrated in vacuo. The residue was purified by
chromatography on an alumina column eluted with ether/light petroleum 1:16.
Pure fractions were pooled and concentrated and the resulting oil was
treated with ethereal hydrogen chloride to afford 158 mg (70%) of pure
8-acetyl-2-(dipropylamino)tetralin 35  hydrochloride, which could be
recrystallised from [err] and diethylether. Mp 125-127[err] C. Example 3
(-Methyl 2-(dipropylamino)tetralin-8carboxylate hydrochloride 40 A mixture
of 2-(dipropylamino)-8-[(trifuloromethylsulfonyl)oxy]tetralin (3.5 g, 9.2
mmol), triethylamine (1.86 g, 18.4 mmol), palladium(ll)acetate (62 mg, 0.28
mmol), 1,1'-bis(diphenylphosphino)ferocene (306 mg, 0.55 mmol), methanol
(5.7 g, 184 mmol), and dimethylsulfoxide (70 ml) was stirred overnight
under a positive pressure of carbon monoxide. The mixture was partitioned
between a saturated aqueous sodium 46  chloride solution and ether. The
organic layer was dried (sodium sulfate) and concentrated. The residue was
purified by chromatography on an alumina column eluted with ether/light
petroleum 1:16. Pure fractions were pooled and concentrated. The residual
oil was converted into the hydrochloride. Re-crystallisation from
diethylether/chloroform gave 2.08 g(92%) of methyl
2-(dipropylamin)tetralin-8carboxylate hydrochloride, mp 136-137 [err] C. 50



Example 4 (I )-8-Carboxy-2-(dipropylamino)tetralin 55     A solution of
methyl 2-(dipropylamino)tetralin-8-carboxylate hydrochloride (1.5 g, 4.6
mmol), sodium hydroxide (736 mg, 18.4 mmol), methanol (25 ml) and water (4
ml) was stirred overnight. The methanol was evaporated. Concentrated
hydrochloric acid was added until the pH became about 6. The solution was
extracted with chloroform. The organic layer was dried (sodium sulfate) and
concentrated to give 1.23 g 12    EP 0 399 982 B1 (97%) of pure
8-carboxy-2-(dipropylamino)tetralin as an oil. The hydrochloride melts at
245-247 C, which could be recrystallised from methanol/diethylether.
Example 5 5 ()-8-Acetyl-2-(dipropylamino)tetralin hydrochloride A 5%
solution of methyl lithium in ether (0.6 ml, 0.96 mmol) was added to a
chilled slurry of ()-8- Carboxy-2-(dipropylamino)tetralin hydrochloride
(100 mg, 0,32 mmol) in ether. The mixture was stirred at 10  room
temperature and under nitrogen for three days. Water was added carefully
and the mixture was extracted with ether. The organic layer was dried
(potassium carbonate) and concentrated. The residue was purified by
chromatography on an alumina column eluted with ether/light petroleum 1:4.
The pure fractions were pooled, concentrated and converted into the
hydrochloride. Recrystallization from acetonitrile/ether gave 55 mg (56%)
of pure 8-acetyl-2-(dipropylamino)tetralin hydrochloride. 15 Example 6 (
+)-8-Acetyl-2-(dipropylamino)tetralin hydrochloride 20     A  mixture of (
+)-2-(propylamino)-8-[(trifluoromethylsulfonyl)oxy]tetralin  (300  mg, 0.79
mmol), tetramethylstannane (167 mg, 0.95 mmol), lithium chloride (104 mg,
2.5 mmol), dichloro(1,1'-bis- (diphenylphosphino)ferrocene] palladium(ll)
[PdCI2(dppf)] (40 mg, 0.047 mmol), molecular sieves (4A; 120 mg),
2,6-di-t-butyl-4-methylphenol (catalytic amounts) in dimethylformamide (6
ml) was stirred under an atmosphere of carbon monoxide for 20 h at 90[err]
C. The catalyst was filtered off and the filtrate was 25  partitioned
between water and ether. The organic layer was dried (sodium sulfate) and
concentrated in vacuo. The residue was purified by chromatography on an
alumina column eluted with ether/light petroleum 1:16. Pure fractions were
pooled and concentrated to give 120 mg (42%) of
(+)-8-acetyl-2-(dipropylamino)- tetralinas an oil. 30  Example 7
(-)-8-Acetyl-2-(dipropylamino)tetralin hydrochloride A  mixture of
(-)-2-(dipropylamino)-8- [(trifluromethylsulfonyl)oxyl]tetralin  (910 mg,
2.4 mmol), 36  tetramethylstannane (514 mg, 2.88 mmol), lithium chloride
(315 mg, 7.44 mmol), dichloro[1,1'-bis- 



(diphenylphosphino) ferrocene]palladium(ll) [PdCL2(dppf)] (12 mg, 0.144
mmol), molecular sieves (4 A; 240 mg), 2,6-di-t-butyl-4-methylphenol
(catalyst) in dimethylformamide (20 ml) was stirred under an atmosphere of
carbon monoxide for 18 h at 90[err]C. The catalyst was filtered off and the
filtrate was partitioned between water and ether. The organic layer was
dried (sodium sulfate) and concentrated. The residue was 40 chromatographed
on an alumina column eluted with ether/light petroleum 1:16. Pure fractions
were pooled and concentrated. The resulting oil was converted into the
hydrochloride which was recrystallised from chloroform and ether to afford
323 mg (44%) of pure (-)-8-acetyl-2-(dipropylamino)tetralin hydrochloride,
mp: [err] 46  Example 8 ()-8-benzoyl-2-(dipropylamino)tetralin
hydrochloride A mixture of racemic
2-(dipropylamino)-8-[(trifluoromethylsulfonyl)oxy)tetralin (200 mg, 0.52
mmol), 60  phenyltrimethylstannane (154 mg, 0.64 mmol), lithium chloride
(69 mg, 1,6 mmol), dichloro[1,1'-bis-
(diphenylphosphino)ferocene]palladium(ll) [PdCL2(dppf)] (26 mg, 0.032
mmol), 2.6-di-t-butyl-4-methylphenol (catalyst), and molecular sieves (4 A;
40 mg) in dimethylformamide was stirred at 110[err]C under an atmosphere of
carbon monoxide for 15 h. The mixture was partitioned between water and
ether. The organic layer was dried (sodium sulfate) and concentrated in
vacuo. The residue was chromatographed on 555  an alumina column eluted
with ether/light petroleum 1:16. Pure fractions were pooled and
cincentrated. The resulting oil was treated with ethereal hydrogen chloride
to afford 100 mg (52%) of pure ()-8-benzoyl-2- (dipropylamino)tetralin
hydrochloride. Mp: [err]. 13    EP 0 399 982 B1 Example 9 ()-8(1
-oxopentyl)-2-(dipropylamino)tetralin 5     A mixture of
2-(dipropylamino)-8-[(trifluoromethylsulfonyl)oxy]tetralin hydrochloride
(216 mg, 0.52 mmol), tetrabutylstannane (218 mg, 0.64 mmol), triethylamine
(105 mg, 1.04 mmol), lithium chloride (68 mg, 1.6 mmol),
dichloro[1,1'-bis(diphenylphophino)ferrocenelpalladium(ll) [err] (26 mg,
0.03 mmol), 2.6-di-t-butyl-4-methylphenol (catalytic amounts), and
molecular sieves (4 A; 40 mg) in dimethyl formamide (5 ml) was stirred
under an atmosphere of carbon monoxide for 20 h at 120 C. The mixture was
filtered l0 and the filtrate was partitioned between water and ether. The
organic layer was dried (sodium sulfate) and concentrated in vacuo. The
residue was purified by chromatography on an alumina column eluted with
ether/light petroleum 1:16. Pure fractions were pooled and concentrated.
The resulting oil was treated by ethereal oxalic acid to afford 150 mg (71
%) oxalate as an oil. 15  Example 10 ()-8-Phenyl-2-(dipropylamino)tetralin
oxalate A mixture of racemic
2-(dipropylamino)-8-(trifluoromethylsulfonyloxy)tetralin(450 mg, 1.2 mmol),
20 trimethylphenylstannane (433 mg, 1.8 mmol),
tetrakis(triphenylphosphine)palladium(0) (69 mg, 0.06 mmol), 



lithium chloride (153 mg, 3,6 mmol) and 2.6-di-t-butyl-4-methylphenol
(catalyst) in 15 ml of dioxane and 1.5 ml of dimethylformamide was stirred
at 105 [err]C in a resealable flask for 3 days. The mixture was filtered
(celite), concentrated and partioned between saturated potassium carbonate
and ether. The organic layer was dried over potassium carbonate and
concentrated in vacuo. The residue was chromatographed on an 25 alumina
column eluted first with petroleum, followed by ether/light petroleum
(1:40) and then ether/light petroleum (1:20). Pure fractions were collected
and treated with ethereal oxalic acid affording 232 mg (48%) of
()-8-phenyl-2-(dipropylamino)tetralin oxalate, m.p. 162-163[err] C.
(+)-(R)-8-Phenyl-2-(dipropylamino)tetralin and
(-)-(S)-8-phenyl-2-(dipropylamino)tetralin were prepared similarly from R)-
and (S)-2-(dipropylamino)-8-(trifluoromethylsulfonyloxy)tetralin,
respectively. 30 Example 11 ()-8-(2-Furanyl)-2-(dipropylamino)tetralin
oxalate. 35     A mixture of racemic
2-(dipropylamino)-8-(trifluoromethyl-sulfonyloxy)-tetralin (100 mg, 0.26
mmol), furan-2-yltrimethylstannane (75 mg, 0.32 mmol),
dichloro[1,1'-bis(diphenylphosphino)-ferocene]palladium(ll) (12 mg, 0.014
mmol), lithium chloride (69 mg, 1.6 mmol), molecular sieves (60 mg) and
2,6-di-t-butyl-4- methylphenol (catalyst) in 3 ml of dimethylformamide was
stirred at 90 [err] C in a sealed flask overnight. The mixture was filtered
(Celite) and partitioned between a saturated sodium bicarbonate solution
and ether. The 40 ether layer was dried (potassium carbonate), filtered and
concentrated in vacuo. The residue was chromatographed on alumina with
ether/light petroleum (1:16) as eluant. Pure fractions were collected and
treated with ethereal oxalic acid to give a white powder which was
recrystallized from MeOH/ether affording 36 mg (36%) of
()-8-(furan-2-yl)-2-(dipropylamino)-tetralin oxalate, m.p. 113-114 [err]C.
45 Example 12 ()-8-(Benzofuran-2-yl)-2-(dipropylamino)tetralin oxalate A
mixture of racemic
2-(dipropylamino)-8-(trifluoromethylsulfonyloxy)tetralin(400 mg, 1.04
mmol), ben- 50 zofuran-2-yltrimethylstannane (444 mg, 1.6 mmol),
tetrakis(triphenylphosphine)palladium(0) (60 mg, 0.052 mmol), lithium
chloride (140 mg, 3.24 mmol) and 2,6-di-t-butyl-4-methylphenol (catalyst)
in 12 ml of 1,4- dioxane and 1.2 ml of dimethylformamide was stirred at 105
[err]C in a sealed flask for 3 days. The mixture was filtered (Celite),
concentrated and partitioned between a saturated potassium carbonate
solution and ether. The ether layer was dried (potassium carbonate),
filtered and concentrated. The residue 55 was chromatographed on an alumina
column eluted with light petroleum, followed by ether/light petroleum
(1:40), ether/light petroleum (1:20) and ether. Pure fractions were
collected and treated with ethereal oxalic acid to give 220 mg (48%) of
()-8(benzofuran-2-yl)-2-(dipropylamino)tetralin oxalate, m.p. 168-170[err]
C. 14    EP 0 399 982 B1 Example 13 (1 S,2R)-1
-Methyl-2-(Dipropylamino)-8(trifluoromethylsulfonyloxy)tetralin. A solution
of (1 S,2R)-1 -methyl- 



8-methoxy-2-(dipropylamino)tetralin hydrochloride (J. Med. Chem. 1987, 30,
2105-2109) in freshly distilled 5  48% HBr was stirred at 120[err]C for 3
h. The reaction mixture was evaporated and partitioned between an ice-cold
saturated sodium bicarbonate solution and dichloromethane. The organic
layer was dried over sodium  sulfate, filtered  and  concentrated. The
residue of crude (1S,2R)-8-hydroxy-1-methyl-2- (dipropylamino)tetralin was
used directly. To the mixture of demethylated starting material and
potassium carbonate (1.0 g, 6.6 mmol) in 20 mL of 10 dichloromethane was
added the solution of triflic anhydride (1.3 g, 4.4 mmol) in 10 mL in
dichloromethane at -78[err]C during 15 min under nitrogen. The reaction was
kept at room temperature with stirring overnight. The reaction mixture was
concentrated and partitioned between a saturated potassium carbonate
solution and ether. The organic layer was dried over potassium carbonate,
filtered and concentrated. The residue was chromatographed on an alumina
column with ether/light petroleum (1:8) as eluant. Pure fractions were 15
collected and concentrated to afford 744 mg (86%) of the free base of the
triflate. Example 14 (1 S,2R)-8Benzoyl-1-methyl-(dipropylamino)tetralin
hydrochloride A mixture of (1S,2R)-1-methyl-2- 20
(dipropylamino)-8-(trifluoromethylsulfonyloxy)tetralin (100 mg, 0.25 mmol),
(Example 13) phenyltrimethyl- stannane (80 mg, 0.33 mmol), lithium chloride
(33 mg, 0.77 mmol),dichloro[1,1-bis(diphenylphosphino)-
ferocene]palladium(ll) (13 mg, 0.015 mmol), 2.2-di-t-butyl-4-methylphenol
(catalyst) and molecular sieves (4A;40 mg) in 3 ml of dimethylformamide was
stirred at 90 [err] C under carbon monoxide overnight. The reaction mixture
was filtered (Celite), concentrated and chromatographed on an alumina
column eluted with 25 ether/light petroleum (1:16). Pure fractions were
collected and treated with ethereal HCI to give a white solid which was
recrystallised from chloroform and ether affording 45 mg (47%) of (1
S,2R)-8-benzoyl-1-methyl-2- (dipropylamino)tetralin hydrochloride, mp:
147.5-150 [err] C. Pharmacology 30 Pharmacological treatment of depression
in man Evidence is available that in depressed patients the
neurotransmission in the central nervous system (CNS) may be disturbed.
These disturbances appear to involve the neurotransmitters noradrenaline
(NA) 35 and 5-hydroxytryptamine (5-HT). The drugs most frequently used in
the treatment of depression are considered to act by improving the
neurotransmission of either or both of these physiological agonists.
Available data suggest that the enhancement of 5-HT neurotransmission will
primarily improve the depressed mood and anxiety, whereas the enhancement
of noradrenaline neurotransmission will rather improve the retardation
symptoms occurring in depressed patients. In recent years many efforts have
been 40 made to develop new drugs with high selectivity for the improvement
of the 5-HT neurotransmission in the CNS. The mechanism of action for the
drugs generally used today in the therapy of mental depression is indirect,
i.e. they act by blocking the reuptake of the neurotransmitters (NA and/or
5-HT) released from nerve terminals in the CNS, thus increasing the
concentration of these transmitters in the synaptic cleft and 45 hence
restoring an adequate neurotransmission. A fundamentally different way to
regulate the neurotransmission in the central 5-HT-neurons would be 



to use a direct 5-HT-receptor agonistslantagonists. In order to minimize
side effects, a selectivity for this kind of receptors would then be
preferable. Surprisingly, we have found that a group of compounds of the
formula I have selective, direct 50 stimulating effect on, or blockade of a
subgroup of central 5-HT receptors. Another observation is that some of
these compounds have a particularly good oral bioavailability. In order to
evaluate the affinity for this subgroup of the 5-HT-receptors, the effects
on various receptors in rat brain were measured in vitro using receptor
assays (Ki nM). 55 In vitro test: Receptor binding assay [err] binding
assay. Cerebral cortex + hippocampus from each rat was dissected and
homogenized in 15 ml ice-cold 50 mM Tris-HCI buffer 4.0 mM [err]nd 5.7 mM
ascorbic acid, pH 7.5 with an Ultra- 15    EP 0 399 982 B1 Turrax (Janke &
Kunkel, Staufen, FRG) for ten s. After centrifugation for 12.5 min at
17,000 rpm (39,800 x g in a Beckman centrifuge with a chilled JA-17 rotor
(Beckman, Palo Alto, CA, USA), the pellets were resuspended in the same
buffer and homogenization and centrifugation repeated. To each pellet 5 ml
ice- cold 0.32 M sucrose were added and homogenized for 5 sec. These
samples were kept frozen at -70 [err]C. 5  When used they were diluted with
the buffer to 8 mg tissue/ml and homogenized for 10 sec. The tissue
homogenates were incubated for ten min at 37[err] C and then supplied with
10 [err] pargyline followed by reincubation for 10 min. The binding assay
followed that described by Peroutka, J. Neurochem. 47, 529-540, (1986). The
incubation mixture (2 ml) contained [err] (0.25 to 8 nM), 5 mg/ml tissue
homogenate in 50 mM 10  Tris-HCI buffer containing 4.0 mM CaC12 and 5.7 mM
ascorbic acid, pH 7.5. Six different concentrations of [err]H-8-OH-DPAT
were analyzed. Binding experiments were started by the addition of tissue
homogenate and followed by incubation at 37[err] C for ten min. The
incubation mixtures were filtered through Whatman GF/B glass filters witha
Brandel Cell Harvester (Gaithersburg, MD, USA). The filters were washed
twice with 5 ml ice-cold 50mM Tris-HCI buffer, pH 7.5, and counted with 5
ml Ready-solv HP (Beckman) in a Beckman LS 15  3801 scintillation counter.
Non-specific binding was measured by the addition of 10 [err] 5-HT to the
reaction mixture. The binding data was processed by non-linear least
squares computer analysis (Munson and Rodbard, Anal. Biochem. 107, 220-239,
(1980). Test results 20 Table 1 25
Receptor-binding Example no.    Ki(nM) 2         0.9 6  1.7 



11         1.5 Claims Claims for the following Contracting States: AT, BE,
CH, DE, DK, FR, GB, IT, LI, LU, NL, SE 35 1. A compound of the formula (I)
40 45 wherein R is   hydrogen or methyl with the proviso that the [err]
-methyl substituent is in cis konfiguration 50       Z is   hydrogen or
halogen, Q is   COR[err] or a 5- or 6-membered aryl which may contain 1 or
2 heteroatoms selected from N, 0 or S and being either (i) optionally
substituted by one or more substituents independently selected from
halogen, CN, [err] alkyl, [err] alkenyl or lower alkoxy or either (ii)
fused at two adjacent carbon atoms to an aryl ring, said aryl ring being
optionally 55               substituted by one or more substituents
independently selected from halogen, CN, [err], [err] alkyl, [err] alkenyl
or lower alkoxy, [err] alkyl or a 5- or 6-membered aromatic ring which may
contain heteroatoms selected from 0 and S and being either (i) optionally
substituted by substituents independently 16    EP 0 399 982 B1 * C   L  M
S* Turrax (Janke & Kunkel, Staufen, FRG) for ten s. After centrifugation
for 12.5 min at 17,000 rpm (39,800 x g in a Beckman centrifuge with a
chilled JA-17 rotor (Beckman, Palo Alto, CA, USA), the pellets were
resuspended in the same buffer and homogenization and centrifugation
repeated. To each pellet 5 ml ice- cold 0.32 M sucrose were added and
homogenized for 5 sec. These samples were kept frozen at -70 C. 5  When
used they were diluted with the buffer to 8 mg tissue/ml and homogenized
for 10 sec. The tissue homogenates were incubated for ten min at 37[err] C
and then supplied with 10 [err] pargyline followed by reincubation for 10
min. The binding assay followed that described by Peroutka, J. Neurochem.
47, 529-540, (1986). The incubation mixture (2 ml) contained 3H-8-OH-DPAT
(0.25 to 8 nM), 5 mg/ml tissue homogenate in 50 mM 10 Tris-HCI buffer
containing 4.0 mM CaC2 and 5.7 mM ascorbic acid, pH 7.5. Six different
concentrations of 3H-8-OH-DPAT were analyzed. Binding experiments were
started by the addition of tissue homogenate and followed by incubation at
37[err] C for ten min. The incubation mixtures were filtered through
Whatman GF/B glass filters witha Brandel Cell Harvester (Gaithersburg, MD,
USA). The filters were washed twice with 5 ml ice-cold 50mM Tris-HCI
buffer, pH 7.5, and counted with 5 ml Ready-solv HP (Beckman) in a Beckman
LS 15  3801 scintillation counter. Non-specific binding was measured by the
addition of 10 [err] 5-HT to the reaction 



mixture. The binding data was processed by non-linear least squares
computer analysis (Munson and Rodbard, Anal. Biochem. 107, 220-239, (1980).
Test results 20 Table 1 25
Receptor-binding Example no.    Ki(nM) 2         0.9 6          1.7 11  1.5
30 Claims Claims for the following Contracting States: AT, BE, CH, DE, DK,
FR, GB, IT, Ll, LU, NL, SE 35 1. A compound of the formula (I) 40 45
[err] wherein R is   hydrogen or methyl with the proviso that the [err]
-methyl substituent is in cis konfiguration 50       Z is   hydrogen or
halogen, Q is   COR[err] or a 5- or 6-membered aryl which may contain 1 or
2 heteroatoms selected from N, 0 or S and being either (i) optionally
substituted by one or more substituents independently selected from
halogen, CN, [err] alkyl, [err] alkenyl or lower alkoxy or either (ii)
fused at two adjacent carbon atoms to an aryl ring, said aryl ring being
optionally 55               substituted by one or more substituents
independently selected from halogen, CN, CFa, [err] alkenyl or lower
alkoxy, R' is   [err] alkyl or a 5- or 6-membered aromatic ring which may
contain heteroatoms selected from 0 and S and being either (i) optionally
substituted by substituents independently 16    EP 0 399 982 B1 selected
from halogen, [err], lower alkyl or lower alkoxy or either (ii) fused at
two adjacent carbon atoms to benzene ring, said benzene ring being
optionally substituted by sub- stituents independently selected from
halogen, [err], lower alkyl or lower alkoxy, R2 is   hydrogen or [err]
alkyl, 5        R3 is   a group C -C6 alkyl [err] 



where ais     1 to5, 20        b is    0, 1 or 2, cis    1,2,3or4, dis
2or3, X is    0, S or NR5, where R5 is   hydrogen, cycloalkyl, alkyl, [err]
alkyl, optionally substituted with hydroxy, amino, al- 25
kylamino, dialkylamino, aryl, heteroaryl, aralkyl, alkoxycarbonyl,
alkylsulfonyl, phenylsul- fonyl, tolylsulfonyl, benzylsulfonyl, formyl,
carbamoyl or sulfamoyl, R4 is   hydrogen, halogen, [err], lower alkyl, CN
or a group [err] [err] [err] where c, d and X   have the meaning given
above, 40        A is         hydrogen, alkylsulfonyl, phenylsulfonyl,
tolylsulfonyl, benzylsulfonyl, acyl or alkox- ycarbonyl, [err] is
hydrogen, alkyl, alkenyl, cycloalkyl, aryl, aralkyl, acyl, alkoxycarbonyl,
[err] is        hydrogen, alkyl, alkenyl, aryl or aralkyl, [err]   which
are the same or different are each hydrogen, alkyl, aryl or aralkyl, 45
[err] is       alkyl, cycloalkyl, aryl or aralkyl and the aryl residue may
be substituted with halogen, cyano, alkyl, alkoxy, trifluormethyl or
trifluormethoxy, m is         0,1 or2 [err]   which are the same or
different are each hydrogen, alkyl, aryl or aralkyl, and the aryl residue
may be substituted with halogen, cyano, alkyl, alkoxy or trifluormethyl, or
50        [err]  together with the nitrogen atom form a ring: 55 17    EP
EP 0  399 982 B1 C   L   M  S 10 o 15 R2 and R3   together with the
nitrogen atom form a ring of the formula 40 [ERR] wherein 



c and d     have the meaning given above, and 50        y is         0, S
or a group [err] where R5    has the meaning given above, and e is   O,
1,2, 3or 4, and enantiomers: and physiologically acceptable salts thereof,
with the proviso that Q cannot be a non- 55     substituded 2-pyrrolyl,
2-oxazolyl, 5-oxazolyl or 2-imidazolyl. 2. A compound according to claim 1,
wherein Q is COR'. 18    EP 0 399 982 B1 * C   L    M    S 3. A compound
according to claim 2, wherein R1 is [err] cyclopropyl, methylcyclopropyl,
cyclobutyl, methylcyclobutyl. 4. A compound according to claim 1, wherein Q
is phenyl, fluorophenyl. 5 6. A compound according to claim 1, wherein Q is
thienyl or furanyl. 6. A compound according to any of claims 1 to 5,
wherein [err] is a group [err] alkyl. 10  7. A compound according to any of
claims 1 to 6 wherein Z is hydrogen. 8.  A compound according to any of
claims 1 to 6 wherein Z is halogen. 9  A compound according to claim 8,
wherein Z is fluoro. 15 10. A compound 8-acetyl-2-(dipropylamino)tetralin,
enantiomers and physiologically acceptable salts there- of. 11. A compound
8-phenyl-2-(dipropylamino)tetralin, enantiomers and physiologically
acceptable salts there- 20     of. 12. A compound
8-(2-furanyl)-2-(dipropylamino)tetralin, enantiomers and physiologically
acceptable salts thereof. 25  13. A pharmaceutical preparation containing
as active ingredient a compound according to any of claims 1- 12, an
enantiomer or a physiologically acceptable salt thereof. 14. A compound as
defined in any of claims 1-12, an enantiomer or a physiologically
acceptable salt thereof, for use in therapy. 30 15. A compound according to
claim 14 for use in the treatment of depression, anxiety, anorexia, senile
dementia, migraine, Alzheimer's disease, hypertension, termoregulator and
sexual disturbances. 15. A compound according to claim 14, for use in the
treatment of pain. 35 



17. A compound according to claim 14 for use in the treatment of
disturbances in the cardiovascular system. 18. Use of a compound according
to any of claims 1-12 for the manufacture of a medicament for treatment 40
of disorders in the central nervous system, especially 5-hydroxy tryptamine
medicated disorders. 19. Use according to claim 18 for the manufacture of a
medicament for treatment of depression, anxiety, hypertension anorexia,
senile dementia, migraine, Alzheimer's disease, termoregulator and sexual
disturbances. 45 20. Use according to claim 18 for manufacture of a
medicament for treatment of pain. 21. Use according to claim 18 for
manufacture of a medicment for treatment of disturbances in the
cardiovascular system. 50 22. A process for the preparation of a compound
of the formula (I) according to claim 1, by 55 19    EP 0 399 982 B1 C   L
M   S* a) converting a compound of formula (II) X 10 wherein x is a leaving
group and R, [err] are as defined under formula (1) by a catalytic cycle
using a zerovalent transition metal M[err], which undergoes an oxidative
addition to the aryl-x-bonds, treatment with carbon monoxide followed by
transmetallation between [err] where [err] is a metal 15       and [err] is
defined as under formula (I) and the initially formed carbonylated
a-aryl-metal-x complex, to formation of a compound of formula (I). b)
reaction by a catalytic cycle using a zerovalent transition metal M[err]
which undergoes an oxidative addition to [err] wherein [err] is defined as
under formula (I) and X is a leaving group, treatment with carbon monoxide,
followed by addition of the compound of the formula (III) 20 [err] wherein
R, [err] are as defined under formula (I) and [err] is a transition metal
to formation of a 30       compound of formula (I). c) converting a
compound of the formula (II) [err] 40       wherein X is a leaving group
and [err]are as defined under formula I by reaction with a zerovalent
transition metal [err] and a suitable aryl-substituent such as
trialkyl-arylstannane to 



formation of a compound of formula (IB). d) converting a compound of
formula (V) 45 [ERR] 55       wherein X is a leaving group such as
trifluoromethanesulphonate, Z is a halogen R, R2 and R3 are defined as
under formula (I) by reactions described in methods a, b, and c, above to
formation of a compound of formula (I). 20    EP 0 399 982 B1 C   L   M
S* e) converting a compound of formula (IV) 10
[ERR] wherein R,[ERR] are as defined under formula (1) by treatment with an
organometallic reagent followed by hydrolysis, to formation of a compound
of formula (1), whereupon optionally a base obtained is converted to a
physiologically acceptable acid addition salt or a salt obtained is
converted to the base or to a different, physiologically acceptable acid
addition salt, and optionally 15       an isomeric mixture obtained is
separated to a pure isomer. Claims for the following Contracting State: ES
1. A process for the preparation of a compound of the formula (I) 20 [ERR]
30 wherein R is   hydrogen or methyl with the proviso that the [ERR]
-methyl substituent is in cis konfiguration Z is   hydrogen or halogen, Q
is   CORI or a 5- or 6-membered aryl which may contain 1 or 2 heteroatoms
selected from N, 35               0 or S and being either (i) optionally
substituted by one or more substituents independently selected from
halogen, CN, [err] alkenyl or lower alkoxy or either (ii) fused at two
adjacent carbon atoms to an aryl ring, said aryl ring being optionally
substituted by one or more substituents independently selected from
halogen, CN, [err] [err]alkyl, [err] alkenyl or lower alkoxy, 40
[err] alkyl or a 5- or 6-membered aromatic ring which may contain
heteroatoms selected from 0 and S and being either (i) optionally
substituted by substituents independently selected from halogen, [err]
lover alkyl or lower alkoxy or either (ii) fused at two adjacent carbon
atoms to a benzene ring, said benzene ring being optionally substituted by
substituents independently selected from halogen, CF]err], lower alkyl or
lower alkoxy, 



R2 is   hydrogen or [err] alkyl, R3 is   a group [err] alkyl    EP 0 399
982 B1 ais     1 to5,
[err] b is    0, 1 or 2, cis     1,2,3or4, 5        dis      2or3, X is
0, S or NR5, where R5 is   hydrogen, cycloalkyl, alkyl, [err] alkyl,
optionally substituted with hydroxy, amino, al- kylamino, dialkylamino,
aryl, heteroaryl, aralkyl, alkoxycarbonyl, alkylsulfonyl, phenylsul- fonyl,
tolylsulfonyl, benzylsulfonyl, formyl, carbamoyl or sulfamoyl, 10        R4
is   hydrogen, halogen, [err], lower alkyl, CN or a group [err] [err] [err]
20     where c, d and X   have the meaning given above, A is
hydrogen, alkylsulfonyl, phenylsulfonyl, tolylsulfonyl, benzylsulfonyl,
acyl or alkox- ycarbonyl, R6 is        hydrogen, alkyl, alkenyl,
cycloalkyl, aryl, aralkyl, acyl, alkoxycarbonyl, 25        R7 is
hydrogen, alkyl, alkenyl, aryl or aralkyl, RI and R9    which are the same
or different are each hydrogen, alkyl, aryl or aralkyl, R10 is       alkyl,
cycloalkyl, aryl or aralkyl and the aryl residue may be substituted with
halogen, cyano, alkyl, alkoxy, trifluormethyl or trifluormethoxy, mis
0,1 or2 30        [err]   which are the same or different are each
hydrogen, alkyl, aryl or aralkyl, and the aryl residue may be substituted
with halogen, cyano, alkyl, alkoxy or trifluormethyl, or [err] together
with the nitrogen atom form a ring: 35 40 45 50 55 22    



EP 0 399 982 B1 R2 and R3   together with the nitrogen atom form a ring of
the formula 45                                                       [err]
wherein c and d    have the meaning given above, and Y is      0, S or a
group NR5 or [err] 50      where R5    has the meaning given above, and eis
0,1,2,3or4, and enantiomers and physiologically acceptable salts thereof,
with the proviso that Q cannot be a non- substituded 2-pyrrolyl,
2-oxazolyl, 5-oxazolyl or 2-imidazolyl, by 55 23    EP 0 399 982 B1 a)
converting a compound of formula (II) 10
[err] wherein x is a leaving group and [err] are as defined under formula
(1) by a catalytic cycle using a zerovalent transition metal M[err], which
undergoes an oxidative addition to the aryl-x-bonds, treatment with carbon
monoxide followed by transmetallatilon between [err] is a metal and [err]
is defined as under formula (I) and the initially formed carbonylated
[err]-aryl-metal-x complex, 15       to formation of a compound of formula
(1). b) reaction by a catalytic cycle using a zerovalent transition metal
M[err] which undergoes an oxidative addition to [err]-x, wherein [err] is
defined as under formula (I) and x is a leaving group, treatment with
carbon monoxide, followed by addition of the compound of the formula (111)
20 [err] wherein R, [err] are as defined under formula (1) and [err] is a
transition metal to formation of a compound of formula (1). so       c)
converting a compound of the formula (11) [err] 40       wherein X is a
leaving group and [err] are as defined under formula (1) by reaction with a
zerovalent transition metal M[err] and a suitable aryl-substituent such as
trialkyl-arylstannane to formation of a compound of formula (IB). d)
converting a compound of formula (V) 45 50 



55       wherein X is a leaving group such as trifluoromethanesulphonate, Z
is a halogen [err] are defined as under formula (I) by reactions described
in methods a, b, and c, above to formation of a compound of formula (I). 24
EP  0 399 982 B1               111111 1 11111 e) converting a compound of
formula (IV) 5 10 wherein R, [err] are as defined under formula (l) by
treatment with an organometallic reagent followed by hydrolysis, to
formation of a compound of formula (l), whereupon optionally a base
obtained is converted to a physiologically acceptable acid addition salt or
a salt obtained is converted to the base or to a different, physiologically
acceptable acid addition salt, and optionally 15       an isomeric mixture
obtained is separated to a pure isomer. 2. A process for the preparation of
a compound according to claim 1, wherein Q is COR[err]. 3. A process for
the preparation of a compound according to claim 2, wherein [err] 20
[err] cyclopropyl, methylcyclopropyl, cyclobutyl, methylcyclobutyl. 4. A
process for the preparation of a compound according to claim 1, wherein Q
is phenyl or fluorophenyl. 5. A process for the preparation of a compound
according to claim 1, wherein Q is thienyl or furanyl. 25 6. A process for
the preparation of a compound according to claims 1 to 5, wherein R3 is a
group [err] alkyl. 7. A process for the preparation of a compound according
to claims 1 to 6 wherein Z is hydrogen. 30 8. A process for the preparation
of a compound according to claims 1 to 6 wherein Z is halogen. 9. A process
for the preparation of a compound according to claim 8, wherein Z is
fluoro. 35  10. A process for the preparation of a compound
8-acetyl-2-(dipropylamino)tetralin, enantiomers and physiologically
acceptable salts thereof. 11. A process for the preparation of a compound
8-phenyl-2-(dipropylamino)tetralin, enantiomers and physiologically
acceptable salts thereof. 40 12. A process for the preparation of a
compound 8-(2-furanyl)-2-(dipropylamino)tetralin, enantiomers and
physiologically acceptable salts thereof. 13. Use of a compound according
to any of claims 1-12 for the manufacture of a medicament for treatment 45
of disorders in the central nervous system, especially 5-hydroxy tryptamine
medicated disorders. 14. Use according to claim 13 for the manufacture of a
medicament for treatment of depression, anxiety, hypertension anorexia,
senile dementia, migraine, Alzheimer's disease, termoregulator and sexual 



disturbances. 50 15. Use according to claim 13 for manufacture of a
medicament for treatment of pain. 16. Use according to claim 13 for
manufacture of a medicment for treatment of disturbances in the
cardiovascular system. 55 25    Claims for the following Contracting State:
GR                               C    L  M   S   * 1. A process for the
preparation of a compound of the formula (I) 5
Z R2 10 R 15     wherein R is   hydrogen or methyl with the proviso that
the [err] -methyl substituent is in cis konfiguration Z is   hydrogen or
halogen, Q is   COR[err] or a 5- or 6-membered aryl which may contain 1 or
2 heteroatoms selected from N, 0 or S and being either (i) optionally
substituted by one or more substituents independently 20
selected from halogen, CN,[err] alkenyl or lower alkoxy or either (ii)
fused at two adjacent carbon atoms to an aryl ring, said aryl ring being
optionally substituted by one or more substituents independently selected
from halogen, CN, [err] [err] alkyl, [err] alkenyl or lower alkoxy, [err]
alkyl or a 5- or 6-membered aromatic ring which may contain heteroatoms
selected 25               from 0 and S and being either (i) optionally
substituted by substituents independently selected from halogen, [err]
lower alkyl or lower alkoxy or either (ii) fused at two adjacent carbon
atoms to a benzene ring, said benzene ring being optionally substituted by
substituents independently selected from halogen, [err] lower alkyl or
lower alkoxy, R2 is   hydrogen or [err] alkyl, 30        R3 is   a group
[err]alkyl 40                         [err] where a is    1 to 5, b is
0, 1 or 2, 45        cis     1,2,3 or4, d is    2or3, X is    0, S or
[err], where 



R5 is   hydrogen, cycloalkyl, alkyl, [err] alkyl, optionally substituted
with hydroxy, amino, al- kylamino, dialkylamino, aryl, heteroaryl, aralkyl,
alkoxycarbonyl, alkylsulfonyl, phenylsul- 50               fonyl,
tolylsulfonyl, benzylsulfonyl, formyl, carbamoyl or sulfamoyl, R4 is
hydrogen, halogen, [err] lower alkyl, CN or a group [err] [err] 55 26    EP
0 399 982 B1 *   C   L   M   S  * 5 where 10       c, d and X    have the
meaning given above, A is         hydrogen, alkylsulfonyl, phenylsulfonyl,
tolylsulfonyl, benzylsulfonyl, acyl or alkox- ycarbonyl, [err] is
hydrogen, alkyl, alkenyl, cycloalkyl, aryl, aralkyi, acyl, alkoxycarbonyl,
R7 is        hydrogen, alkyl, alkenyl, aryl or aralkyl, 15        [err]
which are the same or different are each hydrogen, alkyl, aryl or aralkyl,
[err] is       alkyl, cycloalkyl, aryl or aralkyl and the aryl residue may
be substituted with halogen, cyano, alkyl, alkoxy, trifluormethyl or
trifluormethoxy, m is         0,1 or2 [err]   which are the same or
different are each hydrogen, alkyl, aryl or aralkyl, and the aryl 20
residue may be substituted with halogen, cyano, alkyl, alkoxy or
trifluormethyl, or [err]  together with the nitrogen atom form a ring: 0
[err] 30 27    n is       1 or 2, R2 and R3  together with the nitrogen
atom form a ring of the formula [err] 10 wherein c and d   have the meaning
given above, and Y is     0, S or a group[err] 



where 15       [err]    has the meaning given above, and eis   0,1,2,3or4,
and enantiomers and physiologically acceptable salts thereof, by a)
converting a compound of formula (II) 20 25 wherein x is a leaving group
and R, [err] are as defined under formula (I) by a catalytic cycle using a
zerovalent transition metal M[err], which undergoes an oxidative addition
to the aryl-x-bonds, 30       treatment with carbon monoxide followed by
transmetallatilon between [err], where [err] is a metal and [err] is
defined as under formula (I) and the initially formed carbonylated
a-aryl-metal-x complex, to formation of a compound of formula (I). b)
reaction by a catalytic cycle using a zerovalent transition metal M[err]
which undergoes an oxidative addition to [err] wherein [err] is defined as
under formula (I) and x is a leaving group, treatment with 35       carbon
monoxide, followed by addition of the compound of the formula (111) 40
[err] 45       wherein [err] are as defined under formula (1) and [err] is
a transition metal to formation of a compound of formula (I). c) converting
a compound of the formula (II) [err] wherein X is a leaving group and [err]
are as defined under formula I by reaction with a zerovalent transition
metal [err] and a suitable aryl-substituent such as trialkyl-arylstannane
to 28    EP 0 399 982 B1 formation of a compound of formula (IB). d)
converting a compound of formula (V) wherein X is a leaving group such as
trifluoromethanesulphonate, Z is a halogen [err] are 15       defined as
under formula (I) by reactions described in methods a, b, and c, above to
formation of a compound of formula (I). e) converting a compound of formula
(IV) 20 25                                [err] wherein [err] are as
defined under formula (I) by treatment with an organometallic reagent
followed by hydrolysis, to formation of a compound of formula (I),
whereupon optionally a base 30       obtained is converted to a
physiologically acceptable acid addition salt or a salt obtained is 



converted to the base or to a different, physiologically acceptable acid
addition salt, and optionally an isomeric mixture obtained is separated to
a pure isomer. 2. A process for the preparation of a compound according to
claim 1, wherein Q is COR[err]. 35 3. A process for the preparation of a
compound according to claim 2, wherein [err] [err] cyclopropyl,
methylcyclopropyl, cyclobutyl, methylcyclobutyl. 4. A process for the
preparation of a compound according to claim 1, wherein Q is phenyl,
fluorophenyl, 40    thienyl or furanyl. 5. A process for the preparation of
a compound according to claims 1 to 4, wherein R3 is a group [err] alkyl.
45  6. A process for the preparation of a compound according to claims 1 to
5 wherein Z is hydrogen. 7. A process for the preparation of a compound
according to claims 1 to 5 wherein Z is halogen. 8.  A process for the
preparation of a compound according to claim 7, wherein Z is fluoro. 50 9.
A process for the preparation of a compound
8-acetyl-2-(dipropylamino)tetralin, enantiomers and physiologically
acceptable salts thereof. 10. A process for the preparation of a compound
8-phenyl-2-(dipropylamino)tetralin, enantiomers and 55     physiologically
acceptable salts thereof. 11. A process for the preparation of a compound
8-(2-furanyl)-2-(dipropylamino)tetralin, enantiomers and physiologically
acceptable salts thereof. 29    EP 0 399 982 B1 * C   L   M   S 12. Use of
a compound according to any of claims 1-11 for the manufacture of a
medicament for treatment of disorders in the central nervous system,
especially 5-hydroxy tryptamine medicated disorders. 13 Use according to
claim 12 for the manufacture of a medicament for treatment of depression,
anxiety, 5      hypertension anorexia, senile dementia, migraine,
Alzheimer's disease, termoregulator and sexual disturbances. 14. Use
according to claim 12 for manufacture of a medicament for treatment of
pain. 10  15. Use according to claim 12 for manufacture of a medicment for
treatment of disturbances in the cardiovascular system. PatentansprUche
PatentansprOche fUr folgende Vertragsstaaten AT, BE, CH, DE, DK, FR, GB,
IT, Li, LU, NL, SE is 1. Verbindung der Formel (I) 20 



t x   R2                            1 I), 25                            R
AR3 worin R Wasserstoff oder Methyl bedeutet, mit der Ma~gabe, daB der
Cl-Methyl-Substituent in cis- Konfiguration vorliegt; Z Wasserstoff oder
Halogen darstellt; Q COR oder ein 5- oder 6-gliedriges Aryl 2   30  ist,
das 1 oder 2 Heteroatome, ausgewfihlt aus N, 0 oder S, enthalten Rann, und
entweder (i) gegebenenfalls durch einen oder mehrere Substituenten,
unabhfngig ausgewihit aus Halogen, ON, CFa, Ci-COs-Alkyl, 02-C6-Alkenyl
oder nied.Alkoxy, substituiert ist, oder (ii) an zwei benachbarten
Kohlenstoffatomen an einen Aryl-Ring kondensiert ist, welcher Aryl-Ring
gegebenenfalls durch einen oder mehrere Substituenten, unabhfingig
ausgewAhlt aus Halogen, ON, CFa, C, -Ce-Alkyl, C2-Cs-Alkenyl 35     oder
nied.Alkoxy, substituiert ist; R1 Cl-C06-Alkyl oder einen 5- oder
6-gliedrigen aromatischen Ring bedeutet, der Heteroatome, ausgewAhlt aus 0
und S, enthalten kann, und entweder (i) gegebenenfalls durch Substituenten,
unabhfngig ausgewlhlt aus Halogen, CFa, nied.Alkyl oder nied.Alkoxy,
substituiert ist, oder (ii) an zwei benachbarten Kohlenstoffatomen an einen
Benzol-Ring kondensiert ist, welcher Benzol-Ring gegebenenfalls durch
Substituenten, unabhfingig ausgewihlt aus Halogen, CFa, nied.Alkyl 40
oder nied.Alkoxy, substituiert ist; R2 Wasserstoff oder Ci-CO-Alkyl
darstellt; R3 bedeutet: eine C1-Cs- Alkyl-Gruppe, -(CH2),rR4, -CH2-CH =
CH-(CH2)r-R4, -CH2-COC-(CH2)b-R4, 45 -(tCH2 ) C   <
w(CH2) (CH2) b-R4    oder             \(H2) d 50 worin a 1 bis 5 ist, b
Null, 1 oder 2 lst, c 1, 2, 3 oder 4 ist, d 2 oder 3 ist, X die Bedeutung
0, S oder NR5 hat, wobei R5 Wasserstoff, Cycloalkyl, Alkyl, Ci -Os-Alkyl,
gegebenenfalls substituiert mit Hydroxy, Amino, Alkylamino, Dialkylamino,
Aryl, Heteroaryl, Aralkyl, Alkoxycarbonyl, Alkylsulfonyl, Phenylsulfo- 55
nyl, Tolylsulfonyl, Benzylsulfonyl, Formyl, Carbamoyl oder Sulfamoyl,
darstellt, R4 bedeutet: Wasser- stoff, Halogen, CF9, nied.AMkyl, ON oder
eine Gruppe -OR6, -COOR7, -CONRBR9, -SO2NR'R9, -SOR10' -NR'1 R12, 30
Icit~- oderCH                                                X N
(CH2) d worin c, d und X die oben angegebenen Bedeutungen haben, A
Wasserstoff, Alkylsulfonyl, Phenylsulfo- 10     nyl, Tolylsulfonyl,
Benzylsulfonyl, Acyl oder Alkoxycarbonyl darstelit, R6 Wasserstoff, Alkyl,
Alkenyl, Cycloalkyl, Aryl, Aralkyl, Acyl, Alkoxycarbonyl ist, R7
Wasserstoff, Alkyl, Alkenyl, Aryl oder Aralkyl bedeutet, Re und R9, die
gleich oder verschieden sind, jeweils Wasserstoff, Alkyl, Aryl oder Aralkyl
darstellen, R10 Alkyl, Cycloalkyl, Aryl oder Aralkyl ist, und der Aryl-Rest
substituiert sein kann mit 



Halogen, Cyano, Alkyl, Alkoxy, Trifluormethyl oder Trifluormethoxy, m Null,
1 oder 2 !st, RI' und R12, 15     die gleich oder verschieden sind, jeweils
Wasserstoff, Alkyl, Aryl oder Aralkyl bedeuten, und der Aryl- Rest
substituiert sein kann mit Halogen, Cyano, Alkyl, Alkoxy oder
Trifluormethyl, oder R11 und R12 zusammen mit dem Stickstoffatom oenen Ring
bilden: 20                                         H H2C(CH2) 0 25 0 30~~
S0          0                                             2 .<:.~~~~~~~ m64
0      1 _0(       1          U   2~~~~~~~)n < 2)n 40~~~~ 45 6
S 2 CH2)n   IC\ 3 s 50~~~~ o I   oI                           I 55 worin n
1 oder 2 ist, R2 und R3 zusammen mit dem Stickstoffatom einen Ring bilden
der Formel 31    EP 0 399 982 Bi *C   L  M   S* (CH2) c -N s~~Y 5
(CH2) d worin c und d die oben angegebenen Bedeutungen haben, und Y 0, S
oder eine Gruppe NR5 oder CH- (CH2)e-NHR5, wobei R5 die oben angegebene
Bedeutung hat, und e Null, 1, 2, 3 oder 4 !st, darstellt; 10     und
Enantiomere und physiologisch annehmbare Salze hievon, mit der MaBgabe, daB
0 Rein unsubsti- tuiertes 2-Pyrrolyl, 2-Oxazolyl, 5-Oxazolyl oder
2-Imidazolyl sein kann. 2. Verbindung nach Anspruch 1, worin Q die
Bedeutung COR' hat. 15  &. Verbindung nach Anspruch 2, worn RI die
Bedeutung CH3, C21Hs, C1H7, C41H9, C51H11, Cyclopropyl, Methylcyclopropyl,
Cyclobutyl, Methylcyclobutyl hat. 4. Verbindung nach Anspruch 1, worin Q
Phenyl, Fluorphenyl darstellt. 20  5. Verbindung nach Anspruch 1, worin Q
Thienyl oder Furanyl ist. 6. Verbindung nach einem der AnsprOche 1 bis 5,
worin R3 eine Ci -C6-Alkyl-Gruppe bedeutet. 7. Verbindung nach einem der
AnsprUche 1 bis 6, worin Z Wasserstoff darstelit. 



25 8. Verbindung nach elnem der AnsprOche 1 bis 8, worin Z Halogen
bedeutet. 9. Verbindung nach Anspruch 8, worin Z Fluoro ist. 30  10.
Verbindung 8-Acetyl-2-(dipropylamino)-tetralin, Enantiomere und
physiologisch annehmbare Salze hie- von. 11. Verbindung
8-Phenyl-2-(dipropylamino)-tetralin, Enantiomere und physiologisch
annehmbare Salze hie- von. 35 12. Verbindung
8-(2-Furanyl)-2-(dipropylamino)-tetralin, Enantiomere und physiologisch
annehmbare Salze hievon. 1. Pharmazeutische Zubereitung, welche als aktiven
Bestandteil eine Verbindung nach einem der AnsprU- 40     che 1 bis 12, ein
Enantiomer oder ein physiologisch annehmbares Salz hievon enthalt. 14.
Verbindung nach einem der Ansprlche 1 bis 12, ein Enantiomer oder ein
physiologisch annehmbares Salz hievon zur therapeutischen Verwendung. 45
15. Verbindung nach Anspruch 14 zur Verwendung be! der Behandlung von
Depressionen, Anxietas, Anorexie, Altersdemenz, Migraine,
Alzheimer-Krankheit, Hypertension, thermoregulatorischen und sexu- ellen
StBrungen. 16. Verbindung nach Anspruch 14 zur Verwendung bei der
Behandlung von Schmerzen. 50 17. Verbindung nach Anspruch 14 zur Verwendung
bei der Behandlung von Storungen des kardiovaskula- ren Systems. 18.
Verwendung einer Verbindung nach einem  der AnsprOche 1 bis 12 bei der
Herstellung eines 55     Medikaments zur Behandlung von Stdrungen des
Zentralnervensystems, insbesondere durch 5-Hy- droxy-tryptamin vermittelten
St6rungen. 32    EP 0 399 982 Bi                    I lIIII huB INI liii II
lII * C   L  M   S * 19. Verwendung nach Anspruch 18 bei der Herstellung
eines Medikaments zur Behandlung von Depressio- nen, Anxietas,
Hypertension, Anorexie, Altersdemenz, Migraine, Alzheimer-Krankheit,
thermoregulatori- schen und sexuellen Storungen. 5  20. Verwendung nach
Anspruch 18 bei der Herstellung eines Medikaments zur Behandlung von
Schmer- zen. 21. Verwendung nach Anspruch 18 bei der Herstellung eines
Medikaments zur Behandlung von St6rungen des kardiovaskulren Systems. 10
22. Verfahren zur Herstellung einer Verbindung der Formel (I) nach Anspruch
1. durch: 



a) OberfUhren einer Verbindung der Formel (II) 18 2R 20
X      R       1 worin X eine Abgangsgruppe bedeutet, und R, R2 und R3 wie
unter Formel (I) definiert sind, durch 25       einen katalytischen Zyklus
unter Verwendung eines nuliwertigen Obergangsmetalls MO, das eine oxidative
Addition an die Aryl-X-Bindungen eingeht, Behandein mit Kohlenmonoxid,
gefolgt von einer Transmetallisierung zwischen RI - M1, wobei Ml ein Metall
darstelit, und R' wie unter Formel (I) definiert ist, und dem anfanglich
gebildeten carbonylierten a-Aryi-Metall-X-Komplex, wobei eine Verbindung
der Formal (I) gebildet wird; 30        b) Umsetzen durch einen
katalytischen Zykius unter Verwendung eines nullwertigen Obergangsme- tails
MO, das eine oxidative Addition an R1-X eingeht, wobei RI wie unter Formel
(I) definiert ist, und X eine Abgangsgruppe darstellt, Behandeln mit
Kohlenmonoxid, gefolgt von einer Addition der Verbindung der Formel (III)
35 40                                     1 N1     R      R worin R, R2 und
R3 wie unter Formal (I) definiert sind, und MI ein Obergangsmetall
bedautet, wobei 45       eine Verbindung der Formel (I) gebildet wird; c)
Oberf~hren einer Verbindung der Formal (11) 80   WiJ1      II1~.,~/  A2
W" I3J/2                           (18) X     R         R
Ar    R            R 55 worin X eine Abgangsgruppe bedeutet, und R, R2 und
R3 wie unter Formal (I) definiert sind, durch das Umsetzen mit einem
nullwertigen Obergangsmetalls MO und einem geeigneten Aryl-Substituen- ten,
wie Trialkylaryistannan, wobei eine Verbindung der Formel (IB) gebildet
wird; 33    * C   L  M   S d) OberfUhren einer Verbindung der Formel (V) 5
X     s          2                        QV)   ft 2   M   2 worin X eine
Abgangsgruppe, wie Trifluormethansulfonat, bedeutet, Z ein Halogen
darstellt, und R, R2 und R3 wie unter Formel (I) definiert sind, durch in
den Methoden a, b und c oben beschriebene 15       Reaktionen, wobei eine
Verbindung der Formel (I) gebildet wird; e) OberFlUhren einer Verbindung
der Formel (IV) 20                                           2 



(IV), CN     Rt     It' 25 worin R, R2 und R3 wie unter Formel (I)
definiert sind, durch das Behandeln mit einem organometalli- schen Reagens,
gefolgt von einer Hydrolyse, wobei eine Verbindung der Formel (I) gebildet
wird, wonach gegebenenfalls eine erhaltene Base in ein physiologisch
annehmbares Saureadditionssalz 30       Ubergeflhrt wird, oder ein
erhaltenes Salz in die Base oder in ein anderes, physiologisch annehmba-
res Saureadditionssalz ObergefUhrt wird, und gegebenenfalls eine erhaltene
Isomer-Mischung in ein reines Isomer getrennt wird. PatentansprUche fUr
folgenden Vertragsstaat: ES 35 1. Verfahren zur Herstellung einer
Verbindung der Formel (I) z 40 [t~~~~s   *2 ~~~( I ), 45
R3Q  R   N worin R Wasserstoff oder Methyl bedeutet, mit der MaBgabe, daB
der C1-Methyl-Substituent in cis- Konfiguration vorliegt; Z Wasserstoff
oder Halogen darstellt; Q COR' oder ein 5- oder 6-gliedriges Aryl 50
ist, das 1 oder 2 Heteroatome, ausgewihit aus N. 0 oder S. enthalten kann,
und entweder (i) gegebenenfalls durch einen oder mehrere Substituenten,
unabhangig ausgewahit aus Halogen, CN, CF3, Ci-Cr.-Alkyl, C2-Cs-Alkenyl
oder nied.Alkoxy, substituiert ist, oder (ii) an zwei benachbarten
Kohlenstoffatomen an einen Aryl-Ring kondensiert ist, welcher Aryl-Ring
gegebenenfalls durch einen oder mehrere Substituenten, unabhangig
ausgewAhIt aus Halogen, CN, CF3, C1-Crs-Alkyl, C2-C6-Alkenyl 55     oder
niedAlkoxy, substituiert ist; R1 C,-Cs-APkyl oder einen 5- oder
6-gliedrigen aromatischen Ring bedeutet, der Heteroatome, ausgewahit aus 0
und S, enthalten kann, und entweder (i) gegebenenfalls durch Substituenten,
unabhangig ausgewahit aus Halogen, CF3, nied.Alkyl oder nied.Alkoxy,
substituiert ist, oder (ii) an zwei benachbarten Kohlenstoffatomen an einen
Benzol-Ring kondensiert ist, welcher 34    * C   L   14  S ; Benzol-Ring
gegebenenfalls durch Substituenten, unabh~ngig ausgewahit aus Halogen, CFs.
nied.Alkyl oder nied.Alkoxy, substituiert ist; R2 Wasserstoff odor
C,-Cs-Alkyl darstellt; R3 bedeutet: eine C1-C6- Alkyl-Gruppe, 6
-(CH2)8-R4, -CH2-CH = CH-(CH2)b-R4, -CH2-CGC-(CH2)b-Rw, (-(CH2)c
(C deH2r 10  2) c                           -CH.               x~~(CH)d~ 



t(CH2 ) b-R4    oder            \(CH2 ) d / worin a 1 bis 5 ist, b Null, 1
oder 2 ist, c 1, 2, 3 oder 4 ist, d 2 oder 3 ist, X die Bedeutung 0, S oder
15     NR5 hat, wobel R5 Wasserstoff, Cycloalkyl, Alkyl, C,-Cs -Alkyl,
gegebenenfalls substituiert mit Hydroxy, Amino, Alkylamino, Dialkylamino,
Aryl, Heteroaryl, Aralkyl, Alkoxycarbonyl, Alkylsulfonyl, Phenylsulfo- nyl,
Tolylsulfonyl, Benzylsulfonyl, Formyl, Carbamoyl oder Sulfamoyl, darstellt,
R4 bedeutet: Wasser- stoff, Halogen, CFs, nied.Alkyl, CN odor eine Gruppe
-OR6, -COOR7, -CONR3R9, -SO2NR8 Rs, SOmRIO, -NR..R12, 20 25            t /
oder           -CH                   X 25             N~~
'(CH2) d7 worin c, d und X die oben angegebenen Bedeutungen haben, A
Wasserstoff, Alkylsulfonyl, Phenylsulfo- 30     nyl, Tolylsulfonyl,
Benzylsulfonyl, Acyl oder Alkoxycarbonyl darstellt, R6 Wasserstoff, AMkyl,
Alkenyl, Cycloalkyl, Aryl, Aralkyl, Acyl, Alkoxycarbonyl ist, R7
Wasserstoff, Alkyl, Alkenyl, Aryl odor Aralkyl bedeutet, Rs und R5, die
gleich odor verschieden sind, jeweils Wasserstoff, Alkyl, Aryl oder
Aralkyl. darstellen, R' Alkyl, Cycloalkyl, Aryl oder Aralkyl ist, und der
Aryl-Rest substituiert sein kann mit Halogen, Cyano, Alkyl, Alkoxy,
Trifluormethyl oder Trifluormethoxy, m Null, 1 oder 2 ist, RI' und R12, 38
die gleich oder verschieden sind, jeweils Wasserstoff, Alkyl, Aryl oder
Aralkyl bedouten, und der Aryl- Rest substituiert sein kann mit Halogen,
Cyano, Alkyl, Alkoxy odor Trifluormethyl, oder R"1 und R12 zusammen mit dem
Stickstoffatom einen Ring bilden: 40 45 50 58 35    EP 0 399 982 Bi NC~ c9,
*1 I!IIciI   ll "II111111 i 2 C    (CHz) 21      1 2 n 42C%   512 10
0                                     1 0~~> -I0~~~~~~ j0S~~~~~ C6Hs 20   ~
CH0 K> 20                 (   1                    X2)n g:0)n 25
0 



K>              53H           n   UCC6H   H)              - KII5-R5 35
worin n 1 oder 2 ist, R2 und R3 zusammen mit dem Stickstoffatom einen Ring
bilden der Formel 40 -N'(CH2) c (CH2) d 45 worin c und d die oben
angegebenen Bedeutungen haben, und Y 0, S oder eine Gruppe NR5 oder CH-
(CH2),r-NHR5, wobei R5 die oben angegebene Bedeutung hat, und e Null, 1, 2,
3 oder 4 ist, darstellt; und von Enantiomeren und physiologisch annehmbaren
Saizen hievon, mit der MaBgabe, daB Q kein 50      unsubstituiertes
2-Pyrrolyl, 2-Oxazolyl, 5-Oxazolyl oder 2-imidazolyl sein kann, durch: 55
36    a) OberfUhren einer Verbindung der Formel (II) R2 X      R       R 10
worin X eine Abgangsgruppe bedeutet, und R, R2 und R3 wie unter Formel (I)
definiert sind, durch einen katalytischen Zyklus unter Verwendung eines
nullwertigen Obergangsmetalls MO, das eine oxidative Addition an die
Aryl-X-Bindungen eingeht, Behandeln mit Kohlenmonoxid, gefolgt von einer 15
Transmetallisierung zwischen R1 - MI, wobei MI ein Metall darstelit, und R1
wie unter Formel (I) definiert ist, und dem anffnglich gebildeten
carbonylierten a-Aryl-Metali-X-Komplex, wobei eine Verbindung der Formel
(I) gebildet wird; b) Umsetzen durch einen katalytischen Zyklus unter
Verwendung eines nuliwertigen Obergangsme- tails MO, das eine oxidative
Addition an R'-X eingeht, wobel R' wie unter Formel (I) definiert ist, und
20       X eine Abgangsgruppe darstellt, Behandeln mit Kohlenmonoxid,
gefolgt von einer Addition der Verbindung der Formel (Ill) 25    ~ ~ ~
4,2 "   R  R )                                  (III), 30 worin R, R2 und
R3 wie unter Formel (I) definiert sind, und M' ein Obergangsmetall
bedeutet, wobei eine Verbindung der Formel (I) gebildet wird; c) OberfUhren
einer Verbindung der Formel (II) 35 QQN (II) N R1 



worin X eine Abgangsgruppe bedeutet, und R, R2 und R3 wie unter Formel (I)
definiert sind, durch 45       das Umsetzen mit einem nullwertigen
Obergangsmetalls MO und einem geeigneten Aryl-Substituen- ten, wie
Trialkylarylstannan, wobei eine Verbindung der Formel (IB) gebildet wird;
d) OberfUhren einer Verbindung der Formel (V) z
~~~~~~~~~~~z 50                                                 f X     ,
R~~~~~2 (V)          >               s       R2 65          R          R3
Q    R            R worin X eine Abgangsgruppe, wie Trifluormethansulfonat,
bedeutet, Z ein Halogen darstelit, und R, 37    EP O 399 982 B1
111111 *lII IIII 11 1!D R2 und R3 wie unter Formel (I) definiert sind,
durch in den Methoden a, b und c oben beschriebene Reaktionen, wobei eine
Verbindung der Formel (I) gebildet wird; e) OberfUhren einer Verbindung der
Formel (IV) (IV), 10                       CN      R      I worin R, R2 und
R3 wie unter Formel (I) definiert sind, durch das Behandein mit einem
organometalli- schen Reagens, gefolgt von einer Hydrolyse, wobei elne
Verbindung der Formel (I) gebildet wird, 15       wonach gagebenenfalls
eine erhaltene Base in ein physiologisch annehmbares Saureadditionssalz
Ubergef~hrt wird, odor ein erhaltenes Salz in die Base oder in ein anderes,
physiologisch annehmba- res Saureadditionssalz Ubergefahrt wird, und
gegebenenfalls eine erhaltene Isomer-Mischung in ein reines Isomer getrennt
wird. 20  2. Verfahren zur Herstellung einer Verbindung nach Anspruch 1,
wobel Q die Bedeutung CORI hat. 3. Verfahren zur Herstellung einer
Verbindung nach Anspruch 2, wobei R1 die Bedeutung CH3, C21H5, CaH7, C4 H9,
Cs Hi1, Cyclopropyl, Methylcyclopropyl, Cyclobutyl, Methylcyclobutyl hat.
25  4. Verfahren zur Herstellung einer Verbindung nach Anspruch 1, wobei Q
Phenyl odor Fluorphenyl darstelit. 5. Verfahren zur Herstellung einer
Verbindung nach Anspruch 1, wobei Q Thienyl oder Furanyl ist. 30  6.
Verfahren zur Herstellung einer Verbindung nach einem der AnsprUche 1 bis
5, wobei R3 eine Ci-C6 - Alkyl-Gruppe bedeutet. 7. Verfahren zur
Herstellung einer Verbindung nach einem der AnsprUche 1 bis 6, wobel Z
Wasserstoff darstelit. 35 8. Verfahren zur Herstellung einer Verbindung
nach einem der AnsprUche 1 bis 6, wobei Z Halogen bedeutet. 9. Verfahren
zur Herstellung einer Verbindung nach Anspruch 8, wobei Z Fluoro ist. 



40 10. Verfahren zur Herstellung einer Verbindung
8-Acetyl-2-(dipropylamino)-tetralin, von Enantiomeren und physiologisch
annehmbaren Salzen hievon. 11. Verfahren zur Herstellung einer Verbindung
8-Phenyl-2-(dipropylamino)-tetralin, von Enantiomeren und 45
physiologisch annehmbaren Salzen hievon. 12. Verfahren zur Herstellung
einer Verbindung 8-(2-Furanyl)-2-(dipropylamino)-tetralin, von Enantiomeren
und physiologisch annehmbaren Salzen hievon. 50  13. Verwendung einer
Verbindung nach einem der AnsprUche 1 bis 12 bei der Herstellung eines
Medikaments zur Behandlung von Storungen des Zentralnervensystems,
insbesondere durch 5-Hydrox- ytryptamin vermittelten Storungen. 14.
Verwendung nach Anspruch 13 bei der Herstellung eines Medikaments zur
Behandlung von Depressio- 55     nen, Anxietas, Hypertension, Anorexie,
Altersdemenz, Migraine, Alzheimer-Krankheit, thermoregulatori- schen und
sexuellen Stdrungen. 38    EP O 399 982 Bi                     I I!IIJ
BIIIJ 111 ,11   1111 1 ii 1III * C   L   M   S* 15. Verwendung nach
Anspruch 13 bei der Herstellung eines Medikaments zur Behandlung von
Schmer- zen. 16. Verwendung nach Anspruch 13 bei der Herstellung eines
Medikaments zur Behandlung von Stbrungen 5      des kardiovaskularen
Systems. PatentansprUche fU r folgenden Vertragsstaat: GR 1. Verfahren zur
Herstellung einer Verbindung der Formel (I) 10 16
R2                                    (I), Q ~~~N ,
~~~~~~~~~~R 20 worin R Wasserstoff oder Methyl bedoutot, mit der MaBgabe,
daB der Ci-Methyl-Substituent in cis- Konfiguration vorliogt; Z Wasserstoff
oder Halogen darstelit; 0 CORI oder ein 5- oder 6-gliedriges Aryl ist, das
1 odor 2 Heteroatome, ausgewahIt aus N, 0 odor S. enthalten kann, und
entweder (i) gegobenenfalls durch oenen oder mehrere Substituenten,
unabhingig ausgewihit aus Halogen, CN, 25     CFa, Ci-CO-Alkyl,
C2-Cs-Alkenyl oder nied.Alkoxy, substituiert ist, odor (ii) an zwei
benachbarten Kohlenstoffatomen an einen Aryl-Ring kondensiort ist, welcher
Aryl-Ring gogebenenfalls durch einen oder mehrere Substituenten, unabhangig
ausgewihit aus Halogen, CN, CFe, Ci -Ce-Alkyl, C2-Cs-Alkenyl odor
nied.Alkoxy, substituiert ist; RI Ci-Crs-Alkyl odor einen 5- oder
6-gliedrigen aromatischen Ring bedoutet, der Heteroatome, ausgowlhit aus 0
und S, enthalten kann, und entweder (i) gogebenenfalls 



'    x30     durch Substituenten, unabhIngig ausgewahit aus Halogen, CF3,
nied.Alkyl odor nied.Alkoxy, substituiert ist, oder (ii) an zwei
benachbarten Kohlonstoffatomen an einen Benzol-Ring kondensiert ist,
welcher Benzol-Ring gegebenenfalls durch Substituenten, unabhlngig
ausgewlhit aus Halogen, CF3, nied.Alkyl oder nied.Alkoxy, substituiert ist;
R2 Wasserstolf oder Ci-Crs-Alkyl darsteolt; R3 bedeutet: eine Ci-Cr-
Alkyl-Gruppe, 35 -(CH2)1-R4, -CH2-CH = CH-(CH2)b-R4, -CH2-C-C-(CH2)b-R4, 40
(CH                                           (CH2) e (CH2) b-R4
N(CH2 ) d 45 worin a 1 bis 5 ist, b Null, 1 odor 2 ist, c 1, 2, 3 odor 4
ist, d 2 odor 3 ist, X die Bedeutung 0, S oder NR5 hat, wobei Rs
Wasserstoff, Cycloalkyl, Alkyl, Ci-Cs-Alkyl, gogebenenfalls substituiert
mit Hydroxy, Amino, Alkylamino, Dialkylamino, Aryl, Heteroaryl, Aralkyl,
Alkoxycarbonyl, Alkylsulfonyl, Phenylsulfo- nyl, Tolylsulfonyl,
Benzylsulfonyl, Formyl, Carbamoyl oder Sulfamoyl, darstellt, R4 bedeutet:
Wasser- 50     sloff, Halogen, CFs, nied.Alkyl, CN odor eine Gruppe -OR6,
-C0007, -CONRBR9, -SO2NR8R9, -SOmR10, -NR1'RI2, 55 39    o(CH2) C oder
~-CH                   X 5t                                oder
\(CH2)dx 10     worin c, d und X die oben angogebenen Bedeutungen haben, A
Wasserstoff, Alkylsulfonyl, Phenylsulfo- nyl, Tolylsulfonyl,
Benzylsulfonyl, Acyl oder Alkoxycarbonyl darstellt, R6 Wasserstoff, Alkyl,
Alkenyl, Cycloalkyl, Aryl, Aralkyl, Acyl, Alkoxycarbonyl ist, R7
Wasserstoff, Alkyl, Alkenyl, Aryl oder Aralkyl bedeutet, R8 und R9, die
gleich oder verschieden sind, jeweils Wasserstoff, Alkyl, Aryl oder Aralkyl
darstellen, RI0 Alkyl, Cycloalkyl, Aryl oder Aralkyl ist, und der Aryl-Rest
substituiert sein kann mit 15     Halogen, Cyano, Alkyl, Alkoxy,
Trifluormethyl oder Trifluormethoxy, m Null, 1 oder 2 ist, R11 und R12, die
gleich oder verschieden sind, jeweils Wasserstoff, Alkyl, Aryl oder Aralkyl
bedeuten, und der Aryl- Rest substituiert sein kann mit Halogen, Cyano,
Alkyl, Alkoxy oder Trifluormethyl, oder R11 und R12 zusammen mit dem
Stickstoffatom einen Ring bilden: 20 H c-(CH  )n 25U3   0AsO
1C 30 45 



30                       I0  2)Ip 2n                    ~            R 355
0 C H5                     0 0 45 C H5 2 n    ~     ~                   -R5
50~~~~ 55 wormn n 1 oder 2 ist, R2 und R3 zusammen mit dern Stickstoffatom
einen Ring bilden der Formel 40    '111 11ll111 Ilg iII 1111! 11 III /(CH2)
c -N          ~~~y (CH2) d/ worin c und d die oben angegebenen Bedeutungen
haben, und Y 0, S oder eine Gruppe NR5 oder CH- (CH2)c-NHR5, wobei R5 die
oben angegebene Bedeutung hat, und e Null, 1, 2, 3 oder 4 ist, darstellt;
10     und von Enantiomeren und physiologisch annehmbaren Salzen hievon,
durch: a) Oberfthren einer Verbindung der Formel (II) 15
AN               2                              (II), X      R      A' 20
worin X eine Abgangsgruppe bedeutet, und R, R2 und R3 wie unter Formel (I)
definiert sind, durch einen katalytischen Zykius unter Verwendung eines
nullwertigen Obergangsmetalls MO, das eine oxidative Addition an die
Aryl-X-Bindungen eingeht, Behandeln mit Kohlenmonoxid, gefolgt von einer
Transmetallisierung zwischen R' - M', wobel Ml ein Metall darstelit, und R'
wie unter Formel (I) 25       definiert ist, und dem anfinglich gebildeten
carbonylierten a-Aryl-MetaII-X-Komplex, wobel eine Verbindung der Formel
(I) gebildet wird; b) Umsetzen durch einen katalytischen Zyklus unter
Verwendung eines nullwertigen Obergangsme- talls MO, das eine oxidative
Addition an R'-X eingeht, wobei RI wie unter Formel (I) definiert ist, und
X eine Abgangsgruppe darstelit, Behandeln mit Kohlenmonoxid, gefolgt von
einer Addition der 30       Verbindung der Formel (III) 35~~~~~~~~~~~ t
X         |                                    ~~~~~~~~~~~~(III), 40
M1t    R      R 



40 worin R, R2 und R3 wie unter Formel (I) definiert sind, und M1 ein
Obergangsmetall bedeutet, wobei eine Verbindung der Formel (I) gebildet
wird; c) OberfKhren einer Verbindung der Formel (II) 45 >  2
[        z R2   (18) 50    x              3                  Ar    R
A worin X eine Abgangsgruppe bedeutet, und R, R2 und R3 wie unter Formel
(I) definiert sind, durch 66      ldas Umsetzen mit einem nullwertigen
Obergangsmetalls MO und einem geeigneten Aryl-Substituen- ten, wie
Trialkylaryistannan, wobei eine Verbindung der Formel (IB) gebildet wird;
41    EP 0 391 982 B1311llC III10IIIl lIl I   111111 ily11111 11111111111
d) OberfUhren einer Verbindung der Formel M )
N   S z 5 ( VI ..-->    f             1             R2 10          R
R3                        a    R            R worin X eine Abgangsgruppe,
wie Trifluormethansulfonat, bedeutet, Z ein Halogen darstelit, und R, R2
und R3 wie unter Formel (I) definiert sind, durch in den Methoden a, b und
c oben beschriebene 15       Reaktionen, wobei sine Verbindung der Formel
(I) gebildet wird; e) OberfUhren einer Verbindung der Formel (IV) 20
R (IV), CN     a       A' 2s worin R, R2 und R3 wie unter Formel (I)
definiert sind, durch das Behandeln mit einem organometalli- schen Reagens,
gefolgt von einer Hydrolyse, wobei eine Verbindung der Formel (I) gebildet
wird, wonach gegebenenfalls eine erhaltene Base in ein physiologisch
annehmbares Slureadditionssalz K-'30           GbergefUhrt wird, oder ein
erhaltenes Salz in die Base oder in ein anderes, physiologisch annehmba-
res Slureadditionssalz Obergef~hrt wird, und gogebenenfalls eine erhaltene
Isomer-Mischung in ein reines Isomer getrennt wird. 2. Verfahrsn zur
Herstellung einer Verbindung nach Anspruch 1, wobei Q die Bedeutung CORI
hat. 35 &  Verfahren zur Herstellung einer Verbindung nach Anspruch 2,
wobei R' die Bedeutung CH3, C02Hs, C31-H7, C41H-, C51H11, Cyclopropyl,
Methylcyclopropyl, Cyclobutyl, Methylcyclobutyl hat. 



4. Verfahren zur Herstellung einer Verbindung nach Anspruch 1, wobei 0
Phenyl, Fluorphenyl, Thienyl 40     oder Furanyl darstellt. 5. Verfahren
zur Herstellung einer Verbindung nach einem der AnsprUche 1 bis 4, wobei R3
eine C1-Ce- Alkyl-Gruppe bedeutet. 4S  6. Verfahren zur Herstellung einer
Verbindung nach einem der AnsprUche 1 bis 5, wobei Z Wasserstoff darstellt.
7. Verfahren zur Herstellung einer Verbindung nach einem der Ansprache 1
bis 5, wobei Z Halogen bedeutet. 50 8. Verfahren zur Herstellung einer
Verbindung nach Anspruch 7, wobei Z Fluoro ist. 9. Verfahren zur
Herstellung einer Verbindung 8-Acetyl-2-(dipropylamino)-tetralin, von
Enantiomeren und physiologisch annehmbaren Salzen hievon. 66 10. Verfahrsn
zur Herstellung einer Verbindung 8-Phenyl-2-(dipropylamino)-tetralin, von
Enantiomeren und physiologisch annehmbaren Salzen hievon. 42    EP O 399
982 BI                 I 1111 111 111111 1 J!l 11. Verfahren zur
Herstellung einer Verbindung 8-(2-Furanyl)-2-(dipropylamino)-totralin, von
Enantiomeren und physiologisch annehmbaren Salzen hievon. 12. Verwendung
einer Verbindung nach elnem der Ansprtche 1 bis 11 bei der Herstellung
eines 5      Medikaments zur Behandlung von St6rungen des
Zentralnervensystems, insbesondere durch 5-Hy- droxy-tryptamin vermittelten
St6rungen. 13. Verwendung nach Anspruch 12 bei der Herstellung eines
Medikaments zur Behandlung von Depresslo- non, Anxietas, Hypertension,
Anorexie, Altersdemenz, Migraine, Alzheimer-Krankheit, thermoregulatori- 10
schen und sexuellen Storungen. 14. Verwendung nach Anspruch 12 bei der
Herstellung eines Medikaments zur Behandlung von Schmer- zen. 15  15.
Verwendung nach Anspruch 12 bei der Herstellung eines Medikaments zur
Behandlung von St6rungen des kardiovaskularen Systems. Revendlcations
Revendicatlons pour les Etats contractants sulvants: AT, BE, CH, DE, DK,
FR, GB, IT, Li, LU, NL, SE 20 1. Compos4 de formule (I) 25 R2 so
Q      R        R 



dans laquelle R    represente un atome d'hydrogene ou un groupe methyle, a
condition que le substituant on 35             C1 mdthyle soit en
configuration cis, Z    represente un atome d'hydrogene ou un atome
d'halogene, Q    repr6sente CORI ou un groupe aryle a 5 ou 6 chatnons, qui
pout contenir 1 ou 2 h6t~roatomes choisis parmi N, 0 ou S, et qui est soit
(i) eventuellement substitue par un ou plusiours substituants choisis
independamment parmi un atome d'halogene, CN, CF3, un 40             groupe
alkyle en Cl-Cr, un groupe alcenyle en C2-Cs ou un groupe alcoxy inferiour,
soit (ii) condense a un noyau aryle par deux atomes de carbone adjacents,
ledit noyau aryle etant eventuellement substitue par un ou plusieurs
substituants choisis independamment parmi un atome d'halogbne, CN, CF3, un
groupe alkyle on C,-C6, un groupe alc6nyle en C2-C6 ou un groupe alcoxy
inferieur, 45       RI   represente un groupe alkyle en CI-Cs ou un noyau
aromatique a 5 ou 6 chatnons, qui pout contenir des hdteroatomes choisis
parmi 0 et 8, et qui est soit (i) eventuellement substitue par des
substituants choisis ind6pendamment parmi un atome d'halogene, CF3. un
groupe alkyle inf6rieur ou un groupe alcoxy inferieur, soit (ii) condense a
un noyau benzbne par deux atomes de carbone adjacents, ledit noyau benzbne
6tant eventuellement substitu6 par des so             substituants choisis
ind6pendamment parmi un atome d'halogene, CF3, un groupe alkyle infdrieur
ou un groupe alcoxy inf6rieur, R2   repr6sente un atome d'hydrogbne ou un
groupe alkyle on Ci -C6, R3   represente un groupe alkyle en C, -C6, 55
-(CH2)C-R4, -CH2-CH = CH-(CH2)b-R4, -CH2-C-C-(CH2)b-R4, 43
-(CU2)0~~~~~~C2)C"_ -(CH2) c                     ou    -CH  /- (CH2) bR4
(CH2) d 10       a    a une valsur de 1 a 5, b    a une valeur de O, 1 ou
2, c    a une valeur de 1, 2, 3 ou 4, d    a une valeur de 2 ou 3, X
reprdsente 0. S ou NR5, oC 15       R5   reprdsente un atome d'hydrogbne ou
un groupe cycloalkyle, alkyle, alkyle en Ci-Cs, 4ven- tuellement substitud
par un groupe hydroxy, amino, alkylamino, dialkylamino, aryle, hdtdroa-
ryle, arylalkyle, alcoxycarbonyle, alkylsulfonyle, phdnylsulfonyle,
tolylsulfonyle, benzylsulfony- le, formyle, carbamoyle ou sulfamoyle, 



R4   reprdsente un atome d'hydrogbne, un atome d'halogbne, CF3, un groupe
alkyle infdrieur, CN 20             ou un groupe -OR6, -COOR7, -CONR8R19,
-SO2NR6R9, -SOmR'0, -NR11R'2, c 25  0  OU   -CH           X 25
/                                \(CH2) d/ 30     00 c, d at X   ont les
significations donndes ci-dessus, A           reprdsente un atome
d'hydrogbne ou un groupe alkylsulfonyle, phdnylsulfonyle, tolylsulfonyle,
benzylsulfonyle, acyle ou alcoxycarbonyle, R6         repr~sente un atome
d'hydrogbne ou un groupe alkyle, alc~nyle, cycloalkyle, aryle, 35
arylalkyle, acyle, alcoxycarbonyle, R7         repr~sente un atome
d'hydrogbne ou un groupe alkyle, alc~nyle, aryle ou arylalkyle, R8 et R9,
qui sont identiques ou diffdrents, reprdsentent chacun un atome d'hydrogbne
ou un groupe alkyle, aryle ou arylalkyle, R'        reprdsents un groupe
alkyle, cycloalkyle, aryle ou arylalkyle at le rtsidu aryle pout 40
Otre substitu6 par un atome d'halogbne ou un groupe cyano, alkyle, alcoxy,
trifluoro- mdthyle ou trifluoromdthoxy, m          a une valeur de 0,1 ou
2, R11 et RA2,  qui sont identiques ou diffdrents, reprdsentent chacun un
atome d'hydrogbne ou un groupe alkyle, aryle ou arylalkyle, et le r~sidu
aryle pout Otre substitu4 par un atome 45                   d'halogbne ou
un groupe cyano, alkyle, alcoxy ou trifluoromdthyle, ou RA1 et R12
forment, avec l'atome d'azote, un noyau: 50 65 44    EP O 399 982 B1
*Dc1l  IMI{I!I ! I1*111111   JUNI il 11 IIiIII H C-(CH  ) 22 15
3W0 10                           0 15 40 20
C N                          --C-(C uH2 215
1                        1 



I0        1~~ 35 dans lequel n        aunevaleur des  ou 2, R2 et R   3
forment, avecg I'atomye d'azote, un noyau de formule 40 -N                y
45 dans laquelle c et d   ant les significations donn6es ci-dessus, et V
repr~sente 0, S ou un groupe, NR5 ou CH(CH2)e-NHR5, dans lequel R5 a la
signification so                donn~e ci-dessus et e a une valeur de 0, 1,
2, 3 ou 4, et les dnantiombres et les sels physiologiquemnent acceptables
de ce compos4, A condition que Q ne puisse pas Atre un groupe 2-pyrrolyle,
2-oxazolyle, 5-oxazolyle ou 2-imidazolyle non substitud. 2. Compos6 selon
la revendication 1, dans lequel 0 repr~sente CORI. 3.Compos6 selon la
revendication 2, dans lequel R1 repr~sente CH3, C21-H5, Cs 1-17, C41-19, C5
Hjj, un groupe cyclopropyle, m~thylcyclopropyle, cyclobutyle,
m~thylcyclobutyle. 45    EP 0 399 982 Bi                   I I!IIIIJ
111111  III * C   L  M   S* 4. Compose slon la revendication 1, dans lsquel
0 reprasente un groupe phdnyle ou fluorophdnyle. 5. Compos4 salon la
revendication 1, dans loquel Q reprosente un groupe thienyle ou furanyle. o
6. Composa solon I'une quelconque des revendications 1 & 5, dans loquol R3
reprasente un groups alkyle en Cl-Cs. 7. Composa  solon l'une quelconque
des revendications 1 a 6, dans loquel Z reprosente un atome d'hydrogbne. 10
aL Composa salon l'une quelconque des revendications 1 a 6, dans loquel Z
represente un atome d'halogbne. 9. Compos4 slon la revendication 8, dans
loquel Z reprdsents un groupe fluoro. 15 10. Compose
8-ac~tyl-2-(dipropylamino)tptraline, ses 4nantiombres et ses sels
physiologiquement accepta- bles. (%j     11. Composa
8-phdnyl-2-(dipropylamino)tdtraline, ses: nantiomrres et ses sels
physiologiquement accep- 20     tables. 12. Compos4
8-(2-furanyl)-2-(dipropylamino)tdtraline, ses dnantiombres et ses sels
physiologiquement 



acceptables. 25 1& Preparation pharmacoutique contenant, comme substance
active, un compoas selon l'une quelconque des revendications 1-12, un de
ses dnantiomrres ou un de ses sels physiologiquement acceptables. 14.
Compos4 salon l'une quelconque des revendications 1-12, un de ses
4nantiombres ou un de ses sels physiologiquement acceptables, a utiliser on
thdrapeutique. 30 15. Compos4 salon la revendication 14, a utiliser dans le
traitement de la depression, de l'anxid&6, de I'anorexie, de la d~mence
sdnile, de la migraine, de la maladie d'Alzheimer, de l'hypertension, comme
thermor~gulateur et contre les troubles sexuels. S5  16. Compos6 solon la
revendication 14, & utiliser dans le traitement de la douleur. 17. Compos4
solon la revendication 14, a utiliser dans le traitement de troubles du
systbme cardio- vasculaire. 4o  1& Utlisation d'un compoad salon l'une
quelconque des revendications 1-12 pour fabriquer un mddicament destin6 au
traitement des troubles du systbme nervoux central, en particulier des
troubles ayant pour m~diateur la 5-hydroxytryptamine. 19. Utlisation solon
la revendication 18, pour fabriquer un m6dicament destine au traitement de
la 45     depression, de I'anxift4, de i'hypertension, de l'anorexie, de la
d~monce s~nile, de la migraine, de la maladie d'Alzheimer, comme
thermor~gulateur et contre les troubles sexuels. 20. Utilisation solon la
revendication 18, pour fabriquer un mddicament destind au traitement de la
douleur. 50  21. Utlisation solon la revendication 18, pour fabriquer un
medicament destind au traitement de troubles du systbme cardlo-vasculaire.
22. Procedd de preparation d'un compos4 de formul (I) solon la
revendication 1, par 55 46    * C   L  M   S* a) transformation d'un
compos4 de formule (II) 5                              |4)' / a2   (II )
QQN~~~N 10 dans laquelle X est un groupe partant et R, R2 et R3 sont tels
que definis pour la formule (I), par un cycle catalytique utilisant un
mdtal de transition MO de valence zdro, qui est soumis a une addition
oxydante sur les liaisons aryl-X, un traitement avec du monoxyde de carbone
suivi d'une trans- m~tallisation entre R'-M', oD M1 est un mdtal et R' est
tel que d~fini dans la formule (I), et le 15       complexe carbonyl4
a-aryl-m6tal-X forme initialement, pour former un compos4 de formule (I);
b) reaction par un cycle catalytique utilisant un metal de transition MO de
valence zAro, qui est soumis & une addition oxydante en R'-X oO R1 est tel
quo d6fini dans la formule (I) et X est un 



groupe partant, traitement avec du monoxyde de carbone, suivi de l'addition
du compos4 de formule (111) 20 25 H1    R       R dans laquelle R, R2 et R3
sont tels quo d~finis pour la formule (I), Ml est un m6tal de transition,
pour 30       former un compos6 de formule (I); c) transformation d'un
compos6 de formule (II) 35                      O'
0000R2'R'    18) X    A                             Ar    R       \R 40
dans laquelle X est un groupe partant et R. R2 et R3 sont tels quo dMfinis
pour la formulo (I), par reaction avoc un m6tal de transition MO de valence
zAro et un substituant aryle convenable, tel quo le trialkyl-arylstannane,
pour former un compos6 de formule (I1B); d) transformation d'un compose de
formule (V) 2~~~~~~~~~~~~~~~~ 60            X            ^;~~~~~~~~R   (V)
>0 R1              S        t 50                             N
\tQ    R3 dans laquelle X est un groupe partant tel que le
trifluorom~thanesulfonate, Z repr~sente un atome 55       d'halogbne, R, R2
et R3 sont tels quo definis pour la formule (I), par les r~actions d~crites
dans les proced~s a, b et c ci-dessus, pour former un compose de formule
(I); 47    EP O 399 982 B1                    * 11 111111 IIIMI1 IN aIllf
*C  L  M e) transformation d'un compos6 de formule (IV) 6
/R2                                  (lV) QQ~~~N CN     R      R 10 dans
laquelle R, R2 et R3 sont tels quo definis pour la formula (1), par
traitement avec un reactif organom6tallique suivi d'une hydrolyse, pour
former un compos4 de formulo (1), suivi, le cas echeant, de la
transformation d'une base obtenue en sel d'addition d'acide
physiologiquement acceptable ou de la transformation d'un sel obtenu on
base ou en sel d'addition d'acide physiologi- 15       quement acceptable
different, et eventuellement de la separation du melange isomere obtenu on
isombre pur. Revendlcatlons pour l'Etat contractant sulvant: ES 20 1.
Proced6 de preparation d'un compos6 de formulo (I) 



z 25                                M"R            2                (I) Nb
O  R           R 30 dans laquelle R    repr6sente un atome d'hydrogene ou
un groupe methyle, a condition quo le substituant en C, methyle soit on
configuration cis, 36       Z    repr~sente un atome d'hydrogbne ou un
atome d'halogbne, a    represente CORI ou un groupe aryle a 5 ou 6
chaihons, qui pout contenir 1 ou 2 heteroatomes choisis parmi N, 0 ou S, et
qui est soit (i) eventuellement substitud par un ou plusieurs substituants
choisis independamment parmi un atome d'halogbne, CN, CFs, un groupe alkyle
en C,-C6, un groupe alcdnyle on C2-C6 ou un groupe alcoxy inf6rieur, soit
(ii) 40             condens6 a un noyau aryle par deux atomes de carbone
adjacents, ledit noyau aryle 6tant 6ventuellement substitue par un ou
plusiours substituants choisis independamment parmi un atome d'halogbne,
CN, CFa, un groupe alkyle en Ci-C6, un groupe alcenyle en C2-C6 ou un
groupe alcoxy inferiour, R'   represente un groupe alkyle on CI-C6 ou un
noyau aromatique & 5 ou 6 chalhons, qui pout 45             contenir des
heteroatomes choisis parmi 0 et S. et qui est soit (i) eventuellement
substitu6 par des substituants choisis ind6pendamment parmi un atome
d'halogene, CFa, un groupe alkyle inferieur ou un groupe alcoxy inf6rieur,
soit (ii) condense & un noyau benzbne par deux atomes de carbone adjacents,
ledit noyau benzene etant eventuellement substitu6 par des substituants
choisis independamment parmi un atome d'halogbne, CFs, un groupe alkyle so
inf~rieur ou un groupe alcoxy inferieur, R2   repr6sente un atome
d'hydrogene ou un groupe alkyle en C, -C6, R3   repr6sente un groupe alkyle
en Ci -C6, -(CH2)e-R4, -CH2-CH = CH-(CH2)b-R4, 65
-CH2-CwC-(CH2)b-R4, 48    EP 0 399 982 B1                    I 1111111
111111 11111 11111 11111 *   C   L  M   S   * -(CH2)C    @       ou
-C~~~(CH2 C X Cu (CH2) b-R4        ~        Nc2) 4 a    a une valsur de 1 a
5, 10       b    a une valsur de, 1 ou 2, 



c    a une valsur de 1, 2, 3 ou 4, d    a une valsur de 2 ou 3, X
repr6sente 0, S ou NR5, OD Rs   reprdsente un atome d'hydrogbne ou un
groupe cycloalkyle, alkyle, alkyls sn C1-Cs, 6ven- 15            tuellement
substitud par un groupe hydroxy, amino, alkylamino, dialkylamino, aryle,
h6t~roa- ryle, arylalkyle, alcoxycarbonyle, alkylsulfonyle,
ph~nylsulfonyle, tolylsulfonyle, benzylsulfony- le, formyle, carbamoyle ou
sulfamoyle, R4   reprdsente un atome d'hydrogAne, un atome d'halogbns, CF3,
un groupe alkyle infdrisur, CN ou un groupe -OR6, -COOR7, -CONRBR9,
-SO2NR3R9, -SOmR0, -NR11R12, 20 /(CH2) c ou            -CH
X ott 30       c, d et X    ont les significations donndes ci-dessus, A
represente un atome d'hydrogene ou un groupe alkylsulfonyle,
ph~nylsulfonyle, tolylsulfonyle, benzylsulfonyle, acyle ou alcoxycarbonyle,
R5-        reprdsente un atome d'hydrogbne ou un groupe alkyle, alc~nyle,
cycloalkyle, aryle, arylalkyle, acyle, alcoxycarbonyle, 35       R7
reprdsents un atome d'hydrogbne ou un groupe alkyle, alcdnyle, aryle ou
arylalkyle, RB et R9,   qui sont identiques ou difffrents, reprdsentent
chacun un atome d'hydrogbne ou un groupe alkyle, aryle ou arylalkyle, R10
repr~sente un groupe alkyle, cycloalkyle, aryle ou arylalkyle et le r~sidu
aryle psut tre substitud par un atome d'halogbne ou un groupe cyano,
alkyle, alcoxy, trifluoro- 40                    m6thyle ou
trifluoromdthoxy, m           a une valeur de 0, 1 ou 2, R11 et R12,  qui
sont identiques ou difffrents, reprdsentent chacun un atome d'hydrogbne ou
un groupe alkyle, aryle ou arylalkyle, et le r6sidu aryle psut 8tre
substitu4 par un atome d'halogbns ou un groupe cyano, alkyle, alcoxy ou
trifluoromdthyle, ou 4S       RA" et R12   forment, avec I'atome d'azote,
un noyau: s0 58 49    EP O 399 982 Bi                        *   c IN  1
111  1l ll * C   L   II   $ H2C-(CH 2)n HIC)I 



5                       0 10                             0
1 0~0 15 0 0 20                                      16F il7  4
)CH2 n  7 ~~~~~~C 2n                                n osR KD0NH 25 30
C6H5         CH2)n 35 dans lequel n          a une valeur de 1 ou 2, R2 et
R3   forment, avec I'atome d'azote, un noyau de formule 40 45
(CH2) d dans laquelle c et d    ont les significations donndes ci-dessus,
et 50        Y        repr6sente 0, S ou un groupe NR5 ou CH(CH2),-NHR5,
dans loquel R5 a la signification donnee ci-dessus et e a une valeur de 0,
1, 2, 3 ou 4, et des 6nantiombres et des sels physiologiquement acceptables
de ce compose, a condition que Q ne puisse pas 8tre un groupe 2-pyrrolyle,
2-oxazolyle, 5-oxazolyle ou 2-imidazolyle non substitu4, par 55 50    EP
j 399 982 B1  c  1    !  !i a) transformation d'un compose de formule (II)
R2            (II) X      R      R 10 dans laquelle X est un groupe partant
et R. R2 et R3 sont tels quo dtfinis pour la formule (I), par un cycle
catalytique utilisant un mttal de transition MO de valence ztro, qui est
soumis & une addition oxydante sur les liaisons aryl-X, un traitement avec
du monoxyde de carbone suivi d'une trans- mttallisation entre RI-M1, od MI
est un mttal et RI est tel quo dtfini dans la formule (I), et le i5
complexe carbonyld a--aryl-mttal-X formt initialement, pour former un
compost de formulo (I); b) rtaction par un cycle catalytique utilisant un
mttal de transition M de valence ztro, qui est soumis a une addition
oxydante en R'-X, oO R' est tel quo dtfini dans la formulo (I) et X est un 



groupe partant, traitement avec du monoxyde de carbone, suivi de l'addition
du compost de formulo (111) 20 2 @         N?              ~~~~~~(III) 25
dans laquelle R, R2 et R3 sont tels quo d6finis pour la formuls (I), M1 est
un mttal de transition, pour 30       former un compost de formule (I); c)
transformation d'un compost de formule (II) K>                ~~~~~~~x  R
R                      A 40       dans laquelle X est un groupe partant et
R, R2 et R3 sont tels quo ddfinis pour la formule (1), par reaction avec un
mttal de transition MO de valence ztro et un substituant aryle convenable,
tel quo le trialkyl-arylstannane, pour former un compost de formule (IB);
d) transformation d'un compost de formulo (V) 45 z
~~~~~~~~~~~~z 2  (V)  -Z Z 50 X     R
0R  Q  R         R 65       dans laquelle X est un groupe partant tel quo
le trifluoromtthanesulfonate, Z represente un atome d'halogbne, R, R2 et R3
sont tels quo ddfinis pour la formule (I), par les rtactions ddcrites dans
les proctdts a, b et c ci-dessus, pour former un compost de formule (I); 51
EP 0 399 982 B1 I 11111!1111111 11111 11111 1111111 e) transformation d'un
compose de formule (IV)                     c   L  H   S 6                9
N      o              ~~~~~~~~~~~~(IV) CN     R       R 10 dans laquelle R,
R2 et R3 sont tols quo d~finis pour la formulo (I), par traitement avec un
reactif organom~tallique suivi d'une hydrolyse, pour former un compose de
formulo (I), suivi, l1 cas dch~ant, de la transformation d'une base obtonue
en sel d'addition d'acide physiologiquement acceptable ou de la
transformation d'un sel obtenu on base ou on sel d'addition d'acide
physiologi- 16       quement acceptable different, et dventuellement de la
sdparation du m~lange leombre obtenu en isombre pur. 2. Procdd6 de
preparation d'un compose salon la revendication 1, dans lequel 0 reprdsente
CORI. 



20  &  Procdd de pr~paration d'un compose solon la revendication 2, dans
loquel R' repr~sente CHs, 02Hs, Ca H7, C4 Hs, Cs H11, un groupe
cyclopropyle, mdthylcyclopropyle, cyclobutyle, m6thylcyclobutyle. 4.
Procdd6 de prdparation d'un compose selon la revendication 1, dans loquel 0
reprdsente un groupe ph~nyle ou fluoroph~nyle. 25 5. Procddd de prtparation
d'un compoes solon la revendication 1, dans lequel 0 represente un groupe
thifnyle ou furanyle. 6. Procdd4 de prdparation d'un compose solon l'une
quelconque des revendications 1 k 5, dans lequel R3 i   90     reprdsente
un groupe alkyle on C, -Cs. 7. Procedd de preparation d'un compose selon
l'une quelconque des revendications 1 a 6, dans lequel Z repr~sente un
atome d'hydrogbne. 35  &  Proc~dd de prdparation d'un compos4 solon l'une
quelconque des revendications 1 & 6, dans loquel Z reprdsente un atome
d'halogene. J>      9. Proc~dd de preparation d'un compos6 selon la
revendication 8, dans lequel Z reprdsente un groupe fluoro. 40 10. Proced6
de prdparation d'un compos6 8-ac~tyl-2-(dipropylamino)tdtraline, de ses
dnantiombres et de ses sels physiologiquement acceptables. 11. Procddd de
prdparation d'un compose 8-phdnyl-2-(dipropylamino)t~traline, de ses
6nantiombres et de 45     see sels physiologiquement acceptables. 12.
Procddd de preparation d'un compose
8-(2-furanyl)-2-(dipropylamino)t~traline, de ses dnantiombres et de see
sels physiologiquement acceptables. 50  13. Utilisation d'un compose solon
l'une quelconque des revendications 1-12 pour fabriquer un medicament
destind au traitement des troubles du systbme nervoux central, en
particulior des troubles ayant pour mddiateur la 5-hydroxytryptamine. 14.
Utillsation solon la revendication 13, pour fabriquer un mddicament destin4
au traitement de la 65     ddpression, de l'anxidt6, de l'hypertension, de
l'anorexie, de la d4mence senile, de la migraine, de la maladie
d'Alzheimer, commo thermordgulateur et contre les troubles sexuels. 15.
Utilisation solon la revendication 13, pour fabriquer un medicament destine
au traitement de la douleur. 52    EP O 399 982 B1
hill    lilt * 16. Utilisation selon la revendication 13, pour fabriquer un
mddicament destin6 au traitement de troubles du systbme cardlo-vasculaire.
Revendlcatlons pour l'Etat contractant sulvant: GR 5 1. Procddd de
prdparation d'un compose de formuls (I) 



z 10 15                                        R3 dans laquslle R
reprdsente un atoms d'hydrogbne ou un groupe mdthyle, & condition qus le
substituant en 20             Ci methyle soit on configuration cis, Z
reprdsente un atome d'hydrogbne ou un atome d'halogbne, 0    represente
CORW  ou un groupe aryle a 5 ou 6 chatnons, qui pout contenir 1 ou 2
hdtdroatomes choisis parmi N, 0 ou S, et qui est sobt (i) dventuellement
substitu6 par un ou plusieurs substituants choisis inddpsndamment parmi un
atome d'halogbne, CN, CFe, un 25             groupe alkyle en C,-C6, un
groupe alcenyle on C2-C6 ou un groupe alcoxy inffrieur, soit (ii) condense
& un noyau aryle par deux atomes de carbone adjacents, ledit noyau aryle
dtant dventuellement substitu6 par un ou plusieurs substituants choisis
inddpendamment parmi un atome d'halogbne, CN, CF3. un groupe alkyle on
Ci-C6, un groupe alcdnyle en C2-Cs ou un groupe alcoxy infdrieur, 30
R'   reprdsents un groupe alkyle en C, -C6 ou un noyau aromatique a 5 ou 6
chathons, qui pout contenir des hdtdroatomes choisis parmi 0 et 8, et qui
est soit (i) dventuellement substitue par des substituants choisis
inddpondamment parmi un atome d'halogbne, CF3, un groupe alkyle infdrieur
ou un groups alcoxy infdrieur, soit (ii) condense a un noyau benzbne par
deux atomes de carbone adjacents, ledit noyau benzbne dtant dventuollement
substitud par des 36             substituants choisis inddpendamment parmi
un atome d'halogbne, CF3, un groupe alkyle infdrisur ou un groupe alcoxy
inf~rieur, R2   reprtsente un atome d'hydrogbne ou un groupe alkyle en C,
-C6, JK.>           R3   reprdsente un groupe alkyle on C1 -C6, 40
-(CH2).-R4. -CH2-CH = CH-(CH2)b-R4, -CH2-C-C-(CH2)b-R4, 45
CH2)0                               -        (CH2) C       X (CH2)bR4  ou
(CH2)dX 50     00 a    a une valeur de 1 & 5, b    a une valsur de 0,1 ou
2, c    a une valeur de 1, 2, 3 ou 4, d    a une valeur de 2 ou 3, 55
X    reprdsente 0, S ou NR5. ot R5   repr~sente un atome d'hydrogbno ou un
groupe cycloalkyle, alkyle, alkyle en Ci-C5, dven- tusllement substitu6 par
un groupe hydroxy, amino, alkylamino, dialkylamino, aryle, hdtdroa- ryle,
arylalkyle, alcoxycarbonyle, alkylsulfonyle, phdnylsulfonyle,
tolylsulfonyle, benzylsulfony- 53  
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formyle, carbamoyle ou sulfamoyle, R4   reprdsente un atome d'hydrogbne, un
atome d'halogbne, CFs, un groupe alkyle inf6rieur, CN ou un groupe -ORr,
-COOR7, -CONR31R9, -SO2NR8R9, -SOmR10, -NR11R'2, W
o(CH2) / ou     -cH 00             x 10 oO c, d et X   ont les
significations donndes ci-dessus, A           reprdsente un atome
d'hydrogbne ou un groupe alkylsulfonyle, phdnylsulfonyle, 15
tolylsulfonyle, benzylsulfonyle, acyle ou alcoxycarbonyle, Rr
repr~sents un atome d'hydrogbne ou un groupe alkyle, alc6nyle, cycloalkyle,
aryle, arylalkyle, acyle, alcoxycarbonyle, R7          reprdsente un atome
d'hydrogbne ou un groupe alkyle, alc~nyle, aryle ou arylalkyle, Rs et R9,
qui sont identiques ou diff6rents, reprdsentent chacun un atome d'hydrogbne
ou un 20                   groupe alkyle, aryle ou arylalkyle, R10
repr~sente un groupe alkyle, cycloalkyle, aryle ou arylalkyle et le r~sidu
aryle psut 8tre substitu4 par un atome d'halogbne ou un groupe cyano,
alkyle, alcoxy, trifluoro- m~thyle ou trifluorom6thoxy, m           a une
valeur de, 1 ou 2, 25       R1' et R12,  qui sont identiques ou diff6rents,
representent chacun un atome d'hydrogbne ou un groupe alkyle, aryle ou
arylalkyle, et le rdsidu aryle psut 8tre substitud par un atome d'halogbne
ou un groupe cyano, alkyle, alcoxy ou trifluoromdthyle, ou R1' et R12
forment, avec I'atome d'azote, un noyau: 30
H C-(CH  ) 21     1    n 35 01 40 02 45                   , ]S 60~~~~~~~~~~
IC6 H5 50                                           c~I          H )
4,x2n *          I~~~2 H 55 



54    LI1I~~~~~I~~z ~-  ------ * C   L  M   S 5~~~~~~~~C6 oS Q'
UH~~~~~2)n    C)C 2)n                               5 dans lequel 10
n          a une valeur de l ou 2, R2 et R3   forment, avec l'atome
d'azote, un noyau de formule 101,(CH2) C*-. 15
-N                Y (CH2) d/ 20     dans laquelle c et d   ont les
significations donn6es ci-dessus, et Y       reprdsento 0, S ou un groupe
NR5 ou CH(CH2)e-NHR5, dans lequel R5 a la signification donnee ci-dessus et
o a une valeur de 0, 1, 2, 3 ou 4, et des dnantiombres et des sels
physiologiquement acceptables de ce compose, par 25       a) transformation
d'un compos6 de formule (II) wo                  1     X     o
~~~~~~~~~~~~~~I,R2   (1 X      R 95       dans laquelle X est un groupe
partant et R, R2 et R3 sont tels quo dMfinis pour la formulo (I), par un
cycle catalytique utilisant un m~tal de transition MO de valence zAro, qui
est soumis & une addition oxydante sur les liaisons aryl-X, un traitement
avec du monoxyde de carbone suivi d'une trans- m~tallisation entre R'-M1,
ob MI est un metal et R' est tel quo ddfini dans la formule (I), et le
complexe carbonyld a-aryl-mrtal-X form4 initialement, pour former un
composM de formule (I); 40       b) r6action par un cycle catalytique
utilisant un m~tal de transition MO de valence zAro, qui est soumis & une
addition oxydante en R'-X, ob R' est tel quo d6fini dans la formula (I) at
X est un groupe partant, traitement avec du monoxyde de carbone, suivi de
l'addition du compos6 de formula (Ill) 45 50
1R dans laquelle R, R2 et R3 sont tels quo d~finis pour la formule (I), Ml
est un m~tal de transition, pour 55       former un compos6 de formule (I);
55    
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S* c) transformation d'un composa de formule (II) 6 ~ ~~
~        ~       ~       ~ ~~~~ :   2          (1 ) (II)
N'. x    R  R3               ~~~~Ar    R        R JO       dans laquelle X
est un groupe partant et R, R2 et R3 sont tels quo dMfinis pour la formule
(I), par reaction avoc un mdtal de transition MO de valence zdro et un
substituant aryle convenable, tel quo le trialkyl-arylstannane, pour former
un compos4 de formulo (I1B); d) transformation d'un compose de formulo (V)
15 20 R3 ~      ~         ~          N 25       dans laquelle X est un
groupe partant tel quo le trifluoromethanesulfonate, Z represente un atome
d'halogene, R, R2 et R3 sont tels quo definis pour la formule (I), par les
rdactions decrites dans les proc~dds a, b et c ci-dessus, pour former un
composa de formulo (I); o) transformation d'un composd de formule (IV) R2
(IV) 35                                 CM      ft dans laquelle R, R2 et
R3 sont tels quo d6finis pour la formule (I), par traitement avec un
reactif organom~tallique suivi d'une hydrolyse, pour former un compos6 de
formule (I), suivi, le cas 40       6cheant, de la transformation d'une
base obtenue en sel d'addition d'acide physiologiquement acceptable ou de
la transformation d'un sel obtenu en base ou en sel d'addition d'acide
physiologi- quement acceptable different, et eventuellement de la
separation du melange isombre obtenu en isombre pur. 45  2. Proc~d4 de
prdparation d'un compose solon la revendication 1, dans lequel 0 represente
COR'. 3. Proced6 de preparation d'un compoas solon la revendication 2, dans
loquel RI represente CHa, C2Hs5, Cs H7, C0 Hs, Cs Hi1, un groupe
cyclopropyle, methylcyclopropyle, cyclobutyle, methylcyclobutyle. 50  4.
Procede de preparation d'un compose salon la revendication 1, dans loquel 0
repr6sente un groupe phenyle, fluorophdnyle, thienyle ou furanyle. 5.
Procedd de preparation d'un compoas solon l'une quelconque des
revendications 1 a 4, dans lequel R3 represente un groupe alkyle en Ci -Cs.
55 6. Procedd de preparation d'un compose solon l'une quelconque des
revendications 1 a 5, dans loquel Z repr6sente un atome d'hydrogbne. 56    
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7. Procdd6 de preparation d'un composd solon 'une quelconque des
revendications 1 & 5, dans loquol Z repr~sente un atome d'halogbne. &
Procedd de preparation d'un composd solon la revendication 7, dans loquel Z
repr~sento un groupe 5     fluoro. 9. ProcMd4 de prdparation d'un compos4
8-acdtyl-2-(dipropylamino)tdtraline, de ses 6nantiombres et de ses sels
physiologiquement acceptables. 1O  10. Proc~dd de preparation d'un compose
8-ph6nyl-2-(dipropylamino)tltraline, de ses 4nantiombres et de ses sels
physiologiquement acceptables. 11. Proc~dd de preparation d'un compos6
8-(2-furanyl)-2-(dipropylamino)t~traline, de ses 4nantiombres et de ses
sels physiologiquement acceptables. 15 12. Utilisation d'un compos6 solon
l'une quelconque des revendications 1-11 pour fabriquer un m6dicamont
destind au traitement des troubles du systbme nerveux central, on
particulier des troubles ayant pour mddiateur la 5-hydroxytryptamine. 20
13. Utilisation selon la revendication 12, pour fabriquer un m~dicament
destin6 au traitement de la depression, de I'anxiete, de l'hypertension, de
l'anorexie, de la d~mence s6nile, de la migraine, de la maladie
d'Alzheimer, comme thermorngulateur et contre les troubles sexuels. 14.
Utilisation selon la revendication 12, pour fabriquer un mddicament destind
au traitement de la douleur. 25 15. Utilisation solon la revendication 12,
pour fabriquor un m~dicament destine au traitement de troubles du systeme
cardio-vasculaire. 30 35 40 45 50 55 57    




