EP 0 399 982 Bl Description An object of the invention is to provide
conpounds for therapeutic use, esrEr03%9gsxefipounds having a therapeutic
activity via the central nervous system (CNS). A further object is to
provi de conpounds having a 5 selctive effect on the 5-hydroxy-tryptan ne
receptors qeﬁ"’PPHH'l‘ral s incuding man. Prior art Therapeutically useful
tetraline de %gtlves haV|n effect on 5-hydroxy tryptam ne neurons in
manmal s 1Q "e° "t '&‘1"%%98‘”‘1‘3#5 riferapeytic 1ise) esecially TompopndsTharingP
272 534 dg'g ﬁ%‘é‘ '<‘£' F°’Y°H%S#I9F‘rfﬁi"%) A Eprthar obipet s do proyidey qompouads ayipg a
cyano, |err fg onre” f??“b'&@ P regRPIArE iy mammals jpeudingmat. conpounds are
menti oned g have affinity to the 5-hydroxytryptam ne receptors and to
possess serUrUnln agoni st/ antagoni st effects. These prior art conpounds

differ from#B@oddi& f t are 40
SUbST i tt @b disBlodedh pﬁ%}:‘é%ﬁ tllé%ahtazgf fk&%n%fh(;F,g)?v ?B%RQHQ Sed] Mapne o
a 5- or 6- nﬂmbEPeﬁbﬁM%&BéeSo&ﬁd%GudsWJ%ﬁrﬁnat he prior art conpounds are
substituted in the 8 position with a group 50

0 O [err] 55 However, a conparison of the structurally nost
closely rel ated conpound of the gaVe S and of the prior art conpound
clearl ysdenonstrates that the co 2 nvention is a much nore
potent inhibitor of the [err] bind N EP 0 399 982 Bl Discl osure of
the Invention The object of the pr ent inMsRBion is to obtain new
conpounds whi ch have a high affiniRYy to the 5- hydroxy-tryptanine receptors

t he central nervous systemat the sane tinme as they act as agonists, 5
partlal nlshg g ant agoni sts on the serotonin receptors. Thus, the new
conpounds ’”? ISPAXGAS | of the present invention as well as the
enantionmers and salts thereof are useful in therapeutic treatnent of
5- hydroxy-tryptan ne nedi at ed gtates and djgorders such as depressi on,

[

anxi ety, anorexia, senile deng ,ptl a, I zhei s di sease, mgraine,
ternoregul ator and sexual disigu Fu aspects of the invention
are related to the conpounds, enant| orrers an #dlts thereof

1 R 1
-C-O-alkyl, -C-O-aryl, -C-O-aralkyl,

3 oelc.
R* R3 are hydrogen or an alkyl group.

N 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

(o]
il
o c-R?,

where R' is Ci-Cs 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 O
I ]
C-H or C-0-R.

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 5-HT4 binding.



10 forTuse in the treatment of pain and in-the treatnment of disturbances in
the cardiovascul ar system WO A- gplgpshdegdigac! oses 2-ami notetral i nes of the
formula [err] wherein Ris hydrogen or hal ogen, [err] 25 -5-oxazolyl, [err]
al kyl etc. useful to treat disorders in CNS, hypertension, diabetes, sexual
di st ur baDisgdssuarntithe bwméntiol appetite. Thus, the invention provides corrpounds
of the fornula (1) 30 [err] wherein 40 Ris hydrogen or neth wth
t he provi sdhe kiiect ohthe fesent invengionis [to alyiai new cpmpounds ‘"K'ﬁh bave achighr 3ffiity ‘F‘%ﬁ Z
is  hydhyseprtrentaming gerpiers ) thes contral nepvpysy sygtem.at e BMREIf9ASBRYa BS AAER: nay

cont ai Ilaﬂ!ﬁ'a@"'ﬂéﬁ'éﬂ"@a?wné@ls@@m'ﬂ@PmN 0 or S and be| n elthe é{[%
opti onal | y Tovpte |“?‘!|PQ§'EP° ‘ﬁ'?dr%thgﬂﬁﬁ"f éﬁ'?f‘§s b ‘ETH §?=ﬂ
from haI '@?f a’ﬁ\?"f“ ia terap ‘ft'R 'hyd "Brmﬂd e F > ers ﬁuf'h

anorexia, S 0re I sexu

(ii)f is of eco E)o.m slrpan é aﬁs{l‘s%re ,Sal d
aryl rin ‘B %ﬁm é %mm og
i ndepé?‘nd ﬁt{j, r N °" ° ri f]'err(ji eny# or | ower

al koxy, [err -merrbered arorratlc ring which
may contain het eroatoms sel ect ed from 0 and S and being either (i)
optionally substituted by substituent |)ndepen|!‘ant ly selceted from 50

hal oggp, [err], lower alkyl oR,lower Xy, either (ii) fused at two
adj acent car bon atoms to a benz G ‘benzene ring being optionally
substituted by substituents ind ¢ sel qLed from hal ogen, [err]

| ower al kyl or |ower alkoxy, Q or [&érr] alkyl, [err] is a
gkoup [err] alkyl, -[err] 554/ Bl where ais 1 to5, 10
bis 20 0,10r 2, cis 1,2,3RT4, dis 20|R§, Xi s 0, S or NR5, where
R5 is hydr ogen, cycl oal kyl, alkyl, [err]-alkyl, optionally substituted
wi th hydroxy, am no, al kylam no, 15 di al kyI am no, aryl,

het eroaryl, aral kyl al kox carbon al kyl sul f onyl nyl sul fon
tolyl sul ™ y Betgin R is hy¥:lrogen or halogyen. Ry is - I-}/ -ORs, -SRrX -CONR7Fh,¥CN é)(O)hety -het, -CFs, - g&z’NRﬂ:‘s,

25 -5-oxazoin Re, Rs, Rs, Rs are H, alkyl etc. useful to treat disorders in CNS, hypertension, diabetes, sexual
disturbances and control appetite.
Thus, the invention provides compounds of the formula (f)

N 4
2
Ve (1)

36 Q \RJ

wherein
40 Ris hydrogen or methyl with the proviso that the Ci--methyl substituent is in cis-configuration,
Zis hydrogen or halogen,
Qis COR! or a 5- or 6-membered aryl which may contain 1 or 2 heteroatoms selected from N, O or
S and being either (i) optionally substituted by one or more substituents independently selected
from halogen, CN, CFs, C1-Cs_alkyl, C2-Cs 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, CN, CFa, C1-Cs alkyl, C2-Cs alkenyl or lower
alkoxy,
Rl'is C1-Cs alkyl or a 5- or 6-membered aromatic ring which may contain heteroatoms selected from
' O and S and being either (i) optionally substituted by substituents independently selceted from
50 halogen, CFs, lower alkyl or lower alkoxy or either (i) fused at two adjacent carbon atoms to a
benzene ring, said benzene ring being optionally substituted by substituents independently
selected from halogen, CFa, lower alkyl or lower alkoxy,
R2is  hydrogen or C1-Cs alkyl,
R%is  agroup Ci-Cs alkyl, -(CHz)a"R*, -CHz2-CH=CH-(CH:)p-R*, <CH2-CmC-(CHy),-R*,



benzyl sul fonyl, fornyl, carbanoyl or sul famoyl, R4 is hydr ogen, hal ogen,
[err]CN or a group [err] 20 [err] ppengsgs281 and X have the neani ng given
above, 30 Ais hydr ogen, al kyl sul fonyl, phenyl sul fonyl,

tol yl sul fonyl, benzylsul fonyl, acyl or al koxycar- bonyl, [err] IS

hydr ogen, al kyl, al kenyl, cycloal kyl, aryl, aral kyl, Ikoxycarbonyl
aryl oxycarbonyl, R7 is hy en, al kyl, aIkenyT \QL ar al kyl ,
[err] whi ch are the sa-nﬁ:m;)gi ent are emch-(n-ydrogen X aryl or
aral kyl, 35 [err] is 5{ ﬁ%.'oalkyl ar y™ ﬂi aya and the
aryl - reéldue may be substituted 5? I"0gen, cyano, a alkoxy,
trifluornmethyl or trifluornethoxy, mis 0, 1 or 2 R' and R12

whi ch are the sanme or different are each hydrogen, alkyl, aryl or aralkyl,
and the ar reS|1qto nay be substltuted wi t h hal ogen, cyano, al kyl, al koxy
or trifluor hyI [err] together with the nitrogen atomforma
ring: 4% 50 s 0 399 982 Bl wherein c and d have the neaning given
above, and Y |és or a group [err] where 50 [err] has the neaning given
above, and ésC)dpé%, ROIwhére and enantioners and physi ol ogically acceptable
salts ther e@aﬁ is Al oo nnchrasmlamyul C{-EPdIGH Sptfohdy ssdstit@bciith Hytiroky, armiad) atkylarity; |
groups Raving 1 tgaididmmardad el aralkyl alkoxya4rpong!, aMBAsohyl, phbiyisifonyl; tolyieyifydy),

i -propyl, n-butylbendyisitshy] formiyi; butiastloyl onsytremdyy| , i - pentyl, n-hexyl, i-hexyl,
n-heptyl, 5% is hepytiphen, Raleyeh,yCFsa0N dr -aogroupl -OREX-GDORT, edomsngu -SgtNRﬁB% -8PaR",

al kyl groups having'g2to 5 carbon atons. [err] alkyl in formula I
regyesentlng straight, branched and cyclic al kyl groups having 1-5 carbon

atoms, #or exanple nethyl .ethyl,, n-propyl, i-propyl, n- butyI i -butyl,
t-butyl, n-pentyl, i-pen --intyl, cycl opropyl, cy€Radu
cycl opentyl, nethyl cycl o |, @thyl cycl oggopyl .cfgBt hyl cycl O xtyl.
Preferred al kyl N
| (CHz)a
26 A
where
c,dand X have the meaning given above,
— 30 Ais hydrogen, alkylsulfonyl, phenylsuifonyl, tolylsulfonyl, benzylsulfonyl, acyl or alkoxycar-
bonyl,
R® is hydrogen, alkyl, alkenyl, cycloalkyl, aryl, aralkyl, acyl, alkoxycarbonyl, aryloxycarbonyl,
R is hydrogen, alkyl, alkenyl, aryl or aralkyl,
R® and R? which are the same or different are each hydrogen, alkyl, aryl or aralkyl,
35 R%is alkyl, cycloalkyl, aryl or aralkyl and the aryl residue may be substituted with halogen,
cyano, alkyl, alkoxy, trifluormethyl or trifluormethoxy,
&.« mis 0,1or2

R" and R'2  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 R" and R'2  together with the nitrogen atom form a ring:

50



EP 0 399 982 Bl groups are al kyl groups having 1 to 4 carbon atons. Lower
alkyl in fornmula | representing ®pree3gggs2a@1kyl groups having 1 to 4 carbon
atons, for exanple nethyl, ethyl, n-propyl or n-butyl, preferably ethyl,
n-propyl. Cycloalkyl in formula |I representing cyclic carbon atom chain
having 5 to 8 carbon atomns, for examp é—5465¥ opentyl cycl o- hexyl ,
cycl oheptyl and cycl ooctyl. Al kenyl in|for a representing straight or
branched carbon atons chains having g g0 1g carbon atons and contai ni ng one
or two doubl egbond, for exanpig al Iyl 2 popenyl , isopropenyl, butenyl,
i sobut®nyl , p-qten open
|soheptenyl (o]¢ @. i so
car bon atons g o e %] al kenyl in fornula
representing strdlght or b anc edocaﬁbon atorm chains having 2 to 6 carbon
atons ,and containdng one or t doubl e bonds, for exanple allyl, propenyl,
i sopropenyl, butenyl, isobutenyl, pentenyl, isopentenyl. Preferred al kenyl
groups have 2 to 4 cg S )2 pond. Al koxy in formula |

¢ ‘ ains having 1 to 12 carbon
pre car bon chain is bond by an
oxygensatonl Eor br opoxy, i sopropoxy, butoxy,
i sobut oxy, pentox% |sopentoxy, hexoxy, 0gxy, heptoxy, isohep- toxy,
octoxy and isooctoxy. Lower alkoxy in fgimila " representing a straight
alkqu group having 1 H4 carbon atons, fol exanpl e net hoxy, ethoxy,
pkapoxy or but oxy, pr efj Zbly met hoxy and et hox -or 6-nmenbered aryl

vvhi ch 2y contain r Nz—he eroa Bﬂﬂél)gct AN, 0 or S and being
either 20 (i tiong@lly sLbsti uted by o
i ndependently sel } d-++omHhal og ,\GN

re substituents
al@yl, [err] al kenyl or

| oner al koxy or e|therIK||) fused @t two adj atent carbon atons to an aryl

ring, said aryl ring bélng optionally substituted by one or nore

subst i®f uent s i ndependent|y selected from halogen, CN, [err] alkenyl or

| ower al koxy, in the definition of Qin formula | representing either (i)

substituted or unsubstlm%ngd phenyI th|en¥I furyl, pyridyl, pyrimdyl,

|sohexenyl, heptenyl,
red al kenyl groups have 2 to 4

—

pyrazinyl, pyrada onI OXAZONy!l , ksoxazol yl,
|hLda§9IyI pyrazg R oI|nyI or —eiNt her trﬁ?
substituted or ups Rfute , oqui nol yl, qui lyl,

qui naxazol yl or Iy10 Acyl (i n fornula | representing phenyl or straight
or branched carbon ton1chainJ having 1 to 6 carbon atonms, preferably 1 to
4 carbon atons, bond by a carbonyl group, for exanple benzoyl acetyl,

et hyl ar- bonyl, propyl carbonyl, isopropylcarbonyl, butylcarbonyl and

i sobut ur yheeinbonyl . 30 Aryl in fornmula | representing an aromatic
regidue hawisng 6 tdo12 carbon atons, for exanpl e phenyl, naphtyl and

bi phenyl . ByaapiB§y| ¢ qgethQSWﬁjﬂ‘a"'FVOQ%ﬁP@sf@ﬁ‘tﬁﬂﬂg&e é?"}/‘%"area due having 7 to 14
carbon atons bond by an al kyl en chain ferably the aral kyl residue

havi ng®1 to 6 carbon atons in the ;&4$ﬁé%fi hain and 6 to 12 carbon atons
in the aromatic ring. For exanpleNbenzyl, naghtyl nethyl, phenethyl and
phenyl propyl . 35 Al koxy carbodh\iéhlfL la | representing a group
[err] :

wherein
¢ and d have the meaning given above, and
Y is O, S or a group NR® or CH(CH2),-NHR®,
where
s0 R° has the meaning given above, and
eis0,1,2,30r4,
and enantiomers and physiologically acceptable salts thersof.
Alkyl in formula | 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 § carbon atoms.
C1-Cs alkyl in formula | 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, sthylcyclopropyl, methyicyclobutyl. Preferred alkyl



40 al kyl, wherein alkyl is defined as above. Preferred al koxy carbonyl

gr oups haV| ng 1 to 4 carbon atons gpotsbgegd BY! chain, for exanple nethoxy
carbonyl, ethoxy carbonyl, propoxy carbonyl, isopropoxy carbonyl, butoxy
carbonyl and isobutoxy carbonytl. Halogen in fornula | representing fluor,
chlor, br amups welalky gobrsrhaing/! l4icabon démsor and brom especially 45 fluor.
Exanpl es of kowet alifl éin fermulgr| representing rstseight etsylaardups havingd toui earboe @lemaii far example
sel ected fmﬁlﬂh‘l @!hy'O"UPPY@fa'rt@beﬁ@ﬁSﬁPV ethii &PrgPYl-and furanyl. Exanple of a

suitabl e 5- gycloglkylinfpraulad represealing @{chq °& glam£hain Pﬂg‘"@:f’ t?)S §jrbog a&i"l?n@’ KAmels
are fuséd °¥?'°H°U\%' %Eﬁ;a@hfvcha?%m enzof uran.  The co ounds of the
i nventi on h ‘gl'g?rgf P;F'LB qloms rh gyin gl b

.50 corrpo n? yi en en I ?Iﬁpt rc:rg;,%?nc?en IH :{y a erg Om
i e. aveg? 4§ :g:@é B qend sleEE M m

u
ad] ace”Io gz &like yn‘?rg Finct HQaré’s'Q n&@t EFE?énrcﬁe% cSI%ErPQEln %ﬁéﬂﬁ‘n@f rggafﬁrbt cafdn t N€
met hyl  gr Qs fabl& R Sexrtibie ahﬁs ropidnyIO' 1S bibriyP
i sonmers i &but&ﬂﬁﬂédtéﬂ?ﬁ&&peﬁ Wefe @aﬁeﬁm&n&r have 2814 at&h's! énde b@ Bérld>
and raceni ¢ Rikok} W ifmuldl fopYdséritihgstlaidft o GrARGe® Earlbon QtoRY PSR Navihd)Y 42! @fbon dibifs,
t her apeut Iﬁaefé?&uapefow cﬁﬁm@&p orhd) Whéi® B QLrBEHSCEIR Ys BoRld By & fdeR fatoR] Fdr @%eple risthoxy,
degree f3e cwy, ipfPsky! iBoprdpoxyl BREHEEMBUILEY, béoxf NdPéntdRiTEaRox Gsohéxbiy Beptdy, isohep-
- met hyl at agkydsefoxy &idiissedo@f formula | where the nethyl substituent is in cis
confi gur at i orowbicalkoRyeinZermalarii represantirgtd straigiittalkany grabp havingasto b @arborf atamscifot exainple
pot ent  5- hmethosy wthbxyypommry oréutoxt prpfeably agthoyshnd sthéxyef er r ed conpounds have a
1S, “2R-conf i Sron Gynérabered Aryl whigiPm@y @9Bin I8P 2Bstedetbms salegtad from Mn O or B@ndjbaingeithei ds
can be 2nyil opficeplly subgtitted byome poére sybistitudnts| insigbandeéntly salasted from hrlegencGNi Ciid @ Gk on
salts of taﬂ%' Eofipatandor dawet slkosy prejtheri(Wdfvsed Pt two edipoent Garbom alomsa toyencary iing. $pifl ¢,
nitric, plospmoeing optionally substitutodiby,emeiopmpre sulg W?%H"E""“t?ﬂ'ﬂeé from bialegep, CN,
lactic, t EffFP’aj;:l &, a“ﬁ!hﬁ’mce a"‘@tvh%rrf%ﬁ' §l§?’$’o‘ﬂﬁ'&° Vq"aﬂfn"c'" f%&'e i fpppesenting either (i)

cycl ohexy|s¥ '1"? ph terind, - Pyradazinyl, thigzolyl,
eadi |y Pvr Cabigias °faze'tv °’r5|’°éFf“8'f"P' °d°@8%§)ﬂﬁﬁt£ uledt ot
° a re's?e!‘ sft‘r“'.“?t‘?ﬁ' s AR AT rHo ewcﬂa%o in
s "M ? Ghal ]
car OU S

t hose wher'g
[err] is [

a kyl . andg 0996\55
i ent i g g fampwp ngOQﬁ'ar o E&ﬁf ﬂ915%£r FORE Ll s
further a b,h,eyunventlon . Convert |ng conpound of t he Tormul

( 1) 15 [er "Aralzﬁ in formula | 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, naphtyimethyl, phenethyl and phenylpropyl.

35 Alkoxy carbonyl in formula | representing a group

A -¢-0
o

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 | 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, O or S
are phenyl, thienyl and furanyl. Example of a suitable 5- or 6-membered aromatic ring containing C, O 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
s0 compounds have an asymmetric carbon atom adjacent to the nitrogen atom i.e. C> 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. C1 and C». 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
§5 degree be ascribed to the racemate to the enantiomers occurring.
Ci-methylated derivatives of formula | where the methyl substituent is in cis configuration to the 2-
amino substituent on C2 has been found to be potent 5-hydroxy-tryptamine receptor agonists. Preferred
compounds have a 18, 2R-configuration.



wherein X is a | eaving group such as trifluoronethanesul fonate (Tf),
phosphonate, halide such as Br oEPlg3gae$2[BIrr] are defined as above by
substitution of the group X to a carboxy group CORerr] to formation of a
conmpound of formula | A The conpound (I1) can be converted to conmpound (IA)
by the f ol IBotiangsnic #nd ingrgpnic acjds|can beemplpyed Q fogy non-texie, physiolggicatly aecpRidbln aaid
transiti edditiaRs3F of &ercpmpaypndsof fuis invention. Mipstigiiveracigs, prej ﬂ“W-“"F d‘"[\‘hd’é? PP"B-x‘?"Efﬁt i ve
addi t i onhydipchieq IW hydropioraie, @it agefic, laglics) taﬁ%ﬂcogﬁ'PP"bo?ng"d §”°°'“'°’
gener gﬁt eg:’ |oRexyls ‘E'fﬁm'FrfUﬂ?’Fe'P ¢ gdbepatic ﬁf‘d%“f'eﬁ galte Bg oAty ?ﬂa S Kapm
shoul & b uch, as y \

t r ansmet alé nﬁﬁm o%isﬁés & Fﬁ @tFﬁI%fE gxa%g dé}g%’ra:ly;or%?R wlgerengﬁ
a-aryl - P 5501

55 8 3 Bl Further reagents are car bonrmnoxr de an am ne such as

triethyl g EH_%férrb@Qraﬁdﬂe” organi c solvent preferentially a polar aprotic

sol vent yl formam de (DVF), dinethylsulfoxide (DMSO, 30
aceton, aceheRbhpduhdd Alife indMon’ BAChd PR sspbrrs%fltye Rfiswirg! MBRbda lcomtituting a

t enper at wkifer AR Re thvéhtlod,. 0 + 120 [err C and at a pressure between 1 to 5
bar. Fi nal 4 Comvbringy cdapoir@eths fmuld @ per form a catal yti ¢ hydrogenation (for
I nstange by using H2,Pd(C)) to obtain the desired J[err] group, e.g. to
convert al kynes or al kenes to al kanes. b) Corrpound (I'A) can al so be forned

by the reversed . 35 A reaction_a pe~gat al yt zc cycle usr ng a
taIRzerrﬂI)s-u-e-I% d abi | i thf
I
B group such a I de, S N

zerqyal ent trf

ukder go an oxj :dlvfon to [err] dzflned as under
fornul2d | A and 2 s Qeatnent wi th carbon
monoxi de ol | owed by addltl%n of a conpound of fornul a~gPl. 40 45 50 55 9

EP 0 399 982 BlXsaneRas described in procesgma) l351bove

wherein X is a leaving group such as trifluoromethanesulfonate (Tf), phosphonate, halide such as Br or |,
and R, R? and R® are defined as above by substitution of the group X to a carboxy group COR!' to
formation of a compound of formula 1A.
The compound (ll) can bs converted to compound (IA) by the following catalytic cycle. Metal (M)
— should be a zerovalent transition metal M°, such as Pd or Ni with ability to undergo oxidative addition to
aryl-x-bonds e.g. the aryl-halogen bonds. M® may be generated in situ from M" treatment with carbon
monoxide {co). M' should be a metal such as Sn, Mg, Zn, Zr, B, Al, Li, which can undergo
transmetallation with the initially formed carbonylated o-aryl-metal-X-complex (e.g. o-aryl-metalhalide
complex).
35

50

65



c) Converting a conpound of the forrmula (11) 30 [ERR] 36 wherein Xis a
| eavi ng group such as trifl uoronetgmpassbgdpnate (Tf), phosponate, halide
such as Br or | and R, [ERR] are defined as above by substitution of the
group X to 5 or 6 menbered aryl (Ar) which may contain 1 or 2 heteroatons
sel ected fre Q, or S bHing either substituted fiasged at two 40
adj acent c pne to apn aryl ring as defined formﬁm on of a
conmpound o c (IBW'RThe compound (11) may bBQGe (1B) by
reaction mnt ‘a Aerovﬁlent transi metal M ER] RY sug NRq_gr N wth
ability®to der o] omd\ﬁl}/e ageftion to the ary i orRd. AsztabIe
aryl -substituent 'can be intr ced via a trialky yNst ann EQirt her
reagents are an am as triethylamne and lithi uNsgt® e.g. lithium
chloride. The reaction is 45 preferentially carriedyut in a polar
aprotic,solvent such as dimethylformam de, di oxane, ace l
) ﬁ)Azqereln X
), K is al ogen

dinethy1su|foxide at ate rature between + 40 to +
Converting a conmpound of tpe formula (V) 50 10 EP O
is a leaving group such asftrifluoronmethanesul phonate (

and R, [err c~defi ngd)ag above by substltutlon ofy_yHekgr oqup X bq group Q
whi ch nanf DX Y grgu COR[err] or a 5- 6- menper ey aryl acc@rdlng
to the abo n\aiozs d prepared as descrlbed | %U a), (b) and
(c). 5 ert yhg onpound of the formnul escri 1k 1EP

err] are defined ab ve by substitution of
COR[err] to formation}jof a conpound of

N treatyrent f th an appropriate
organonetalllc reagent preferenti .nM|tR%lnn(N Gingard reagent in
an inert organic solvent preferenta ol ar aprotj c solvent such as
ethers e.g. diethyl ether, tetrahydrof ran, eg@gen, foXowed by hydrolysis
of the internediate conplex to obtgn the desired compound. 20
Phar macButi cal preparations A&qprdiﬁﬁnto the present invention the
conmpounds of the formula | will normally be administered orally, rectally

22 . %el |an S(r:gh Br rdaganlsh&e c%% am L duGtas I% @g% 'euPF'ai u% jﬁﬁﬂ%@g%%%’% Bfe
{ i ifoxi
nBDA t OxjC ag, a&ﬁi‘oﬁlln%rbtosqf d reaé?iorgrs nt*: IIJW&%%%F' leql:‘perathbé PIUER +120°C
| act at e ac ﬁﬁcﬁﬁt% pré2BRs BERER 1 18 8!ad) Rih&lly itShdly a@&fsﬁry 16 Ipbrforth Q:c ctrry% natuon
oxal at e and ¢brRstdnkk By uéhgaﬂm)mmwtﬁeabésvedam%wpabb Ho dervad Qlk nes$ bR al
dosage formamamygs.be a solid, semsolid or liquid preparation.
b) Compound (IA) can also be formed by the reversed process:
35 A reaction as the catalytic cycle using a zerovalent transition metal M°, such as Pd, or Ni with ability to
. undergo an oxidation addition to R'-X, wherein R! defined as under formula IA and X is a leaving group
k-a such as halide, treatment with carbon monoxide followed by addition of a compound of formula lil.

50
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Usual |y the active substance will constitute between 0.1 and 99% by wei ght
of the preparation, nore specifi gplg3edmp\gaen 0.5 and 20% by wei ght for
preparations intended for injection and between 0.2 and 30 50% by wei ght
for preparations suitable for oral adm nistration. To produce

pharmaceuti cal preparations containing.a R nng(I of the formula | in the
form of dosage units for oral i cat ion, T-he Sél ected corr%und may be

m xed with a soliglexei pienty/e.g. |lactose, saccharose, sgfbitol, mannitol,
starches such as pot ch, com starch or anyl opecN cel | ul ose
derivatives, a binder suchfas gelatine or polyvinylpyrrd#¢rdone, and a

| ubricant such as nagnesi um stearate, 35 cal ci um stear at pol yet hyl ene
glycol, waxes, paraffin,ynd the like, and then conpressgd d_glﬁb_xt ablets. If
coated tablets are required, the cores, prepared as descr'%e above, may be
coated with a concentrat®d sugar solution which may contagin e.g. gum

ar abi ¢° gel atine, talcum\ titanium di oxide, and the |ike/ Alternatively,
with a polyner known to the n skilled in the
vol atile organic solvent o mixture (dfIbrganic

sol vent s : Y may beNadded to these coatings i g 40 order to readily

di stingu ; INQntai ning differe i bst ances or

differen RS e activertegupelings. For of soft

gel atine cdpsul ds, the active s€;3t= y be adni xe a »

veges abl 0N _or' pol ygt hyl ene [ghye gl 3 atine c N gdht ai n
[ iXNer the abovehentifonedV

gkanul eB of the active substanCeydsi g ei exci pi ents
for tablets e.qmj act ose, ﬁacchaose, sorbi{dol , mannit oM’ stRarché§ 45
(e.g. potato starch, corn steang g aRyl opectin), cellul ose derivatives or
gelatine. Also liquids or sem solids of the drug can be filled into hard
gel ati ne capsul es. Dosage units for rectal application can be solutions or
suspensi ons or can be prepared in the form of suppositories conprisi t he
act v subBed s o oane o eGod] ppacih 7R grliy opciogy angbipapentate . o
capsul es ci?@glaf PRLPOp M EOﬁ & slbstance in adnixture with vegetable oil or
nvering contplogI .of, the ula i

paraffin oI id proé'Bar ions for oral application may be in the
form of syrups or suspensions, for exanple solutions containing from about
0N t,p about 209% by \wei ght of the active substance herein described, the
bal ance bei ng mﬁn m xjure of ethanol, pENYr Nl ycepol anﬁ@r opyl ene
gl ycol . Opti onakMJIgych Lidui d( iy epar-attohs Qe ai wfcol our agents,
flavouri ng agents| sqcc %imr}e and car boxymnet hyl N wIQESé as a thickening
agent or other excipRents own to the man inrthe art. Sol utions for
par entsgral applications by injection can be prepared in an aqueous sol ution
of a water- soluble pharmaceutically acceptable salt of the active
sybst ance, whpresf X iscetibaying groep suoh eetritiuormiethnestfiphbraten(ThirbespordtebRgideosuah @ Br ot D% by
wel ght . ThadeR, $Blapd R are defined ab gbove b selistitution b theigrdup X tade At Emeambprask aryl (An)
buf f eri ng whiehmay ceniein ey 2 beferoaipmesplercipd fiem B Byor Fleping eithes pybstiiufedies at e t
anpoul4es. adiacent cEbe3mGge P arg fing A% Pefinerhbioye t dpsnaatiop, of %Q?E‘P%ﬁgﬁ‘@’ﬁh@ B)- Thve
i nventi on $97Pew () maybp converted do, {1}y reagion y(ifh 8 zerovgiept t%_%g[‘ met MB@ aﬁﬁgg’g)
bodywei ght i':'at"t é?*J_tS\f &J "'zfawpl S@Iﬁx&ﬁ%??"a?ﬂd%?’@tﬁb%oA FYRE BEFRREIYHEC
parenteral Fl;5 er reaggr% Eﬁl;e an amine such as friethylamine 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°C.
d) Converting a compound of the formula (V)

" Z z
N N
& X R N\g3 QR N\3
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5* working exanpl es Exanple 1 - Preparation of a starting materi al

()-2-(Di propylam no)-8-[(trifl uorogeplagy sed gpny! ) oxy]-tetralin 10 A
solution of trifluoronethanesul phonic anhydride (7.0 g, 24.8 mol) in

di chl oronet hane (20 m) was added to a m xture of potassium carbonate (3.4
g, 24.8 mmohereim i8 aHeasing grour? suchliap triflpoydraethamssiplenate (T Z (i hddgen andLR.. R, Rhark )

i n di chl or ofefintrharcabp B0 subsfituiiempt the tgroul & tCgrolh@ whictoinpang alsarbéxy\grewp CORDarack- and
stirring wagr Eoamberedeatylggenrdiaghthe abawe definitions endaerepasdtas dlescdbedvin methads (a), (b)

i ce-col d sae@ ed aqueous sol ution of potassium 15 carbonate. The organic
layer whs dPi €averiper£espaid o shedermue 8Y) [despibed ind 272 A concent rat ed. The

resi due was pur| f| ed on an alum na colum el uted with ether/light petroleum
1:8 to afford O\t he hyrochlorlde

an oi,J t was conyer ¥td
Recrystallizat eth /LM 1of
(di propyl am no or onet hyl sul f onyl )oxy =1 g Mrochl ogAg
)-(R) - 2- (D| propy am o)-g- trjfl uor onet hyl sul fon on )tet
(-)-(S)-2-(Di pr 6Nyl aRino)-8-R20 (trifluoronet h?ﬂlﬂsul fRonyl oxyﬁ etralin were
prepared simlarly fromthe respective enantioners of 8-hydroxy-2-
(di propylam no)tetralin which may be obtained in high yields and opti cal
puritieg. BExndieh &2 andRe aleCidtinedas"Gdtey by ubktlitioh @PInb HiIe @ b Rbrbalyl gloup COR! to
hydr ochl ori ebematién 81 X cotigduf of formula IA. The reaction is carried out by treatment with an appropriate
2- (di propy!| agaromptalBd (réagérit | prederertiglly hotgeamotlttiem vt )aningald esagenrt innaf 4eh oiganic Isokent
ol ), tetr pebtdtaly astoapols raprofi@ Salventy such .aéethersnb ., dibthyll leihentatiahyarafutien, bdrizéh, Ny,
3\7/ mol ), llaed by bydiglysis-obths {ntbrmduiaieydomblesiolobiaio the desied campeimlal | adi un( | 1)
(PdCl 2(ddppf); 61 ng, 0.07 mmol), nol ecul ar sieves (4A; 120 ng) and
di met hyl f diharmacputioghpiengtatigns0 nl ) was stirred under an at nosphere of carbon
nonoxi de for 14 h at 90 [err]C The catalyst was filtered and the filtrate

was partiti Ef dine o, (B presaat 'é‘lent%?Hél‘eéPﬂE?""dsﬂflg‘eé?'gﬁlﬁl pll F‘%lg‘é'ly tlﬂ/é‘gmﬂlsle@ﬂ orally,

(sodi um sd? byd?lﬂf’t' H‘é%ff"l"h é’ﬂa'l“ﬁ’ell‘&ﬁ' nheithey s
chr orrat%g %l't'?? b t"@ﬂlt @'P? IsF ‘B? r’l‘l.ﬂrg °'16.
Pure f rac ﬁ'&?s
treat ed vm 'ca oig“f m'ﬁ q“' p Fa 3:;
8-acetyl - ” 2 an%
rhgr yst{al I erg pgpg t:

oy braha -Eéi‘ y rétlan gqlaﬁ&ulav&i lim&mm flﬁhéllamebfrao b e
of 2- (dl pr.ﬂisyloam pn&t.lsrl tthe SdlocRE cua;ﬁ.b fhlhly KNMixe % taedolich bkdipient? -ey. Gacto

mmol ), tr lse&chafbsanwctoc Inehitod stalchest siBRDAs) potdhilstarel] L6 Istakofl CoptapyRpdd dsﬂmosQ 28
mol ), 1, Herivaiive$,ci tiaensabipisogepiviensd pbigvinypertiddnd ad Bdubri¢inbsaciagrhignesioat Siéaretd,
(5.7 g, asl&dlcnumtstehgateandyeaﬁym lydok; akesxpatktfin( &l thd )ikeyarsl thén tompebssbd chito itedylats. If
under a paesatéd tabletp asrsquired, dife aesyepared rae xestdbed Bhevenmat bher @ated wittp aiconcbritretee d
bQLV\Ben a ssgar Lsplatiop owhichu mey Sontainl iogmgdr®  arahid, gelatie, talsmi Kitamiuna rdibxige, hand . thel Hike.
organi c | @jtematively thértallels canduwi copted witlf & belymes iebwo donthe imtan skilled .in Thh @rt,rdissolebddn aas
purified Wgadibhyolsiiaowgriaptivpnton maduredf ordania selentarRyediifistresy bajadded dq these/coatiggs in
petrol etgmorden p regulily disfinggish bebypen jiblets ‘19@90'@&1 diffietent @efive syhstanges ar d'fl‘l'i%!‘t BN PA|

oi |l was cd’lﬂﬂé’l“{eé’ﬂmP‘l‘l‘P‘l? the h drochl ori de. Re- crystal |isatjon fr

di et hyl et her P‘BP \§ gelﬁ\z g% tl% tha ce may be admlxed with e.g. a
{ S in u
2- (dipr C)myusmg ei g Eboilimen excup nts oéta ?B P\Qge sagcharo e lgzj:' |to??n§acr:|‘£tel?mg 50

4 (e.g. potato starch corn starch or amylopectin), cellulose derlvatlves 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 admixiure with a neutral fatty base, or gelatine rectal
capsules comprising the active substance in admixture with vegetable oil or paraffin oil.

50 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 -collulose 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.
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Exampl & 4 (I )-8-Carboxy-2-(di propylam no)tetralin 55 A sol ution of
met hyl 2-(di propyl am no)tetral i ngpggggupsdat e hydrochloride (1.5 g, 4.6
mol ), sodi um hydroxide (736 ng, 18.4 mml), nmethanol (25 m) and water (4
m) was stirred overnight. The net hanol was evaporated. Concentrated
hydr ochl or iSvitahtei ddilydosesead dhectompaunds df the inybhtiow incthazapaiioal tre@ment lobhugahsiare ebputvas
ext r act eB0A0hmg/ky drdvweight at THeeorah ragministration yandt 0RA109r ingky badyarpight a8 _Hafentera) and
concent r adreigistiationgj ve 1. 23 g 12 EP 0 399 982 Bl (97% of pure
8-car bOXé- 2- é di pr opylam no)tetralin as an oil. The hydrochloride nelts at
245- 247 & uld be recrystallised from nethanol/diethyl et her.

pyl am no)tetral in hydrochloride A 5%
Yy (0.6 m, 0.96 nmol) was added to a

ampi’ 1, - Prepasa of a sie ate

chilled E EE_EX ﬁ ;) ﬁﬁg é SQ @ | ani no)tetralin hydrochloride
(100 np, g )'é[(t"f OR% ugon ot s stirred at 10 room
temperaturg Mo#&%fuoﬂh&tﬁmﬁbh&%r anhibﬁ.g /24.8 HhdB) in WRRorBHSRfe G i) Whd ¥
and the gl WEmbR of ean@é-ﬁﬂ?dx?-z d?ﬁé@;fyla%ﬁ) Inq8'08
(pot assi grﬁzqaﬁ,hamrdﬂmo@mhﬁewmnr@ <707 eth%édhﬂél BrHdved bistiRiig was
chr omat OgdnBiy oRiightl TR Wikl wabadtedobitAt 4Adcaold safdifatba ra&udoaéﬁéom@i S PoRskiiml : 4.
The pus ecdrisonstb. THE Srgafic Ry MRS Gbd (FERRSIAN cirbdnak), AIREbACNa\coMcemAteld TThe résiiBe was
hydr ochl purifieteon Blealiyibh @bl akied with lehiEwightaicdeleunt i:B ad elfidiE 6.00 g\ ab il WEt (&%)
of pure Eonamet yitto 2ne Hydpacbipridea Rbctys}dliedtivm lfiom éttyatiolathix gave 01 § Jod)astppues @- (
+) - 8- Ac eldiprop@larico)iri(iriflydrometinsispkopyijoslipwraliin inaircolibrider | de 20 A mxture of (
+§JZ (pr op\(i*hﬁ‘) Er(DIPrMIaan)-&ﬂtrtﬂmmmwmmvaIn) oxyhd et r G(S)L-(Dip®OPYamingy8- 0. 79

riflueromethidulianyloxydetralin Wq preparedDsinaiBiriyrfiem Jhe respediiveugnactiomens iofj 8-hydtau-2ng,
2.5 mol sd-prqnvlernmml-m which mpysbe qutingth iarhigh ylelds prd apdiget Rvifisscene] pal | adi un(1 1)
[‘PdCl 2( dppf (40 ng, 0.047 mmol ), nol ecul ar sieves (4A; 120 ng),
2,6-di-t 2 4- et hyl phenol (catal ytic amounts) in dinethylformamde (6
' pher e .of carbon nonoxide for 20 h at 90[err]
IR he filtrate was 25 partltloned

bét ween wae : : b a oe ny n | and
concont qfé”‘gfw E&EW ¥ .%@Lﬁm &%ﬁﬁ‘%&wﬁﬁ. ! a%i(a :; ymnz t a}nsm g
9) or-

aI um na g

ol ed, ap, Qﬁlf &é?s%ﬁcd ShdH a\ﬁeat SheR8bof ¢
(+) 8- acﬁfeié'd o (Rl P20 Wwas Bhridohed s&werealwafsasmﬁahal The ctganicE%RFWaE drfed (sodium
(-) - 8- Acalintby am(déhdahwl iAVAdDE.) The tréshiub Wvak) YGHIEE By Sxirbrikiogfaphy b il BIEmIRE column
(-) - 2- (dblpednist cxiavgh) petroledr 1:16. Plrd iraditistwetespoblb®anal chrbsittalot @hd @b redulting il Was1y,
2. 4 ol reatedGwithtettisfealniBiifoyénséhiorideatocatiort 1és mg, (7026 )38 purgB-acetyl2H(dipropyantiro)tafaiind e
(315 ny, hydrotHoridaDAhjch colldbe recrydtallisdd frdm GHCIs and diethylether. Mp 125-127°C.

xide for 14 h at 90° C The catalyst was

L E)iample 3

. (x-Methyl 2-(dipropylamino)tetralin-8-carboxylate hydrochloride

A mixture of 2-(dipropylamino)-8-[(trifuloromethylsulfonyl)oxyltetralin (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)ferocens (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
"~ 45 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 etherflight petroleum 1:16. Pure fractions
were pooled and concentrated. The residual oil was converted into the hydrochioride. Re-crystallisation from
diethylether/chloroform gave 2.08 g(92%) of methyl 2-(dipropylamin)tetralin-8-carboxylate hydrochloride, mp

136-137°C.

50

Example 4
(x)-8-Carboxy-2-(dipropylamino)teiralin

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 mi) 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
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(di phenyl phosphi no) ferrocene] pal l adiun(11) [PdCL2(dppf)] (12 ng, O.144
mmol ), nol ecul ar sieves (4 A 240 emp398982B1-t-butyl -4-net hyl phenol
(catalyst) in dinethylformam de (20 mM) was stirred under an atnosphere of
carbon nonoxide for 18 h at 90[err]C. The catalyst was filtered off and the
filtrate JRSe)phpurp Bicarhexy-2-{diproryiamingiiatialin 2sran cilt Therhydrgthiorida meltsi at 245%34&r C.\wehich

dri ed (sodPiidPasigryHaiispd ipmimethanekdiethvietheld. The resi due was 40 chromat ogr aphed
on an alum na colum eluted with ether/light petroleum 1:16. Pure fractions
wer e pool m%l-s-concentrat ed. The resulting oil was converted into the
hydrochPorj.de, || |§efrom chl oroform and ether to afford
323 ng (44% i Fpropyl am no)tetralin hydrochl ori de,

Co VAL AL
mp: [err] 4 EX?oimtn of8m yl ﬁhlpﬁ%%él’ (86(nq| &é@ﬂ%kl?msn%w{or aJ:hllllgd slurry of (z)-8-

h drochlo

ZY( di pr,cgp xﬁé@;ﬁe i‘ngnd?t |.ﬁﬁ§‘difdcﬁ| ride (1 EQEFW Jf ) in e}hg ;f’l?]e % @ was stir e%
Mol ), 60 gl Wit |@-B{]@%s ‘apo@swrpc%nm d conkd r&bd”fh& iS\fe!

(69 ng, 1 p@nﬂ%ﬂ%{( ):hrordét@dﬂépﬁi 8 dn umitd &)tumn eluted with etherlllgwpetroleum 1:4. The pure fractions

(di pheny| plaspdaled OdohesnfsieedPedhverst IS thé hydrdeaihde( AeupfsialiizatierD1réH acdtonitdelether
mol ), 2. G@ae 55imgdiEé%) of fureBlatopi-pitisicpylahafteithii M grochdidb. MOl ecul ar si eves (4 A
40 mg) #n di met hyl formam de was stirred at 110[err] C under an at nosphere of
carbon norEsampkeé f or 15 h. The m xture was partitioned between water and
ether. The organic |ayer was dr| ed (sodium sul fate) and concentrated in
vacyo. Thd+)-8Acatiiré-(dipiepytaminoetralindydiedhieddeon 555 an al um na col um el ut ed
wiih ether/light petrol eum 1:16. Pure fractions were pool ed and

ci ncent¥Pat ed® MhIre £uI(YX’ﬁh‘g’°B¥'#’“'W§'[({"f"@&’t"€ﬂ‘y'ﬁﬁ"PW“@WK@P%I(3‘}9yd¢£b e/ camelki de
to afford %@eﬂ%q (167 95& "8)') élﬁw Ph'%'de ¢ mﬁﬁsamma PE‘E'?’@H' fl'rpis-

hydr ochl o Fcen ya"ad D, sipves (4A; 120

_ | nis) in d %ﬂqu |rred under an
,xapent Vs n gaf B‘gﬁ pngfea Ay
(216 M G e ﬁfﬁ’q} ﬁma%%b Jﬁ%ﬂ e
di chl orb[ Jte: firs 5,§ phenyl p | no etrer ocene pa I adl u 'P) B.ac |-2-(Tpr?p%1mmo)-

0.03 nmol ), 2.6- d| -t-butyl - 4- rret hyl phenol (catalytic am)unts) and
nalecul A" exifies (4 A, 40 ng) in dinethyl formamde (5 M) was stirred
under an atnosphere of carbon nonoxide for 20 h at 120 C. The m xture was
filtered |{psansyl2hdprbpylaininafietralintiydideickidd | oned bet ween wat er and et her. The
organic layer was dried (sodiumsulfate) and concentrated in vacuo. The
resi due was Mumixfureecbf b)-2:(dipopyentin)-ap Hrifloromethylsufengyasyiltatralinu (@10 imgt €24 wininbi),

et her / | #ghatrapethylgiénpenen (514 Gng, R88c mmobc tithiom schigddee (316 ohes d7.4t chml)n dielroro[a 'endks-
The resul tdiphgndishosphing) ferrocernelpeliatiym@) IRGLe (bpfd X2l rg; 0444 wimolh malefuar dieves @4 Axp4p 71
%4_oxal at anahPEdirt-bityl-4-mpthylpiengl {edtalyst) i tﬁr)retmdfwmem b (20-miyras stsyed junder ApYtmesPhert i n
oxal ate A g(tgqgrr@n@gderfg@@rhqgso C The catalyst was filtered off and the f||trate was partitioned between

2- (di propyﬂ%rna é‘,‘ %W%r'@f%t |d§54 ﬁ%?ﬂ'y'r' ?)e‘i“F’a‘PF o rasidge \wap) )

20 tri nft etroleum 1: 16 ure fract ns were pooled

ht
tetrakis(t Iorgﬂgf' er 0 a?:i:)g ﬁ m % r%ﬁ? gj( propylarmin ;:tr:;wlﬁ::::lo:;:

mp: 114°-116°C. [a]p: -123.2°C (c 1.0, MeOH).
45 Example 8

(£)-8-benzoyl-2-(dipropylamino)tetralin hydrochloride

A mixdure of racemic 2-(dipropylamino)-8-[(trifluoromethylsulfonyl)oxy)tetralin (200 mg, 0.52 mmol),

50 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°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

s6 an alumina column eluted with etherlight petroloum 1:18. 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: 147.5°-150°C.
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| i't hi um chl oride (153 ng, 3,6 mmol) and 2. 6-di-t-butyl-4-net hyl phenol
(catalyst) in 15 m of dioxane agg é@gjf di nmet hyl f or mam de was stirred
at 105 [err]Cin a resealable flask for 3 days. The m xture was filtered
(celite), concentrated and parti oned between saturated potassium carbonate
and et heexample® or gani c | ayer was dri ed over potassium carbonate and
concentrated I n vacuo. The residue was chromat ographed on an 25 al um na
col um e{th8-gebxbpentgh-2-wiprdpylpmino)sirdinm f ol | owed by et her/light petrol eum
(1:40) and then ether/light petroleum (1:20). Pure fractlons were col |l ected
and trseat edh wibdue oof HA=(dipwpylaming)- ﬁ'ﬁtﬂﬁé@mmeﬁwwpﬂw)g?h% ‘5)04'8%9 (#6 mg, 052
() 8- phemwol) 2et'@bn gwmm 9-84 mmpl). Kisthylamiag (¢ hk’gd Q{68 mg,

i egxlﬁh rp@rrpaqnphallaqmn(n) PdCLe(dppf)] (26 mg, 0.03 mmol),

(R) - 88
ke c ) d
s gsﬁgéa:gwget 'Platfﬁ t@t @almjgg?ﬁ%ﬁﬂéé i ﬂ?‘éﬁfj‘%‘f’v&“ﬂgﬁﬂ R) -

?ggp(es ?a&@ ?; ne (SOJ:E‘ flfa )and

oxal at e. c;oh? n’trat e r:§ f unfled o raj d b
Mlight d trated. Tho rgs Itn ojl treate y

2-(dipro ZI’I e;ac tg r p%badjan c?ncen fe? et?ael ulting iw(?s

mol ), fura- - trlrret stgnna : mol ),

di chl qf o&,gamhe 1g| s(di phenyl phosphi no) ferocene] pal ladium(ll) (12 ng, 0.014
mol ), |Tthmomchloride (69 ng, 1.6 mml), nolecular sieves (60 ng) and

2, 6-di - t ¢RebNdnyid-(dipRpymindRaRM obeet al yst) in 3 m of dinethyl formanm de was

stirred at 90 lerr]” Cinasealed flask overnight. The mixture was filtered

( ite) amdmpadrbiéfi moetic bBidipppylanting-8itritiatomethginudforyloxyiistcatin(#ion atge 1520 Immbdl)on

and etz etimethiiphef@istarinirer (433aye: r1.8.vamol)l tetralds (tiphesyiphespbine)patiadiun(d) (@9) mg. {006 tmemalld and

concent r bithierd chloridedt5a ang, T8 exmob sindi2i@divhatyletmathyiphengl (aaélyst) ip1h mll of dioxene enid; b

et her /| i ghof qimethyifbronamidg wag 6frred st #0516 rin a resgalablef flagie for 8 aysyEirecmixtyre| was tfiietedhn d

treated (gelitd). eanepatrated and)nattipred etwgen aﬂttgqmﬂepos?sww F%!b%'é‘ﬂdé‘i' etfipri Ehe Agagic layer

recryst awpd grisd orer Patassiv)-paghonale angroopgepty Wge Was chromatographed on an

()-8-@F uP‘&'ﬁmQQ‘}'WZﬂ pluted first z«ﬂyp%vmevm foljop a¥ iewe Qi Pgreleun, {1:40) Tﬂéhefﬁhe&(%qh

45 Exanpp@ro@zm 203 df'Béﬁi‘Bf'W%{?\c% g i HRdas st orRly s 3R 28

m xt ur e Bff l-é—( propylammo)tetralm o

5. (d| pr o 'Ra. anyl;2-(dipropy e grqtj - (C'L&?hgnyl-ei ropylamj in were prepgred

g%"ar Rk L (y PPy Vi a1ﬁétlﬁylsu?%ﬁaxy jral ITWYS{}?,
t et rak| SE%H ghﬁnyl phosphi ne) pal I ad| um(0) (60 ng, O. 052 ol ), lithium
chl ori de 3.24 mmol) and 2, 6-di-t-butyl-4-nmethyl phenol (catalyst)

in 12 m (@Egﬁﬁny,gé_&@gaﬁggbg‘a“gomateof di net hyl f ormam de was stirred at 105
[err]C i The m xture was filtered (Celite),
concengr at e mise A kdcbrhit thaiﬁrohﬂanwma(tmu&ah&ﬁw&mw)@ﬁwm@ aigh 0128 tnemol),

sol ut i onspdnc-yitimathylstahhdde §shag, 0.32)ermol)\aishisls[i, € bis(cdiphbrypBospiic)-Gfdaamaipaiatipm(ll)

f Lt er ed (12rmjg, 0EN€ @indonAlitiéin chlldridle (83Shgl WS ol avdleciiar Glords0@0 aghad 2B didrhutylddtim na
col um elmsthgiphenol t{tatdlyisty int 3 mbdfrdvhethyligrméraitid wascslirrénl/at®0 h@ in/d seglbd figske pyewiighty The
(1:40), etxnes wasifijbred (Celite)ane paviitipled betweenaisatwatadrsodiwy bicarbangie soldian angeather. The

col | ecw edthembyarr wast drigd vipethssivmhearkondte)o filterddc anglc pencentrated e vacpo e (e5idug wag

() - 8( ben ghrpmatearaphed,on) alymirayi rﬁt‘j’ﬁsﬁlgatrﬁeﬁ'é]?‘{“é(‘ F18) asrplugitaluse fractions "91‘@!59-"!99‘@£‘ér r]
C 14 trggtedith Qg\egazoxgg_ agig, rﬁB’P @ While pow poyv m wegs recrystalllzed from eOH/ether affordi

_Met hy! - 86 ()(3694) Y E)Ehiurms2- i (Hipropyiaginglristraly elste; By 1341 %tralin. A solution
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{£)-8-(Benzofuran-2-yl)-2-(dipropylamino)tetralin oxalate

A mixture of racemic 2-(dipropylamino)-8-(trifluoromethylsulfonyloxy)tetralin(400 mg, 1.04 mmol), ben-
s0 zofuran-2-yltrimethylstannane (444 mg, 1.6 mmol), tetrakis(triphenylphosphine)palladium(0) (60 mg, 0.052
mmol), lithium chioride (140 mg, 3.24 mmol) and 2,6-di-t-butyl-4-methylphenol (catalyst) in 12 ml of 1,4
dioxane and 1.2 mi of dimethylformamide was stirred at 105°C in a sealed flask for 3 days.
The mixture was filtered (Cslite), 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 (x)-8-(benzofuran-2-yl)-2-(dipropylamino)tetralin oxalate, m.p. 168-170* C.
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8- met hoxy- 2- (di propyl ami no)tetralin hydrochloride (J. Med. Chem 1987, 30,
2105-2109) in freshly distilled 5 ggg%néiBgo pps stirred at 120[err]C for 3
h. The reaction m xture was evaporated and partitioned between an ice-cold
sat urat ed sodi um bi carbonate sol ution and di chl oronet hane. The organic

| ayer was Bdempleli®ver sodium sulfate, filtered and concentrated. The
resi due of crude (1S 2R) - 8- hydroxy 1- et hyI 2- (d| propyl amno)tetralin was
used direct| S, pyl-2r{Di aminp)-&{iriffuarome g lingA alution il S.2d-methyl-
pot assi umﬂc'a‘?"!%h&td@fqpx'am'" fet'!!"' dygreabloside; 'M‘ ﬁh%f19§7@3 124082 PY) e freshin dlistilied
added t hie 8% HRri s styted 3 Péora%wm reaetw(' f\lwrgwaszrevapqﬁtest gnd partitiqnedypetyen an
di chl or one‘teﬁ‘&t‘fes ated ;'gj‘ rhjiqer 'Eﬁt"l o and dichigreaathapg. (The, QEganic aver was fried Qyeras
kept at r ‘% Brj"%n%h c% 'ie‘f'tg TB?/e’reﬂﬁ’”QhPf °ryfle ‘ééét%!ﬁ’fqmmm'- Mas

concent rat t ted g%t m rbo at
rial n al nae 1
néofﬁtl n ﬁg\éﬁ% n |n digé Oé

sol utio gﬁe

% i
filtere hs%‘r’% degghmfbgr? QJA
colum wit |*tt9 wad Edn g orf’éﬁb sat raﬁ g
col | ect ed aa@dmsrorﬁeeaaarnetgdr Wés redttta F8RraRaShe sidub €

triflate. WaXaRBh&oghphédlonunZdtiniraRe Iﬁﬁlﬁ)ﬁtﬁ Amémgm troédhrer@ram&nt "Hel fRkioRs Wéle
hydr ochisorchiéeted\aritl cbhdehtratealto 41ibfd 72y 18698 fred bagdof the triflate.
(di propyl am no)-8-(trifluoromethyl sul fonyl oxy)tetral in (100 nmg, 0.25 mmol),

(Exanpl e Eymgdenyl trinethyl - stannane (80 ng, 0.33 mol ), [ithiumchloride
(33_nmg, 0.77 mol ), dichloro[ 1, 1-bi s(di phenyl phosphi no) -

flerocene] pal ¢1SaR)BFentoyl-{-ha@hyidiprapylerbo)etralin) hydRchlorids - A - ipxtussl of} {182 npingires|
(cat al yast )dierprylamino:g:(riflueromatieyisutionyidsiteliglini{1§0 mg. 829rimmoN. EkamplehI3) fpbenylyimethet- was
stirred atstaomn e@or 9.00-3sh menel). dighiumo phleride 43§ me. Sle mmodichlorafhtbis(dipkenyiphesphingt ur e

was fil terf 'eFG(' ") (Eomechiored. AAdHdnbirmetbdehapah dastaly) and apleavian sieves
col um el & trw)t i 325' ett’r@PtM'fPr t'"dﬂé'taF (ﬂ"&ﬁ?n"}t (99 G gipder parben menoxide gyeenigh (The
col l ected” engpntraieq Q’QPWP'E &n dyming cojyin efptegydth

oo
recrystZl I°f § ‘pr'tS?ﬁ’“ F i) | wi h hige so-lld
f4§R)5 ?58 ’gr g’@ﬁ igfg;ﬂmcﬁﬂ Fta?anag?:{?)r%dgr %?ﬁ?ig%éi?g%’l Wéevbr?gs':r on

i n man EV|Fq§rp,%,?1%§ avai l abl e that i n depressed patients the

newr ot rgn in the central nervous system (CNS) may be disturbed.

These d| S tP4r Ral ¥BRREH of dRplettitAliVRant he neurotransm tters noradrenaline
(NA) 35 arﬁ‘%m . The drugs nost frequently used in
t he treat mentvidehceds BVaftshbil thdl M bPra3sHaSIatiitstifo héurchaismidlion MR ¥dnt& nbRsLs system
neur ot r anoNS) Thay rbeCdisti@bddn THies® Gistidhrte® bppohir s tviiltyhé AbudiatsitteRORdRhine (NA)
Avai | abdse atkhi5aydrogaasdmiteh GtHT). TEhe s e dBguently (modiin theUreatmoatNSINdcpRESon &b | |
primarily consjsiered do tétcbydmpodsgsithe nawatcnsmistion ok ithety or hultheofctheise tphysiotogieal raganiatsn t
of_nor adr éwrilpthie alatacsvggrst dhat thes enhencemerit | of r it h expuretrapsntission t wilk prieérily diegroventhe
synpt ons  gerressed mgod andiarprielys wealeapdhe enhencement of eoredienaljneaneurotransrpissidnt will rathenav e
been 40 méfrsovedhayaipiipton syraRtpron erguring it Hersedd patidniscip irespntyedrpmanyiatfortsrhaveokeement
of the 8 H‘Fd?r@tﬂe&'?%?yrw ugs Wiih high,sejesivitfsthe rpsovement ahihe bnHa meyretrangspission in thee
drugs gen tIy used toda |n t he thera i of nental depression |s i ndi rect,
t
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kind of receptors would then be preferable.
Surprisingly, we have found that a group of compounds of the formula | have selective, direct
s0 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).

56 In vitro test: Receptor binding assay

5HT, 4 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 CaClz and 5.7 mM ascorbic acid, pH 7.5 with an Ultra-
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to use a direct 5-HT-receptor agonistslantagonists. In order to mnimze
side effects, a selectivity forepdage ¢g2wt of receptors woul d then be
preferable. Surprisingly, we have found that a group of conpounds of the
formula | have selective, direct 50 stinmulating effect on, or bl ockade of a
subgr olyyapfJanke § Kuakel. @W"»r"'@@é ton$. Afign eantriiygation das 198 Min# 17.80G mep CHj0Qw aof
t hese BonBesiman comifugeawi a? lci‘ U?GI 17y rofpp dBeckna). PﬂpoﬁvapﬁaHﬂhf Pollgis Weffer t o

eval ua‘[eé"sP?ﬁ‘éeda'Pf“i“’rﬁ bf" d(‘f'F""ﬂ "“B‘ repeajed; EE elle} ?1@ 5E'f ects
on var? ﬁf’??r M% nPles ’f’?rﬁ fREp™ AL Q)
mcﬁ for tén
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honoger Qb‘f gt &Ltdd r.bgwweﬁoﬁg géug o, B! (b, o7 TV
ascor bfn@u@tﬁ: mlj ¢ IE d 3f).g’ I-LIBIS’AT (3§5t08 "é&% Harho Etﬁ@t?(sdr;uﬁnke &
Kunke! Trishicly F‘co 4(PIEM 201, Snd 5 i a&:@:‘chrabl 5.Qk difffrent. doneeritratibngbf

17, 000 -DBHOPAT GO akaifted. BirdinBeRleAMENE Rt Elafiddsy tHY 5dama1 &libdub B6melBnate arfdOt Or

( BeCcknRiiowed’®l thedMatich at @As C 1Ddh mik. ['vhie iRlBaBSrSmEIee weRIMEHE thebagh Whatinae GEBNE

buf f er gias3 dindi® WRABINAAIGoN FaRésitbr (R:Rhdrstuty) MD| DSA)S EHediRtére Were TWasted odicedwthlsahl 5 i

i ce- Ciob-colds5M WisSHTI bofee, pher.5; andlchdttedvith b eirBgeipisaie HP {Beckrbany in@ Betkramd S

sanps essonacintillition touhten Nemspatific Miftlifgevas rBasufed bytreradditieanchf 1l Svtdit te thebirbagtiand Wi t h
t he bufnfxre. {The Bindipg ats wae/prdcesaert b onwliyean leastl shusres I®mMpeter. anflysis Munsereand
honogeRedberd. Avak Bio¢hawu ¥t 228-28H(198@n nin at 37[err] C and then supplied with
10 [err] pargyline foll owed by reincubation for 10 m n. The bindi ng assay
fol | onEest®epls descri bed by Peroutka, J. Neurochem 47, 529-540, (1986). The
i ncdbation mxture (2 m) contained [err] (0.25 to 8 nM, 5 ng/m tissue
honogenate in 50 MM 10 Tri s- HCl butrf@r containing 4.0 mM CaCl2 and 5.7 nM
ascorbic acid, pH 7.5. Six different? ®hcentrations of [ err] H 8- OH DPAT

wer e anal yzed. Binding experlrfcan.m_\us.t_ax_t_ad by the addition of tissue
homggenate and fol | owed by i ncubafeceptoretind®g[ erf] C for ten nmin. The

i ncubation m xtures were filt tan GF/ B glass filters witha
Brandel Cell Harvester (Gaith The filters were washed
twce with 5 m ice-cold 50nm\ pH 7.5, and counted with 5
m Ready-solv HP (Becknman) in 3801 scintillation counter.
Nonggpeci fi c binding was nea llI‘Pd”‘)y tHe ditlon of 10 [err] 5-HT to the
reaction m xture. The binding data was processed by non-linear |east
squares conputer analysis (Minson and Rodbard, Anal. Biochem 107, 220-239,
(1980) Clakest results 20 Table 1 25
Recept Glains fod thedoliowing Cantiacting States ( ATYBERCH, DE, DK, FR) GB, I8, LI,]LUyNL, SE

35 '

1. A compound of the formula {f)

4
40
2
R
N 7 (1)
N
wherein
Ris hydrogen or methyl with the proviso that the Ci-methyl! substituent is in cis konfiguration

50 Zis hydrogen or halogen,

Qis COR! or a 5- or 6-membered aryl which may contain 1 or 2 heteroatoms selected from N,

O or S and being either (i) optionally substituted by one or more substituents independently

selected from halogen, CN, CF3, C1-Cs alkyl, C2-Cs alkenyl or lower alkoxy or either (i)

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, CFs,
C1-Cs alkyl, C2-Cs alkeny! or lower alkoxy,

Rlis C1-C alkyl or a 5- or 6-membered aromatic ring which may contain heteroatoms selected

from O and S and being either (i) optionally substituted by substituents independently
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11 ' 1.5 Cainms Clains for the follow ng Contr

Gy DE DK FRGBIT, LI, LU MpoSiadldy A comommrrrﬁnnrmrrra ()
40 45 wherein Ris hydrogen or nethyl with the provrsocthat ®he [err]
-met hyl substituent is in cis konfiguration 50 Zis hydr ogen or
hal ogen, ThrdaxJJankeGEORjnkel) Stauten, ERG) for tan sOGAftee pdneifugation foy 1 2.§vmincah 17000 rpro (30.800x d. Or
2 het er o#t erBecigreh abididge witha Nhillssi dA-17Sroton dBeslsnang Pelp tAller CA.i YSApthe oeligis| were
subst i t utresdspbyded inethe sanyephulierané Hornagenization dnd genylivagtiontrenpated | Te erehpefiet §iml ice-

hal ogen, cai0.32 & sucrosg werp added japq hamogenizpd fop & SP%\Xb?seéF'RW% keg} frazen at(-7q°C.
fused &t W’\ﬁb“#ﬁdﬂ&té’ﬂ@d&‘ﬁ?ﬂd’ﬂ‘h“Etbﬁﬁ%“’t%mﬁﬁssﬁ?’?'la“?F‘ genized fpr 10 ° ring bein
opt i onal e tissue homogenaes we’%'ﬂ%'g‘l‘t?dc fat teqy Wéﬁec tl’nsrﬁyp@'a%g’ 8%’93’"“
i ndependd ?"I’ bgé?'@ﬁ'?a@‘ﬂ“f’ Oy

e r] err en I
or | ower aI d'" e° %’ '%e . %y 29,5 y
contain I y
het R *r' gge g ;e:; @%ﬁ% 9’“
S Turra>§°| % 7°C ’Th s were ‘Ritéréd thr%ﬁ'ﬂi'l Wﬂaﬁrﬁ% aGen
for 12. 5 rsburgnma frarnn&@mrsw LIHEEWID Wit 8 mi
chill ed j’ oq,l 55.99.%3- sra,rh @c withB\m! RSa8Y-col: N2 (B3GdnaRY i a WBdkfhan LS
resuspgng éciﬂtuia. cslﬂﬁ@ NeHEpeRffic Bindih eéareaébpm&daﬁwl of V)M b-HI@Sthé RAction
r epeat ed mixhite.CAe bindM | ddfa Wasrocess8d bg leﬁllrrBar3l3asMséﬁJd®§ QREMputé: [alpsid@iingdn tnd
honogeni Fwabafd) Andh Bioekem. TOve 2-2381198eS were kept frozen at -70 C. 5 Wen
used,they were diluted with the buffer to 8 ng tissue/m and honogeni zed
f&[/lo S@estreshis ti ssue honobgenates were incubated for ten mn at 37[err] C
and thsn supplied with 10 [err] pargyline followed by reincubation for 10
m n. The binding assay foll owed that described by Peroutka, J. Neurochem
47, 529-540, (1986). The incubation niTakite (2 m) contai ned 3H 8- OH DPAT
(0.25 to 8 nM, 5 ng/m tissue honpbgenate in 50 MM 10 Tris-HC buffer
containing 4.0 mM CaC2 and 5.7 pM aa&eptbitindmgi d,| pH 7. 5. Six different
concerfrati ons of 3H 8- OH DPAT | di ng experinents were
started by the addition of tiss 16 Menat (M), foll owed by incubation at
37[err] Cfor ten mn. The incupatiod m {turoes were filtered through
What man GF/ B glass filters withh Bra®del |Celt7 Hafvester (Gaithersburg, MD,
Us4y. Jhe filters were washed tiMcelhith |5 S ice-cold 50mM Tris-HC
buffer,; pH 7.5, and counted with 5 m Ready-solv HP (Becknan) in a Beckman
LS 15 3801 scintillation counter. Non-specific binding was neasured by the-
addi tion g4ms0 [err] 5-HT to the reaction

Claims for the following Contracting States : AT, BE, CH, DE, DK, FR, GB, IT, LI, LU, NL, SE

85
1. A compound of the formula (l)

—=ﬁ

<

-
4

40

2

R
N/ (1)
N
45 Q R R’
wherein
Ris hydrogen or methyl with the proviso that the Ci -methyl substituent is in cis konfiguration

50 Zis hydrogen or halogen,

Qis COR! or a 5- or 8-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, CFs, C1-Cs alkyl, C2-Cs alkenyl or lower alkoxy or either (ji)

fused at two adjacent carbon atoms to an aryl ring, said aryl ring being optionally

85 substituted by one or more substituents independently selected from halogen, CN, CFs,
C1-Cs alkyl, C2-Cs alkenyl or lower alkoxy,

Riis  C4-Cs alkyl or a 5- or 8-membered aromatic ring which may contain heteroatoms selected

from O and S and being either (i) optionally substituted by substituents independently
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m’'xturé&. The binding data was processed by non-Iinear Ie_a?
conputer analysis (Munson and Rodbgy @.3g¢\863 B1 Bi ochem 107 ﬂ"mﬁﬂ&muﬂma&ﬂ"
Test results 20 Table 1 25 ST e L e s
Recept or - bi ndi ng Exanpl e no. Ki(nM 2 0.9 6 1.7 11 1.5
30 Clains Cains foselected from|halogenngFsCowerraikgtt dr nyeStlkoiae or. eitheF (i) BiSed @rwo Bffacentk
FR, GB, IT, LI, LU, cébon ®BIns3® bbnzepe dingvyseid hgnaghe ringe being mypn,@"!( pgbsmg;quy sub-
[err] wherein R is stityepidindependantly seiectadfromhalagen. ¢, jawerAlybor dawat alione [err |

- met hyl substl"t‘zu%nt hYdSOQPm°f<91§SI%U5¥|f|gur ation 50 Zis hydrogen or

hal ogen® Q i s R®iOORE @1HR Cufs dvh. or 6 nmenbered aryl which may contain 1 or
2 heteroatons selected fromN 0O or aRg being either (i) optionally
substituted by one (a)é‘> g;g‘? |(f"b‘é’Hf)s i'ndependent |y sel ected from

hal ogen, CN, [err] Hey ([: *al kenyl or | ower al koxy or either (ii)
fused at two adj acent carbon atoms to an aryl ring, said aryl ring being
optlona1 ly 55 substituted by one or nor g:l.)bstltuents

i ndependent|y selected from hal o CN, CFa, [err ﬁ( ower

al koxy, R is [err]-a bhg or 6- neoer6H arorratlc ri dzwhich may
contain heteroatons selecfed fro 4S and bei n\q gy ) optionally
substityted by substituents |ndeg}é‘ %Igfh y 16 882 B1 sel ect ed
from hal ogen, [err], |ower alkyl or |ower al koxy or elther (ii) fused at
two adjacent carbon atons to benzene ring, said benzene ring being

opt i onal |y swhaéituted by sub- stituents independently selected from

hal 6gen, [err]aisl oneo&l kyl or |ower al koxy, R2 is hydrogen or [err]

al kyl, & bisR3 Ostor2a group C -C6 al kyl [err]
cis 1,2,30r4,
dis 2o0r3,

Xis 0, S or NR®, where
R is  hydrogen, cycloalkyl, alkyl, C1-Cs alkyl, optionally substituted with hydroxy, amino, al-
25 kylamino, dialkylamino, aryl, heteroaryl, aralkyl, alkoxycarbonyl, alkylsulfonyl, phenylsul-
fonyl, tolylsulfonyl, benzylsulfonyl, formyl, carbamoyl or sulfamoyl,
R*is  hydrogen, halogen, CFs, lower alkyl, CN or a group -OR®, -COOR’, -CONR:R®,
-SO2NR8R?, -SO,R™°, -NRR12,

CH
- /( 2) ¢ ~o <
or -
@[;j \(cnz ) d/
35 ' L
o
where
c,dand X have the meaning given above,
40 Ais hydrogen, alkylsulfonyi, phenylsulfonyl tolylsulfonyl, benzylsulfonyl, acyl or alkox-
. ycarbonyl,
RS is hydrogen, alkyl, alkenyl, cycloalkyl, aryl, aralkyl, acyl, alkoxycarbonyl,
R is hydrogen, alkyl, alkenyl, ary! or aralkyl,
R® and R? which are the same or different are each hydrogen, alkyl, aryl or aralkyl,
45 R is alkyl, cycloalkyl, aryl or aralkyl and the aryl residue may be substituted with halogen,
cyano, alkyl, alkoxy, trifluormethyl or trifluormethoxy,
mis 0,tor2
R and R'2  which are the same or different are each hydrogen, alkyl, ary| or aralkyl, and the aryl
residue may be substituted with halogen, cyano, alkyl, alkoxy or trifluormethyl, or
50 R" and R”2  together with the nitrogen atom form a ring:

56
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where ais 1 to5, 20 bis 0, 1or 2 cis 71,2 30r4, dis |
gf)rkil , ><olptsi ona?i yssa[)s{\l:qt%t \emde\r/metsﬁgohtlggrsgiyd;ﬁrgﬁg: ;Iyd oa‘ mm‘ “m‘ I““ “Imﬁm]
kyl am no, dial kyl ami no, aryl, heteroaryl, aralkyl, al koxycarbbny4,

al kyl sul fonyl, phenyl sul - fonyl, tonIsquonyI benzyl sul f onyl , fornyl,
carbanoyl or sulfanmoyl, R4 is hydrogenﬂzﬁafd W) alerr], Iomer al kyl, CN

or a group [err] [err] [err] where c, d anj X ave t he neani-ng given
above, 40 Ais hydrogen Al il f onyl , phenyl sul fonyl
tonI§hIfonyI bqnzylsulfonyl al & y@érbonyl, [err] is
hydr ogen, aIkyI \ aryl | kyl , acyl, al koxycarbonyl,
[err] is enyl , or aral kyl, [err] whi ch
are the sane or i m-rop-n .I |, aryl or aral kyl, 45
[err] s alkylﬂ cycloal , o) F Y and the aryl residue may
be substltuted wi th Dal ogen, cyan&, al kyl , koxy, trifluormethyl or
trifluornethoxy, mis 0,1 or2 [err] whi ch are the sanme or
different are each hydrogg al kyl , I RN, and the aryl residue
may be substit ut gdg oge al xy or trifluormethyl, or
50 15 [err] ‘ it g rma ring: 55 17 EP
EP 0O 399 982 Bl 100 15" R2 and together with the
nltrogen atonrfornra'rlng of the formula 40 \.ymerein
/ - 0 .
~ Ce¥s |
——— CH
X, Qe LA
C—NH ("
2 ! | I
o R

35

\_ wherein
nis ior2,
R?2and R®  together with the nitrogen atom form a ring of the formula
40
/ (CHy ).c ~
- /Y
P ey 4
whersin
candd have the meaning given above, and
50 Yis 0, S or a group NR® or CH{CHa)-NHR®,
where
R® has the meaning given above, and
eis 0,1,2,30r4,
and enantiomers and physiologically acceptable salts thereof, with the proviso that Q cannot be a non-
85 substituded 2-pyrrolyl, 2-oxazolyl, 5-oxazolyl or 2-imidazolyl.

2. A compound according to claim 1, wherein Q is COR!'.
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grlagdg?oup [2?;/]6 mgrgeggi " gi’i\s/e?gsl;%\g/;“;;?g?\?en abovey iﬁ"’"”"'ﬂ”"l,ﬁmm,m
1,2, 3or 4, and enantioners: and physiol ogically accept abl e salts thérebf *

with the proviso that Q cannot be a non- 55 substituded 2-pyrrolyl,

2- oxazol yl8. B-compeuntl ydecaning? to plaitda2 okhetein B! isACHw s u r@ééHacdi d Cstly 1.t eyclebropyin 1,
wher ei n Q i smalyyclogrgpyl, cyqiibuigl, @9!!!!'@8'2“&1 *C L M S 3. A conpound
according to claim2, wherein Rl is [err] cyclopropyl, nethylcyclopropyl,
cycl ﬁbut??m Areemeared aceesding tp claimy 1, whereip, RitRhery!. JuerereMYhg to claim 1, wherein Q
I s phen fl uorophenyl. 5 6. A co nd ace ording to claiml, whereln S
t-hi enyl  or®ff F%fﬂ@ﬂ”"d?S*°°'ﬁ“%'8ﬁiﬁﬂhhd’hg{gﬁ§r'ﬁhﬁ P’cf”’é’ﬁ'g of claims 1 to 5, °

wh d f
O s 0 e 1l B o o R G y 5 °
cl ai t d I 8,
V\herg:snﬂoz fsﬁfc}mu&md &féd'ﬁ%mr;@ %gﬁa‘édﬁ%sg’"ﬁ@ﬁ%ﬂgmﬁfgow?atnong) ?la'[nr alin,

enantloners? 3 Mr&ﬂ%ﬁ%;}&fc@ﬁ%ﬁ%ﬁ%&eﬁﬁ'uérﬁloﬁ;&ere‘ of. 11. A conpound
8- phenyl - i propyl am no)tetralin, enantionmers and physiol ogically

accept abl Eb. 5ﬁ|c5rﬁ pdulPécBordindto claim & wherdid Z iffive@NPound

8- (2-f ugsanyl ) - 2- (d| pr opyl am no)tet ralin, enantiomers and physiologically
accept abl etes AIobmpduhaas-e@iyl-z-&iipropmmmd)teﬂhwmwm amd phpsicipicaihyt dccaptable BaIBi thieired g
as active ingredient a conpound according to any of claims 1- 12, an
enantionmer or a physiologically acceptable salt thereof. 14. A conpound as
defi ned i MtaAyompound phepyl--(difropyiamineltetalin, enaptiomers and phygicipgidaliyceepttablp salis there-
acceptadl e sakt thereof, for use in therapy. 30 15. A conpound according to
claim14 for use in the treatnent of depression, anxiety, anorexia, senile
denenti a, i §roempeund &-Efuanyik3-(dipragylarainaliatraliny anantionsrs japt, Ph&tlePﬂ"Eﬁ“égﬁﬂea‘P‘E!? sali§q
sexual distu '&Pfces 15. A conpound according to claim14, for use in the

t r eat ment of pa 35
25 13. A pharmaoeuﬂcal 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.
(NS
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.

16. A compound according to claim 14, for use in the treatment of pain.

17. A compound according to claim 14 for use in the treatment of disturbances in the cardiovascular
A 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 diseass, termoregulator and sexual
disturbances.

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 (J) according to claim 1, by
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17. A conpound according to claim 14 for use in the treatne

di sturbances in the cardi ovascul gp ¢agiganB1l8. Use of a conﬂwijﬁﬂwwﬂug",
to any of clainms 1-12 for the manufacture of a nedi cament f s4U,
of disorders in the central nervous system especially 5-hydroxy tryptam ne
medi cat ed di socoohertipg a t@npoutsiof fopoda ) ng to claim 18 for the manufacture of a
nmedi canent for treatnent of depression, anxiety, hypertension anorexia,
senile denmentia, mgraine, Al zheinmer's disease, ternoregulator and sexual

di sturbances. 45 20. Use accous §l aim 18 for manufacture of a

medi céirent for treatment of e acgtrdi ng(ip)claim18 for

manuf acture of a medi cnent fo Al N o# di sturbances in the

cardi ovascul ar system 50 22. AYprocégss fNr the preparation of a conpound
of the fornula (1) according togclaign1, p¥ 55 19 EP 0 399 982 B1 C L
M S*wa) converting a conpound of formula (I1) X 10 wherein x is a | eaving
group and R, [err] are as defined under fornmula (1) by a catalytic cycle
using a zer OWEJNQF'%H £ RBRoldre ahPhake M RS brb as WetinsdurdBAGHEIR SIS by cAytid 3 die/ €
addi tion to g #bdrbvaibntdaishion neiaf #P Rfich dibidribeS ah BRMLVEDMANLIS thoIGvRARtsPY
t ransnet al | alyhgher Kith\VE@sbn [nhbideibIBW&S Hyetfahdmetdiatidn BEtivétn ALS M!, where MIN§lafntal | i S
defingg as uRelLR ik AbANE @ dridpr fardiat(end thé inttialy! RHmbd Eaieylaed Hanythetdl-2 domplex,

a- aryl - met al todomatignl ob ¥ corbpduddf FeerhuilDg). of a conpound of formula (1). b)

reacti on by a)radtion py & catalytic logcleissing @ zarozaisndivankitontmetal dMP sshich andlengedsaan okifiative |
whi ch under gacditioaro B)X, cvhéreiu &' ssctidiiried @s uder formrulg] (1) whebX isiarledvieg gioup, realmént witd as
uder f or mul @arpén)maenaxideXfoliawed by aduitiomef theraompound pithe faemta (Ml t h car bon nonoxi de,
foll owed by addition of the conpound of the formula (111) 20 [err] wherein
R, [err] are as defined undeLsih (1) and [err] is a transition netal
to formation of a 30 ' foyma(l). ;)qumvertinga
conpound of the formula (I1) ) wher ei n I's a |l eaving group
and [err]are as defined under a | By reaction with a zeroval ent
transi®ion netal [err] and a s I'e arkj-substituent such as

trial kyl -aryl stannane to R

| tab
W

; wherein R, R? and R?® are as dsfined under formula (I) and M' is a transition metal to formation of a
“ @ compound of formula (). :
c) converting a compound of the formula (lI)

40 wherein X is a leaving group and R, R2 and R® are as defined under formula | by reaction with a
zerovalent transition metal M® and a suitable aryl-substifuent such as trialkyl-arylstannane to
formation of a compound of formula (IB).

d) converting a compound of formula (V)

2 _
- g —> o2
50 "/ N/ (1)
Q R Ng3

x RN

§5 wherein X is a leaving group such as trifluoromethanesulphonate, Z is a halogen R, R2 and R?® are
defined as under formula (l) by reactions described in methods a, b, and c, above to formation of a
compound of formula (1).
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fdrmati'on of a conpound of formil a (1B). d) converting acompound of

formula (V) 45 [ERR] 55 whergp 0 350 682 B1! eavi ng group _
trifluoronethanesul phonate, Z is a halogen R, R2 and R3 aermﬁm“Hm”H“l
under formula (1) by reactions described in methods a, b, ard ¢, w@abevest o*
formati on of ae)convptingricompound offoimala((lV) . 20 EP 0399982 B1C L M

S* e) converting a conpound of fornmula (I1V) 10

[ ERR] wherein R [ERR] are as defjped wpder fornula (1) by treatnment with an
organonetal lic reagent foll owedsh to formation of a conpound

of formila (1), whereupon optip jase ot ai ned (py)onverted to a
physi ol ogi cal |y acceptabl e aci thygse ghxgef't or a salt obtained is
converted to the base or to a dif nt siologically acceptable acid
addition salt, and optionally 1%N R anR'sonmeric mxture obtained is
separated to a pure isonmer. Clains for the followng Contracting State: ES

1. A process f gl dde RIAPRS #b a0 etby thabOBRBIANG b brodihéht il SRbrginbhoteiR GedgBRR

30 wherein R iguowed Hi @it {3 Nj of'h Eégolh@ ST 6 Q),t WidteupdnCoptidhaiz] a base

-nmet hyl subst i dggfiiali i& TolvBridal ® & PRyslodbicaly | #Ebptablb Sacid dHdlér0 §4NorOs s bBtgiReg, isQ

is  CORl or acoavertbd tofthd"Bdsh @F BCh difterdnt, \physfologitiy acdepthiité acidladaltion? saitCdnd opithallys

sel ect egs from @M isohferic mixture obtained is segaratt ta pundlistigdr.ng either (i) optionally

substituted by one or nore substituents independently selected from

hal ogen, aimsdornthe tliswiny IContrackiog\Bvatez|ESOXY or either (ii) fused at two

adj agent carbon atons to an aryl ring, said aryl ring being optionally

sibsti tut ed Byprosess foytherpmeperatianioba campevndof the fbepndlent | y sel ected from

hal ogen2e CN, [err] [err]alkyl, [err] alkenyl or |ower alkoxy, 40

[err] alkyl or a 5- or 6-nenbergd aromatic ring which nmay contain

het eroatons selected fromO andyS and being either (i) optionally

substituted by substituents ipe ™t |y selected from hal ogen, [err]

| over al kyl or |ower al koxy o (i) flsed at tV\bnadj acent carbon

atons t® a benzene ring, said QUe”N ng”bei ng optionally substituted by

substituents independently sel eg ronﬁ@l ggen, CFlerr], lower alkyl or
R

| ower al koxy, Q R
'  ®
wherein

Ris hydrogen or methyl with the proviso that the Gi-methyl substituent is in cis konfiguration

Zis hydrogen or halogen,

Qis COR! or a 5- or 6-membered aryl which may contain 1 or 2 heteroatoms selected from N,

35 O or S and being either (i) optionally substituted by one or more substituents independently

. : selected from halogen, CN, CFs, C1-Cg alkyl, C2-Cs alkenyl or lower alkoxy or either (ji)
k, 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, CFj,
C1-Cs alkyl, C2-Cs alkenyl or lowsr alkoxy,

40 " R'is  C4-Cs alkyl or a 5- or -membered aromatic ring which may contain heteroatoms selected
from O and S and being either (i) optionally substituted by substituents independently
selected from halogen, CFa, lover alkyl or lower alkoxy or either (ji) fused at two adjacent
carbon atoms to a benzene ring, said benzene ring being optionally substituted by
substituents independently selected from halogen, CFa, lower alkyl or lower alkoxy,

45 R2is  hydrogen or C1-Cs alkyl,

R%®is agroup Ci-Cs alkyl

~-(CHz)a-R*, -CH2-CH=CH-(CHz),-R*,
-CHz-C=C-(CHz)p-R*,
50

(CH,) .
~(CHy) ¢ "@ or -CH X
56 (CHz)b"R4 \(cuz)d /
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R2 is ' hydrogen or [err] alkyl, R3is a group [err] aw
982 Bl ai s 1 tob5, EP 0 399 982 B1

[err] b is 0, 1 or 2, cis 1,2,30r4, 5 di s m

0, Sor NR5, where R5 is hydr ogen, cycl oal kyl, al kyl, ! l"aﬂm]m””mmm
optional |y whelest i tuted wi th hydroxy, am no, al- kylam no, | Kyl am

aryl, heteroadyl, &®al kyl, al koxycarbonyl, alkylsulfonyl, phenylsul- fonyl,

t ol yI sul fonylb is ber&gl%"ﬁl fonyl formyl, carbanoyl or sulfanoyl, 10 R4
S hydrogeﬁ's halb éP’4[err] | ower aI kyI CN or a group [err] [err] [err]
20 5v\/nere dis d ave t he meani ng gi ven above, Ais

hydlrogen g lﬁﬁsul gjﬁ?/ a%Hyll FO! ane d0| onﬁH'J od wpﬁ |lo | abnitigY L1

acylt or alKox |al am| heteroaryl alko lfl phenylsul-

cycl oal kyI ar yI unon ’ e f oy, amoy'

hydr ogen, Cv I, cN! o@iddg -ommbébnﬂr%ohhqassaﬁe
or dif erent are €; R, 11 , aryl or aralkyl, R10 lkyl,

cycl oal kyl, aryl or ara ky and the aryl residue may be substltut ed with
hal ogen, cyano, al kyl, al koxy, trifluornethyl or tgcﬁgpor met hoxy, ms

0,1 or2 30 [e ch are the _sane OE: fefent~age each
hydrogen, al kyl, ary I kyl, and t fe aryl Besi due ma e substituted
wi t h hal ogen, cyano, al koxy or trifluormethyCH,0g“1err] together
W|th t he nitrogen atomfoima ring: 35 40 45 50 55 22
k/.
20 where
¢, d and X have the meaning given above,
Ais hydrogen, alkylsulfonyl, phenylsulfonyl, tolylsulfonyl, benzylsulfonyl, acyl or alkox-
ycarbonyl,
RS is hydrogen, alkyl, alkenyl, cycloalkyl, aryl, aralkyl, acyl, alkoxycarbonyl,
25 R is hydrogen, alkyl, alkenyl, aryl or aralkyl,
R® and R® which are the same or different are each hydrogen, alkyl, aryl or aralkyl,
R js alkyl, cycloalkyl, aryl or aralkyl and the aryl residue may be substituted with halogen,
cyano, alkyl, alkoxy, tnfluormethyl or tnfluormethoxy,
mis 0,1o0r2
(7 30 R'"' and R'2  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
R'' and R'2  together with the nitrogen atom form a ring:

50

65
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EP 0 399 982 Bl R2 and R3 together with the nitrogen at‘oW

the fornula 45 EP 0 399 982 B1 err
wherein ¢ and d have t he neani ng given above, and Y is ”m, JHHSMMIL
group NR5 or [err] 50 where R5 has t he meani ng glven

0,1, 2,30r4, and enantioners and phy5|olog|cally accept abl e salts thereof
with the proviso that Q cannot be a non- $ybstT ghp 2 pyrrolyl,

2-oxazol yl, 5-oxazolyl or 2-imdazolyl, by *5 2# P 0 399 982 Bl a)
converting a conmpound of fornula (11) 10 ¢
[err] wherein x i 9 a IeaV|ng groupsend [ er ¥
(1) by a catal ytic Ny

%s defined under formula
sition metal Merr], which

under goes an oxi dat i on aryl ds treatment with carbon
nonoxi de fol | owed~by™~ bt al & & bet V[ 6 is anetal and [err]

i s defiped as under f8rnula (1) and the initiglly formed carbonyl ated
[err]-aryl-netal -x coﬂplex 15 to formalion of a conpound of formula

(1). b) reaction by a catalytic cycle using a zerovalent transition netal
Merr] which undergoes a ‘ 3 -X, wherein [err] is
defined as under’ ® (p, treatnent with

car bon monoxi de, f sd of the formula (111)
20 [err] wherein rr] "are as defined unde mula (1) and [err] is a
transition netal to fgrnmation of a conpound gf la (1). so C)
converting a conpound of the formula (11) [ef wherein X is a

| Raving group and [err] ar ‘ defi ned under foﬁnula (1) by reaction with a

zeroval®nt transition netab Merr] and a SU|tabIe a substituent such as
trial kyl -aryl st annang 'ﬁﬁqlon o] gun of apnula (). d
converting a conpoum or mulla (\0 0
25 0
C.H
; _ 6'S
v e U - (Oe
oo
| | |
35
L wherein
s nis 10r2,
R2and R®  together with the nitrogen atom form a ring of the formula
40
(CHy)
/ 2 ° Y
\ (CH,) d/
45
wherein
candd have the meaning given above, and
Yis 0, S or a group NR® or CH(CHz),-NHR3,
50 where '
RS has the meaning given above, and

eis 0,1,2,30r4,
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
86
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55 " wherein X is a leaving group such as trifl uoromethanesul phonate,

is a halogen [err] are defined agpussygsbainul a (1) by reac”mm
in nethods a, b, and c, above to formation of a compound of m m,
EP 0 399 982 Bl 111111 1 11111 e) converti ity & cbrrp'ourl'd (]

formul a (1V) apcon@rtingacemnpeumd of faemyld (lar e as defined under formula (1) by
treatnent with an organonetallic reagent foll owed by hydrolysis, to

formati on of a conpound of foL#s wher eupon optionally a base
obtained is converted to a p

il |y acgeptable acid addition salt or
a sal t5 obtained is converted

e bake oy Ro a diffmnent, physiologically
acceptabl e acid addition salt, Ot ongl |y 15 an isoneric mxture

obtained is separated to a pure I| soner. 2|3A process for the preparation of
a conpound according to claim X whelt ei n ®is COR[err]. 3. A process for
t he pr, paration of a conpound according to claim2, wherein [err] 20

[err] CyC| OPLARYh x 178 Tobbid %Y&;LQPJ RPRE! and RY &b QD ddhba uﬂagrtf&%'uﬁm bR ¥itiitic cfele
process for {fgy D L5 BRlo rebHoR Tmet #O M A déGe8 'akl blidhtivePadaltion 1) tile r\ii'leﬂoﬁdsn Q
i's phenyl or yfditigH: MAKIERGh -moRoxidd [NBMSESy Srahdhietallsifon BERBEH FLL-INP wiidfe M i§ @ #a@LINd
accordi ng t 0 afd Al §adlinedVBLirRIbYorfuia)) Bkt 08 Jltially formed Seibbnylatebo-aryl-rbtgdk eamsex, f or

t he prgpar at idemfiontor & ssdLIkChi e @i Ng to clains 1 to 5 wherein R3 is a
group [err] a) teydtion By a Aatidytio Cpdesusingra Zofoealgnt Bgpasitiahtrhetal MO fwhieh craletgoasrad ogidaties di ng
to clains 1 taddifonwdB1-€iwhergin RS istugtiied ge nndeBOrmiila () amd 0is @deaving groth degmenp @ittt | on
of : a, conpoundaraancrosndxideg fotlaved by aduitior ofttise ddmpdund ef the Brmuta (Il ogen. 9. A process
f the preparation of a conpound according to claim8, wherein Z is
fluor@ 35 10. A process fgeN PrQparation of a conpound

8-acetyl - 2- (di propyl am no) t ant i rs and phyS| ologically
acceptabl e salts thereof. R chs f the preddi®di on of a conpound
8- phenyl - 2- (di propyl am no) t i My enamk i orrers and physiol ogically
acceptabl e salts thereof. 40 . A procdgs for the preparation of a
conpodfid 8- (2-furanyl)-2-(di ppopy! &ri noR®etralin, enantioners and

physi ol ogi cal ly acceptable salts thereof. 13. Use of a corrpound accordi ng

to any of cl gj 53{."% R gl 6 BRAULARS RERUP oo W ARSI ol ol GglTEnd 15

of disorders JLiodREoiG nervous system ‘especi a hydr oxy tryptam ne

nedi cafed di SPEHGS @of%qs}[ana to claim13 for t he manufacture of a
medi canent for trea rrent of depressi on anxi ety, hyperten5| on anor exi a,

senile denentia, m gral ne, Al zheiner's diseas m)regul at or and sexual
(18)
85 . (II)

40 wherein X is a leaving group and R, R? and R® are as defined under formula (l) by reaction with a
zerovalent transition metal M° and a suitable aryl-substituent such as trialkyl-arylstannane to
formation of a compound of formula (IB).

d) converting a compound of formula (V)
® 4
z i
z 2 (v) —> 2
| J R 7
50 o N
N N
NLQ)
x R R e R
85 wherein X is a leaving group such as trifluoromethanesulphonats, Z is a halogen R, R? and R® are

defined as under formula (I) by reactions described in methods a, b, and ¢, above to formation of a
compound of formula ().
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di‘stur bances. 50 15. Use according to claim 13 for nmanufactu
nmedi canent for treatnent of pain. gbg3psesageording to cl
manufacture of a medicrment for treatment of disturbances 77’""@"““’!]"@

cardi ovascul ar system 55 25 Clainms for the follow ng Cont rcac

R o) converting a compoundof form@a(V) L M S * 1. A‘'process for the
preparation of a conpound of the formula (1) 5

Z R2 10 R 15 wherein Ris 2y or methyl with the proviso that

the [err] -nmethyl substituent
hal ogen® Qis CORerr] or a B
2 heteroatons selected fromN,
substituted by one or nore substftuenis i pendently 20

sel ected from hal ogen, CN,[err] % or | ower al koxy or either (ii)
fused af two adj acent carbon atons to an aryI ring, said aryl ring being

. 0
optionallly subgtidih 88 Ry RO aQH BY tratrhdM FREAS RnbletsiR! resgbRd
f rom hal ogen, we &) hjd f‘sﬁsr Hf:r{of £Ed poéﬂ %r}&l‘nuﬁr(l) | heRUpon! dpflonkilly 4 B4se]
al kyl or a 5- Qairfda & @r@ lofogitalp ickiptablb d3RYadamiéH 8ditlorh& st GRtkiRYBis
sel ect ed 25  converted to the bass P ifordat, PhyRiddgibahly Be-opthilid1&did 4dditiorD§it) 4ha dplioyially
substi t ut ed byanSstafetié mbRirtobtainedlie pepariea td ypuekasdred from hal ogen, [err]

| ower al kyl or | ower al koxy or either (ii) fused at two adjacent carbon
atons to a. bamewesss forithegrepsriiot ob@cupaendraceogiirigde clgmdpwhesire® Isy)CARLbst i t ut ed by
substituents independently selected from hal ogen, [err] | ower alkyl or

| Quer al koky A pResssfor thé prépasafiom oba cgrenoprjd agbdging to3gpim 2, whereirRB' is £Hs, GHyrGHp
[err]al %yl 4GsHs, CsHi1, cyclopropyl, methylcyclopropyl, eycloputyltresthyicyclgbytyl. 1 to 5 b is

0, 1 or 2, 45 Cis 1,2,3 or4, dis 20r3, X is 0, So
[err], V\,he‘r' e A process for the preparation of a compound according to claim 1, wherein Q is phenyl or fluorophenyl

konf i 821]‘ ation Zis hydr ogen or
eyl aryl h may contain 1 or
and Mei ng either v?l ) optionally

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 R? is a group C1-Cs
alkyl.

7. A process for the preparation of a compound according to claims 1 to 8 wherein Z is hydrogen.
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.

12. A process for the preparation of a compound 8-(2-furanyl)-2-(dipropylaminoftetralin, 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
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R5 is ' hydrogen, cycloalkyl, alkyl, [err] alkyl, opti onwbwl\
w th hydroxy, am no, al- kylam ngp ¢glagt)dgglsym no, aryl, heteroaryl, aralky
al koxycar bonyl , al kyl sul fonyl, phenyl sul- 50 H"”ﬂl”
tol yl sul fonyl, benzylsul fonyl, fornyl, carbanoyl or sul fan m”""””m
hydrogenplalmétogmofol[owlnu]cdmmétﬂytGRCN or a group [err] [err] :
0 399 982 B1 * C L M S * 5 where 10 c, d and X have the
meani ng & eprogesuipethe prepasation of a compaypdiefdhedermulaiky| sul f onyl , phenyl sul f onyl ,
tol yl sul fonyl, benzylsul fonyl, acyl or al kox- ycarbonyl, [err] is
hydr ogen, al kyl, al kenyl, cycl onl kyl, aryl, aral kyi, acyl, al koxycarbonyl,
R7 is hydr ogen, al kyl, alkenyl, aryl or aral kyl, 15 [err]
which are the same or di f f er ep ach hydr ogen, aIkyI aryl or aral kyl,
[err] is al kyl, cycl oal @ or aﬁhl kyl and t he aryl residue may
be subgt ituted with hal ogen, R ONA N | 7 al koxyqgyrifluornmethyl or
trlfluorrrethoxy mis 010r2[eN whi ch are the sane or
different are each hydrogen, all@yl, Raryl o aaral kyl, and the aryl 20
resi due may be substituted with haI ogen, cyano, al kyl , al koxy or
trifluornmethyl, or [err] together with the nitrogen atomforma ring: O
[err] 80 27whersinN | S 1 or 2, RR and R3 together with the nitrogen
atom form a migg Olydiolen ok M6ty lwith fne prolisclBat Wheas: enethyCsubastithent is in kia kenfigurgiomeani ng
gi ven above, zaed HMhydsgen or hdloges or a grouplerr]
Qis COR?! or a 5- or 6-membered aryl which may contain 1 or 2 heteroatoms selected from N,
L_j O or S and being either (i) optionally substituted by one or more substituents independently
20 solected from halogen, CN, CFs, C1-Cs alkyl, C2-Cs alkenyl or lower alkoxy or either (i)
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, CFs,
C1-Cs alkyl, C2-C¢ alkenyl or lower alkoxy,
R'is C;-Cs alkyl or a 5- or 6-membered aromatic ring which may contain heteroatoms selected
25 from O and S and being either (i) optionally substituted by substituents independently
selected from halogen, CFs, lower alkyl or lower alkoxy or either (i) fused at two adjacent
carbon atoms to a benzene ring, said benzene ring being optionally substituted by
substituents independently selected from halogen, CFs, lower alkyl or lower alkoxy,
. R2is  hydrogen or C1-Cg alkyl,
— Rdis agroup Ci-Cs alkyl

-(CHz2)s-R*, -CH2-CH=CH-(CHz),-R*,
-CH-C=C-(CHz),-R*,

35

/( CHz) c
\ -{CH,) —@ or -CH\ X
(CH,),-R* (CHy) g e
40
where

ais 1t05,

bis 0,10r2,
45 cis 1,2,30r4,

dis 20r3,

Xis 0, S or NR®, where
R°is  hydrogen, cycloalkyl, alkyl, C1-Cs alkyl, optionally substituted with hydroxy, amino, al-
kylamino, dialkylamino, aryl, heteroaryl, aralkyl, alkoxycarbonyl, alkylsulfonyl, phenylsul-
50 fonyl, tolylsulfonyl, benzylsulfonyl, formyl, carbamoyl or suifamoyl,
R*is  hydrogen, halogen, CFs, lower alkyl, CN or a group -OR®, -COOR’, -CONRER®,
-S02NRER?, -SO,R'?, -NR'R*,

55

26



where 15 [err] has the meani ng gi ven above, and eis w30r 4 _
and enanti oners and physi ol ogi cal | gp o@egpsaBie salts thereof JJM]EH@JE‘!L“"I " l"l
converting a conmpound of formula (I1) 20 25 wherein x is a | s
and R, [err] are as defined under forrmula (1) by a catalytic cycle using a
zerovalent transition metal Merr], which undergoes @@H) %l dative addition
to the aryl -x-bonds, 3Q reatment with car@&m’m)noxﬁd'e ol | owed by
transnmetal | atil on bet @ erf], where [e‘?’F] is al awrr] is
defined as under fornu w-and the initially for\gﬁ:‘}tzard nyl at ed
a-aryl - fretal -x conplex, to flormation of a conpound of fornmula (1). b)
reaction by a catalytic cycl® using a zerovalent transition netal Merr]
whi ch undergoes an oxidative addition to [err] wherein [err] is defined as
under formulg {fl) and x is a leaving group, treatment with 35 car bon

monoxi dg, fol P@\&qugy aEﬂH Miafilg divak aspepound of the formula (111) 40
[err] 4§’ wherein I-f %fkﬁs?ﬁfényﬂ%éd&}%ﬁfo?‘%&ls&f@ﬁymﬂeﬁz fsdifony eyl & ralikbx-1 S
a transition rretal to p@;”ono a compoun orrrua(l). c) converting
a conpound of ke for rru ﬁirdgbﬂ il Sk, \blididaiiarys, ardikyRadyk akdxpcrbgndup and [err]
are as defi nedrugder f ohyidgen, bikpyalkbwysalyl eraradylt N a zeroval ent transition
metal [@&rr] ane adFi t ahich 26 b s@ndos Witfbratate eacichydagent alkyh lalyldr-aglkyll St annane
to 28 EP 0 B89% 982 Balki,eyciartkyloarylof aralkyt envittvaiaryl residud mayel subsgtitulsy with] halogen,
converting a conpound oéyahe elyll alkoty\riflucimestiyi er tillubrmetiotyeavi ng group such as
trifluoromet hamdésul phonBitler2Z i s a hal ogen [err’ are 15 defined as
ukder fornul a RY pnddy? r ewbieh ase the gemecoridifient arp epsh ey alkyl, aryh prcpratkyl, ansdieanylo
formati®n of a_conpoundresilue mayhg|substituted with halogen, eyane. ﬁby'é"@ﬁ’rﬁSHUHﬂmﬁtf'V'ff%rnul a
(1V) 20 25 - R' and R'2  together with the nitrogen ammf‘["@rar’f'g'v\her ei n [err] are as
defined under formula (1) by treatnent with an organorret allic reagent

foll owed by hydrolysis, to formation of a Hp of formula (1),
whereupon optionally a base 30 obtal verted to a
physi ol &gi cal | y acceptabl e acid addition s a salt obtained is

S sP e 'fifi
,,5 o< Ot"”"ﬂ

50

65
(o IO

55

wherein
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converted to the base or to a different, physiologically aceeptable-acid
addition salt, and optionally angpspssydgd gf Xt ure obtai ned ialﬁﬁar ated to

a pure isoner. 2. A process for the preparation of a conpoun mmuHu,H”",
claiml1l, wherein Qis COR[err]. 35 3. A process for the prep i
conmpound accoiisli ng tdeRaim?2, wherein [err] [err] cyclopropyl, . :
met hyl cycl opPROp R® c\tedethruwiththe nitogenyatamyfotmopingydf thedormula pr ocess for t he
preparation of a conpound according to claim1, wherein Qis phenyl,

fl uorophenyl, 40 t hienyl or furanyl. 5. AFﬁr cess for the preparation of
a conpound according to clains 1 to 4, V\/nyé 3&’:{5 a group [err] alkyl.
45 6. A process for the preparation o#Na conpound ¥ccording to clains 1 to
5 wherein Z is hydrogen. 7. A process fors eﬂﬁjepérati on of a conpound
according to clains 1 to 5 wherein Z is hal dge 48, A process for the
preparation of a compound according to claim?7, wherein Zis fluoro. 50 9.
A process fgi fahe preparation of a conmpound ,

8- acetyl - 2-%lapggpyh@gitﬂgqagaﬁﬁd@eingbwg_wti onmers and physi ol ogi cal |y
acceptabl e salif s t her€efa grddp NRS cPERERSSNAMBE the preparation of a conpound
8- phenyl - 2-ydiepr opyl am no)tetralin, enantioners and 55 physi ol ogi cal |l y
acceptiabl e s@Fts kd3@HeataningldivenAbgvba@ss for the preparation of a conpound
8- (2- furanyl »p+i- (olitpz,@pykam no)tetralin, enantioners and physiol ogically
accept abl e aabiasbtidnees aa0 physidBgically adéeflabBO@itsABstedBby* C L M S 12. Use of
a conpound aeronerting aicongoond aforodl@lins 1- 11 for the manufacture of a

nmedi cament for treatment of disorders in the central nervous system

- especi?al |y 5-hydroxy tryptampe negicat ed di sorders. 13 Use according to
claim12 for the manufactur canent for treatnent of depression,

G d O
Al zhei ner' s di sease, term)reii! ~ s't,{‘t

anxiety, 5 hypert ensi o seni g@ denenti ggg)m grai ne,

xual disturbances. 14. Use
according to claim12 for manufactue ofN_a nedicament for treatnment of
pain. 0 15. Use according t& cl a®m 12gPor manufacture of a nedi cment for
treatment of disturbances in the cardi ovascul ar system PatentansprUche

Pat enj[ anspr Stoih X'i ;Q .\éﬁé h'r éha &E I $ %a % g’c &?
I L Li, LU, ing ggeniv%le&t trad St 'Mﬂﬂﬁ%&ﬁfb ngérEagéiazqofEazda add'iticlf ::Jythe atr?{lll-yibo:ds,

30 treatment with carbon monoxide followed by transmetallatilon between R! - M!, where M! is a metal
and R! is defined as under formula (l) and the initially formed carbonylated o-aryl-metal-x complex,
to formation of a compound of formula (l).
b) reaction by a catalytic cycle using a zerovalent transition metal M® which undergoes an oxidative
addition to R'-x, wherein R! is defined as under formula (l) and x is a leaving group, treatment with

35 carbon monoxide, followed by addition of the compound of the formula (Il)
g
/Rz
40 @ N (111)
Woor olt’
45 wherein R, R2 and R® are. as defined under formula (I) and M! is a transition metal to formation of a

compound of formula (1).
¢) converting a compound of the formula (1)

50 “ > R e
X 7 an N
) N\

X R g’ ar R R!

wherein X is a leaving group and R, R? and R® are as defined under formula | by reaction with a
zerovalent transition metal M® and a suitable aryl-substituent such as ftrialkyl-arylstannane to
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t'x R

1),
AR3 worin R Wasserstoff oder Met hygpbgdggg;_em mt der jmugﬂﬂglmmj””m
Cl - Met hyl - Substituent in cis- Konfiguration vorliegt;
Hal ogen darstellt; Q COR oder ein 5- oder 6-gliedriges AryI 2 Tst® |
das 1 oder 2 Hematiaaf »pempoundfjfowhuledB). aus N, 0 oder S, enthalten Rann, und
entweder (i) odgetverting# eompaund gffermuldilen oder nmehrere Substituenten,

unabhf ngi g ausgewi hit aus Hal ogen, ON, CFa, C -CGs-Al kyl, 02-C6-Al kenyl

oder nied. Al koxy, substituiert ist, oder (ii) an zvwei benachbarten

Kohl ensfof f at onen an |nen Aryl - Ri ng kondensiert i gl cher Aryl-Ring
gegebenenfal | s durc oder nehrere Substi}luepf xbhfing g
ausgewAhl t aus Hal d CFa, /. (G- vy, -C2 I }53 j oder

ni ed. Al koxy, subst ilguis . Rl d-C06-Al kyl odeNE 5N

6- gl i edyi gen aromati §chent Ri n§ bedeutet, der Heteroatone, ausewAhlt aus O
und S, enthalten kang, ungl ent@q&ér (i) gegebenenfa@l s Rlurch Substituenten,
unabhf ngi g ausgewl hlt aus Hal ogen, CFa, nied. Al kyl oder nied. Al koxy,
substituiert ist, oder (ii) an zwei benachbarten Kohl enstoffatonmen an ei nen
Benzol - Ri ng Komdrmsk Rrd leavin grotf lsGdhek tiasiamdthdnbsiphaag chRaralogén 18, FABAE ke are
Subst i t4sent en, defiidd 2B Lihdee fofmud iy B¢ \Wéabtiohs Bd$6ribbil Inaidiibds §,F62 andd, asbvé\tddyrimatid of a
oder ni ed. Al kaoppound bidforimiutaifiert | st; R2 Wasserstoff oder G -CO Al kyl

darstel I t; R3 d)ecwertingta compound tlfor@mla (K kyl - G uppe, -(CH2),rR4, -CH2-CH =
CH-(CHZ)r-R4 -CH2-COC- (CH2)b-R4, 45 -(tCH2 ) C <

WCER2) (CH2) b-R4 oder \(H2) d 50 worin a 1 bis 5ist, b
Nul |, 1200der 2 Ist, ¢ 1, 2, 3 gd@l d 2 oder 3 ist, X die Bedeutung
0, S oder NR5 hat, wobei R5 \W\a$ q/cIoQI kyl, Alkyl, C -0s-Alkyl,
gegebenenfal I s substituiert m? ( Am Al ky B no, Dial kyl am no,
Aryl, Heteroaryl, Aralkyl, Al kox)y€ar bg kyI sul fonyl, Phenyl sul fo- 55
nyl, Tol yI sul fonyl Benzyl sul fo For nyl JCar banoyl oder Sul f amoyl ,
darstel'ft R4 bedeutet: Wasser - of f7 Hal ©gen,. CF9, ni ed. AMNkyl, ON oder

ei ne Gruppe -OR6, -COOR7, -CONRBR9, -SOZ2NR R9, -SOR10' -NR 1 R12, 30

I cit~- oderCH wherem R, R2 andE: are as defined under formula (I) by treatment with an orga?&m%talhc reagent

(CH2) d worin sGowsh s€ toCfdfmatioh ' 0 &la SPastatia YR 9fHRrellRR Sptiondlly a base

Visser siof . Alptabbd Ul Cofed e BhysRldgibRy atlbptable 2! addidéH ¥aitSsH 4 QAY bbtained is

Benzyl sul fO”Y'oon\éﬂé(d Qﬁ&ﬁasé\bk@&’méﬁp'ﬂ sio ﬁéa‘ﬂﬁ @ &tablel%ud’)féﬁﬁ&f it Odnfy opﬁ%&ily

Al kenyl, Cycl Ch%héé)h'enc rhikiiile .obtainéd ik ¥dparaté@ Yo a pufd ikemey.car bonyl ist, R7

Vasser st of f, Al kyl, Al kenyl, Aryl oder Aral kyl bedeutet, Re und R9, die

gl eich odex A@roso:slsifoedemmhruﬁbnoje&mipbmdmmsdméimn; vﬁﬂeledeismoﬂ'. oder Aral kyl

dar st el#sen, R10 Al kyl, Cycloal kyl, Aryl oder Aralkyl ist, und der Aryl-Rest

subst i tui eﬂ: t Aspe,qcpssk[qnne prieparation of a compound according to claim 2, wherem R! is CHs, Cz2Hs, CsHy,
U C+Ha, CsHi1, 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 R® is a group C1-Cs

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 io claim 7, whersin Z is fluoro.
® 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)etralin, enantiomers and
65 physiologically acceptable salis thereof.

11. A process for the preparation of a compound 8-(2-furanyl)-2-(dipropylaminojetralin, enantiomers and
physiologically acceptable salts thereof.
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1 oder 2 !'st, RI' und R12, 15 EPY Soggdigyh oder verschi ed I|H"|
Wasserstoff, Alkyl, Aryl oder Aral kyl bedeuten, und der Aryl-» '
substituiert sein kann nmt Hal ogen, Cyano, A k_yI Al koxy oder

Trifl uor metusy lof a cotrpoundbdcoing tharly ot clgisaTta m famithe ntéemfadite’ oflagnedicémanbior eatmeent Ri ng

bi | den: 20 of disorders in the central nervous system, especially 5-hydroxy tryptamerZr@(la%@) dlsyrdgs 0 30~~

SO o 2K e n64

0 113.(4se accordingto claim 12 for the)manyfacture-of-a-megicament for Jeptment. of4q§p@ssnon, anxiety,

S 2 CH)n hypegiensipngangexia,senile dementig, migraine, Izhelmers disease, termoregulatqr and sgMial n n

1 oder 2 | listul@pcagnd R3 zusammen nit dem Stickst of f at om ei nen Ring bil den

der Formel 31 399 982 Bi * N s~~Y 5

(gHZ) d Whrlisa aﬁ“[?ﬂggﬂ"'ﬂr‘éz@b@ﬁ"ﬁﬁ@@éb@ﬁ@ﬁ%&ﬁ%’d&ﬁ‘ﬂ‘@'@ﬁ? Piben, und Y 0, S
Bedeutting® C@f‘é iy ;n%a; o RGeSl o r Do oBRER R
O

cardio ogl sch annehmbare Sal ze hi evon, mt der MaBgabe, daB

Hal ogeh, Cyano, Al kyl, Al koxy, Trifluormethyl oder Trifl uor B

Enanti onere un
0 Rein upf.gi}g crhgl ertes 2-Pyrrolyl, 2-Oxazolyl, 5- O<azolyl oder
2-1m dazg hE%ﬁolg&de%&hb%ﬁi&a 1) Be, A5 BE K] PR, GBI, LIPLUDM] &
Bedeut,yng COR hat. 15 & Verbindung nach Anspruch 2, worn RI die

- Bedeut ung, %.nd%]ddsporﬁaw C41H9, C51H11, Cycl opropyl Met hyl cycl opr opyl,
Cycl obutyl, Methyl cycl obutyl hat. 4. Verbi ndung nach Anspruch 1, worin Q
Phenyl, Fluorphenyl darstellt. 20 5. Verbindung nach Anspruch 1, worin Q
TUnyI oder Furanyl i&t. 6. Verbi ndung nach ei nem der AnsprCche 1 bis 5,
worinaR3 eine G -C6- AL kyl .G uppe bedeutet. 7. Verbindung nach ei nem der

AnsprUche 1 bis 6, sser stgff darstelit.
u/ﬂ (1),
2 Q R \R}

worin R Wasserstoff oder Methyl bedesutet, mit der MaBgabe, daB der Ci-Methyl-Substituent in cis-

Konfiguration vorliegt; Z Wasserstoff oder Halogen darstellt; Q COR' oder ein 5- oder 8-gliedriges Aryl

/s ist, das 1 oder 2 Heteroatome, ausgewdhit aus N, O oder S, enthalten Rann, und entweder (i)

gegebenenfalls durch einen oder mehrere Substituenten, unabhéngig ausgewZhit aus Halogen, CN,

CF3, Ci-Cs-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, unabhingig ausgewéhit aus Halogen, CN, CFs, C;-Cs-Alkyl, C2-C¢-Alkenyl

35 oder nied.Alkoxy, substituiert ist; R' C1-Cs-Alkyl oder einen 5- oder 6-gliedrigen aromatischen Ring

_ bedeutet, der Heteroatome, ausgewéhit aus O und S, enthalten kann, und entweder (i) gegebenentalls

. durch Substituenten, unabhingig ausgewihit aus Halogen, CFs, nied.Alkyl oder nied.Alkoxy, substituiert

- ist, oder (i) an zwei benachbarten Kohlenstoffatomen an einen Benzol-Ring kondensiert ist, welcher

Benzol-Ring gegebenenfalls durch Substituenten, unabhiingig ausgew#hlit aus Halogen, CFs, nied.Alkyl

40 oder nied.Alkoxy, substituiert ist; R2 Wasserstoff oder C;-Cs-Alkyl darstellt; R® bedeutet: eine C1-Cs-
Alkyl-Gruppe,

-(CH2)a-R*, -CHz-CH = GH-(CHz)i-R*,
© -CHp-C=C-(CHz)y-R?,

-(CHy) "@ ~enl”
(CH,) p-R* oder \(Cﬂz)d/

50

worin a 1 bis 5 ist, b Null, 1 oder 2 ist, ¢ 1, 2, 3 oder 4 ist, d 2 oder 3 ist, X die Bedeutung O, S oder
NR® hat, wobei R® Wasserstoff, Cycloalkyl, Alkyl, Ci-Cs-Alkyl, gegebenenfalls substituiert mit Hydroxy,
Amino, Alkylamino, Dialkylamino, Aryl, Heteroaryl, Aralkyl, Alkoxycarbonyl, Alkylsulfonyl, Phenylsulfo-

55 nyl, Tolylsulfonyl, Benzylsulionyl, Formyl, Carbamoyl oder Sulfamoyl, darstellt, R* bedeutet: Wasser-
stoff, Halogen, CFs, nied.Alkyl, CN oder eine Gruppe -OR®, -COOR’, -CONR®R?, -SO:NRER®,
-SOR1°’ -NR"R™2,
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25 8. Verbindung nach el nem der AnsprQche 1 bis 8, woriin Z Hal ogen

bedeutet. 9. Verbindung nach Ansprgplp3ge sg@Bin Z Fl uoro

Ver bi ndung 8- Acetyl - 2-(di propyl anino)-tetralin, Enanti omalmlllmﬂ“l“ﬂ“lll “ |“‘
physi ol ogi sch annehnbare Sal ze hie- von. 11. Verbindung *.

8- Phenyl - 2- (di propyl am no)-tetralin, Enantioner e(&?d) physi ol ogi sch
annehnbare Sal ze phe- vop. 35 12. Verb| ndung

8- (2- Furanyl) - 2- @ OpYJl ami no) - tgdd.Al i N, Eﬁ%iﬁtlonere uncb(phy5|ol ogi sch
annehnbare Sal ze 1. Phar mazeutl sche Zu be{?i un vvel che al s ‘aktiven
Best andfei | ei ne Ver bi ndung nach ei nem der Anspr ’4) che 1 bis 12, ein
Enanti onmer oder ein plysiol ogi sch annehnbares Sal z hievon enthalt. 14.

Ver bi ndung nach ei nem der Ansprlche 1 bis 12, ein Enantiomer oder ein

physi ol ogi Sct}orﬁm”c”‘éﬁﬁ@ﬁ %%be?th hﬂieﬁgn déutin I SCh n Vs %q%n sul 5-
15. Ver j ndu ﬂ)géalf depiat) m&?é%mgn il e ’bﬁa@.’k e
DepreSS| onengy, @gﬁl ﬁkoxééab £ Alkenyl 1 oder

A zhel mer - Kt Skas & $uk3’ﬁerdiee§]§iélp6&ert/ aawnesw R et .Lsdeﬁﬁﬁr'é‘h

St Brungen. 1Barst¥{@h, b Mk Cpaaliy RSP bk Mralidh sumna/e&rvxﬁﬂ%a&u&%.e Sbin kann mit
Behandi ung v aglogss NO¥RAE, Alkyl, Mioxd: FErifiddehélin 646R TrifkB@atndRs B N1 adbr 24, AVeqaaRgung
bei derssBehaoidlgleiey ode verSthiddenGeI jod6ils Weerkitadty ARH,UANA -odéreAtalkyy 53deudh, urkdBder Aryl-
Ver wendung eRest rsubgetuibit 86l Rannrait Ralagen,celyand) AikylAARGY GadreTrifludaméhyl, Ddbrer! dey R12

Her st el | ung eusaremertibit dom Stidkslofistamainbis RingibildBehandl ung von St drungen des

Zent.r al nervensyst ens, insbesondere durch 5-Hy- droxy-tryptamn vermttelten
sk6rungen. 32 EP 0 399 982 Bi —(CH LTI huB INE Tiii 1
1> L M S* 19. Verwendung riigh hgpnuch 18 bei der Herstell ung

ei nes Medi kanents zur Behandl ung von prdssi o- nen, Anxietas,

Hypertension, Anorexie, AltersdenenH,CM gfHjne, Al zhei mer-Krankheit,

t-her nor egul i en und >»&xuel | en _SA%egungen. 5 20. Verwendung nach
Anspruch 18 kaments zur Behandl ung von
Schner-#®zen. R1. . 8 bei der Herstellung eines

Medi kanment s~zuyBetard| ungl vBn &g 6r gnge deg kardi ovaskul ren Systenms. 10
22. Verfahren z%r Herstel lung einer Vert}l ndung der Forrrel (1) nach Anspruch

1, durch:
\/_
10 0 U9
p e
i-
% 0 0/ "2
N— CH,) CHZ)n
2'n
= =KL KA AA
| C—\H 0 0
[ ] |
0
45
CH
69 CH.)
O g L - (O
0 .
50 7/ A} 2
0 0 ' ,

55

worin n 1 oder 2 ist, R? und R® zusammen mit dem Stickstoffatom einen Ring bilden der Formel

31



a) OberfUhren einer Verbindung der Fornel (I1) 18 2R 20

fjnt er Fsr mel (I )1 \(Ijvce);: RI >e(r1(:ai Q?nﬁb@gmgzsgm bedeg;t ﬁten ngam"mummmmw

unter Verwendung eines nuliwertigen Cobergangsnetalls MO das efne*oxl dative .
Addi tion an die Aryl-X-Bi n en ei ngeht, Behandein mt Kohlennonoxid,

gefol gt von einer Trans 4 %-herung zwi schen RI - ML, wobei M ein Mtall
darstelit, und R w euger ¥ (I) definiert ist, und demanfanglich
gebi | deten carbonyliert f,’ - Met al | - X- Konpl ex, wobei eine Verbi ndung
der Formal (1) gebil det WI rds b) Unset zen durch einen

katal yti schen Zykius unter Verwendung ei nes nuI | werti gen Gber gangsne- tails

MO, das eine IOXI d&’;\é [ ve Add| t on - %%Ib X ewﬂg el gr mel
f(lo)hl gﬁ];rlozlo g:F ﬂ 8%§ § a /gg‘% Pﬂfﬁ? t."und e d regle 4| .rg'é It I)
35 40 10 omer und p?nysu ologi an ﬁ%;jﬁlande ﬁgl 5&2

2- - -|
R3 wie unter'erESrnﬁ'im“(l 2)0’(8201!‘1' r?lqex?ztowls?dﬁ m'd el n Cbergangsrret aI I

bedaut et o
cufbShach Ansprudi 1)RorMed b BelDEIng6GRImer mel (1) gebi | det wird; c)
Qber f hren elnﬁielrj g(l‘:bl r?%lrﬂng dgr For mal (nldi&BO WJl 11~ ,~/ A2

W 1334 23. Verbindung nach Anspruch 2, worin R! d(elf&iet?ﬁmg CHaC2Hs, CsHy, CiMa, CsHiy, Cyclopropyl
Af R MethylcycloprdByl ByciBiityiMofhyRiyBieoudbEBANgS gr uppe bedeutet, und R, R2 und
R3 wie unter Formal (1) definiert sind, durch das Ursetzen mt ei nem

nul | wer t agenridaeigacgapie 1, sokd amyleﬁlmmmyeearmlet en Aryl-Substituen- ten,
V\k/ Tri al kyl aryi stannan, wobei ei ne Verbindung der Fornel (1B) gebil det
WI rd, 2835 Ve*bllﬁung riach Asprué 1 word@ Tidolyk-adler Ryraniist.\Ver bi ndung der Formel (V) 5

Wor i n X ei ne
Abgangs ghu p\ﬁvebmdmae"aw oinemdar Aasprighesiivig B watin F%u&;t%ﬂlkvlﬁwﬂ begetigl e
darstellt, und R R2 und R3 wie unter Fornel (1) definjert sind, durch I n

den Met hddeYerindusg naghieicemyias Anspeichant bis:$,avqtn 4 Wassefstoff dasslalits | onen, wobei ei ne

}j/g’ b;::’:;f’t? :frgg Yde?t{y)dﬁ%nrggll elrgelnz deginsprncr?et 1 t\:% & worin % Hal ogen 'lzaedlgutete n einer 2Ver bi ndung

9. Verbindung nach Anspruch 8, worin Z Fluoro ist.

K/' 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.

. 12. Verbindung 8-(2-Furanyl)-2-(dipropylamino)-tetralin, Enantiomere und physiologisch annehmbare Salze
\_/ hievon.

18. Pharmazeutische Zubereitung, welche als aktiven Bestandteil eine Verbindung nach einem der Anspri-
40 che 1 bis 12, ein Enantiomer oder ein physiologisch annehmbares Salz hievon enthiit.

14. Verbindung nach einem der Anspriiche 1 bis 12, ein Enantiomer oder ein physiologisch annehmbares
Salz hievon zur therapeutischen Verwendung.

4 15 Verbmdung nach Anspruch 14 zur Verwendung bei der Behandlung von Depressionen, Anxietas,
Anorexie, Altersdemenz, Migraine, Alzheimer-Krankheit, Hypertensnon thermoregulatorischen und sexu- -
ellen Stdrungen.

16. Verbindung nach Anspruch 14 zur Verwendung bei der Behandlung von Schmerzen.

50 _
17. Verbindung nach Anspruch 14 zur Verwendung bei der Behandliung von Strungen des kardiovaskuld-
ren Systems.

18. Verwendung einer Verbindung nach einem der Ansprliche 1 bis 12 bei der Herstellung eines

&5 Medikaments zur Behandlung von Sibrungen des Zentralnervensystems, insbesondere durch 5-Hy-
droxy-tryptamin vermittelten Stérungen.
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(I'v), CN Rt It' 25 worin R, R2 und R3 wie unter
definiert sind, durch das Behandelspmabgggmgm or ganonet al | mw ”H}I&% I!Il
gefol gt von einer Hydrolyse, wobei eine Verbindung der For

wi rd, wonach gegebenenfalls eine erhaltene Base in ein physiologisch
annehnbar 8- Yerwendungciach Mseryell 18 keider Herstelluag einggeMedikarenigi zuciBehantiung wanPepressio-

er hal t enes Seany Apdetag; Hyperipnaion, dagrexien Al*;ﬁ"#ﬁ'ela?ﬂie!"6@'“¢M§'T“G‘I"@@k§%ﬂ1th§mﬁl@ﬁmb
res Saur eaddPihpoyndsauglenStryieeninrt wird, und gegebenenfal I's eine erhal tene
| somer-M schung in ein reines |soner rennt wird. PatentansprUche f Ur

{ of gendén Moy aperging v Avspcicings el e snlgoneg Neﬂiém‘wm@ g ron Schmer-
Ver bi ndung d&™ Fornel (1) z 40 [t~~~~s  *2 ~~~( |

e e 1

oder Haj,ogen ﬁars " oder ein 5- oder 6-gli edr| ges Aryl 50

i st, das 220G&anrén t@h%@%ggﬁerv@maﬁg‘dgﬂﬁmma) fldch Qns 1, durcf Nt hal ten kann,

und entweder (dy Do&HRBBH &SRS Vordintivhg AbH Fo eq}g;en reré Substituenten,
unabhangi g ausgewahit aus Hal ogen, -Cr AI kyl, C2-Cs-Al kenyl

oder nied. Al koxy, substituiert ist, oder (i) an zwei benachbarten

Kohl ensfsof f at omen an ejgen A -Ri ng kondensiert ist, welcher Aryl-Ri ng
gegebenenfal | s durch oder nmehrepe Substituenten, unabhangig
ausgewAhlt aus Hal ogd Cl/- s- Al kyl, C2-C6-Al kenyl 55 oder
ni‘edAl koxy, substitui® - Cs- APkyl oder einen 5- oddar),

6\gl i edri gen aronmati schéen R ng be utet, der Heteroatone, ausgewahit aus O
und S, ¥nthalten kann, wnd eRt wed® (i) gegebenenfalls durch Substituenten,
unabhangi g ausgewahit aus Hal ogen, CF3, nied. Al kyl oder nied. Al koxy,
substituiert ist, oder (||) an ZWEI benachbarten Kohl enstoffatorren an einen

B | - Ri kond

gegebengnf al | S iﬁia"% gfp;{ﬂer@mb nfggdo'ﬁr Fh,gn zgg@%%g gg j’gjgj&s
iih e me?tpvo"rl:'unﬁ;

-Me Il* Iéx ,w8lal_|)eéle

eine § %’f i
g' ecésAlAligKI | Odeoxld g\?& lI{%gwun en Cll % an
llisi
- (CH2) 8- R4 B isf, ul geBI on
30 b) Umsetzen durch einen katalytischen Zyklus unter Verwendung eines nullwertigen Ubergangsme-

( E_/ deH2r 10 erlffndung der Formel (1) gebildet wird; -
talls M°, das eine oxidative Addition an R'-X eingeht, wobei R! wie unter Formel {l) definiert ist, und
X eine Abgangsgruppe darstellt, Behandeln mit Kohlenmonoxid, gefolgt von einer Addition der
Verbindung der Formel (lll)

35

- 2
| @N/‘ (I1I),
40
n‘ R &’

worin R, R2 und R® wie unter Formel (f) definiert sind, und M! ein Ubergangsmetall bedeutet, wobei
45 eine Verbindung der Formel (1) gebildet wird;
¢) Uberftihren einer Verbindung der Formel (ll)

/nz (18)
C

worin X eine Abgangsgruppe bedeutet, und R, R2 und R® wie unter Formel (I) definiert sind, durch
das Umsetzen mit einem nullwertigen Ubergangsmetalls M° und einem gesigneten Aryl-Substituen-
ten, wie Trialkylarylstannan, wobei eine Verbindung der Formel (IB) gebildet wird;
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t(CH2 J b-R4 oder \(CH2 ) d/ worin a 1 bis b ist I —
oder 2 ist, ¢ 1, 2, 3 oder 4 ist gpdogadeBtd ist, X die |mﬂﬂlui T‘ ‘ﬁl“her
15 NR5 hat, wobel R5 Wasserstoff, Cycloal kyl, Al kyl, ! E8CES!- y o
gegebenenfal | s substituiert mt Hydroxy, Am no, Al kylam no, D al kylam no,
Aryl, Het er ody Yderfuhtenceiriey Verbindukaodey EermbidMly | , Al kyl sul fonyl , Phenyl sul fo- nyl,
Tol yl sul fonyl, Benzyl sul fonyl, Fornyl, Carbanoyl oder Sul fanoyl, darstellt,
R4 bedeutet: Wasser- stoff, Hal ogen, CF ni ed. Al kyl , CN odor eine G uppe
-OR6, - COO7, - CONR3R9, -SO2NR8 Rs, SO -NR. . R12, 20 25 t /

oder 5 N~~

'(CH2) d d WMie—obet® a Bedgdut ungen haben, A
WAsserst & 3 su«i’fﬁyl , Phenyl sul f v , T&Byl sul fonyl !
Benzyl sul f qnyl ,T Ac\N _oder Al koxycar bonyl! darkt el X 6 Wasserstoff, AWyl,

Al ken;;l , Cycl oa kyl ,\Ag’yl , Aral kyl, Acylq AIRkoxyca’rR;onyI Ist, R7
V\asser%toff, Al kyl, Al kenyl, Aryl odor Aral kyl bedeutet, Rs und R5, die
gl ei ch odor verschieden sind, jeweils Wasserstoff, Al kyl, Aryl oder

Aral kyl . dar gb&| X Sie A%anﬁgkﬁie, wieV frin@ivhétivansutiéial, beddtlBi, ZANirhdiogbn usrbtelit, wnd ROeT
Aryl - Rest sulpsihd k8 vaé bintsrSofnek @ Uafinidr sind2durdhan derlCMéhtiden &) bkint ¢ obénkse¥dhriebene
Tri f1 ypr met hjeak@shah, whbéi o' 06rbIRAAG Yk FormelNY Igbbiladt witgter 2 ist, RI' und R12, 38
di e gl ei ch odgboerterrsitéter Usbindunddor Fhree) S Wasserstof f, Al kyl, Aryl oder

Aral kyl bedouten, und der Aryl- Rest substituiert sein kann mt Hal ogen,
Cyano, Al kyl, Alkoxy odor Trifluormethyl, oder R'1 und R12 zusammen nit dem
S{ickstof fat om ei nen R f 40 45 50 58 35 EP 0 399 982 Bi NC- c9,

*1 I Vlabcil I "1l )p-lz) 21 1 2n 42C% 512 10

0 1" 0~~> -1 0~~~~~~ j OSrgyys CBHs 20  ~
CHO K> 20 N X2)n g:0)n 25

0 3

worin R, R? 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,
P wonach gegebenenfalls eine erhaltene Base in. ein physiclogisch annehmbares SZureadditionssalz
—/ 30 Ubergeflhrt wird, oder ein erhaltenes Salz in die Base oder in ein anderes, physiologisch annehmba-
res SHureadditionssalz Ubergeflhrt wird, und gegebenenfalls eine erhaltene Isomer-Mischung in ein
reines Isomer getrennt wird.

Patentanspriiche filr folgenden Vertragsstaat : ES
85
1. Verfahren zur Herstellung einer Verbindung der Formel (1)

I

r? (1),

worin R Wasserstoff oder Methyl bedeutet, mit der MaBgabe, daB der Ci-Methyl-Substituent in cis-
Konfiguration vorliegt; Z Wasserstoff oder Halogen darstellt; @ COR! oder ein 5- oder 6-gliedriges Aryl
50 ist, das 1 oder 2 Heteroatome, ausgewXhit aus N, O oder 8, enthalten kann, und entweder (i)
gegebenenfalls durch einen oder mehrere Substituenten, unabhéingig ausgewéhit aus Halogen, CN,
CFs, C1-Cs-Alkyl, C2-Cs-Alkenyl oder nied.Alkoxy, substituiert ist, oder (ij) an zwei benachbarten
Kohlenstoffatomen an einen Aryl-Ring kondensiert ist, welcher Aryl-Ring gegebenenfalls durch einen
oder mehrere Substituenten, unabhingig ausgewihit aus Halogen, CN, CF3, C1-Cs-Alkyl, C2-Cs-Alkenyl
§5 oder nied.Alkoxy, substituiert ist; R' Ci-Cs-Alkyl oder einen 5- oder 8-gliedrigen aromatischen Ring
bedeutet, der Heteroatome, ausgew#hit aus O und S, enthalten kann, und entweder (i) gegebenenfalls
durch Substituenten, unabh#ingig ausgew#hit aus Halogen, CFs, nied.Alkyl oder nied.Alkoxy, substituiert
ist, oder (i) an zwei benachbarten Kohlenstoffatomen an einen Benzol-Ring kondensiert ist, welcher
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K> ' 53H n UCC6H H)
worin n 1 oder 2 ist, R2 und R3 zuspowegoega B1dem Sti ckst EH H&l’"b
bi | den der Fornel 40 -N (CH2) ¢ (CH2) d 45 worin ¢ und d

angegebenen Bedeutungen haben, und Y O, S oder eine Gruppe NR5 oder
( CH2) , r - NHR5Benzgiifiing gRgebiieafatisiyiureh @wtym unaBhitigio eupae)vahih aus Hplpgens CRyy |nled Algyl 2
3 oder 4 i st oderiaied Alixyi subslitwiprtiginREWassersteffredes &1 -Grrlky) ipsstoll B pasiewetasippefinrar en

Sai zen hi evoNkY'ﬁ"tPPQier MaBgabe, daB Q kein 50 unsubstituiertes
2-Pyrrolyl, 2-Oxaz 5- Oxazol oder 2-imdazolyl sein kann, durch: 55
36 a¥ Che HEHrFEn %’Pﬁ)r%ﬁ"ﬂw ung der Formel (11) R2 X R R 10
worin X eine” pe bedeutet, und R, R2 und R3 we unter Fornel (1)
definiert sind, durch ei nen kat al ytlschen Zykl ué(fl*l ter Verwendung ei nes

nul | wertigen Ooergan alls MO, das ei ne o0xj eAddi tion an die

Aryl - X- Bi nd(@8¢he ei ng , Behandeln mt Kchl ennonoxi d, ol gt von einer 15

Transnetal | i sierung z herrRR1 odgrr,  wobei darstelit, und Rl
wi e unter Fornel (1) :sfcgﬁn?ert ist, und dem anf(ﬁhgpﬁch gebi | det en

carbonylierten a-Aryl-Mtali-X- Korrpl ex, wobei eine Verbindung der Fornel

(1) gebi | det wedn'dli b} idtEsMINZ £oder Blisk & 192 Esek Aish )2t dasicdien X diskdedsutund 028 oder
Ver wending e NRE Bat, Wibbi\He I'WdssEstofiCORIogR AKYE €1 -Carakg, debdbenthfallscsubituizi niliciyidkory,
Addi tion an Rmin¥ Akylg@id] Dialkydiero, Rryl, \Me@roaryt, @ralkifip Aledycaftohyl,CAifylsnlioaylt Phiesyisulfaind
20 X enneTolisgifangs Benzygiionglia Faringl, Carpanidyhetled 8dtiamoyl,t dakétsiil Bh bereatet: Wasser-
gef ol gt von etbihdalogaidCRsi wed.Allkyl, Chiendbri aire Greppel éOR® FSI00RT , -CONRER . 280.NR°R?, SOqR'™,
M2 L R R-NR'R'? (rrr), 30 worin R, R2 und
R3 wie #nter Fornel (1) definiert sind, und M ein Cbergangsnetall

bedeut et, wobei eine Verbindung der Fornel (I) jl.det wird; c) QberfUhren

ei ner Ver bi ndung _dgr Forsel (I1) 35QQ\I(II) 2c\
odexr \ X ’
» i (CHy) g
: worin ¢, d und X die oben angegebenen Bedeutungen haben, A Wasserstoff, Alkylsulfonyl, Phenylsulfo-
—/ 30 nyl, Tolylsulfonyl, Benzylsulfonyl, Acyl oder Alkoxycarbonyl darstellt, R® Wasserstoff, Alkyl, Alkenyl,
Cycloalkyl, Aryl, Aralkyl, Acyl, Alkoxycarbonyl ist, R7 Wasserstoff, Alkyl, Alkenyl, Aryl oder Aralkyl
bedeutet, R® und R?, die gleich oder verschieden sind, jewsils 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, R'' und R'2,

35 die gleich oder verschieden sind, jewsils Wasserstoff, Alkyl, Aryl oder Aralkyl bedeuten, und der Aryl-
Rest substituiert sein kann mit Halogen, Cyano, Alkyl, Alkoxy oder Trifluormethyl, oder R'' und R'™
\_{ zusammen mit dem Stickstoffatom einen Ring bilden:
40
45
50
55
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worin X ei ne Abgangsgruppe bedeutet, und R, R2 und R3 wi,e unter Fornel (1)
definiert sind, durch 45 dgp d-sovdgzy Mt einem nul Twerti gen

Qber gangsnetal | s MO und-ei nem geei gneten Aryl - Substltuen
Trial kyl aryl stannan, wobei .ei ne Ver bi ndung der For mel J"mu 'Mﬂ”"ﬂ‘”ﬂ’
d) OberfUhren ei ner Verbindung der ﬁprngkﬂ )

~~~~~~~~~~~ z 50

R~~~~~ 2 (V) > ’s l R2 65 R R3
R R worin X eine A uppe, w e Trifluornethansul fonat,

bedeut®t, & ei n HaLogen dap= i , 37 EP O 399 982 B1

111111 *1 11 ] ! i er Fornel (I) definiert sind,

durch in de ) hri ebene Reakti onen, wobei eine

Ver bi ndung” dé Bl | g®b d; da@ OCberfUhren einer Verbindung der

Forrrel (IV) (“\/) 10 | ] CN R | worin R R2 und

R3 wi €’unter Fdrnel (1) definiert sind, durch das Behandein mt einem

organonetal | i -- schen Reagens, gefol gt_yon gjner Hydrolyse, wobei elne

Ver bi ndung der = (I wonach gagebenenfalls

ei ne er halltyg 3 netn p 0] 00 ghnbar es Saur eaddi tionssalz

Uber ggf ~hrt Ny epIOr enes™a n di e Base oder in ein anderes,

physi ol ogs/gch nnehnba- res Saureaddl t dal z Ubergefahrt wird, und

gegebenenfal | 9 ei ne erhal tene | soner- M 3K By in ein reines |soner getrennt

wird, 20 2. Verfahren zur Herstell ulg eijner Ver bi ndung nach Anspruch 1,
vv@/el Qdie Bedeutuﬁg"ﬁCRI hat. 3. Verfalren zur Herstellung einer

Ver bi rdung nach Ansgruch 2, wobei di e BeddM,Ong CH3, C21H5, CaH7, C4 H9,
Cs Hi 1, Cycl ogrop\y, Nethyl cy§l ophom/in, bdt O, Met hyl cycl obutyl hat.
25 4. Verfa Il Herstell \ her NMNWNg nach Anspruch 1, wobei Q
Phenyl odor Fletrph hVT'"ﬂarstellt. & N zur Herstellung einer

Ver bi ndung nach Anspruch 1, wobéi Q Thi enyl'* oder Furanyl ist. 30 6.
Ver f alffen zur Herstéllung einer Verbindung nach ei nem der AnsprUche 1 bis
S5, wobei R3 eine G-C6 - Alkyl-Guppe bedeutet. 7. Verfahren zur

Her stel | ung ei ner Verb| ndung nach ei nem der AnsprUche 1 bis 6, wobel Z
Wasserstof f darstel i*g 535 8. Verfahr yHer st el | ung—aj ner Ver bi ndung

ngch ej nem derg”An 2r|a| ogen _beg N—R? Verfahren
zur Herstellurjg ei spruch 8, woNR Fl uoro ist.
35 I 4
S worin n 1 oder 2 ist, R? und R® zusammen mit dem Stickstoffatom einen Ring bilden der Formel
40 )
C
/ (CH, c\\[
-N ’
(e’
45
worin ¢ und d die oben angegebenen Bedeutungen haben, und Y O, S oder eine Gruppe NR® oder CH-
(CHz2)s-NHRS, wobei R® die oben angegebene Bedeutung hat, und e Null, 1, 2, 3 oder 4 ist, darstellt;
und von Enantiomeren und physiologisch annehmbaren Salzen hievon, mit der MaBgabe, da8 Q kein
50 - unsubstituiertes 2-Pyrrolyl, 2-Oxazolyl, 5-Oxazolyl oder 2-Imidazolyl sein kann, durch:

55
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40 10. Verfahren zur Herstellung einer Verbindung

8- Acet yl - 2- (di propyl ani no) -tetral i Bp 0\899 98208nt i oner en und [”ummmf )
annehnbaren Sal zen hi evon. 11. Verfahren zur Herstellung ei ng '1”1’"’
8- Phenyl - 2- (di propyl am no)-tetralin, von Enantioneren und 45 ¢ L omoTs TN
physi ol ogi sch @HRetIhee piner Vehindung deri Regesh(l) 12, Ver f ahren zur Herstel | ung

ei ner Ver bi ndung 8- (2-Furanyl)-2-(di propylam no)-tetralin, von Enanti oneren
und physi ol ogi sch annehrpar e Sal zen hi evon. 50 13. Verwendung ei ner

Ver bi ndung nach ei nenf@er Jf he 1 gi s 12 bei der Herstellung eines

Medi kan@nt's zur Behanfl ung} bt or upRtn des Zentral nervensyst ens,

i nsbesonder e durch 5- MyRpoX rjmtamn vermttelten Storung k124,

Ver wendung nach Anspruch 13 bki def, Herstellung ei nes Medi kanments zur

Behandl ung von Depressi - 558 n&n, Anxietas, Hypertension, Anorexie,

Al tersdgnenz, M graine, Al zheinmer-Krankheit, thernoregulatori- schen und
sexuel l en Stdrungen. 38 EP O 399 982 Bi I 1rnd

BI11J 111 , 11 worid klelnelagingdgripbe bedeutet, bind R,\2 undPhe Wi8-unt¥PEMRE Y B&linldR Sfd, durch
Anspruch 13 bajinefl kktalliREroh E2ykiud) gntét \ﬂ#&nu&g‘ RS ARIwSrtigen DBSRARJIMbIEIIMY. Uds eine
Schrer - zen. Iduidative Atdtide @i tie ABER-BMNBSIGEN EifyeRtSBIAGH do Rit KoRBimoReMid. Bl ivBrEsiner
Medi kanent sz UlvanBedétaliisibrung Gwischan B brMINgeudi B! ein Motdiadfarstet GhdOR'@Wwis Whist Bdimel (1)
Syst ens. Pat eretinisipistJahe dbld anfihglicly @aldlideteny/esrbonglipiari a-Atyl-MEHER-Y-KonVgkf bt Bing Ur
Her st el | ung eiVedindifgrder Frimel ) ghbildefFeirdrel (1) 10 16
R2 # b) Umsetzen durch einen katalytischen Zykluy untép Verwehbung eines nullwertigen Ubergangsme-
S~~~ R 20ad; gesRinpaxdatives Adgition aniB'rX ejegehty wotieici ovie witter Forimiel (i elefinieit Byl
daB der22Ci - Meth§he dheangsorupes, darstalitc Behandelyynit dahlenmongyidy gefplgtoven; eier \Additiaar der of
oder Hal ogen d4rindwigider Fasmeb@ly oder ein 5- oder 6-gliedriges Aryl ist, das
1 odor 2 Heteroatone, ausgewahlt aus N, O odor S. enthalten kann, und
entweder (i) gegobenenis s Cch oenen oder nehrere Substituenten,
unabhi ngi g ausgew hi n, 225 CFa, G -CO Al kyl,
C2- Cs- Al kenyl oder nilg substTtuiert ist, odor (ii) an zwei
benachbarten Kohl enst : ¢ anaeinen Aryl-Ring kondensiogfrir§t, welcher
Aryl - R ng gogebenenfal | § h eirngn oder nehrere Substituenten, unabhangig
ausgew hit aus Hal ogen,n’CN, RFe, ®° -Ce- Al kyl, C2-Cs-Al kenyl odor
Med. Alggoxy, substituiert ist; RI C-Crs-Akyl odor einen 5- oder
6-gliedrigen aromati schen R ng bedoutet, der Heteroatone, ausgow hit aus O
und S, ent hal twefin RARPrUNd BA Gieittel\EdhAE! (If Uefinigi® SiRd) RREMF &ih UBergangsmetall bedeutet, wobei
eine Verbindung der Formel (I) gebildet wird;
c) Uberfiihren einer Verbindung der Formel (lI)

\d 22— 2
: /R /R (8 ,
(11) N
“ Ag R Ng! _

P

\R} Q

worin X eine Abgangsgruppe bedeutet, und R, R2 und R® wie unter Formel (I) definiert sind, durch
45 das Umsetzen mit einem nullwertigen Ubergangsmetalls M® und einem geeigneten Aryl-Substituen-

ten, wie Trialkylarylstannan, wobei eine Verbindung der Formel (IB) gebildet wird;

d) Uberfihren einer Verbindung der Formel (V)

Z
. 1 .
(v) —m> 2
/Rz @ A ’
N N\ 3
R R |

% x R N g3 Q

60

worin X eine Abgangsgruppe, wie Trifluormethansulfonat, bedeutet, Z ein Halogen darstellt, und R,
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' x30 durch Substituenten, unabhl ngi g ausgewahit aus, Hal Oﬂen

ni ed. Al kyl odor nied. Al koxy, sub®pP(sggsgg2Bst, oder (ii) an’ w” "'”""””
benachbarten Kohl onst of fat omen an ei nen Benzol - Ri ng kondens' "’
wel cher Benzol - Ri ng gegebenenfal ls durch Substituenten, unabhl ng| g

ausgew hi t affé undReoye pnterEomnel (i dstinion sing} dusehdln den fé@thelbn(@wﬂdsab@tbesqmnchene i st;
R2 \asser st ofeakienep. webei eine Varbindung ges Femelil) gebilies whdideut et - ei ne Gi - Cr -

Al kyl - G uppe ® Yrilhren giner Verbindung ges FermeLVi . ( CHR) b- R4, - CH2- G- G- ( CH2) b- R4, 40
(CH (CH2) e (CH2) b-R4
N(CH25)d45wor|na , bNuII 1 odor 2 ist, ¢ 1, 2, 3 odor 4
Ist, d 2 odor 3 ist, Bedept un S oder NR5 hat, wobei Rs

Vasser st of f, Cycl oal ki Ci AI kyl, gogebenenfal | s substituiert

mt Hydroxy, Am no, Al kyl am rjo, Dxal kyl am no, Aryl, Het er?wy Ar al kyl ,

Al koxygarbonyl, Al kyl syl onyk, Ph ?iyl sul fo- nyl, ToI yl sul ony

Benzyl sul fonyl, Fornyl, Carbanoyl oder Sul fam)yl darstellt, R4 bedeut et :

Wasser- 50 sl of f, Hal ogen, CFs, nied. Al kyl, CN odor ei ne G uppe - ORG6,
- 00007, - CONRBHRR, R mter F&Q@Rib@eflnreNaﬁd Bhl%h d&BoRdhdeln mRl 6héA brghnoRidfiii-
~-CH schen Reagens, gefolit von einer Hydrolyse, wobei eine Verbindung der Form@I{f} Igebildet wird,

\ (CH2ysix 10 wonachvgegebenenfalis eina cbrhiteatb dBagkbia reinophysigiagisem meﬁmmstsmgﬁamh&m A
Wasser st of f, Ubkrgeftihg wird,@der|ejn diialtenps 8akd ih die Basd qdeiTio biy lasdelel qihydiglogisch annehmba-
Benzyl sul f onjﬁls Sapesdditiongeaiz (Retgefililyrt wirds und gegehenerfalis bitg ermtenasisamer-Msafuhg inlirk y|

Al kenyl , Cycreinas lggmer gaiepnt wirdy g| kyI Acyl, Al koxycarbonyl ist, R7

Wasser st of f Al kyl , Al kenyl , oder Ar al kyl bedeutet, R8 und R9, die

gl ei cR? oﬁer efalyen zHy 'éﬂ'%?'l'”’g ainar V‘i’%‘WHFQ apclypARspefist. wpbei Qe Badeutyng CORLBRLr  Ar al ky|

darstell RIO Al k oder Aral kyl ist, und der Aryl-Rest
rf u eiper Vé/ bin % % die WW[‘?,CHS' CzHs,

isl'lrjlbfsltljf)lrjrrg'[ y’}? 'Efeé’ ‘ﬁ%?é?%!"ﬁ‘a ﬂllqu'ybftyby'@w'%%‘tm hg11" und Riz |ﬁ”f
er Ar

bedeutent ) g%ﬁf@?ﬂk?%f‘s@"%'gé‘%’ﬂef’ “*ﬁd%" S SRR oo e e FiBprons

Al kyl, Al koxy oder Trifluornethyl, oder R11 und R12 zusamen mt dem

ftCI ggszgé f alofdhveRizZrEbrIRIGKY oot mndu%)na'éh ﬁnsﬁrgc_il 1, Wobef aL‘l'ﬁlenyl Ode? eranyl ist.
Y

30 6. Verfahren zur Herstellung einer Verbindung nach einem der Anspriiche 1 bis 5, wobsi R3 eine Cy-Cs-
Alkyl-Gruppe bedeutst.

7. Verfahren zur Herstellung einer Verbindung nach einem der Anspriiche 1 bis 6, wobei Z Wasserstoff

darstelit.
35 .
8. Verfahren zur Herstellung einer Verbindung nach einem der Anspriiche 1 bis 8, wobei Z Halogen
L bedeutet.
M’
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-(dlpropylammo)-tetralm, von Enantiomeren und
s 45 physiologisch annehmbaren Salzen hievon.

12. Verfahren zur Herstellung einer Verbindung 8-(2-Furanyl)-2-(dipropylamino)-tetralin, von Enantiomeren
und physiologisch annehmbaren Salzen hievon.

s0 13. Verwendung siner Verbindung nach einem der Anspriiche 1 bis 12 bei der Herstellung eines
~ Medikaments zur Behandlung von StSrungen des Zentralnervensystems, insbesondere durch 5-Hydrox-
ylryptamin vermittelien Stérungen.

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 Stérungen.
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30 ' 10 2)Ip 2n
0 CHb 0 0 45 &b bBe@ose B1 ~ wlll “!uﬂilﬂfﬁﬂ
50~~~~ 55 wormm n 1 oder 2 ist, R2 und R3 zusammen mt “der

einen Ring bilden der Fornel 40 "111 1211112 1lg il 311l 11 111 /(CH2)
¢ -N 15. Verwsndyng(rgpip finsgiyuchnis bei der Herelionadtines MedikemenigeycBrandinguencSrhmagen
haben, und Y2€; S oder eine G uppe NR5 oder CH- (CH2)C NHR5, wobei R5 die
oben angegebene Bedeutung hat, und e Null, 1, 2 3 oder 4 ist, darstellt;

6y Yerwendung: nagihAFRIHC, {cbeh oy Eiprstelligh siase hamsTia o foralira T b
durch 8) Obeesrkenicskuldre0ss®Bt bi ndung der Formel (I1) 15
AN -Paten %{ﬁe nde staat : GR (1), X R A 20
worin X eiff }35'3 8@9’?%‘3{5’8 %é'&’eeﬂtfagf ng R R2 und R3 wie unter Fornel (I)

definiert si %"’g’%&h‘°’§*°m‘ﬁ{fr'h&t&%"%ﬁ“a§%e. B o us unt er Verwendung ei nes

nul | wer I gen ergangsneta | dative Addition an die

Aryl - I ndungen ei ngeht, Behandeln mt Kohl ennonoxi d, gefol gt von einer

Tr ansnet al lisierung zw Zchen R - M, wobel M ein Metall darstelit, und R
wi e unter Formel (1) 25 definiert ist, und dem anfinglich gebil deten
carbonylierten a-Aryl ¢t % Konpl ex wobel ei ne Verbi ndung der Fornel
(I') gebisl det wird; b) durch ei nen katal yti schen Zykl(ﬁ unter
Ver wendung ei nes nul | we erﬁangsma talls MO, das einé oxidative
Addi tion an R -X ei ngeh doei ¥\ wie unter Fornel (I') definiert ist, und
X -eine Abgangsgr uppe daﬂstel%t Be aﬁdel n mt Kohl ennonoxid, gefolgt von

eLr,Ler Addi tion der 30 Ver bi ndung der Fornel (ll1l) 35~~~~~~~~~~~ t
X 20 [ 111), 40
MLt R | worin R Wasserstoff oder Methyl bedeutet, mit der MaBgabe, da8 der C4 -Meti(lyI-Sub)stituent in cis-

Konfiguration vorliegt; Z Wasserstoff oder Halogen darstellt; Q@ COR' oder ein 5- oder 6-gliedriges Aryl

ist, das 1 oder 2 Hoteroatome, ausgewdhlt aus N, O oder S, enthalten kann, und entweder (i)

gegebenenfalls durch einen oder mehrere Substituenten, unabhéingig ausgew#hit aus Halogen, CN,

25 CFa, C1-Cs-Alkyl, C2-Cs-Alkenyl oder nied.Alkoxy, substituiert ist, oder (ii) an zwei benachbarien
Kohlenstoffatomen an einen Aryl-Ring kondensiert ist, welcher Aryl-Ring gegebenenfalls durch einen

oder mehrere Substituenten, unabhéingig ausgewhit aus Halogen, CN, CFs, Ci-Ce-Alkyl, C2-Cs-Alkenyl

oder nied.Alkoxy, substituiert ist; R' C;1-Cs-Alkyl oder einen 5- oder 6-gliedrigen aromatischen Ring

. bedeutet, der Heteroatome, ausgew#hit aus O und S, enthalten kann, und entweder (i) gegebenentalls
— 30 durch Substituenten, unabhéingig ausgewéhit aus Halogen, CFas, nied.Alkyl oder nied.Alkoxy, substituiert
ist, oder (i) an zwei benachbarten Kohlenstoffatomen an einen Benzol-Ring kondensiert ist, welcher

Benzol-Ring gegebenenfalls durch Substituenten, unabhiingig ausgew&hit aus Halogen, CFs, nied.Alky!

oder nied.Alkoxy, substituiert ist; R? Wasserstoff oder C;-Cs-Alkyl darstellt; R® bedeutet: eine Ci-Cs-

Alkyl-Gruppe,
35 : _
' -(CHz)a-R*, -CHz-CH = CH-(CH2),-R*,
(. -CH2-C=C-(CHz),-R*,
40 . (CH2 ) [
- (CH,) oder -cu” >«
r
45

worin a 1 bis 5 ist, b Null, 1 oder 2 ist, ¢ 1, 2, 3 oder 4 ist, d 2 oder 3 ist, X die Bedeutung O, S oder
NR5 hat, wobei R° Wasserstoff, Cycloalkyl, Alkyl, C1-Cs-Alkyl, gegebenenfalls substituiert mit Hydroxy,
Amino, Alkylamino, Dialkylamino, Aryl, Heteroaryl, Aralkyl, Alkoxycarbonyl, Alkylsulfonyl, Phenylsulfo-
nyl, Tolylsulfonyl, Benzylsulfonyl, Formyl, Carbamoyl oder Sulfamoyl, darstellt, R* bedeutet: Wasser-

50 stoff, Halogen, CFa, nied.Alkyl, CN oder eine Gruppe -OR®, -COOR’, -CONR®R®, -SO:NR:R3,
-SO,R™°, -NR'R?2,

55
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40 worin R, R2 und R3 wie unter Formel (1) definiert sind, und ML ein

(ber gangsnet al | bedeut et, wobei e pe3ddgsiBidung der For nel gl"lm(ﬂm I“ﬂ“lll"l“l
H

wird; c) OberfKhren ei ner Verbindung der Fornel (rr)y 45 >.

[ z R (18) 50 X Ar ¢ LR

A worin X eine Abgangsgruppe bedeutet, und R ﬁlZ und R3 wi e unter Fornel
(1) definiert sind, durch 66 I das Ursep 8 ?ﬁt\el nem nul | werti gen
Qber gangsnet al | u ei nem ge%%}(‘]net encﬂryl Substitéen- ten, we

Trial kyl aryi st , bei eine® bi ndung ™ ?ET i (1B) gebl | det? wird;
41 P 0 391 ircrrraorrer ol 21411 i1 y11111 11111111111
d) CQberfUnhren einer k/erbi ndung der Fornmel M)

N Sz5(WV ..--> 1 R2 10 R

R3 R R worin X ei ne Abgangsgr uppe,

wi e Trj fl uQi Rt iARe W di JiangQ E1bh Bbdeutindsh ggﬁ'mﬁé%erﬁ’t@ﬁ ikﬂkdlanyl '#Hé?-ylﬁizlfoRZ
und R3 w e IHﬂtT@l lh_er'i en yis)llfoqg Ad}l Gdiek Aﬁcb)E} rb Hrcﬁl%teillnR Wbs ﬂken und
c oben bescafyio Rralkyl, Acyl, B ErBInGINist, WO WRissehdtdNe AA! B @errAFan{yne
(1) gebi | dejecette, chs @h HEh @6 Iglelth QBer6/eraarioddie 6ikd, Wm“ﬂﬁémﬁﬁ’rm ‘daer Iky!

R (1'V), CN darsteliéh, R Alkyl,ACycidSliyOfiryi Nodbt, Arkliyl Lm,dmﬁﬁjem&l Rét euibsﬁmarfreém kdnh mit
def i nizert Halwgen, Gydns hAlklA AlBRA ATGrImathill ddercTriflGdimeaniady o mer, al dder-2 B¢ RErundRBRgENS,
gef ol gt vondiegisier odely e¥sahiyden sind/jéneils Wassersivft rakiyl) deyhoet] aralkyf dedaaten,(undl deretoyd det
Wi rd, wonadlesigseindancseinatahs miti Halegar, ICgdnb cAliyl, Bdlogy oder Eiiflwonplethgli adeo &' 'sund R'2
annehnbar e zusimmee anitdien| Stickstotidiam érenIing bilden: GoergefUnhrt wird, oder ein
eL_h,aI tenes Salz in die Base oder in ei n ander es, physi ol ogi sch annehnba-
res Sl2ureadditionssal z Cber gef ~hrt upd gogebenenf alls eine erhaltene
| somer-M schung in ein reines Isor*"i@\iyl geQ t wwrd. 2. Verfahrsn zur
Herstel | ung ei ner Verbindung nach Afsprych 1, wobei Q die Bedeutung CORI
hat. 35 & Verfahren zur Herstel I uq}g ei 7{ Ver bi ndung nach Anspruch 2,

wobei R' 6 e Bedeyt ung , C41H, C51H11, Cycl opropyl,
Met hyI ycI clo I\/bth | obutyl hat.
ls 5
T (X c:xz’n m
QC-———NH
i
0

Sefs CH,) | C‘(CH AR '
Sew (O
50

worin n 1 oder 2 ist, R2 und R® zusammen mit dem Stickstoffatom einen Ring bilden der Formel

40



4. Vertahren zur Herstellung einer Verbindung nach AnsprucmH\
Phenyl, Fluorphenyl, Thienyl 40 ppodeysesasenyl darstellt. ahr en

zur Herstell ung ei ner Verbi ndung nach ei nem der Anspr Uche 1 E[Ng ﬂf!’j”ﬁm
ei ne Cl-Ce- Al kyl-Guppe bedeutet. 4S 6. Verfahren zur Herst

Ver bi ndung nach ei nem der RUche 1 bis 5, wobei Z V\asserstoff dar st el

7. Verfahren zur Her st el leng iﬁ&; Ver bi ndung nach ei nem der Ansprache 1

bis 5, wobei Z Hal ogerr edeut et. 8. Verfahren zur Herstellung einer

Ver bi ndung nach Anspruch Z Fluoro ist. 9. Verfahren zur

Her st el Pung ei ner Ver bi ndungcug g\cetyl 2- (di propylam no)-tetralin, von

Enanti oneren und physi ol ogi sch annehnbaren Sal zen hievon. 66 10. Verfahrsn

zur Herstellun r V rb nd eny; n

Enant i orer en (Hﬁ' na:(:i%jjzg an e%gghe tﬁ en u%? é%@r:ﬁ% OEET% &i;,%-g
982 Bl und von Epanti m ievor,

Fbrstel1ung 9'5956 Aok bi Bin ﬁﬁp félpropylan1no) totralln von
Enanti oneren und physio glsch annehnbaren Sal zen hi evon. 12. Vérmendung
ei ner Ver bi ndung nach S Ansprtche 1 bis 11 bei der Herstellung
eines 5 Medi kame Beh-ndlun von St 6rungen des

Zentr al ger vensyst ens, ondefe d 5-Hy- droxy-tryptam By éern1ttelten
St 6rungen. 13. VerwenduMynavy ch 12 bei der Fbrstelluﬁ i“nes

Medi kanments zur Behandl uhg vom Depjgssl o- non, Anxietas, prerten3|on,
Anor.exi e, Altersdenmenz, M graRkne, zhei mer - Krankhei t, thernoregul atori- 10
sg¢hen und sexuel l en Storungen. 14. Verwendung nach Anspruch 12 bei der

Her st el #ung ei nes Medi kaments zur Behandl ung von Schner- zen. 15 15,

Ver wendung  nac¥radse angsoruRep bgdautel.wpdy Beﬁ‘zl el @3 IerPé'?’ Kﬁﬂ?’%ﬁﬁﬁﬁ@ﬁ Sipghydurch
Behand| ung von®ingp isehpncaxklug ypten memung d??g oine

Revendi catlons°"§'ﬁs‘dygt:f’ };"E{‘%M“ﬂé Ed%ge ﬁ't‘ hts ltlsﬁ?w?%ﬁv ter 6rm r
FR G, ﬁl T L defq"l?t |s$ﬁ' llndrguE em anféinglich ge P'eten carbony ierten o-:@i/l X IEg"ﬂp X, wobei 9'“9

Q Verbmdung der Formel (1) gebildet wird;
b) Umsstzen durch einen katalytischen Zyklus unter Verwendung eines nullwertigen Ubergangsme-
talls M°, das eine oxidative Addition an R'-X eingeht, wobei R! wie unter Formel (I) definiert ist, und
X eine Abgangsgruppe darstellt, Bohandeln mit Kohlenmonoxid, gefolgt von einer Addition der
(N 30 Verbindung der Formel (Ili)

2
o N (I11),
W r R

AN

40
worin R, R? und R® wie unter Formel (I) definiert sind, und M ein Ubergangsmetall bedeutet, wobei
eine Verbindung der Formel (I) gebildet wird;
c) Uberfllhren einer Verbindung der Formel (il)
45
“ 2> /az (18)
o N 7 an N
h \ \ 1 ’
x R R’ ar R R

worin X eine Abgangsgruppe bedeutet, und R, R? und R® wie unter Formel (I) definiert sind, durch
55 das Umsetzen mit einem nuliwertigen Ubergangsmetalls M° und einem gesigneten Aryl-Substituen-
ten, wie Trialkylarylstannan, wobei eine Verbindung der Formel (IB) gebildet wird;
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dans laquelle R represente un atome d' hydrogene ou un groupe nethye—a—
condition que | e substituant on 3p 0399 982 B1 Cl nmdt hyl e

configuration cis, Z represente un atone d' hydrogene ou M&@ﬁmuumuum
d' hal ogene, Q représente CORl ou un groupe aryle a 5 ou

pout cont eni d) Qbedfihren dirGr Varbjedunmees Fomei ¥l s parni N, 0 ou S, et qui est soit
(i) eventuell enment substitue par un ou plusiours substituants choisis

i ndependament parm un atone d' hal ogen CN, CF3, un 40 groupe
al kyl e en é-Cr, un groupe al cenyle en -Cs ou un groupe al coxy inferiour,
soit (§i) se a un noyau aryle par 0B, ones de carbone adjacents,
ledit no et ang2 ed¥ht tret+ement i e pa géin pl usi eurs
substitu Jgi s~ ndependanmment parm 9 Ne~d' haI@gb CN, @F3, un
gr oupe al n CNC6, un groupe al cényle er\ C2-0s un gr oupe al coxy
inferi1gur,x45 R RIR3 represente un gQoup# al kyl eR n Cl-Cs ou un noyau

aromatique a 5 ou 6 chatnons, qui pout contenir des hdteroatones choisis
parm O et 8, et qui est soit (i) eventuellenent substitue par des

subst it uant s wefiPk $ing AbGH§HRIRBELR WETHIUdARStENsUBhat bedBatet] i R darkibilg. undl R,
groupe al kyl g uktf R wi6 UiterRarm (NCdefigEsirtl, @uachyin ideH Mithodleni a, bSubd fc obénl Jeschastdreise a
un noyau benraadonsn wobB& gite Wérbindimg te FomiebD) gebilastwira,ent s, | edit noyau benzbne
6t ant event ue) Diseretén anebVérbindubg (e Fordeb(V3 0 substituants choisis
i ndépendamment parm un atone d' hal ogene, CF3, un groupe al kyle infdrieur
ou un groupe al coxy |nf6r| eur, R2 repr6sente un atome d' hydrogbne ou un
gtoupe alkyle on G -¢ NZ cgpresente un groupe alkyle en C, -C6, 55
-(CH2)2C- R4, -CH2-CH = R4/RI:HZ C C—(CH2)b R4, 43

- (CU2) 0~~~~~~ c2)Cc_ - CI—‘IV), (CH2) bR4
(CH2) d 10 a alsu® de 1 a 5, b aune valeur de O 1 ou
2, C a une val eur d , 4, d a une valeur de 2 ou 3, X
reprdsente 0. S ou NR5,  0oC 1g R5 reprdsente un atome d' hydrogbne ou

un grdBpe cycloal kyle, alkyle, alkyle en Ci-Cs, 4ven- tuellenent substitud

par un groupg H QrF@)ﬁXd R@\Wa Uiter F%{n{‘e\' Jl%lf}&ﬁﬂ smE o@ll'chﬂL?ﬁg ein ﬁ'ﬁtﬁ ?m o ﬁcﬁiﬁe%ﬂi

ryle, arylal Kl & re f didWeRbind ifdet wird,
tolylsulf Onylvﬁmacppg f&”ﬁ?;% orhaftene! BASETW éin pify@bIBGHER \ehifohiAbharssls %ﬁ&hﬁoﬁ‘ssalz
K-/ 30 Ubergeflihrt wird, oder ein erhalienes Salz in die Base oder in ein anderes, physiologisch annehmba-

res SHureadditionssalz Ubergefllhrt wird, und gegebenenfalls eine erhaltene Isomer-Mischung in ein
reines Isomer getrennt wird.

2. Verfahren zur Herstellung einer Verbindung nach Anspruch 1, wobei Q die Bedeutung COR! hat.
35
3. Verfahren zur Herstellung einer Verbindung nach Anspruch 2, wobei R' die Bedeutung CHs, CzHs,
s CaHz, CsHs, CsHy1, Cyclopropyl, Methylcyclopropyl, Cyclobutyl, Methylcyclobutyl hat.

4. Verfahren zur Herstellung einer Verbindung nach Anspruch 1, wobei Q Phenyl, Fluorphenyl, Thienyl
40 oder Furanyl darstellt.

5. Verfahren zur Herstellung einer Verbindung nach einem der Anspriiche 1 bis 4, wobei R? eine C1-Cs-
Alkyl-Gruppe bedeutet.

4 6. Verfahren zur Herstellung einer Verbindung nach einem der Anspriiche 1 bis 5, wobei Z Wasserstoff
darstelit.

7. Verfahren zur Herstellung einer Verbindung nach einem der Ansprliche 1 bis 5, wobei Z Halogen
bedeutet.
50
8. Verfahren zur Herstellung siner Verbindung nach Anspruch 7, wobei Z Fluoro ist.

8. Verfahren zur Herstellung einer Verbindung 8-Acetyl-2-(dipropylamino)-tetralin, von Enantiomeren und
physiologisch annehmbaren Salzen hievon.

&6
10. Verfahren zur Herstellung einer Verbindung 8-Phenyl-2-(dipropylamino)-tetralin, von Enantiomeren und

physiologisch annehmbaren Salzen hievon.



R4 reprdsente un atone d' hydrogbne, un atone d' hal ogbnmr
al kyle infdrieur, CN 20 EP 01399 982)BOUpE - ”mmﬂ‘iﬁm
-S2NR6R9, -SOTR 0, -NR11IR 2, ¢ 25 0 QU -CH

/ \(CH2) d/ 30 00 c, dat X ont |les
si gni fi catTloMerfatiemadcipragliungesiney Yerbindung 8-(2-Furany|)-?-@mrqpylgqqp@ teffaling (veyhEnantiomeren
d' hydr ogbne W@W'@?@G‘p@‘"ﬁl"@ﬂ%é‘t?’?%ﬁ??@ phdnyl sul fonyl e, tolyl sul fonyl e,

benzylsulfon acyle ou aIcoxycarb
ung emes

gr Srg[ﬁ Fg@ gleghwpapwﬁ ésgﬁ ﬁqgg B?tﬁr%ﬁ dgés ymlr}eglﬁrll §%1T:ﬁ' gnsgi?o%dflg r%xrch §-Hy-

d' hydr ogbne gﬁ?c nyI e aryI e ou aryI al kyl e, R8 et R9,

qui- sont i gdegld ashﬂ Iua{we? er ARG véh BRpRsggbne
ou un groue ,eé ame, Az il SIS oo
al kyl e, yclg ,ey,s%r e at rt5| u aryl e pout 0

Ore substitu par un atorre a ogbne ou un groupe cyano, al kyl e, al coxy,

trifl uoro-14"bvdidand ach rl\hépt'déﬂﬁ@wtdapﬁéfstelmhg eines Medikarflonts'\r BaHaRdhing6n BchinePU
2, R11 et RAZsn. qui sont identiques ou diffdrents, reprdsentent chacun un
atone d' hydrogbne ou un groupe al kyle, aryle ou aryIaIker et le r~sidu
aryl e paut1sDvsr@emiufitshach Arspreti 121bsi dérHarsteiiing eines Medikaments zur Behandiunigarbro§tiruegenu
un groupe cyam;ardmlvésydlﬁenwstems.y ou trifluorondthyle, ou RA1 et R12
forment, avec |'atone d'azote, un noyau: 50 65 44 EP O 399 982 B1

*DCZI;.I I M Reivendidatipris- 111111 JUNI il 12 11illl HCG(CH ) 22 15
3\, 10 Revendications pour les Etats contragtants syiyants): AT, BE, CH, DE, DK, FR, GB, IT, LI, LU, NL, SE
20 --CG(C uH2 215
1 1. Composé de formule ()
4
25
2
R .
N/ (1)
dans laquelle
R représente un atome d’hydrogéne ou un groupe méthyle, & condition que le substituant en
35 C1 méthyle soit en configuration cis,
F4 représente un atome d'hydrogéne ou un atome d'halogéne,
\_ﬁ Q représente COR' ou un groupe aryle & 5 ou 6 chatons, qui pesut contenir 1 ou 2

hétéroatomes choisis parmi N, O ou S, et qui est soit (i) éventusllement substitué par un ou
plusieurs substituants choisis indépendamment parmi un atome d'halogéne, CN, CFs, un

40 groupe alkyle en C;-Cs, un groupe alcényle en C2-Cs ou un groupe alcoxy inférieur, solt (i)
condensé 2 un noyau aryle par deux atomes de carbone adjacents, ledit noyau aryle étant
éventusllement substitué par un ou plusieurs substituants choisis indépendamment parmi un
atome d'halogéne, CN, CFs, un groupe alkyle en C;-Cs, un groupe alcényle en C2-Cs ou un

_ groupe alcoxy inférieur,

45 R représente un groupe alkyle en Ci-Cs ou un noyau aromatique & 5 ou 6 chainons, qui peut
contenir des hétéroatomes choisis parmi O et S, et qui est soit (i) éventuellement substitué
par des substituants choisis indépendamment parmi un atome d'halogéne, CFs, un groupe
alkyle inférieur ou un groupe alcoxy inférieur, soit (ii) condensé & un noyau benzéne par deux
atomes de carbone adjacents, ledit noyau benzéne étant éventusllement substitué par des

50 substituants choisis indépendamment parmi un atome d'halogéne, CFs, un groupe alkyle
inférieur ou un groupe alcoxy inférieur,

R2 représents un atome d'hydrog&ne ou un groupe alkyle en C1-Gg,
R3 représente un groupe alkyle en C-Cs,

55 ~(CHz)a-R*, -CHz-CH=CH-(CH2),-R*,
-CHz-C=C-(CHz)p-R*,



|1 0 1~~ 35 dans | equel n auneval eur des ou 2 et R

forment, avecg |'atonye d' azote, pppsewgazeie fornule 40 N”m Hm "'M,
45 dans laquelle c et d ant les significations donn6es c ’””m
repr~sente 0, S ou un groupe, NRS ou CH(CH2)e-NHR5, dans |eque
signification so donn~e ci-dessus et e a une valeur de 0 1,
2, 3 0u 4, et les dnantionbres et |es sels physiolo rgnent accept abl es
de ce conpos4, A condltlon uee pui ssgupas At,nglun gr -pyrrolyle,
2- oxazol yl e, 5-oxazol{PHaleu 2- Ngllazol yl e non~GH: |tud i/&éposG sel on

| a revendi cation 1, dans quuel(dﬁ yg-pntsente CORI . @)‘r& 6 selon la
revendi cation 2, dans | equel R1 repr~sente CH3, C21-H5 1-17, C41-19, G5
H j, un groupe cycl opropyl e, m~t hyl cycl opropyl e, cyclobutyle,

m~t hyl cyclolautyle 45 EP 0 399 982 Bi L 1Yrrnnd
111113, 111 C auhe vadur ae'3 8- Conpose slon la revendication 1, dans |squel
0 reprasentebun AR RuP yogzou fl uorophdnyle. 5. Conpos4 salon | a
revendi catiog 1, a(iﬁ@,salgupgypb §df£prosente un groupe thienyle ou furanyle. o
6. Conposa sql onaluny%um@&p@que des revendications 1 & 5, dans |oquol R3
reprasente umix grme,aéb_yga,m &l -Cs. 7. Conposa solon |I'une quel conque
des rayendi ca i Ofgpréberite On atthlé) S'hydPsHRAS ourl Gripe HEIbatkyleNalidlep By dedCogvne. 10
aL Conposa sal on tlellenivat spbstitud pacuhegrelds hydeoss Nainoi bliylaidnol distinamirdasrgle,| egfea! Z
represente un at oyie agylalkgib,Gipbxyearbdnyle, Gikyiswisryles pl@nylsutionyle)\elgiculiomd, benzsulfahgn s

| oquel Z repr dsetd, Hrroyle, garbanpele bh sdfierooylel 5 10. Conpose

8kaL~t yl - 2- (@ pr ogpydsentd wrojtom d'eidiogéne, weatondndielagtnebes uregroupe sikge infrieur, CN
physi @b ogi quenentou g greyreaORY FGROR? (-GPNRER?, -$0NREB 1AN-R", -NR''R™?,

8- phdnyl - 2- (di propyl ami no)tdtraline, ses: nantiomres et ses sels

physi ol ogi quenment accep- 20 tables. 12. Conpos4 (CH,) .

8- (2-furanyl)-2-(dipr | amno)tdtraline, ggs d@{aﬁ' onbres\eixses sel s
physi ol ogi quenent - N /

A

' s oll
' c,detX ont les significations données ci-dessus,
A représente un atome d'hydrogéne ou un groupe alkylsulfonyle, phénylsulfonyle,
tolylsulfonyle, benzylsulfonyle, acyle ou alcoxycarbonyle,
. RS représente un atome d'hydrogéne ou un groupe alkyle, alcényle, cycloalkyls, aryle,
85 arylalkyle, acyle, alcoxycarbonyls,
R représente un atome d’hydrogéne ou un groupe alkyle, alcényle, aryle ou arylalkyle,
\_/ R® et RY, qui sont identiques ou différents, représentent chacun un atome d'hydrogéne ou un
groupe alkyle, aryle ou arylalkyle,
R . représente un groupe alkyle, cycloalkyle, aryle ou arylalkyle et le résidu aryle peut
40 8tro substitué par un atome d’halog&ne ou un groupe cyano, alkyle, alcoxy, trifluoro-
méthyle ou trifluorométhoxy,
m aune valeurde 0, 1 ou 2,

R" et R'2,  qui sont identiques ou différents, représentent chacun un atome d'hydrogéne ou un
groupe alkyle, aryle ou arylalkyle, et le résidu aryle psut étre substitué par un atome
45 d'halog&ne ou un groupe cyano, alkyle, alcoxy ou trifluorométhyle, ou
R" et R12 forment, avec I'atome d'azote, un noyau:
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\
acceptables. 25 1& Preparatlon phar macout i que cont enant,. conne subst ance

active, un conpoas selon |'une quegrprgygsrigs revendi cati ﬂmmmm"
ses dnantionrres ou un de ses sels physiol ogi quenent acce u"" ﬁ"ﬂ
Conmpos4 sal on | ' une quel conque des revendications 1-12, iun de‘se

4nanti onbres ou un de ses sels physiol ogi quenent cgeqmmgbes a utlllser on
t hdrapeuti que. 30 15. Conpos4 salon |la revendicat'g 1 Autjliser dans le

traitenent de |a depression, de |'anxid&6, de I’ , de la d~nmence
sdnile, de |la mgraine, ge la mal adie d' & fypertensi on, comre
t her nor &gul ateur et contrg |es QUbl es & : . Conmpos6 solon |a

; -nt de oul eur. 17. Conpos4
t r aANQE de troubl es du

solon |a revendication 1 : RS
systbnme cardi o- vascul sa‘lom d' @n cPnmpogd sal on | ' une
quelcon1ue des revendicatio 1-12 pour f&brlquer unfj nddi canent destin6 au
traitenent des troubles du systbne nervoux central, en particulier des
troubl es ayant pour m-diateur |a 5 hydroxytr ot ani ne 19 Ulisation solon
| a revendi cation 18, po s
| a 45 depressi on, deg|
d~nonce,s~nile, de la m g " ‘
t her nor ~gul ateur et confre Hes troubles sexuels 20.
revendi cation 18, pour fabrigquer un nddi canent dest ] draitenment de la
doul eur. 50 21. Utlisation solon la revendication®l18, pour fabriquer un
dj‘cament destind au traitenent ﬁé&troubles du systbn* cardl o-vascul ai re.
22° Prowmedd de preparation d un cbnpos4 de fornul SI) sol g Zm
revendi cation 1, par 55 46 L M Hodansf{or d' un
conpos4 de fornule (11)~5 ' / a2 (rr )
QON~~~N 10 dans | aquelle X ur€grovpe part nt\ etO R3 sont tels
gue definis pour la fornule (1), JPar un cycl g catalythuk utilisant un
mdtal d& transition MO de val enc® zdro, qui est soumis a une addition

"anorexie, de |la
comre

oxydante sur les liaisons aryl-X, un traitenent avec du nonoxyde de carbone
suivi d'une trans- m-tallisation entre R-M, oD ML est un ndtal et R est
tel que d~fini dans |a fornule (1), et le 15 conpl exe carbonyl 4
axy yl -gbtal -X forne J /;g 9nent pour forrrec conpos4 de fornule (1);

b) reactlon par un ¢ycl cata san "bﬂnnetal de/Tr sitgpn MO de
val ence zAro, qui e t s unls addltl ydante en=RN-X o est tel
guo dé6fini dans | e (I) ¥ est un _/

' dans lequel
e n a une valeur de 1 ou 2,
R2etR 3 forment, avec I'atome d'azote, un noyau de formule
40
CH
/( 2) e ~
(CH:) d
45
dans laquelle
cetd ont les significations données ci-dessus, et
Y représente O, S ou un groupe NR® ou CH(CHz)e-NHR®, dans lequel R® a la signification
50 donnée ci-dessus et e a une valeurds 0, 1, 2, 3 ou 4,

ot les énantioméres et les sels physiologiquement acceptables de ce composé, & condition que Q ne
puisse pas 8tre un groupe 2-pyrrolyle, 2-oxazolyle, 5-oxazolyle ou 2-imidazolyle non substitué.

2. Composé selon la revendication 1, dans lequel Q représente COR!.

55
8. Composé selon la revendication 2, dans lequel R! représente CHs, CzHs, CsHy7, CeHs, CsHiq, un

groupe cyclopropyle, méthylcyclopropyle, cyclobutyle, méthylcyclobutyle.



groupe'partant, traitenment avec du nonoxyde de carbone, hon
du conpos4 de formule (111) 20 2%&pHi399 982 B1 R dans | "Hluﬂm“" ﬂ‘éﬂ'l
sont tels quo d~finis pour la formule (1), M est un nbt a teansi tsi OR,
pour 30 former un conpos6 de formule (1); c) transformation d' un
conpos6 de Gompnsélselog lalrgveiication 1, dans lequel Q représente un gryupe phényle ou fluorophényle.

0000R2' R 18) X A R \R 40
dans | aqielwpv@é@sbn lamevgndinafins 1pdans leayel efepﬁsewuwomthéaﬂ? oy Ryl o dM i | nis
pour la fornmulo ( é par reaction avoc un nbtal de transition MO de val ence
zAro et fin %qmeﬁté@ afﬂneeﬂl‘%i‘}°5q‘@(5'ﬂ§/@¥?&5'f’%'°"st1é 5. di’ﬁ'b” lpquelFy regréme un drquee Aeane,
pour formere"lfn Ci":orrposG de forrrul e (11B); d) transfornatlon d' un conpose de
formul e (’ c 2~~~ 253 6. dans lequel Z reprdsanie " (V)
>0 R1 omposé selog l'une queloo{\qugodes revendications T 2 6, dans lequel Z repréﬁnte un aiome

\tQ _ R3 HNgop¥8uel 1 e X est un groupe partant tel que e

trifldbr Q{W g%s KidnOR é%melg)n%u%pée S6sh@icalbhs 2 QN8 dans lequel Z fpB@hBANRomd? R2
et R3 so U0 delnls faforrme( ), par l'es r~actions d~crites
dans | es proce s a, b et c ci-dessus, pour former un conpose de fornule
(1) 47 o EdmporeeRn RGsveRtiication 8, dans lequel Z représente tn ghdupd flubfol 1 11 1M1 IN all | f
*C L4y Me) transformation d' un conpos6 de forrmule (IV) 6

I R2 10. Composé 8-acétyl-2-(dipropylaminojtétraline, §ds\éhanfightreshdt €34 sels phySiologiquemientldcegian s
laquel l e Rpid2 et R3 sont tels quo definis pour la formula (1), par

trai fement avec un reactif organonbtallique suivi d une hydrol yse, pour

f Qryfer unt.commpossis-piényl-ar(dipropylatinp)tétreline.des ehagtiamibees ot srszls physislopiguement accep-

t ransfaor natteles. d' une base obtenue en sel d' addition d' acide

physi ol ogi quenent acceptable ou de |a transformation d un sel obtenu on
base ou d& Guwwposf FdRiuendr?-Eirrmeyianinopfirplinep (seyyfoantameres ot sof elyeRiysicldlupTb| o
di fferent, ¥eertbleft uel | enent de Ia separation du nel ange |sorrere obtenu on
i sonbre pur. Revend catlons our E at %ﬂgragﬁt ant su

Procedd dg. ?ﬁ;@?g un composg1 selon I ne quelconque
S reven gicatlons 102};2 un de ses res ou un de ses elzs physiologiquement acceptables.

14. Composé selon I'une quelconque des revendications 1-12, un de ses énantioméres ou un de ses sels
K_/ physiologiquement acceptables, & utiliser en thérapeutique.
30
15. Composé selon la revendication 14, & utiliser dans le traitement de la dépression, de I'anxiété, de
I'anorexie, de la démence sénile, de la migraine, de la maladie d'Alzheimer, de I'hypertension, comme
thermorégulateur et contre les troubles sexuels.

35 16. Composé selon la revendication 14, & utiliser dans le traitement de la douleur.

‘\H‘ 17. Composé selon la revendication 14, & utiliser dans le traitement de troubles du systéme cardio-
vasculaire.

40 18. Utilisation d'un composé selon I'une quelconque des revendications 1-12 pour fabriquer un médicament
destiné au traitement des troubles du systéme nerveux central, en particulier des troubles ayant pour
médiateur la 5-hydroxytryptamine.

19. Utilisation selon la revendication 18, pour fabriquer un médicament destiné au traitement de la

45 dépression, de I'anxiété, de I'hypertension, de I'anorexie, de la démence sénile, de la migraine, de la
maladie d'Alzheimer, comme thermorégulateur et contre les troubles sexuels.

20. Utilisation selon la revendication 18, pour fabriquer un médicament destiné au traitement de la douleur.

s0 21. Utilisation selon la revendication 18, pour fabriquer un médicament destiné au traitement de troubles du
systéme cardio-vasculaire.

22, Procédé de préparatidn d'un composé de formule (1) selon la revendication 1, par



z'25 ' M R ()

O R R 30 dans | aquel | e Ep 0399 g2 Bsent e un ato

un groupe nethyle, a condition quo |e substituant en C MII mﬂmﬁm ||I1
configuration cis, 36 Z repr~sente un atome d' hydro bn'e ou dn *
atone d' hal ogtﬂ)é{answmaﬂorr‘éwr@m@éemle(H)J un groupe aryle a 5 ou 6

chai hons, qui pout contenir 1 ou 2 het er oat ones choi si s parm N, O ousS et
gqui est soit (i) eventuel | enent~s d par un ou plusieurs substituants
choi si s i ndependament parm rre d' jal ogbge, CN, CFs, un groupe al kyle
en C,-CB, un groupe al cdnyle qg C2 C6 o

(ii) 40 condens6 a ¥’ noysd a

un(glﬂ upe alE&BXy inf6rieur, soit
F e par deux atones de carbone

adj acents, ledit noyau aryle 6taht 6véntuelfienent substitue par un ou

pl usiours substituants choisis |hdepe81damT8nt parm un atone d' hal ogbne,

CN, Cra,, un groupe alkyle en G -C6, un groupe alcenyle en C2-C6 ou un

groupe al COXY dahf E&deﬁ’éjf( astFﬁyn gro L HER 81k, 526D ROSAUDNE q@ deihi&pddilaGdrmGie (1 Pard

noyau ar omat i i@l Eatalytiite (iliSdPdr A& deGidhsitBP WP dd Falence zéro, qui est sCUMRIACNG faddiRh

het er oat ones C&?dla‘ﬁiessup%lé MibisdAs %Fyl-)‘(; unEfaitéhint 8ok dihdnolyld d€ \é@bdne SuiviedEna! trans-

substitu6 par deaiissiohentrd RAME, OUCIObsEiuh nhdtll GPRNEA NSRS dfiar dans U fombulan), ot e

d' hal oggne, Chémpléke @FRhyiEs- &blkr)étaﬂxmeihitlﬂctﬁenﬂlpoun forrgér @bl pemmbé daxdigrmiuli(r i eur

soit (ii) condgnsatidch pen unayclel cétalytintn atiligent urd enétel det wamsitiond® deivdlence zérdj aut estt s,

l edit noyau besvemisé @badtitionvoxydaote leh d1rnod BLbR ttel quebddlinir danela formlet(D sLA etan

chou si s i ndepegrolmewertant, fraitement avec du oveoxyiietvalcerhenecsuivicied'addition v eampesédeldrmeles o
f ~fieur ou udihgroupe al coxy inferieur, R2 repr6sente un atone

d' ydr o®ene ou un groupe al kyle en C, -CG, R3 repr6sente un groupe al kyle

en G -C6, -(CH2)e-R4, -CH2- pACH2) b- R4, 65

-CH2- OwGC- (CH2) b- R4, 48 EP Bl l 1111111

1112111 11211 111221 11121 * 8/3 (CHZ) C(111)@ ou

-C~~~(CHZ C X Cu (CH2) b-R4 N 4 a a une valsur de 1 a
5, 10' b a une val sur de, 1 u2|’
L T

. dans laquelle R, R? et R® sont tels que définis pour la formule (f), M' est un métal de transition, pour
\ 30 former un composé de formule (1);
c) transformation d'un composé de formule (1)

@Q rrad C G
35 (Il) "
Ar R Ng!

40 dans laquelle X est un groupe partant et R, R2 et R® sont tels que définis pour la formule (), par
réaction avec un métal de transition M° de valence zéro et un substituant aryle convenable, tel que
le trialkyl-arylstannane, pour former un composé de formule (IB);

d) transformation d'un composé de formule (V)

" )
GO WL -
N N
Q R N

50
x R Ng?

dans laquelle X est un groupe partant tel que le trifluorométhanesulfonate, Z représente un atome
55 d'halogéne, R, R? et R® sont tels que définis pour la formule (l), par les réactions décrites dans les
procédés a, b et ¢ ci-dessus, pour former un composé de formule (f);
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groupe cycl oal kyl e, al kyle, alkyls sn Cl1-Cs, 6ven- 15 *

substitud par un groupe hydroxy, am no, alkylam no, dialkylamno, ary
h6t ~roa- ryl & "aammﬁqaﬁue,coramoe%wemubdw e, al kyl sul fonyl e,
ph~nyl sul fonyl e, tolylsulfonyle, benzylsulfony- le, fornyle, carbanoyle ou
sul fanoyl e, R4 reprdsente “o#t e, hydr ogAne, un atone d' hal ogbns, CF3,
un groupe al kyle infdrisur, oupeRzCRG, -Qﬁgfﬂ, - CONRBR9,

- S2NRBR9, - SOnR0, - NRL1R12, - CH

c aune valsur de 1, 2, 3 ou 4, d a une val sur de 2
représente 0, S ou NR5, OD Rs 'BPO0 898982eB1UN at one d' hy r{m H” 'Mgﬂl"l]
[+ L i t

€,

X ott 30 c, det X ontY | es Jsi gnNfi cati ons donndes ci-dessus, A
represente un atone d' hydroge ou un grﬁhpe al kyl sul fonyl e,
ph~nyl sul fonyl e, tolylsulfonyl®& benzylsul fonyle, acyle ou al coxycarbonyle,
R5- reprdsente un atome d' hydrogbne ou un groupe al kyle, al c~nyl e,

cycl oal kyl e, ggisMadReliedr, Y2k 1Y lséht tehCleCashimd POUK YCRIMAY! Sar trai®ment avec dR/réactif
reprdsents UgrgaioRidRIligiehdlilf QURS Bydidlyse palk QoHAGr @l Kdrhgdes Ab Gotmuib a), w18 cadl
aryl al kyl e, Bthéait, dla trantformatiohNd'urisCiieé ioBtoRe éAUsdll idfalidition "' dide PRI RBSNRINE
chacun un at eceptabldyiddeolg lrarasiofationd'@T sblifiend lolf Yhsd, ou@h bl &' aaditicardtciab [shisidlogiR10
repr ~sent e unueyeoUeepableydiitSrent; \ot kvaaiudliginent da sy bépaation aduyrhéknly isem@&@b obtenu ersi du
aryle psut tisem@ubpetitud par un atome d' hal ogbne ou un groupe cyano,

al kyl e, al coxy, trifluoro- 40 n6t hyl e ou

t ri f | uor Bexendigations ppur I'Etat contractant gwivaot|ESur de 0, 1 ou 2, R11 et R12, qui
sQuf” i denti ques. ou difffrents, reprdsentent chacun un atone d' hydrogbne ou
un gr dupd direcfdde pignprationungpRposé fgfommulad) | e r6sidu aryle psut 8tre

substitu4 par un atome d' hal ogbns ou un groupe cyano, al kyle, alcoxy ou

trifluorondthyle, ou 4S 2RA" et R12 fornent, avec |'atone d' azote,
un noyau: s0O 58 49 EP O 399 982 Bi * cIN 1
111 gl 1 C L I $ S )yn HOI
RZ (1)
N/
_. e R N3
\— a0
dans laquelle

R représente un atome d'hydrogéne ou un groupe méthyle, & condition que le substituant en
C1 méthyle soit en configuration cis,
35 z représente un atome d'hydrogéne ou un atome d'halogéns,
Q représente COR' ou un groupe aryle & 5 ou 6 chalhons, qui peut contenir 1 ou 2
) hétéroatomes choisis parmi N, O ou S, et qui est soit (i) éventuellement substitué par un ou
- plusieurs substituants choisis indépendamment parmi un atome d'halogéne, CN, CFz, un
groupe alkyle en Ci-Cg, un groupe alcényle en C2-Cs ou un groupe alcoxy inférieur, soit (ji)
40 condensé & un noyau aryle par deux atomes de carbone adjacents, ledit noyau aryle étant
éventuellement substitué par un ou plusieurs substituants choisis indépendamment parmi un
atome d'halogéne, CN, CFs, un groupe alkyle en C;1-Cs, un groupe alcényle en C2-Cs ou un
groupe alcoxy inférieur,
R! représente un groupe alkyle en C1-Cs ou un noyau aromatique & 5 ou 6 chaons, qui peut
45 contenir des hétéroatomes choisis parmi O et S, et qui est soit (i) ventuellement substitué
par des substituants choisis indépendamment parmi un atome d'halogéne, CF3, un groupe
alkyle inférieur ou un groupe alcoxy inférieur, soit (i) condensé 4 un noyau benz&ne par deux
atomes de carbone adjacents, ledit noyau benzéne étant éventuellement substitué par des
substituants choisis indépendamment parmi un atome d'halogéne, CFs, un groupe alkyle
50 inférieur ou un groupe alcoxy inférieur,
R?2  représente un atome d'hydrogéne ou un groupe alkyle en C:-Cs,
R®  représente un groupe alkyle en Ci-Cg,

{(CHz)e-R¥, ~CHa-CH = GH-{CHa)y R,
55 «CH2-C=C-(CH2)p,-R*,



5° ' 0 10 0

)1 00150020 EP 0 309 982 B1 16F | M lm I!m ||||s| I |||| '

C6H5 CH2)n 35 dans | equel n a une valeur de 1 ou 2, R2 et
R3 forment, avec |'atone d'azote, un noyau de fornule 40 45

(CH2) d dans laquelle c et d IIt | es significati gpnéCHohgdes ci - dessus,

et 50 Y - 6sentf S ou ubugr QuR R5 ou CH(‘SI—Q),-NHRS,
dans Ioguel R5 ala si(ggg?f’cati donne Ci -dessUnget 'e a unewal eur de O,

1, 2, 3%u 4, et des 6nanti onbr {€Ha),dBS sel s physi OH&Hx nt accept abl es
de ce conpose, a condition que Q ne puisse pas 8tre un groupe 2-pyrrolyle,
2- oxazol yl e, oé- oxazol yl e ou 2-im dazolyle non substitu4, par 55 50 EP

] 399 982 Bl 1, une valeur'ds 1¥)s, t ransformation d' un conpose de fornule (11)
R2 I I)axeva,eurdéo 1ou2 R 10 dans laquelle X est un groupe partant
et R R et mcsonguk%ﬁu,%q:ggfoﬂa’i s pour la formule (1), par un cycle
catal ytique utglisgae vdBurdbleadly sde transition MO de val ence ztro, qui est
sounm s & une agdit jepassptelsi8u RS Wy | €s |iaisons aryl-X, un traitenment avec
du nonoxyde dergLar RpBsnteUinVdiontd dW@robdne s -un/Prdupé bychalkyle) Ik Lalkgle i8h-OMIs, &vein-M
est un pttal et Rl twewmedtalibstud patuhighiupelitiamxy, amind, dikylaming,| dialkylaininb,caryle) hétéroa-
conpl exe car bonyl dry; arglsliglie, aitdxgdarbnyfie) aikisulfonylb] phisrfseifohyle, palvisulfdngle.enzyisnifony-
conpost de f or nmul ole(fbrmylebdarbatmendd owsalfgpmylein cycl e catal ytique utilisant un
nttal de transRti ompiééaite unalomacihydrogioe, ugalome sithaloginesi GEs.cunigreup2liie infésipur, CN
okygante en R -X, eOnRrougetOR ciCOQEDH -CANAPRI. -¥:NE*R° o SPaR'fuNB'R'f.) et X est un

20

(CHy)

e ~
g " N
25 li \(Cﬁz) d
. ol
-/ 30 c,detX ont les significations données ci-dessus,
A représente un atome d'hydrogéne ou un groupe alkylsulfonyle, phénylsuifonyle,
tolylsulfonyle, benzylsulfonyle, acyle ou alcoxycarbonyle,
RS représente un atome d'hydrogéne ou un groupe alkyle, alcényle, cycloalkyls, aryle,
arylalkyle, acyle, alcoxycarbonyle,
85 R représente un atome d'hydrogéne ou un groupe alkyle, alcényle, aryle ou arylalkyle,
R® et R?, qui sont identiques ou différents, représentent chacun un atome d'hydrogéne ou un
: groupe alkyle, aryle ou arylalkyle,
AN Rt représente un groupe alkyle, cycloalkyle, aryle ou arylalkyle et le résidu aryle peut
8tre substitué par un atome d'halogéne ou un groupe cyano, alkyls, alcoxy, trifluoro-
40 méthyle ou trifluorométhoxy,
m a une valeur de 0, 1 ou 2,

R ot R’2,  qui sont identiques ou différents, représentent chacun un atome d'hydrogé&ne ou un
groupe alkyle, aryle ou arylalkyle, et le résidu aryle peut &tre substitué par un atome
. d'halogéne ou un groupe cyano, alkyle, alcoxy ou trifluorométhyle, ou
45 R et R©2 forment, avec I'atome d'azote, un noyau:
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groupe’ partant, traitenment avec du nonoxyde de carbone, suivi de |"addition

du conpost de fornulo (111) 20 2 g@g 399 982 BIN? 'mwﬂﬂ""m""l/HML
dans laquelle R R2 et R3 sont tels quo d6finis pour |la f t
un nttal de transition, pour 30 former un conpost de f 6rntil e
transformation d' un conpost de formule (I1) KSHC—(CH,) ~  ~~~~~~~ x
R A 40 dans Iaquellez est Eﬂ‘groupe partant et
R, R2 et R3 sont tels quo ddfinis pour |a fornELg par reaction avec un
nttal de transition M) de valence ztro.el un su@ss ht aryle convenabl e,
tel quo le trialkyl-a R yost de forrnule (IB)

d) transformation d' un

OR Q R R 65~ dars Iaq)JeI e Xes@ un groﬁpe partant tel quo

|l e trhgluorontthanesulfon%&e, Z represerfte un ato d' hal ogbne, R, R2 et R3
sont tels quo ddfinis pour'la fornule (1), par les rtactions ddcrites dans
| es proctdts a, b et c ci-dessus, pour forngr un ghde fornmule (1); 51
EP O 399 982 B1 | 11111'1111] 111 11 pnsformati on d' un
conpose de formule (I |
N 150 ~( R
R2 et R3 sont tols qud’d f nis pour la fornulo (I)
reactif organom-tallique SMIVI d' une hydrol yse,

5 9
10 dans laquelle R,
ot Iai t enent avec un
or ker un conpose de

formulo (1), suivi, |1 cas dch~gn de la transfd}nat on d'une base obtonue
eQ_gel d' addition d' acide physiJé glquenent acceptable ou de Ia
transfzarnati on d' un sel obtenu dn base ou Qn g f 2 . aci de
physi ol ogi - 16 queny NZCept apl e di -n? n t dveqtuel |l enent de | a
sdparation du m-l ange -+e8 Rht enut en | Segp pur. r§cdd6 de
preparation d' un conpose N réﬁ%ndlcatlonﬂl ans‘lequel O reprdsente
CORI . | !
26 0
W2 6 b
N 2\/’)/ @CH 2n CHy), O s
- —R
35
(. dans lequel
s n a une valeur de 1 ou 2,
R2et R®  forment, avec I'atome d'azote, un noyau de formule
40
/(C“z) c
/ )
" \(Cﬁz)d
dans laquelle
cetd  ont les significations données ci-dessus, et
50 . Y représente O, S ou un groupe NR® ou CH(CHz),-NHR®, dans lequel R® a Ia signification
donnée ci-dessus et e a une valeur de 0, 1, 2, 3 ou 4,
ot des énantioméres et des sels physiologiquement acceptables de ce composé, & condition que Q ne
puisse pas &tre un groupe 2-pyrrolyle, 2-oxazolyle, 5-oxazolyle ou 2-imidazolyle non substitué, par
65
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20 & 'Procdd de pr~paration d' un conpose solon |a revendi cation 2 "‘darrs*

| oquel R repr~sente CHs, 02Hs, Cay , sigg Cs Hll
cycl opropyl e, ndthyl cycl opropyl e, Et/{glsgggtayl e, nbthyl C;ﬂ"mnm"l""m '”m
Procdd6 de prdparation d' un conpose selon | a revendi cati®n¢l, tdams
reprdsent e un grensoemaiibn-diyl eomposéfdedamdpfil-nyl e. 25 5. Procddd de prtparatlon
d' un conpoes solon | a revendication 1, dans |equel O represente un groupe
thifnyle ou furanyle. 6. Procddd™ggMeRarati on d' un conpose solon |'une
guel conque des revendi cations 4, darjs lequgl R3 i 90 reprdsente
un groupe al kyle on C, -Cs. 7. o pgeﬂbration(Q'yn conpose sel on

| " une quel conque des revendi cat Nhs , ydans | equel % repr~sente un
atone d' hydrogbne. 35 & Proc~dd de ardpangtlon d' un conpos4 solon |'une
quel conque des revendications 1% 6, Bans Foquel Z reprdsente un atone

d' halogene J> 9. Proc~dd de preparation d' un conpos6 selon |a

revendi Cat i on §a tlaihe ka8 A J&Jﬁ"arq% AL JtRe Sn Q%ué SRE Bour alorhbie o QGRA6
de prdparati on %3; qga% rg‘ﬁngt%lyde Ensﬁtﬂh e Qg Wraten b 26k tcﬂf éstbduld 2 GHR a3&ffon
dnant i onbr es eé.xy esé?:? le3Gtaion AR ObrORHitEHEHI B dACHENBkyAB |08 Tarbdnb. sulY @GdCkehnsie
prdparation d' eaikdaigaOsmee &*-ﬂiﬂddhyw st (v Rt RY RALBI 6 duer BN U, 1a BEmEE ), ot lo
6nant i opr es egonfdRxérearbonylé S-S BIMNEIhiRIeR@htIbLRNBINer B cmpbsside dBmuld 8);
Procddd de pr ep@a@adtion parinldyclé @aEIpRGe utilisant un métal de transition M® de valence zéro, qui est
8- (2-furanyl) - soutnii Pptrepadditien sxpdantetenci'iXned Rt estde Juel défint dapsriar famulet () @eX Sstain
sel s physi ol oggrquperpaitint, faitempitaiEcels mobdkydeldd. catbonel suivihde Iardditibn dn conapepbdscforswleon
| {upé quel conq@® des revendi cations 1-12 pour fabriquer un medi cament
deStind2au traitenment des troubles du systbne nervoux central, en

particulior des troubles ayant i at eur | a 5- hydroxytryptam ne. 14.

pour riquer un nddi canent destin4

au traitenent de la 65 m de | arixi dt 6, dglii ypertension, de
IR

| " anorexi e, de |a d4nence seniR iggrai ne, de | a nal adi e

d' Al zheffrer, commo t her nor dgul atleur et cong ie | es troubl es sexuels. 15.
Uilisation solon |a revendi catu!)n 1R pow? fabriquer un nedi canent destine
au traitement de la douleur. 52 EP O 399 982 B1

hill lilt dgnr%?aq&glﬁ Ri ﬁ%h%n% Q]Ue hé?im ﬂxﬂbrﬁ:%'(l Rt dtoun %ﬁfdefﬁp&tloﬂ%ﬁr un

mddj camgnt desgy} trou u systbne cardl o-vascul aire.

Revendl catlonsc)ngng,mat a ng&%g@&t@nﬁ,.ewl vant GR 5 1. Procddd de
prdparation d' un conpose de fornuls

] - l 82 > ( 13)
3% SN / (11 )
, N3
o X R R
40 dans laquelle X est un groupe partant et R, R? et R® sont tels que définis pour la formule (1), par

réaction avec un métal de transition M® de valence zéro et un substituant aryle convenable, tel que
le trialkyl-arylstannane, pour former un composé de formule (IB);
d) transformation d'un composé de formule (V)

45
2
R
50 yd (1)
. N
N3
R R
85 dans laquelle X est un groupe partant tel que le trifluorométhanesulfonate, Z représente un atome

d'halogéne, R, R2 et R3 sont tels que définis pour la formule (1), par les réactions décrites dans les
procédés a, b et ¢ ci-dessus, pour former un composé de formule (1);
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z 10 15 R3 dans_laquslle R
reprdsente un atons d' hydrogbne @p oig9g982pe ndthyle, & condition qus le

substituant en 20 C nethyle soit on confi

reprdsente un atone d' hydrogbne ou un atone d' hal ogbneg1MHll1m1|m lllﬂ”"l
CORW ou un @) tangfermatiop|dungoBipasé dsforma(Mdns, qui pout cont’eni‘r

hdt dr oat omes choisis parm N, 0 ou S, et qui est sobt (i) dvent ueI I errent
substitu6 par un ou pl usieur ants choi si s i nddpsndament parm un
atone d' hal ogbne, CN, CFe, 2groupe alkyle en C -C6, un

gr oupe® al cenyl e on C2-C6 ou al CQXQ inffri soit (ii) condense
& un noyau aryle par deux at deycar pne adj acenfw ledit noyau aryle
dt ant dventuel | enent substitu6!par o%pl usi eurs substituants choisis

I nddpendanment parm un at ome C¥' halg bney CN, CF3. un groupe al kyle on

G -C6,,,un groupe al cdnyle en C2-Cs ou un groupe al coxy infdrieur, 30

R r'éprdsenhs jubofd BURCo 2 loid Goid BusCsnniRold U 18AndRDY)2 Her F6RATH SEEurreRotPU 6
chathons, quig wefigid SUNi A6 hy@ret<d! Pallr Gommier oM QbMpdss MBI oMU @] subi, 18 tcas]ui
est soit (i) schsam! uelid BaMBIIMaBANOElNe! biRe bBlenudCén Sél rddiifionadiicide CoNgdicidgiquement

I nddpondamrekcep@bigbu téladlamsieemation a'id 880 BRtenulen baseldt efI'solLyERidifdnkddcitie iphysilogie U r
OU UN 4gr OUPS qBbredX Yiccoptibis Hildiént, & @lentubliempntcdarial @épamtian dinmélanga lisondrezibteeu prr
deux atones demémmpbone adj acents, |edit noyau benzbne dtant dventuol | enent
substitud par des 36 substituants choi sis i nddpendamrent parm
un at orre 2d' Pradédé)timpréra@ian d'uncogpesé selorplk keyendicatioh dr dansiipqualQ errégante FRA" 4 coxy
iQf ~fieur, R2 reprtsente un atome d’ hydrogbne ou un groupe, al kyl e en C
-Ch, XK 33. Procédé de prépamation d' gqqueﬁ@lon ion,2, séeqy FE:Iepr é

-(CH2) . - R4. Ca_l-@.qZZHaquncgq_qu%lopmpyle_, Uﬂgylgc re@lqzﬂglopgtyle, Ar!éthylcyc’lobutyle
CH2) 0
(CHZ) dX éo Procédg) de ﬁ'épa'at%&" gy cgmposé, selon la i°"&“‘1‘é>°a“g g1 2’3"5 logHel %QF@%B"%JQ %°“E°
2, H'é%?”ef Eﬂgyi 2, 3 oud4, d a une valeur de 2 ou 3, 55

X pr ds r u
groupe cycl 'g uraﬁif 'ope n c?’&gﬂgése'on %%E%%g ﬁ\? 1n? angg&ﬁgjrr%eﬁ'?%{&%@{b? t 8% par
un groupe hy roxy al kyl am no, dial kylam no, aryle, hdtdroa- ryle,

| al kylg | | ns lequel R®
?Q’jlaséﬁ’f gngfgﬁgéggﬁmgg@ﬁfkéé soldh B Ylidfoondib dB/veverdia6ns! 18y 5, dans lequel R

7. Procédé de préparation d'un composé selon I'une quelconque des revendications 1 & 6, dans lequel Z
représente un atome d'hydrogéne.

35 8. Procédé de préparation d'un composé selon I'une quelconque des revendications 1 & 6, dans lequel Z
représente un atome d'halogéne.

N 8. Procédé de préparation d'un composé selon la revendication 8, dans lequel Z représente un groupe
fluoro.

10. Procédé de préparation d'un composé 8-acétyl-2-(dipropylamino)téiraline, de ses énantioméres et de
ses sels physiologiqguement acceptables.

11. Procédé de préparation d'un composé 8-phényl-2-(dipropylamino)tétraline, de ses énantioméres et de
45 ses sels physiologiquement acceptables.

12. Procédé de préparation d'un composé 8-(2-furanyl)-2-(dipropylamino)tétraline, de ses énantioméres et
de ses sels physiologiquement acceptables. '

s0 13. Utilisation d'un composé selon I'une quelconque des revendications 1-12 pour fabriquer un médicament
destiné au traitement des troubles du systdme nerveux central, en particulier des troubles ayant pour
médiateur la 5-hydroxytryptamine.
14. Utilisation selon la revendication 13, pour fabriquer un médicament destiné au traitement de la
55 dépression, de I'anxiété, de I'hypertension, de I'anorexie, de la démence sénile, de la migraine, de la
maladie d'Alzheimer, comme thermorégulateur et contre les troubles sexuels.

15. Utilisation selon la revendication 13, pour fabriquer un médicament destiné au traitement de la douleur.

52



EP 0 399 982 Bi I 1Jj1111 111111 | E 11
fornyl e, carbanoyle ou sul fanoyl e, ERg 399 88PpBlisent e un atoM"m ﬂ”imbw ’m
atone d' hal ogbne, CFs, un groupe alkyle inf6rieur, CN ou ufi gfoupe w

- COOR7, - CONR31R9, -SCQNR8R9 - SOMR10, -NR11R 2, w

o(CH2) / o8- Utuhsatme pplgy(Jja revendication 13, pogg fapgquggmdnéd&arggnt glestiné fytraifgment de troubles du

significati oﬁﬁ%ﬁﬁ'&@ﬁ’aiﬁ‘i"ﬂ'ﬂessus reprdsente un atone
d' hydrogbne ou un rou Isulfon . n@hdnyl sul fonyl e, 15
tol yl sul f(ﬁﬁYF'é" °°HB %m'ﬁéﬂ‘”zﬂsoﬁgal coxycarbonyl e, Rr

repr-~se ts1 qu?ﬁ#‘% deg%{}?r ﬂongﬂgn%?mfcar(gqorgplgtdpe al kyl e, - al cényl e, cycl oal kyl e,

aryle, aryla onyle reprdsente un atone
d' hydrogbne ou un groupe al kyle,_ alc~nyle, aryle ou arylalkyle, Rs et R9,
qui sont identiques ou diff6rent reprdsentent chacun un atone d' hydrogbne
ou un 2Q gr oups le, aryle ou arylal kyle, R10
repr~sente un groupe al kyle, c¥ , aryhe ou arylalkyle et le r~sidu
aryle psut 8tre substitu4 par "h égbne ou un groupe cyano,

al kyl e, alcoxy, trifluoro- m-th uor onbt HA&Y, a une
val eur de, 1 ou 2, 25 R1' : qN _gont |dent|ques ou différents,
represemt ent chacun un atone d' hydrogbne ou ® groupe alkyle, aryle ou
arylalkyle, et le rdsidu aryle psut 8tre substitud par un atome d' hal ogbne
ou un groupe cyano, alkyle, alcoxy ou trifluorondthyle, ou Rl' et Rl12

f orment, avedaﬂslfmuelhe d' azote, un noyau: 30

HGC(CH ) 21 R représenie tg:@tqyrp dlaydrpgenepu un groupe méthyle, & condition Qe legpybstituant en__
| C6 H5 %0 C1 méthyle soit en configuration cis, c~| H)
4, x2n * Z | reprégeniy Lg ome d'hydrogéne ou un atome d'halogéne,

Q représente R' ou un groupe arylo & 5 ou 6 chafons, qui peut contenir 1 ou 2

hétéroatomes choisis parmi N, O ou S, et qui est soit (i) éventuellement substitué par un ou

plusieurs substituants choisis indépendamment parmi un atome d'halogéne, CN, CFs, un

25 groupe alkyle en C:-Cs, un groupe alcényle en C2-Cs ou un groupe alcoxy inférieur, soit (i)
: condensé 3 un noyau aryle par deux atomes de carbone adjacents, ledit noyau aryle étant
éventusllement substitué par un ou plusieurs substituants choisis indépendamment parmi un

atome d'halogéne, CN, CF3, un groupe alkyle en Ci-Cs, un groupe alcényle en C2-Cs ou un

. groupe alcoxy inférieur,

—/ 30 R représente un groupe alkyle en C,-Cs ou un noyau aromatique & 5 ou 6 chafhons, qui peut
contenir des hétéroatomes choisis parmi O et S, et qui est soit (i) éventuellement substitué
par des substituants choisis indépendamment parmi un atome d'halogdne, CFs, un groupe
alkyle inférieur ou un groupe alcoxy inférieur, soit (i) condensé & un noyau benzéne par deux
atomes de carbone adjacents, ledit noyau benzéne étant éventusliement substitué par des

35 substituants choisis indépendamment parmi un atome d'halogéne, CFa, un groupe alkyle
inférieur ou un groupe alcoxy inférieur,
. R? représente un atome d'hydrogéne ou un groupe alkyle en C,-Cs,
% R®  représente un groupe alkyle en Ci-Cs,

40 -(CHz2),-R*, -CH2-CH = CH-(CHz)»-R*,
-CHz-C=C-(CHz)p-R*,

(CHp) ¢
~(CHy) ¢ ™ —
(CHz) b-R‘ ou \(CHz) d /

50 oll

aunevaleurde 135,

a une valeur de 0, 1 ou 2,

aune valeurde 1, 2, 3 ou 4,

a une valeur de 2 ou 3,

représente O, S ou NF®, ol

5 représente un atome d'hydrogdne ou un groupe cycloalkyle, alkyle, alkyle en Ci-Cs, éven-
tuellement substitué par un groupe hydroxy, amino, alkylamino, dialkylamino, aryle, hétéroa-
ryle, arylalkyle, alcoxycarbonyle, alkylsulfonyle, phénylisulfonyle, tolylsulfonyle, benzylsulfony-

IXaoow
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54 LI 1] ~~~~~ | ~~2 ~  ------ *C L M S Bemmmmm—m C5

hJH~~~~~2)n a ug)ecvgl) gur de | ou 2E,P ()Rgsse?tazl'gi%1 forrrent5, dZCHilT’IFmI,LMH)"IL”“!I,

d' azote, un noyau de forrmule 101, (CH2) C*-. 15

-N lo, forriyisigarbamoyls Qu sulfameylgas | aquel le ¢ et d  ont les
significatiofé ddoepfsede w atm%'hnsi;og@tes un atome d'hglogpneeSRsntmyorpupe glkye inféreus @ipe
NR5 ou CH( CH2) e- IRMES9roupeQRY, (RQREY . -RONEE R g SQINTRT rROfi’o MR Blinee ci - dessus et
0 a une valeur de 0, 1, 2, 3 ou 4, et des dnantionbres et des sels

physi of ogi quenent accep abl es,de ce conpose, par 42‘5(0!2) a) transformation
d' un conpos6 de for WO ou -CH X~~_0
~~~~~~~~~~~~~~ l, R2 R 95 dans ? uelle X un groupe
partant et R R2 et R3 so:I tels quo dMinis pour MCHQXIl o (1), par un
cycle gatalytique utilisanA un m-tal de transition MO de val ence zAro, qui
est soum s & une addition oxydante sur les |liaisons aryl-X, un traitenent
avec du nongxyde de carbone suivi d une trans- m~tallisation entre R -M,
ob M est uncn@bid et onies Sigiifichths ddaRsed difdeBdus,dans | a fornule (1), et le
conpl exe carbonyl d a- @pitentd éritlatore f PHytdgEngi dul i GrEaPY alkpsulidnyleD pREaYIsUlfonyle,
conposhl de fornul e (11iplylséanyle, benzyldufonylesdtyle ialpmycatbonyty cl € cat al yti que
utilisant unR&~tal derepsenidiuniatomelBydegina loe na groaplr akyleq icémyds, cycivalkyle; afleune
addi ti on oxydante en #ylalkgle, adyleRiicogyarborgle, quo d6fini dans la formula (1) at
X est un groupe part aveprésentean atome dhydiegdue elunramuoxglicie. alesndeaiiiany ardaliylei  de

| @ﬂfdi ti on diR®ebipos6auileont ientighes qu) difféyentgpropgsentent chacun un atome d'hydrogéne ou un

1R dar®® | aquel | e R Raowpe ajvge.aperoutaptialylayo d~finis pour la formule (1), M
est un metal Rfe transiepéete ygupsalkyle, cycloakylenaryle gy aryialie skle dtsidu e, pest (| ) -

55 étre substitué par un atome d'halogéne ou un groupe cyano, alkyle, alcoxy, trifluoro-
méthyle ou trifluorométhoxy,
m aune valeurde 0, 1 ou 2,
25 R'" et R'2,  qui sont identiques ou difiérents, représentent chacun un atome d'hydrog&ne ou un

groupe alkyle, aryle ou arylalkyle, et le résidu aryle peut &tre substitué par un atome
d'halogéne ou un groupe cyano, alkyle, alcoxy ou trifluorométhyle, ou
R ot R12 forment, avec I'atome d'azote, un noyau:

K/ 30 Hzc___(cnz)n
| ' Htl: l
% /w 0 0 0 o
0 | |
1D .0 O
. ~ Y
d 2

0
S | )
50 N———] [:{HZ)" I KZI‘I
'—QC——NH ("
| | I
0
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S* C) transformatlondun corrposaghf g1(ll) 6 ~ ~~

] omposa eegmeunien(!) © - =[] lllM Hlll H m
N' . X R R3 ~~~~Ar R R JO dans Iaquel
est un groupe partant et et R3 sont tels quo dMinis pour la for rrul e
(I'), par reaction av up~- | de :in3| de val ence zdro et un
substituant aryle cénvenrjabl e, TU@’h naryl sta \ poyr former
un conpos4 de for 0 {B); sfor ' ‘un corrpo 'f'(')‘ mul o (V)
15 20 R8 ~ ~ ~ N 25 dans | aque X est un

groupe partant tel qud) le trifl u,oromet hanesul fonate, Z represente un at one
d' hal ogene, R R2 et R3 sont tels quo definis pour la formule (1), par les
rdacti ons de r|t|es dans | es proc~dds a, b et c ci-dessus, pour forner un

conposa, de f ﬁu (I;meo‘)alearrc@qsofugr mation d'un conposd de formule (1V) R2

(1v) 357 g forment, avec I'atome d'azote, u u de foriniie d@NS I aquel le R, R2 et
R3 sont tels quo 6finis pour Ta tormile (1), par traitenment avec un

reactif organom-tallique suivi d une hydr ol yse pour former un conpos6 de
formule (1), suivi, le cas 40 e/e | a transformation d' une
base objsenue en sel d'addition d' acig phyS| ol oyt quenent acceptabl e ou de
la transformation d' un sel obtenu en se ou y/sel d' addi tion d'aci de
physi ol ogi - quenent acceptabl e different{C#at)afent uel | enent de I a
separati on du nel ange i sonbre obtenu en isonbre pur. 45 2. Proc~d4 de
CElgarati on d'un conpose solon |a revendication 1, dans |equel O represente
320 Pr odengdaqudllepr epar ati on d' un conpoas soI on Ia revendl catl on 2, dans
| oquel Rl repreétaht conDepsignificplions dogrsespi-degsys. ok
cycl opropyl e, Y¥et hyl ©yresente Qs Syuan giaupe Bt 0 PE(C“FPEE“HW EWI'%ﬂltWIae'a siggificatipn
Procede de pre ar atl OANGe chiipstus #ia wievalews de Onl. 2R M cat i on 1. dans | oquel O
repr 6sent e uﬁtgﬁ‘ flos selp 'EYS'P'B%‘FTB@'&W@WPW'MICECW%Pgnyl e. 5.
Procedd®de pr efl4PIHIBHOY HHCOMBATS g Joroyp
revendi cations 1 a 4, dans | eque]
55 6. Procedd de preparati on ¢
revendi cations 1 a 5, dans | o¢

O w

une quel conque des
R3_represente un groupe alkyle en G -GCs.
eOnmpdge sol on | ' une quel conque des
63e/nt§2 un at one(Htdydrogbne. 56

Y
x R R
85 dans laquelle X est un groupe partant et R, R? et R® sont tels que définis pour la formule (l), par un

cycle catalytique utilisant un métal de transition M® de valence zéro, qui est soumis & une addition

oxydante sur les liaisons aryl-X, un traitement avec du monoxyde de carbone suivi d'une trans-

N métallisation entre R'-M', ol M' est un métal et R! est tel que défini dans la formule (I), et le
“complexe carbonylé c-aryl-métal-X formé initialement, pour former un composé de formule (1);

40 b) réaction par un cycle catalytique utilisant un métal de transition M° de valence zéro, qui est

soumis A une addition oxydante en R'-X, oli R' est tel que défini dans la formule (I) et X est un

groupe partant, traitement avec du monoxyde de carbone, suivi de I'addition du composé de formule

an

45
2
N (111)
50 {
W R R
dans laquelle R, R? et R sont tels que définis pour la formule (1), M! est un métal de transition, pour
656 former un composé de formule (l);
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7. Procdd6 de preparation d' un c@Eppyssh gs2/In ' une quel co lllml I“"Ill!lllm
revendi cations 1 & 5, dans |loquol Z repr~sente un atone d en. *
Procedd de preparati,on d' un conposd solon | a revendi cation 7, dans | oquel Z
repr~sento un)tgnsforpetidﬁd'uncorhpoa@dejfomﬁlle(Iﬂr ocMi4 de prdparation d' un conpos4
8hacdt|yl 2- (di propyl am no)tdtral I ne, de ses 6 ant'onbres et de ses sels
physi ol ogi quenent_.g ables. 10 10. Pro by epar api on d' conpose
8- phényl - 2- (di prpp tItrmﬂ | ne, Ses 0 P Zt de 43@’ selng
physi ot ogi quenen 1)Proc~dd dsHregars |on d' un conpos6
8-(2-furanyl)-2-(d atﬁhtrallne de 'ses 4nant ™Nonjtres et de ses

sel s physi ol ogi queinentgaccept 15 12. Ui ktion d™un conpos6 sol on

| " une quel conque des revendi cations 1-11 pour fabriquer un nbdi canont

destind au tralteienty 46Snt &3 daeasreﬁém R35Y G16aehiRd bR ke rortidie (),
oarti B for (5’&&%* S @‘hfp AL T AR o 2,

13. Uilisat hPHalk/FarPist Andne], FOUPY e?ﬁﬁé Jé?def&l%ulé igRbr i quer un m-di cament
destin6 au trdg{,a r9| anc?ﬁ, fﬁ\aﬁg&pagﬁﬁﬁ% de I'an>(<|)gte de | ' hypertension, de

| " anorexie, de la d~nence s6nile, de la mgraine, de |a nal adie

d' Al zhgi mer, comre thernorngul ateur et contre | es troubles sexuels. 14.
Utilisation selon | p revendication 12, pour fabri (iuer un nddi canent desti nd
au traitement de |a douleur. 25 15. Ut| l'i sation . revendi cation 12,

pour fabriquor un |nt de
cg/d»ro vascul air 8. 0 45 R% ES’
20
\ a3 Q R R

25 dans laquelle X est un groupe partant tel que le trifluorométhanesulfonate, Z représente un atome
d'halogéne, R, R2 et R® sont tels que définis pour la formule (f), par les réactions décrites dans les
procédés a, b et ¢ ci-dessus, pour former un composé de formule (I);
o) transformation d'un composé de formule (IV)

U
4
/lt (1v)

N

% N 8’ #
\— dans laquelle R, R? et R3 sont tels que définis pour la formule (I), par traitement avec un réactif
organométallique suivi d'une hydrolyse, pour former un composé de formule (I), suivi, le cas
40 échéant, 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 difiérent, et éventuellement de la séparation du mélange isomére obtenu en
isomére pur.

4 2. Procédé de préparation d'un composé selon la revendication 1, dans lequel Q représente COR!'.

8. Procédé de préparation d'un composé selon la revendication 2, dans lequel R' représente CHa, C2Hs,
CsHy, C4Hs, CsHi1, un groupe cyclopropyle, méthylcyclopropyle, cyclobutyle, méthylcyclobutyle.

s0 4. Procédé de préparation d'un composé selon la revendication 1, dans lequel Q représente un groupe
phényle, fluorophényle, thiényle ou furanyle.

5. Procédé de préparation d'un composé selon I'une quelconque des revendications 1 & 4, dans lequel R®
représente un groupe alkyle en Cy-Cs.
56
6. Procédé de préparation d'un composé selon I'une quelconque des revendications 1 & 5, dans lequel Z
représente un atome d'hydrogéne.
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10.

11.

12.

13.

14.

15.

commn [NIGMIN

Procédé de préparation d'un composé selon I'une quelconque des revendications 1 & 5, dans lequel Z
représente un atome d'halogéne.

Procédé de préparation d'un éomposé selon la revendication 7, dans lequel Z représente un groupe
fluoro.

Procédé de préparation d'un composé 8-acétyl-2-(dipropylamino)tétraline, de ses énantioméres et de
ses sels physiologiquement acceptables.

Procédé de préparation d'un composé 8-phényl-2-(dipropylamino)tétraline, de ses énantioméres et de
ses sels physiologiquement acceptables.

Procédé de préparation d'un composé 8-(2-furanyl)-2-(dipropylamino)tétraline, de ses énantioméres et
de ses sels physiologiquement acceptables.

Utilisation d'un composé selon I'une quelconque des revendications 1-11 pour fabriquer un médicament
destiné au traitement des troubles du systdme nerveux central, en particulier des troubles ayant pour
médiateur la 5-hydroxytryptamine.

Utilisation selon la revendication 12, pour fabriquer un médicament destiné au traitement de la
dépression, de I'anxiété, de I'hypertension, de I'anorexie, de la démence sénile, de la migraine, de la
maladie d'Alzheimer, comme thermorégulateur et contre les froubles sexuels.

Utilisation selon la revendi'cation 12, pour fabriquer un médicament destiné au traitement de la douleur.

Utilisation selon la revendication 12, pour fabriquer un médicament destiné au traitement de troubles du
systéme cardio-vasculaire.
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