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FI ELD OF THE | NVENTI ON The invention relates to new,
wagdwstingsat ed i ndol - 2- one derivatives and PCT/HU2005/000050

pharmaceutically acceptable acid addition salts

thereof, furthernore to a process for the preparation

of said conpounds. The invention al so enconpasses

phar maceuti cal conpositions containing said new

i ndol - 2-one derivatives and the use of said conpounds

for the treatnent of diseases. Mdire particularly the

present invention is concerned with new indol -2-one

derivatives of the general Fornmula (1), R5 whereinRl

and R2 independently represent hydrogen, hal ogen,

al kyl or al koxy having 1-7 carbon aton(s) or

trifluoronethyl; R3 is hydrogen; - represents

ni t rogen, PRERAZINE D Mgﬁ@@ Ieg) gen,

hal ogen, trifluoronethyl, straight or branched chain

al kyl or al koxy having 1 to 7 carbon aton(s) and R6

denot es

TECHNICAL FIELD OF THE INVENTION

VThe invention relates to new, substituted indol-2-one derivatives
and pharmaceutically acceptable acid addition salts theréof,
furthermore to a process for the preparation of said compounds.
The invention also encompasses 'pharmaceutical compositions
containing said new indol-2-one derivatives and the use of said

compounds for the treatment of diseases.

More particularly the present invention is concerned with new

indol-2-one derivatives of the general Formula (I),

R5

O @

R2

wherein



hydr ogen, hal ogen, al kyl or al koxy having 1 to 7
carbon aton(s), or R4 and R5 together form
webénghessedi oxy; or Qis a CH group and R4 and RSI/HU2005/000050
t oget her form et hyl enedi oxy, and R6 stands for hal ogen
or al koxy having 1 to 7 carbon aton(s), or Qis a CH
group and R4, R5 and R6 independently represent alkyl
or al koxy having 1 to 7 carbon aton(s) or hal ogen; m
is 1, 2, 3 or 4, and.pharmaceutically acceptable acid
addi tion salts thereof. TECHM CAL BACKGROUNDOF THE
I NVENTION U. S. patent No. 4,452,808 discloses
4- am noal kyl indol -2-one derivatives having a

sel ective D2 receptor, activity. .These ¢ oundg can be
used foR t*ﬁ‘é ér@é‘? nt freﬁVﬁéTtt}Q'prE(igSﬂ’. gﬁ%enofaﬁiyﬁé’r
conpoun I-ded g gqg B N1

4-12-( d?iﬁ(ﬁgﬁg%\gﬁggnﬁ%af&%t%ylﬁ?s (3ﬂ)u-%oll¥}6he, is used
for therelid pydeédent r eat ment of Parki nson

di sease. European patent No. 281, 309 provides

i ndol - 2-Qorrepregmis afitroges, ®ir ayd R aindependently represent
aryl pi perazinyl -al kyl substituent in position 5, which
can be Apfoset fadesepnéiflvosemetir: sBrighs gk Recged cham
condi ti %ﬁ(syl o%?ko?(fy having 1 to 7 carbon atom(s) and_R6 denotes
hydrogen, halogen, alkyl or alkoxy having 1 to 7 carbon atom(s),
or R* and R’ together form ethylenedioxy; or

Q is a CH group and R* and R® together form ethylenedioxy, and
R® stands for halogen or alkoxy having 1 to 7 carbon atom(s), or
Q is a CH group and R*, R’ and R® independently represent alkyl
or alkoxy having 1 to 7 carbon atom(s) or halogen;

misl,2,3o0r4,

and pharmaceutically acceptable acid addition salts thereof.

TECHNICAL BACKGROUND OF THE INVENTION

U.S. patent No. 4,452,808 discloses 4-aminoalkyl indol-2-one
derivatives having a selective D, receptor activity. These
compounds can be used for the treatment of hypertension. One of
the compounds provided by said patent, namely 4-[2-(di-N-
propylamino)ethyl]-2(3H)-indolone, is used for the clinical

treatment of Parkinson disease.



t he conmpounds described in said patent, nanely
5-[2-14-(I, 2-

whenzilessshi azol - 3-yl ) - | - pi perazi nyl ] - et hyl ] - 6- ptit/@weeos/000050
3-di hydro- 2H i ndol -2-one, exerts its activity by
interaction with D2, 5-HTi A and 5-HT2 receptors and is
used in the clinical treatnent as an anti psychotic
agent. European patent No. 376,607 discl oses
i ndol - 2-one derivatives substituted in position 3 by
an al kyl pi perazinyl -aryl group, which exert their
activity on 5-HTi A receptor and are useful for the
treatnment of central nervous disorders. In the
i nternational patent application WO 98/008816 i ndol -
one derivatives contai ning a substituted

20 k1 - PIERCEAZh Db SUDSH b, Ay iR BSR4

al kyl - i npo ar e

These CQmﬂg% a?ﬁﬁ?p%ﬁa%n@ﬁﬂﬁ?@ub@t&ﬁérﬁ 1@9&1%“ wﬁi%'hd

patent speCification is Conpletely silent in
ment i onicag banpplivdfpr aloutatibet cfgisyohiotiy cpndifiohe Gafe dfhe
sai d conmpounds, and as a field of application only the

t r eat nmerhe epmgewrdssdisorbednin amup@te}at araangle nix[2okfed ,2rhe
I
? \c,:vgﬁt ?reslb%}lglgot 1]cazct)1e3'ci|;l Ilc-:l?l{)erggﬁ)l/l? thyﬁvée c}ﬁgrrgepg cfﬂ?ydtroh-e
2H-indol-2-one, exerts its activity by interaction with D,, 5-HTa

and 5-HT; receptors and is used in the clinical treatment as an

antipsychotic agent.

European patent No. 376,607 discloses indol-2-one derivatives
substituted in position 3 by an alkylpiperazinyl-aryl group, which
exert their activity on 5-HT;s receptor and are useful for the

treatment of central nervous disorders.

In the international patent application WO 98/008816 indol-2-
one derivatives containing a substituted alkyl-piperazinyl,
substituted alkyl-piperidinyl or alkyl-cyclohexyl group in
position - 3 are discloséd. These compounds possess
psychotrophic activity. Said patént specification is completely
silent in mentioning anything about the activity profile of the said
corﬂpounds, and as a field of application only the treatment of

depression and anxiety are mentioned.



century constitutes a permanent conpul sion of
adapt ati on for humans, which, in adverse cases, may
wo e@d/108364 he occurrence of adaptati on di sorder BCT/HU2005/000050
Adapt ation di sorders constitute an inportant risk
factor in the devel opnment of diseases of nental or
psycho-sonmatic origin, such as anxiolytic syndrone,
stress di sorder, depression, schizophrenia, disorders
of the sense organs, gastrointestinal diseases,
cardi ovascul ar di seases and dj sorders of the secretory
organs. For the treatnent of the above clinica
patterns nost w despreadly pharnaceuticals exerting

o s sr S S o BB D
uspiron, .zi L ed
psychos SFRERE SARLEREY o IRHFRRE QoA f WibRARR R

conpl engphfads Bynithen adwérsé siseatrhanead tohrrsmeeetded s
possessi ng anti hypertensive (acting on O1 or a2

r ecept oradjptativn adisbrderser Atdaptati¢rl disentept oromsatigonmnst )

activity. Anxiolytics of benzodi azepine type are

acconpanmedl;tarﬁ@wé\f@’iqr in the development of diseasés of mental or
psycho-somatic origin, such as anxiolytic syndrome, stress
disorder, depression, schizophrenia, disorders of the sense
organs, gastrointestinal diseases, cardiovascular diseases and

disorders of the secretory 6rgans.

For the treatment of the above clinical patterns most
widespreadly pharmaceuticals exerting their activity on the
benzodiazep_ine system (e.g. diazepam) or on central 5-HT4
receptors (e.g. buspiron, ziprasidon) have been applied. In case of
psychosomatic diseases anxiolytic therapy is often complemented
by the administration of pharmaceuticals possessing
antihypertensive (acting on @; or o, receptors), or antiulcerative

(H;-receptor antagonist) activity.

Anxiolytics of benzodiazepine type are accompanied, however,
by several unpleasant side-effects. They have a strong sedative
activity, cause decline of the power of concentration and memory
and possess muscle relaxant effect. Said side-effects influence

the quality of life of the patients in an adverse manner and thus



by several unpleasant side-effects. They have a strong
sedative activity, cause decline of the power of
wa@omsantssat i on and nenory and possess nuscl e r PCEKaN05/000050
effect. Said side-effects influence the quality of
life of the patients in an adverse manner and
thusrestrict the scope of application of such
pharmaceuticals. Beside the stress occurring during
adaptation to the environnent another great problem of
nmodern society is the rapid ageing of population.
OmMng to the results of nodern nedical science life
expectancy has increased, and the di seases occurring

due to agei.ng or devel oping in the declini.ng years,
partich%¥m?q?%%mH® §P18ﬂgﬁéﬁfﬁﬁnﬁpggﬁ§@gc %5 grown
in | eaps and bounds. The solution of .the treatnent of
Al zhei mer' s di sease, vascul ar denmentias and senile

dement i LS (RCGARE o@cmcgt Alriry Bp@idn AR hiOBSMherRf
t he enunerated processe here is a strong need for

new and aabtherc preat pobkamnaf eistermadosiegnsuhe ngpid ageing of

effective treatnent of these di seases than those _

avai | ablpepilation. Hawiigre threfesyts UMY noydicpHscienggEMF I ON
expectancy has increased, and the diseases occurring due to
ageing or developing in the declining years, particularly the
number of mental diseases has grown in leaps and bounds. The

solution of the treatment of Alzheimer’s disease, vascular

dementias and senile dementia has become a social problem.

As a result of the enumerated processes there is a strong need for
new and efficient pharmaceuticals ensuring a more effective
treatment of these diseases than those available for the time

being.
SUMMARY OF THE INVENTION

The object of the present invention is to develop pharmaceutical
ingredients having more favourable activity profile than those
applied for the time being, which are devoid of the above-
specified drawbacks and undesired side-effects and which, at the
same time, can be used for the treatment and prophylaxis of

disorders of the central nervous and cardiovascular system.



The object of the present invention is to devel op
phar maceuti cal ingredients having nore favourable
w@eiaosaog3y4 profile than those applied for the tPEEHU2005/000050
bei ng, which are devoid of the abovespecified
drawbacks and undesired side-effects and which, at the
sanme time, can be used for the treatnment and
prophyl axi s of disorders of the central nervous and
cardi ovascul ar system The invention is based on the
surprising recognition that the substituted
i ndol -2-one derivatives of the general Formula (1) -
in contrast to the prior art conpounds of simlar
structure - show a considerable binding to both 5-HT7
and a receptors. Accordingly, it can be expected that

thet r apfid GREWGGE Ys Whddt G BRRERAshE TeddeRoMPAb: Ble

bot h cen nervous an scu sorders

DETAI LEQQEéﬁﬁieﬁTﬁ&a}lmeﬁéﬁvh{\%w}@‘geﬁ@rﬁwm @p- an

aspect of the present invention there are provided

novel 3-cubastith Whepriommiotontponnddef simiti stestuwé —tshew a
general Formul a (Ig, wherein Rl and -R2 |ndependently
r epr esergonbiddrablye nbindiagogen botl kyiHlgr and o1 receptors.

Accordingly, it can be expected that their applicability will
encompass the treatment of both central nervous and

cardiovascular disorders.

DETAILED DESCRIPTION OF THE INVENTION

According to an aspect of the present invention there are
provided novel 3-substituted indol-2-on derivatives of the
general Formula (I), wherein

R! and R? independently represent hydrogen, halogen, alkyl or
alkoxy having 1-7 carbon atom(s) or trifluoromethyl,

R? is hydrogen;

Q represents nitrogen,
R* and R’ independently represent hydrogen, halogen,
trifluoromethyl, straight or branched chain alkyl or alkoxy having

1 to 7 carbon atom(s),



al koxy having 1-7 carbon aton(s) or trifluoronethyl,
R3 is hydrogen; Q represents nitrogen, R4 and R5

wo naspessdent | y represent hydrogen, hal ogen, PCT/HU2005/000050
trifluoronmethyl, straight or branched chain al kyl or
al koxy having 1 to 7 carbon aton(s), R6 denotes
hydr ogen, hal ogen, al kyl or al koxy having 1 to 7
carbon aton(s), or R4 and R5 together form
et hyl enedioxy; or Qis a CH group and R4 and R5
toget her form ethyl enedi oxy, and R6 stands for hal ogen
or al koxy having 1 to 7 carbon aton(s), or Qis a CH
group and R4, R5 and R6 independently represent alkyl

or al koxy, having 1. to 7 carbon aton(s) or _hal ogen; m

is 1, 2 R3dgpotes h}éﬁ{ag%é%a%&%uﬁlﬁﬂa% 9‘2‘8’8{:@6}’1&& ktadid

addi tion §9It§m%§ reof. The term,,al kyl" used
Py

throughdﬁ? eCification is intended to nmean

strai ghtR%dh(%tegaﬁ& fohAkMyRALMEAL @ hydrocar bon
groups having 1 to 7, preférably 1 to 4 carbon
aton(s), (e.g. nethyl,

' Qis a CH group and R* and R’ together form ethylenedioxy, and

RS stands for halogen or alkoxy having 1 to 7 carbon atom(s), or

Q is a CH group and R* R’ and R® independently represent alkyl

or alkoxy having 1 to 7 carbon atom(s) or halogen;
misl,2,3o0r4,
and pharmaceutically acceptable acid addition salts thereof.

The term ,,alkyl” used throughout this specification is intended to
mean straight or branched chain saturated hydrocarbon groups
having 1 to 7, preferably 1 to 4 carbon atom(s), (e.g. methyl,
ethyl, 1-propyl, 2-propyl, n-butyl, isobutyl or tert. butyl group

etc.)

The term ,halogen” encompasses the fluorine, chlorine, bromine

and iodine atoms and is preferably chlorine or bromine.



ethyl, 1-propyl, 2-propyl, n-butyl, isobutyl or tert.
butyl group etc.) The term,, hal ogen" enconpasses the
wé besnsse4 chl orine, brom ne and iodi ne at ons BOTVHIU2005/000050
preferably chlorine or brom ne. The | eaving group can
be an al kyl sul fonyl oxy or aryl sul fonyl oxy group, e.g.
met hyl sul f onyl oxy (mesyl oxy) or ptol uenesul f onyl oxy
group; or a hal ogen atom preferably brom ne or
chl orine. The term "pharmaceutically acceptable acid
addition salts" relates to nog-toxic salts of the
conpounds of the general Fornula (I) fornmed with
phar maceutically acceptabl e organic or inorganic
~acids. Inorganic acids suitahle for salt formation are
e.g. hydFhsgéaviBsBEIPSen b vapEy s fBRd AT nes arﬁ{%@ﬁwmya
sulfuric or nitric acie%. lsﬁﬁ' on ani C(r%%é (izlosx :)orm' c,
acetic, %P%%ion?%; nBIe S PUNER ¢, suablﬁﬂc,(Vact?b,
mal i ¢, t@ffeRlduffonfibky %&m A GHaR R atBih, PéfErabBPEtbintne
mandel i c, glycolitc, p ta?|c, benzenesul f oni c,
p-t ol uengshldrizei c, naphthalic or methanesul fonic acids
can be used. Furthernore, carbonates and
hydr ocar bonates are al so consi dered

”

The term “pharmaceutically acceptable acid addition salts
relates to non-toxic salts of the compounds of the general
Formula (I) formed with pharmaceutically acceptable organic or -
inorganic acids. Inorganic acids suitable for salt formation are
e.g. hydrogen chloride, hydrogen bromide, phosphoric, sulfuric
or nitric acid. As organic acids formic, acetic, propionic, maleic,
fumaric, succinic, lactic, malic, tartaric, cifric, ascorbic, malonic,
oxalic, mandelic, glycolic, phtalic, benzenesulfonic, p-toluene-
sulfonic, naphthalic or methanesulfonic acids can b\e used.
Furthermore, carbonates and hydrocarbonates are also considered

as pharmaceutically acceptable salts.

To a preferable group of the compounds of the general Formula
(I) belong the compounds wherein Q is nitrogen;

R! and R? independently represent hydrogen, halogen, alkyl or
alkoxy having 1 to 7 carbon atom(s) or trifluoromethyl,

R? is hydrogen;

R* and R® independently represent hydrogen, halogen,

trifluoromethyl or straight or branched chain alkyl or alkoxy



as pharmaceutically acceptable salts. To a preferable

group of the conpounds of the general Fornmula (I)
whedsngssshe conmpounds wherein Qi s nitrogen; RECEHHW2082/000050

i ndependently represent hydrogen, hal ogen, alkyl or

al koxy having 1 to 7 carbon aton(s) or

trifluoronethyl; R3 is hydrogen; R4 and R5

i ndependent|y represent hydrogen, hal ogen,

trifluoronmethyl or straight or branched chain al kyl or

al koxyhaving 1 to 7 carbon atgn(s), R6 is hydrogen,

hal ogen, al kyl or al koxy having 1 to 7 carbon aton(s),

or R4 and R5 together form ethylenedioxy; mis 1, 2, 3

or 4, a |caII acceptable acid addition
salts tﬂ@Wgﬁg{QE% & referable group of the
conpoun f engn f n
conrpoungii B e}zel%&Rﬁgl gédl [ ndggégk%ent{ g ﬁrgcte&p?esacrebnn

hydr ogemtoligd) agen, al kyl or al koxy having 1 to 7
car bon ato s) or trifluoronethyl,
R* and R® together form ethylenedloxy,

misl,2,30r4;

and pharmaceutically acceptable acid addition salts thereof.

To another preferable group of the compounds of the general
formula (I) belong the compounds wherein

R' and R? independently represent hydrogen, halogen, alkyl or
alkoxy having 1 to 7 carbon atom(s) or trifluoromethyl,

R? is hydrogen;

Q is a CH group and R* and R® together form ethylenedioxy, R®
denotes halogen or alkoxy having 1 to 7 carbon atom(s), or

Q is a CH group and R*, R’ and R® independently represent
halogen or alkyl or alkoxy having 1 to 7 carbon atom(s),
misl,2,3or4,

and pharmaceutically acceptable acid addition salts thereof.

Particularly preferable representatives of the compounds of
general Formula (I) are the following derivatives:
3-{4-[4-(7-chloro-2,3-dihydrobenzo[1,4]dioxin-5-yl)-piperazine-
1-yl]-butyl}-5-fluoro-1,3-dihydro-2 H-indol-2-one,



R3 is hydrogen; Qis a CH group and R4 and R5 together

form et hyl enedi oxy, R6 denotes hal ogen or al koxy
whanisngs3g4t o 7 carbon atonm(s), or Qis a CH gr pOpHaERES/000050

R4, R5 and R6 independently represent hal ogen or al kyl

or al koxy having 1 to 7 carbon aton(s), mis 1, 2, 3

or 4; and pharmaceutically acceptable acid addition

salts thereof. Particularly preferable representatives

of the conpounds of general Formula (1) are the

foll owi ng derivati ves: 10

3-{4-[4-(7-chl oro-2, 3-di hydrobenzo[ |, 4] di oxi n-5-yl) - pi

perazi ne- 1-yl]-butyl}

-5-fluoro-1, 3- di hydr o- 2H i ndol - 2- one, 3-

{4 4- (3l grﬁe?t-ﬁ’amﬂgmﬂ;pmeeéwﬂ -Hg-butyl}-1,3-

1-yl] - buyt Adn:31 04 hydro-2H-i ndol - 2-one, 5-fl uoro-3-

{4-] 4-(?5%@%%%§1f§%%giyf’§e-’pi perazine-l -yl]-butyl} -

1,3- di fsymx&o%bm-pﬁ@l-m&heﬂ@he@nﬂﬂi@eﬁmeqemJbﬁgih}'-y,s-

acceptable acid addition salts thereof. AcCcording to a
further disdsctHahddlRomgy, esent i nvention there is

provi ded a process for the preparati on of the
conmpoun@sd ggam@eutlcally acceptable acid addition salts thereof.

According to a further aspect of the present invention there is
provided a process for the preparation of the compounds of the
general Formula (I) and pharmaceutically acceptable acid

addition salts thereof, which comprises

a./ reacting a compound of the general Formula (IT),
R!
[l (I1)
/F o
R? | _
R3

wherein L is hydroxy, with an arylsulfonyl chloride or a
straight or branched chain alkylsulfonyl chloride having 1
to 7 carbon atom(s), preferably methylsulfonyl chloride, in
the presence of an organic base, and reactihg the thus-
obtained compound of the general Formula (II), wherein L
is aryl- or alkylsulfonyloxy, With a piperazine derivative of

the general Formula (TIT)



general Fornula (1) and pharmaceutically acceptable
acid addition salts thereof, which conprises a./

WO e@stidgsgs a conpound of the general Fornul a (IPgT/HU2005/000050
wherein L is hydroxy, with an aryl sul fonyl chloride or
a straight or branched chain al kyl sul fonyl chloride
having 1 to 7 carbon aton(s), preferably
nmet hyl sul fonyl chloride, in the presence of an organic
base, and reacting the thusobtai ned conmpound of the
general Formula (I1), whereinqL is aryl- or
al kyl sul fonyl oxy, wth a piperazine derivative of the
general Formula (lI1l1)in the presence of an acid
bi ndi ng agent, or b./ rggﬁting a conpound of the
general Formula (V), Rl erein R, R2, R3 are as
stated above, w th g conpound of the general Fornula
(VI'), RS wherein R4,~B57 is as defined above, mis
1, 2, 3 or 4, L is a lieavingreroup, prefera&k%

chl ori ne or bromxe, t
@“ )

HN

in the presence of an acid binding agent, or

b./ reacting a compound of the general Formula (V),

Rl

/PN
R2 |
R3

M

wherein R}, R R? are as stated above, with a compound of
the general Formula (VI),
RS
R4
=
RS
NS
@ Q (vI)

L N
™ (CHy).,

wherein R4, RS, RS is as defined above,mis1,2,30r4, L
is a leaving group, preferably chlorine or bromine, in the

presence of a strong base.



presence of a strong base. The conpounds of the genera
Formula (1), wherein R1-R6, mand Q are as stated
wab@sapssean be prepared by reacting a conpoundrof/HUR@S/000050
general Fornula (I1), wherein RI-R3 and mare as
stated above, L is a |leaving group, preferably
al kyl sul fonyl oxy, nost preferably nethyl sul fonyl oxy,
W th a conmpound of the general Forrmula (I11), wherein
R4-R6 and Q are as stated above, according to nethods
known fromthe literature [Hoyben-Wyl: Mthoden der
organi schen Chem e, Georg Thiene Verlag, Stuttgart,
1992, 4th Edition, vol. El 6d (ed.: D. Klanann); R C
Larock: Conprehensive Organic Transformations, 2.
ki adas, John WIley & Sons, New York, 1999, 789; D. A

Wal sh, ¥ . , - RI_pM
Yanﬁi J.T%Ea& él r%g 0{3}1960;&%%1 Floérggla%%g?hé}%unr Illng t ﬁle

prepar atindn Pfard he |aBPABOUE ah bbeprgsaret dy raktig a
(I'l') the formation of the substituents can he carried
out in opmpmnal of thecgeseriabRoranda (), mdietein ReRicad ik arean
fromthe literature. It is expedient to prepare the
conpound$ Statqdn eab@g%e,Laps a leaving group, preferably alkyl-

sulfonyloxy, most preferably methylsulfonyloxy, with a
compound of the general Formula (III), wherein R*-R® and Q are
as stated above, according to methods known from the literature
[Houben-Weyl: Methoden der organischen Chemie, Georg
Thieme Verlag, Stuttgart, 1992, 4th' Edition, vol. E16d (ed.: D.
Klamann); R. C. Larock: Comprehensive Organic
Transformations, 2. kiadas, John Wiley & Sons, New York,
1999, 789; D. A. Walsh, Y-H. Chen, J. B. Green, J. C. Nolan, J.
M. Yanni J. Med. Chem. 1990, 33, 1823-1827].

During the preparation of the compounds of the general Formula
(I) the formation of the substituents can be carried out in
optional succession according to methods known from the
literature. It is expedient to prepare the compounds of the general

Formula (II) by reacting a compound of the general Formula

avy,

L-(CHy)m-L’ (IVv)



Forrmula (I1) by reacting a conpound of the genera
Formula (I1V), L-(CH2)m L' (IV)wherein L and n are as
wa@ta@saossabove and L' is a | eaving group or a gPOYHURGIAE00050
can be converted into a | eaving group, with a conmpound
of the general Fornmula (V), wherein RL-R4 are as
stated above, which has been prepared according to
nmet hods known fromthe literature [Houben-Wyl:
Met hoden der organi schen Chem e, Georg Thienme Verl ag,
Stuttgart, 1977, 4th Edition,jvol. V/2b; A R
Katritzky, Ch. W Rees: Conprehensive Heterocyclic
Chemi stry, 1th Edition, Perganon, Oxford, 1984, vol.
4. (ed.: C W_Bird, G W H. Cheesenan 98-150 and
339- 366; Whgreim L pag p ats f&.Stqﬁ‘r‘CEﬁ?OVPPB . F%% leaygg groupsor

4815130, ooty o WEZaher @ o) 1 B BHPLBES] S AP0

595- 59 compound e general
wher ei n Rz iRufid 3t0thd) gh6raP Fofthdlh QW) aRMeRsin GER BhgOadE

prepared by reacting a conpound of 'the general Formula

(V), whegtged aBdvd3whick has tetatpeepasdiouesording to methods
known from the literature [Houben-Weyl: Methoden der
organischen Chemie, Georg Thieme Verlag, Stuttgart, 1977, 4™
Edition, vol. V/2b; A. R. Katritzky, Ch. W. Rees:
Comprehensive Heterocyclic Chemistry, 1™ Edition, Pergamon,
Oxford, 1984, vol. 4. (ed.: C. W. Bird, G. W. H. Cheesemah),
98-150 and 339-366; G. M. Karp Org. Prep. Proc. Int. 1993, 25,
481-513; B. Volk, T. Mezei, Gy. Simig Synthesis 2002, 595-

597].

The compounds of the general Formula (I), wherein R'-R® and m
are as stated above, can also be prepared by reacting a compound
of the general Formula (V), wherein R!-R’ are as stated above,
with a compound of the general Formula (VI), wherein R*R® m
and Q are as stated above and L is a leaving group, by methods
‘known from the literature [R. J. Sundberg: The chemistry of
indoles, Academic Press, New York, 1970, vol. VIL; A. R.
Katritzky, Ch. W. Rees: Comprehensive Heterocyclic Chemistry,
1™ Edition, Pergamon, Oxford, 1984, vol. 4. (ed.: C. W. Bird, G.
W. H. Cheeseman), 98-150 and 339-366; G. M. Karp Org. Prep.
Proc. Int. 1993, 25, 481-513; A. S. Kende, J. C. Hodges Synth.



with a conpound of the general Formula (VI), wherein
R4-R6, mand Q are as stated above and L is a | eaving
w@e@3faes3by net hods known fromthe literature [PCT/AIU2005/000050

Sundberg: The chem stry of indoles, Academ c Press,
New York, 1970, vol. VIl.; AL R Katritzky, Ch. W
Rees: Conprehensive Heterocyclic Chem stry, 1th
Edi ti on, Perganon, Oxford, 1984, vol. 4. (ed.: C W
Bird, G W H Cheesenan), 98-150 and 339-366; G M
Karp Org. Prep. Proc. Int. 1993, 25, 481-513; A S
Kende, J. C. Hodges Synth. Commun. 1982, 12, 1-10; W
W W1 kerson, A A Kergaye, S. W Tarn J. Med. Chem

1993, 36, 2899-2907], Th onpounds of the general
For mul a ??W?wmm b ﬁZ’FilI-lgéG,&'- S&aﬁ'dﬂ‘gs%e}*aé’*- HEREG S
above, sp,be prepar LydRg out the
formati gﬁng%ntﬁéfegugéfﬁﬁgggt@/ﬁ%ﬁm di fferent
succession in the last reaction step. In this case a
conmpound of the general Fornmula (1) is used as

st art i ngrisubahpounds wiielie gthepd] | FosmBt (I),UehérsinaRERASm

stated above except the one to be formed, which can be
any one andl@aress statsthaRive, R alR3 be Racpars!l byndarRGng het

Icgtr { ?ggctg%?g]rggggp % Héesglgétgtrl]en?sf RI—P{@ iﬁc’ glk%fetrelntt %Spctegsic?nr i%
the last reaction step. In this case a compound of the general
Formula (I) is used as starting substance wherein all substituents
are as stated above except the one to be formed, which can be
any one selected from R', R%, R®, R*, R® and R® The introduction
and conversion of the substituents are carried out according to
methods known from the literature [Houben-Weyl: Methoden der
-organischen Chemie; Géorg Thieme Verlag, Stuttgart, 1977, 4™
Edition, IV/la-d; V/2b kétet]. During the introduction of the
substituents application or elimination of protecting groups may

become necessary. Such methods are specified in T. W. Greene,

Protective groups in organic synthesis, John Wiley & Sons, 1981.

The compounds of the general Formulae (IIT), (IV), (V) and (VI)
are known from the literature or can be produced by analogous

methods.



met hods known fromthe |iterature [Houben-Wyl:
Met hoden der organi schen Chem e, Georg Thiene Verl ag,
wekastigesed , 1977, 4th Edition, 1V/Ia-d; V/2b KetEHU2005/000050
During the introduction of the substituents
application or elimnation of protecting groups nay
becone necessary. Such nethods are specified in T. W
Greene, Protective groups in organic synthesis, John
Wley & Sons, 1981. The conpounds of the genera
Formulae (111), (1V), (V) an (VI) are known fromthe
literature or can be produce by anal ogous net hods. The
compounds of the general Forrmula (1) can be set free

fromtheir salts or converted into Eharnaceutically
accept abihe @EiReuRdsiPt thergeserpk Borawdadicamy be setnfsechbom

f di
aspect  dpet G Bk Gia Rt ! g iabitacd
Phar eCei 66 < ARESI A AN HARTRILS NS AT BTG,

i ngredi ent a conpound the genera ormu

phar maceutically acceptable acid addition salt thereof
in adm xture with one or nore conventional carrier(s)
or auxi |Apydizgytma (faither aspect of the present invention there are

provided pharmaceutical compositions comprising as active
ingredient a compound of the general Formula (I) or a
pharmaceutically acceptable acid addition salt thereof in
admixture with one or more conventional carrier(s) or auxiliary

agent(s).

The pharmaceutical compositions according to the present
invention contain generally 0,1-95 % by weight, preferably 1-50
% by weight, particularly 5-30 % by weight of the active

ingredient.

The pharmaceutical compositions of the present invention may
be suitable for oral (e.g. powders, tablets, coated tablets,
capsules, microcapsules, pills, solutions, suspensions or
emulsions), parenteral (e.g. injection solutions for intravenous,
intramuscular, subcutaneous or intraperitoneal use), rectal (e.g.
suppositories) transdermal (e.g. plasters) or local (e.g. ointments
or plasters) administration or for the application in form of

implants. The solid, soft or liquid pharmaceutical compositions



The pharmaceutical conpositions according to the
present invention contain generally 0,1-95 % by
wowdghossepr ef erably 1-50 % by wei ght, parti cul peT/yU2603000050
% by wei ght of the active ingredient. The
phar maceuti cal conpositions of the present invention
may be suitable for oral (e.g. powders, tablets,
coated tabl ets, capsules, mcrocapsules, pills,
sol utions, suspensions or enul sions), parenteral (e.g.
injection solutions for intrggenous, intranuscular,
subcut aneous or intraperitoneal use), rectal (e.g.
suppositories) transdernmal (e.g. plasters) or |ocal
(e.g. ointments or_ plasters) admnistration or for the
appl i cafFerding forthe o VenHonamay. bynarodBesdy bys srathags

liquid pharnmaceutical. conpositionsaccor di to the
nvent | RETOBED P BleE BRe R BEaThHR: | onal Ty
applied in the pharmaceutical industry. The solid
phar maceutical conpositions for oral adm nistration
cont ai niThg dolid gharadsntsal abnipbsitigen esradraFadimidi@ration or
pharmaceutical ly acceptable acid addition salts
t her eof comipinengrphé seonipduhds sofothec genérek Fofmutsh (Bs or
| act ose, , gl ucose, starch, _ i :
phgrmaceut?cally acceptable acid addition salts thereof may
comprise fillers or carriers (such as lactose, glucose, starch,
calcium phosphate, micro-crystalline cellulose), binding agents
(such as gelatine, sorbite, polyvinyl pyrrolidone), disintegrants
(such as croscarmelose, Na-carboxymethyl cellulose,
crospovidone), tabletting auxiliary agents (such as magnesium

stearate, talc, polyethylene egcol, silicic acid, silicon dioxide)

and surface-active agents (e.g. sodium lauryl sulfate).

The liquid compositions suitable for oral administration can be
solutions, suspensions or emulsions. Such compositions may
contain suspending agents (e.g. gelatine, carboxymethyl
cellulose), emulsifiers (e.g. sorbitane monooleate, solvents (e.g.
water, oils, glycerol, propylene glycol, ethanol), buffering agents
(e.g. acetate, phosphate, citrate buffers) and preservatives (e.g.

methyl-4-hydroxybenzoate).

Liquid pharmaceutical compositions suitable for parenteral

administration are generally sterile isotonic solutions optionally



w@geosabssdone)

cal ci um phosphate, mcro-crystalline cellul ose),
bi ndi ng agents (such as gel atine, sorbite, polyvinyl

Na- car boxynet hyl cel |l ul ose, crospovi done), tabletting
auxiliary agents (such as magnesium stearate, talc,
pol yet hyl ene glycol, silicic acid, silicon dioxide)
and surface-active agents (e.g. sodiumlauryl
sulfate). The liquid conpositions suitable for ora
adm ni stration can be sol uti gns, suspensions or
emul si ons. Such conpositions may contain suspendi ng
agents (e.g. gelatine, carboxynethyl cellul ose),
emul sifiers, (e.g. sor.bitane nongol eate,. solvents (e.g.
wat er, GPP@INIRG, e Fg‘il'fmb B pe e??iveé‘lt’y EBﬁf‘?m@t GG )a,ng
bufferin 29800 S, (e.g. acetate, phosphate, citrate
buf f er s)p and preéservatives (e.g. methyl-4-hydroxyb
enzoate). Liquid pharmaceutical conpositions suitable
for parenteral adm nistration are generally sterile
i sot oni Soigihatrharesaticy tompeditions@oh@inmngay, active aghgédiéran
to the solvent, buffering agents and preservatives.
Sof t phar ¢amerani cafl the geperel Fommya dbnemp mhagnaesutseallyve
| ngredi %Qécptable acid addition salt thereof, such as suppositories,
contain the active ingredient evenly dispersed in the basic
material of the suppository (e.g. in polyethylene glycol or cocoa

butter).

According to a further aspect of the present invention there is
provided the use of 3-substituted indol-2;0ne derivatives of the
general Formula (I) or a pharmaceutically acceptable acid
addition salt thereof for the preparation of pharmaceutical
compositions suitable for the treatment or prophylaxis of central
nervous disorders or psychosomatic diseases, particularly
generalized anxiety disorders, panic disease, compulsive
disorder, social phobia, agoraphobia, phobias in connection with
specific situations, post-traumatic stress disorders, post-traumatic
memory diéturbances, cognitive disorders, sexual dysfunction of
central nervous system origin, depression, schizophrenia;

gastrointestinal diseases and cardiovascular diseases.

di si ntegrants (such as croscar ne¢DHE®2005/000050



a conpound of the general Fornmula (1) or a
phar maceutically acceptable acid addition salt

W0 b@saad3s4 such as suppositories, contain the aeCTM®2005/000050
i ngredient evenly dispersed in the basic material of
t he suppository (e.g. in polyethylene glycol or cocoa
butter). According to a further aspect of the present
‘invention there is provided the use of 3-substituted
i ndol - 2-one derivatives of the general Fornula (1) or
a pharmaceutical ly acceptabl ggacid addition salt
thereof for the preparation o? phar maceuti ca
conpositions suitable for the treatnment or prophylaxis

of central nervous disorders_ .or psychosonatjc
i seacedbe, RRETRGRURED CoameriPTs I TR WEsBreaeHs,

cases “geRerdreS AR _
Baor apnibAton, SRTEHe” pBaR Sty Aron il T haOBt e

si tuat i QRgrmdeestical (RiHERY.| TheSidtio8 IngHb&OrhtdR ®mixed with
pOSt -traumati c menory I stur bances, cogni tive

di sor depharnserutidallgy sécaptableowsolaf aredignial casieroumd/or
systemorigin, depression, schizophrenia;
gast r oi BuBsdenhzgents addbeBIHHE 18 Rranghl tesgalee form. The

0 seases TS, BIPL ISR oS HROR L MR RGE G ©
be used in the pharmaceutical industry are disclosed in the
literature (Remington’s Pharmaceutical Sciences, Edition 18,

Mack Publishing Co., Easton, USA, 1990).

The pharmaceutical compositions according to the present
invention contain generally a dosage unit. The daily dosage for
human adults can be generally 0,1-1000 mg/kg body weight of a
compound of the general Formula (I) or a pharmaceutically
acceptable acid addition salts thereof. Said daily dose can be
administered in one or more portion(s). The actual daily dose

depends on several factors and is determined by the physician.

According to a further aspect of the present invention there is
provided the use of the compounds of the general Formula (I) or
pharmaceutically acceptable acid addition salts thereof for the
treatment or prophylaxis of disorders of the central nervous
system and psychosomatic disorders including anxiety syndrome,

particularly generalized anxiety disorders, panic disease,



i nvention can be prepared by known nethods of the
phar maceutical industry. The active ingredient is
wa@cdivssesseni t h phar maceuti cal ly acceptabl e sol i BCDHU2005/000050
liquid carriers and/or auxiliary agents and the
m xture is brought to galenic form The carriers and
auxiliary agents together with the nethods which can
be used in the pharmaceutical industry are disclosed
inthe literature (Rem ngton's Pharnmaceutica
Sci ences, Edition 18, Mack Pyplishing Co., Easton,
USA, 1990). The pharmaceuti cal conpositions accordi ng
to the present invention contain generally a dosage

unit. The dajl psage for h n adults can be
gener al [cgmgY 1‘%’?03{?0 Tk P d&%’ garﬁora@ilo‘é‘ac PheB@Rdinof

t he gener - . . ; i eal |

accept ak?logllleg E |8§i ngjatgl {S %’%Cﬁ&g a%ugg%e%%? § @5?r8¥raai I‘?‘Vt'
dose Canrifafe FirBisSdissr@éhs, PosRRBurRkhtid RIch o dfh B s,
The actual daily dose depends on several Tactors and

i s det ercogméde Bigotdess, pixyisl dyishunctiAcefwedirtlhereona sisterher

aspect of the present invention there is provided the
use of tOHEIs dppretRTs sdtizapheenipe neradegrperativmiqlioyed by

mental decline, Alzheimer’s disease, stroke, dementias,

furthermore gastrointestinal diseases and cardiovascular diseases,

particularly hypertension.

The invention is based on the surprising recognition that the 3-
alkyl-indol-2-one derivatives of the general Formula (I) — in
contrast to the prior art compounds of similar structure — show a

considerable binding to both 5-HT-, and o, receptors.

For the determination of 5-HT; receptor affinity human cloned
receptors were used. The o, receptor affinities were determined
from isolated frontal cortex preparation of male Wistar rats
weighing 120-200 g. The protein contents of membrane

preparations were determined by the method of Lowry (1951).

In the course of 5-HT7 and a; receptor binding studies the ligands
were “H-lizergic acid diethylamide (LSD) (1.0 nM) and ’H-
prazosine (0.3 nM). Clozapine (25 uM) and prazosine (1 uM)

were used for the measurement of non-specific bindings. The o,



pharmaceutically acceptable acid addition salts
thereof for the treatnent or prophylaxis of disorders
wobooshesseent ral nervous system and psychosonmat PCT/HU2005/000050
di sorders including anxiety syndrone, particularly
generalized anxi ety disorders, panic
di sease, conpul si ve di sorder, social phobia,
agor aphobi a, phobias in connection with specific
situations, stress disorders, post traumatic stress
di sorders, post-traumatic nmesgry di sturbances,
cognitive disorders, sexual dysfunction of centra
nervous systemorigin, depression, schizophrenia,

neurodegeneratLon_follgmed by nmental decline,
Al zhei mégocgtog RiBdiag steies e JeaTRFH | 4S, a0CoRditige torothe

gastrointestin di seases~and cardj ovas ar, di seagses,
parti culnée?%?ish p%?% ehsTo ngrae?ﬁ%rafsn@%eﬁ%{?roﬁgéé BrigedRon
the sur pibRdiRdL F §OQE AT T@Rsrh N 1pt he (B87); Green%:gass, P

al kyl -i ndol - 2-one derivatives of the general Forhul'a

(1) - i Breort,RasEut 0. Rlatmaol. 315, ari23qoamuynds of
simlar structure - show a considerable binding to
both 5-HT7, and C 1 receptors. For the determ nation

of 5-HT7 _.receptor affi.nity hupan cloned receptors were
used. Ti@”é?ﬁgéPéﬁ?ﬁ?n%ﬁ 'Wﬁﬁﬂggﬁ eg@F@F ihfeyhole
binding and non-specific binding is 50%. The compounds with
an ICsg value smaller than 100 nmol were considered effective in
this test. The results of the experiments are presented in Tables 2

and 3.

Table 1

5-HT; receptor binding

No. of Example ICso
nmole

5. <100

6. <100

8. <100

9. <100

10. <100

11. <100

12. <100




fromisolated frontal cortex preparation of male
Wstar rats weighing 120-200 g. The protein contents
w@boosaed3seane preparati ons were determ ned by tPET/HBRIVGM00050
of Lowy (1951). In the course of 5-HI7 and C receptor
bi ndi ng studies the |igands were 3H1izergic acid
di ethylam de (LSD) (1.0 nM and 3Hprazosine (0.3 nM.
Cl ozapine (25 mVM and prazosine ( 1 mVW were used for
t he measurenment of non-specific bindings. The
ai receptor binding studies were carried out according
to the nmethods of Reader, and G eengrass (Reader,
T.A., Briere, R, Gondin, L.: J . Neural Transm 68,
p. 79 (1987); Geengrass, P., Brenner, R : Eur. J.
Pharmacol . 55, p. 323 (1979) ) . IC50 is the
concentration where the difference between the whole
bi ndi ng and non-specific binding is 50% The conpounds
wth an 1 C50 val ue small er T4we2 100 nnol were
consi dered effective in this test. The results of the
experiments are presente@decaptofdidhidsg 2 and 3. Table 1
5-HT7 receptor bindingTable 2 ,

No. of Example . ICsp
nmole
5. <100
6. <100
8. <100
9. <50
10. <50
11. <50
12. <100

As it can be seen from the data shown in Tables 1 and 2, the
compounds according to the invention considerably bind to the

5-HT7 and o, receptors.

On the basis of the above experiments it can be established that
the compounds according to the invention possess a valuable
therapeutic profile rendering them suitable for the treatment or
prophylaxis of mental and cardiovascular diseases, especially

those specified above.



Q] receptor binding As it can be seen fromthe data
shown in Tables 1 and 2, the conpounds according to
WO b@si1o83ent i on consi derably bind to the 5-HT7 pOTHER005/000050
receptors. On the basis of the above experinments it
can be established that the conpounds according to the
i nventi on possess a val uabl e therapeutic profile
rendering them suitable for the treatnent or
prophyl axi s of mental and cardi ovascul ar di seases,
especially those specified abgve. Further details of
the present invention are provided in the follow ng
exanples without limting the scope of protection to
sai d exanpl es. Preparation of nesyl esters (process
,,A") The appropriate 3-(4-hydroxybutyl)-oxindoles are

j t K the. .
i or at o aifgatlolf, srou® REAP dnighROE, b ARidEd g e
2002, 5%SlloviEng \éxhipleSvithDutMighitild theJscopd 8f pfatiion2803,

18, 3991-3996].: 55 mmol es of
3- (4- hy §Hi8eypples) - oxi ndol e are dissol ved in 150

Preparation of mesyl esters (process ,,A”)

The appropriate 3-(4-hydroxybutyl)-oxindoles are prepared
according to a method known from the li;terature.[B. Volk, T.
Mezei, Gy. Simig Synthesis 2002, 595; B. Volk, Gy. Simig Eur.
J. Org. Chem. 2003, 18, 3991-3996].

55 mmoles of 3-(4-hydroxybutyl)-oxindole are dissolved in 150
ml of THF, 15.2 ml (110 mmoles) of triethyl amine are added to
it, and the solution is cooled in an acetone—dry ice bath to -78 -
°C. While stirring at the same temperature 8.5 ml (110 mmoles)
of mesyl chloride are added dropwise to it and the solution is
allowed to warm to room temperature. It is stirred at room
temperature for 1 hour, the triethyl amine hydrochloride is
filtered off, the filtrate is evaporated, the residue is taken up in
ethyl acetate and extracted several times with 10 % by volume
hydrogen chloride solution until the pH of the aqueous phase has
become acidic. The organic phase is dried over sodium sulfate,
evaporated, the residual oil is crystallized by rubbing it with
diisopropyl ether, stirred in 100 ml of diisopropyl ether, filtered,

washed with hexane and dried. The product is purified by



m of THF, 15.2 m (110 mmol es) of triethyl am ne are
added to it, and the solution is cooled in an
waec@samssedry ice bath to -78 0C. Wil e stirri nBCEHUREVS/000050
same tenperature 8.5 m ( 110 mmol es) of nesyl
chl oride are added dropwise to it and the solution is
allowed to warmto roomtenperature. It is stirred at
roomtenperature for 1 hour, the triethyl am ne
hydrochloride is filtered off, the filtrate is
evaporated, the residue is t%en up in ethyl acetate
and extracted several tinmes wth 10 % by vol une
hydrogen chloride solution until the pH of the aqueous
phase has becone. aci dic. The organic phase is dried
over sodPgmstallizttiane frogy dhfosalved indiatedeafteruthe oieltings
crystalljzed r.ubbi it with diisopropyl ether,
stirred Hohn%fégyerﬁw%%sug?tﬁgcgpr opyl ether, filtered,
washed wi th hexane and dried. The product is purified
byrecrystallization fromthe solvent indicated after
the nelting point of the gi;mg})lsmbst ance. Exanple 1
3- (4- Mesyl oxybutyl)- 1, 3-di hydro-2Hi ndol - 2-one The
title conpountt(4-dgsylepdreyd)-dSedhylirag-mdpl-2oess A
starting :

The title compound is prepared according to process A starting

from 3-(4-hydroxybutyl)-1,3-dihydro-2H-indol-2-one.
M.p.: 84-85 °C (heptane—ethyl acetate).

IR (KBr): 3180, 1705 (C=0) cm™".

'"H-NMR (CDCls, TMS, 400 MHz): 9.33 (1H, s), 7.22 (1H, d, J
=7.1Hz), 7.21 (1H, t, J = 7.0 Hz), 7.03 (1H, t, J = 7.5 Hz), 6.93
(1H, d, J = 7.6 Hz), 4.19 2H, t, J = 6.5 Hz), 3.49 (1H, t, J = 6.0
Hz), 2.97 (3H, s), 2.05-1.98 (2H, m), 1.82-1.72 (2H, m) 1.58-
1.40 (2H, m) ppm.

C-NMR (CDCls, TMS, 101 MHz): 180.5, 141.6, 129.1, 127.9,
123.9, 122.3, 109.9, 69.5, 45.7, 37.2, 29.6, 28.9, 21.6 ppm.



from 3-(4-hydroxybutyl)-I ,3-di hydro-2Hi ndol - 2- one.

M p.: 84-85 C (heptane-ethyl acetate). IR (KBr): 3180,
waZ@5/103+0) cnTl. 1H NVR (CDC 3, TMS, 400 MHz)PCEHE3005/000050

(IH, s), 7.22 (IH, d, J =7.1 Hz), 7.21 (IH, t, J =

7.0 Hz), 7.03 (IH t, J =7.5 Hz), 6.93 (IH, d, J 7.6

Hz), 4.19 (2H, t, J =6.5 Hz), 3.49 (IH X J =6.0

Hz), 2.97 (3H, s), 2.05-1.98 (2H, m, 1.82-1.72 (2H,

m 1.58- 1.40 (2H, m) ppm 13C-NMR (CDC 3, TMs, 101

MHz): 180.5, 141.6, 129.1, 12y, 9, 123.9, 122.3, 109.9,

69.5, 45.7, 37.2, 29.6, 28.9,721.6 ppm Exanple 2

5- Fl uor o- 3- (4- nmesyl oxybutyl ) -1, 3-di hydro-2

H i ndol - 2-one The title conpound is prepared according

to process A starting fronkxample2

5-fl uoro- 3z (4- hydrgxybut yl ) - | . .

,3-di hydr oé'%ﬁw%‘gb@:‘é‘?séf%.ygwa‘.133'i‘68‘-1rfo?éf'éld°1'2-°ne
(hexane-et hyl acetate). IR (KBr): 3169, 1702 (C=0,
1356, 1175 (S@2) cm 1l . 1HNWR (CDA 3, TMS, 500 MHz):

1. 43- 1. Sthe( it cothpouhd/i8prébafsd {c@bidin®) to proeks A Qfart{rgH.
m, 2.99 (3H, s), 3.50 (IH t, J =
from 5-fluoro-3-(4-hydroxybutyl)-1,3-dihydro-2H-indol-2-one.

M.p.: 106-108 °C (hexane—ethyl acetate).
IR (KBr): 3169, 1702 (C=0), 1356, 1175 (SO) cm”".

'H-NMR (CDCl;, T™MS, 500 MHz): 1.43-1.55 (2H, m), 1.73-
1.83 (2H, m), 1.97-2.05 (2H, m), 2.99 (3H, s), 3.50 (1H, t, J =
5.9 Hz), 4.21 (2H, dq, J = 1.4, 6.3 Hz), 6.86 (1H, dd, J = 4.3,
8.4 Hz), 6.93 (1H, dt, J = 2.3, 9.0 Hz), 6.97 (1H, dd, J = 2.0,
7.3 Hz), 9.22 (1H, s) ppm. '

C-NMR (CDCls, TMS, 125.6 MHz): 180.2, 158.9 (d, J = 240.6
Hz), 137.5 (d, J = 1.7 Hz), 130.8 (d, J = 8.5 Hz), 114.3 (d, J =
27.5 Hz), 111.9 (d, J = 24.8 Hz), 110.4 (d, J = 8.1 Hz), 69.4,
46.2,37.3,29.5,28.9,21.5 ppm.

Example 3
6-Fluoro-3-(4-mesyloxybutyl)-1,3-dihydro-2H-indol-2-one

The title compound is prepared according to process A starting
from 6-fluoro-3-(4-hydroxybutyl)-1,3-dihydro-2H-indol-2-one.
M.p.: 106-108 °C (hexane-ethyl acetate).



5.9 Hz), 4.21 (2H, dg, J = 1.4, 6.3 Hz), 6.86 (IH dd,

J =4.3, 8.4 Hz), 6.93 (IH dt, J =2.3, 9.0 Hz), 6.97
Qhads/ek3p4 J = 2.0, 7.3 Hz), 9.22 (IH, s) ppm BRGUZHNRRS/000050
(CDA 3, T™Ms, 125.6 MHz): 180.2, 158.9 (d, J 240.6

Hz), 137.5 (d, J = 1.7 Hz), 130.8 (d, J = 8.5 Hz),

114.3 (d, J = 27.5 Hz), 111.9 (d, J = 24.8 Hz), 110.4

(d, J =8.1 Hz), 69.4, 46.2, 37.3, 29.5, 28.9, 21.5

ppm Exanple 3 6-Fl uoro- 3-(4-nesyl oxybutyl) -

1, 3-di hydro-2Hi ndol -2-one Thg title conpound is
prepared according to process A starting from
6-fl uoro- 3- (4- hydr oxybutyl ) -

1, 3-di hydro- 2Hi ndol -2-one. Mp.: 106-108 C
(hexane-ethyl acetate).lR(KBr): 3161, 1705 (C=0,

1335, 133 81of P03l c, s @mﬁwg@g%w N

MHz): 1.46-1
(2H, q ,J= 8.1 Hz), 299(3H s) 346(IHt,

dd,
595 R 8oy Thuns) s M 5488 el (HZH 15

( H, - ddd 7% 6 1819180 (211 5H &1 0E5) POF3H, s), 3.46 (11,
t,J = 5.9 Hz), 421 (2H, dt, J = 1.5, 6.5 Hz), 6.68 (1H, dd, J =
2.3, 8.8 Hz), 6.72 (1H, dt, J = 2.3, 8.9 Hz), 7.15 (1H, dd, J = 5.4,
8.1 Hz), 9.15 (1H, br s) ppm.

PC-NMR (CDCl;, TMS, 125.6 MHz): 21.6, 28.9, 29.7, 37.3,
45.3,69.5, 98.6 (d, J =27.4 Hz), 108.7 (d, J = 22.5 Hz), 124.5
(d, J = 3.0 Hz), 124.9 (d, J = 9.5 Hz), 142.8 (d, J = 11.8 Hz),
162.6 (d, J = 244.6 Hz), 180.7 ppm.

Example 4
5-Methyl-3-(4-mesyloxybutyl)-1,3-dihydro-2H-indol-2-one

The title compound is prepared according. to process A starting

from 3-(4-hydroxybutyl)-5-methyl-1,3-dihydro-2H-indol-2-one.
M.p.: 89-90 °C (hexane—ethyl acetate).

IR (KBr): 3175, 1710 (C=0), 1351, 1176 (SO,) cm’™".

'"H-NMR (CDCls, TMS, 400 MHz): 9.13 (1H, s), 7.03 (1H, s),
7.01 (1H, dd, J = 7.9, 0.8 Hz), 6.81 (1H, d, J = 7.9 Hz), 4.20



13CG-NWR (CDA 3, TM5, 125.6 MHz): 21.6, 28.9, 29.7,
37.3, 45.3, 69.5, 98.6 (d, J = 27.4 Hz), 108.7 (d, J =

wQ@2005/1b83p4 124.5 (d, J = 3.0 Hz), 124.9 (d, J BCEHD2005/000050

Hz), 142.8 (d, J 11.8 Hz), 162.6 (d, J = 244.6 Hz),
180. 7 ppm Exanple 4 5-Methyl-3 -(4-nesyl oxybutyl) -
1, 3-di hydro-2H i ndol -2-one The title conpound is
prepared according to process A starting from

3- (4- hydr oxybutyl ) - 5- net hyl -

1, 3-di hydr o- 2Hi ndol - 2- one. .. 89-90 0C
(hexane-ethyl acetate). IR (KBr): 3175, 1710 (C=0,
1351, 1176 (SOZ) cm 1. 1H- NVR (CDCI 3, TI\/IS 400 I\/Hz)
9.13 (IH, s) 3 (IH 7.01 é J=17.9,
Hz) 6. G2H( LM d55 Bz, 37459(1@)t Jx @(rhzm 298 (3H- s)62E§3

). 3 A o Y9, S s 25 (3

1.51- 1. 42H( @ippim ppm 13C-NVR (CDCI 3, TMS, 101 Mz):
180. 4, 139.1, 131.7, 129.2, 128 2, 124.7, 109.5, 69.6,
45.8, 37.2, 29.6, 28.9, 21.5, 21.0 ppm Coupling

reacti ons RS ESAS, Y61 RS e £ A3898951 7 B,

128.2,124.7, 109.5, 69.6, 45.8, 37.2, 29.6, 28.9, 21.5, 21.0 ppm.

Coupling reaction of mesyl esters with bases (process ,,B”)

The melt of the secondary amine (12 mmoles) is warmed to 120
°C under slow stirring, and the mesyl compound (12 mmoles)
and sodium carbonate (1.36 g; 12 mmoles) are added to it at the
same temperature. The mixture is allowed to react for 1 hour, the
melt is allowed to cool, ethyl acetate and water are.added to it
and the phases are separated. The organic phase is evaporated,
the residual oil is subjected to chromatography on a short column
using ethyl acetate as eluent. As main products the desired
compounds are obtained.

Processing method 1: If the product purified by column

chromatography gets crystalline upon rubbing with diethyl ether,
it is filtered off and recrystallized from a mixture of hexane and
ethyl acetate. The desired compounds are obtained in form of

white crystals.



The nelt of the secondary am ne (12 nmoles) is warned
to 120 OC under slow stirring, and the nesyl conpound
W@ 1@simoasbes) and sodi um carbonate (1.36 g; 12 PODH®2()05/000050
are added to it at the sane tenperature. The mxture
is allowed to react for 1 hour, the melt is allowed to
cool, ethyl acetate and water are added to it and the
phases are separated. The organi c phase is evaporated,
the residual oil is subjected to chromatography on a
short columm using ethyl acetyate as eluent. As nain
products the desired conpounds are obtai ned.
Processing nethod 1: If the product purified by ﬁolunn
chromat Qgraphy gets crystalline upon rubbing with
di et hyl (i%&ﬁ‘éw&mﬂmﬁf the pasic produgtifipes vetr get cristallined
froma mxture of..hexane .and ethyl. gcetate, e
desir edIH 8%‘8%%%@%“39 é’?gbetﬂ&fl i T 1 a’éﬁ?l&‘rée%%&% ml of
crystal sfdrahe SN AIRLIofnCating dhredifitn L ASHfierd SRUGH
does not gét cry%?alline uponﬁgﬁgegggft?Bﬁ(g? gle_ yl
et her, itd thespatesshitisadhd baldblRtedlanPune{ingiolar tedgivalehght
anmount of floatingrpyechitate is filtered off and’to
t he pur f doragen ehidnide ghgsolvied tie cetlzamrolituted withnil and of
equival %E]ettl)nyl ether 1s dropped under vigorous stirring. The separated
white salt is filtered off, washed with ether and hexane and dried

in a vacuum pistol at room temperature for 3 hours.

Processing method 3: If the basic product does not get crystalline
upon the addition of diethyl ether and does not provide a well-
filterable salt with hydrogen chloride, it is dissolved in 100 ml of
hot ethyl acetate, and a solution of 1 molar equivalent of oxalic
acid dihydrate in 30 ml of hot ethyl acetate is dropped to it within
10 minutes, under stirring. The white oxalate salt gets separated
upon cooling. It is filtered off at room temperature, washed with

ethyl acetate and hexane and dried.

Example 5
3-[4-(4-Pyridin-2-yl-piperazine-1-yl)-butyl]-1,3-dihydro-2 H-

indol-2-one

The title compound is prepared according to process B by

applying processing method 1 starting from 3-(4-mesyloxybutyl)-



of hydrogen chloride dissolved in ether diluted with
50 m of diethyl ether is dropped under vigorous
wWaR0snDs364 The separated white salt is filterepCDiU2005/000050
washed with ether and hexane and dried in a vacuum
pi stol at roomtenperature for 3 hours. Processing
met hod 3: If the basic product does not get
crystalline upon the addition of diethyl ether and
does not provide a wellfilterable salt wi th hydrogen
chloride, it is dissolved in,300 m of hot ethyl
acetate, and a solution of 17nolar equival ent of
oxalic acid dihydrate in 30 mM of hot ethyl acetate is
dropped to it within 10 m nutes, under stirring. The

whi t e oxXal-dthydt H-indol-2-anesad dt@pridipenyltomerasipe. It i s

filtered off _at tenperature, washed with ethyl
acet at e%gﬁ?d ﬁgg&ﬁg%@(agl%%@’ agelalghl e 5
3-[4-(4-Pyridin-2-yl-piperazi ne-

1-yl)-butyl]-1, 3-di hydro-2Hi ndol - 2-one The title
conpoundRi(XBe): 8p89,ad06(CehYi166s5 t@ ' process B by

appl yi ng processing nethod 1 starting from

3- (4- mesyl oxybutyl)-1I, 3-di hydro-2 Hindol - 2-one and

L= (pyri dhiRer (¢RI PEARE! B0 MHZ): 1.59-1.38 (4H, m), 2.05-
1.95 (2H, m), 2.35 (2H, t, J = 7.5 Hz), 2.51 (4H, t, J = 5.1 Hz),
3.47 (1H, t,J = 5.9 Hz), 3.52 (4H, t, J = 5.1 Hz), 6.61 (1H, t, J =
6.1 Hz), 6.62 (1H, d, J = 8.7 Hz), 6.89 (1H, d, J = 7.7 Hz), 7.01
(1H, dt, J = 1.0, 7.5 Hz), 7.20 (1H, t, J = 7.8 Hz), 7.22 (1H, d, J
=17.0 Hz), 7.45 (1H, dt, J = 2.0, 7.9 Hz), 8.18 (1H, ddd, J = 0.8,
2.0, 4.9 Hz) ppm.

BC-NMR (CDCl3, TMS, 101 MHz): 180.6, 159.5, 147.8, 141.7,
137.3, 129.7, 127.8 ,124.0, 122.1, 113.2, 109.7, 107.0, 58.3,
52.9, 46.0, 45.1, 30.2, 26.7, 23.7 ppm.

Analysis for the formula C;;H,6N40 (350.47):
Calculated: C71.97,H 7.48, N 15.99 %.
Found: C70.86,H 7.48, N 15.76 %.



Mp.: 131-132 C (hexane-ethyl acetate). IR (KBr):
3189, 1706 (C=0O, 1665 cm 1H NMR (CDO 3, TMS, 400
wokp1088669- 1. 38 (4H, m, 2.05- 1.95 (2H, m, PCBHUL®S000050

t, J =7.5H), 2.51 (4H, t, J = 5.1 Hz), 3.47 (1H, t,
J =5.9 Hz), 3.52 (4H, t, J = 5.1 Hz), 6.61 (IH t, J
6.1 Hz), 6.62 (IH, d, J =8.7 Hz), 6.89 (IH, d, J =
7.7 Hz), 7.01 (IH, dt, J =1.0, 7.5 Hz), 7.20 (IH t,
J =7.8 H), 7.22 (IH d, J=7OHz) 7.45 (IH dt, J
= 2.0, 7.9 Hz), 8.18 (IH, dddgJ = 0.8, 2.0, 4.9 Hz)

ppm 13C NVR (CDQ 3, TMS. 101 Miz): 180.6, 1595,
147.8, 141.7, 137.3, 129.7, 127.8 ,124.0, 122.1,
113.2, 109.7, 107.0, 58.3,_52.9, 460 45. 1, 30. 2,
26.7, 23.7 ppm Analysis fIyanple 6t or mul & 2 1H26N40

3507\ (AR g s

3-{4-[4-(7- - 1) -pi
porazi ne. 11T Aty LS oo %‘ﬁ‘i‘?ﬁ%‘*&%@a@o%e’ )

nonooxal at e
The title compound is prepared according to process B by
applying processing method 3 starting from 3-(4-mesyloxybutyl)-
1,3-dihydro-2H-indol-2-one and 1-(7-chloro-2,3-dihydrobenzo-
[1,4]dioxin-5-yl)-piperazine.
Mp 236-238 °C.

IR (KBr): 3273, 3013, 1710 (C=0) cm".

"H-NMR (DMSO-ds, TMS, 400 MHz): 1.38-1.22 (2H, m), 1.70-
1.60 (2H, m), 1.95-1.75 (2H, m), 2.95 (2H, t, J = 7.5 Hz), 3.18
(8H, brs), 3.44 (1H, t,J = 6.1 Hz), 4.25 (4H, s), 6.64 (1H, d, J =
2.4 Hz), 6.50 (1H, d, J = 2.4 Hz), 6.84 (1H, d, J = 7.7 Hz), 6.95
(I1H,t,J=175Hz),7.17 (14, t,J = 7.6 Hz), 7.26 (1H, d, J = 7.3
Hz), 8.7 =2H, brs), 10.4 (1H, s) ppm.

C.NMR (DMSO-ds, TMS, 101 MHz): 179.0, 164.7, 144.6,
1429, 141.2, 135.1, 129.7, 127.8, 124.4, 1242, 121.4, 111.4,
110.7, 109.4, 64.2, 64.1, 55.7, 51.2, 47.3, 45.1, 29.6, 23.7, 22.8



The title conpound is prepared according to process B
by applying processing nethod 3 starting from

w@2¢0da0s3sy| oxybutyl )- |, 3-di hydro-2 Hindol - 2- pOEHEREHS/000050

| -(7-chloro-2, 3-di hydr obenzo-
[1,4]dioxin-5-yl)-piperazine. Mp.: 236-238 C. IR
(KBr): 3273, 3013, 1710 (GO ran" 1H NVR (DMSO " 5
TMS, 400 MHz): 1.38-1.22 (2H, m, 1.70- 1.60 (2H, m,
1.95-1.75 (2H, m, 295(2H t, J 7.5 Hz), 3.18 (8H,

br s), 3.44 (IH t, J = gé), 4.25 (4H, s), 6.64
(IH, d,J—24Hz),650(I Y d, J = 2.4 H), 6.84
(IH, d,J:77Hz),695(IH t, J =7.5 H), 7.17
(IH 7.26 7.3 Hz), 8.7

=2H, by @)aIYSfoanﬂ{elfprml@l? C%CIM@:WWOJ 6, '{I\/S,
120, 7 Acklited,  Ss o, 1o P GPe 8, 1 sk

109. 4, Gbudd: 64. 1,C 567, 51HZ.7AT1B86745. 1,N298§5,%.23- 7,

22.8 ppm Anal ysis for the fornmula C26H30C N3O7

(532.00): Calculated: C58.70 H5.68 O 6.66 N 7.90 %

Example 7
5-Fluoro-3 —[4-(4-pyridin-27y1-piperazine- 1-yl)-butyl]-1,3-
dihydro-2H-indol-2-one

The title compound is prepared according to process B/1 starting
from 5-fluoro-3-(4-mesyl-oxybutyl)-1,3-dihydro-2H-indol-2-one
and 1-(pyridin-2-yl)-piperazine.

M.p.: 132-134 °C (hexane—ethyl acetate).

IR (KBr): 3180, 1705 (C=0) cm™.

'H-NMR (CDCls, TMS, 400 MHz): 1.47-1.35 (2H, m), 1.59-
1.52 (2H, m), 2.03-1.95 (2H, m), 2.36 (2H, t, J = 7.6 Hz), 2.52
(4H, t,J = 5.1 Hz), 3.48 (1H, t, J = 5.9 Hz), 3.53 (4H, t, J = 5.0
Hz), 6.64-6.59 (2H, m), 6.81 (1H, dd, J = 4.3, 8.5 Hz), 6.91 (1H,
dt, J = 2.6, 9.2 Hz), 6.97 (1H, dd, J = 2.0, 7.9 Hz), 7.47 (1H, dt,
J = 2.0, 7.1 Hz), 8.18 (1H, ddd, J = 0.9, 2.0 Hz), 9.00 (1H, s)
ppm.



Found: C 58.67 H5.77 O 6.67 N 7.85 % Exanple 7
5-Fl uoro-3-[4-(4-pyridm 2-yl -pi perazine-l-yl)-butyl]-I
WO 2005dd83g4r o- 2H-i ndol - 2- one The titl e conmpoundPCEHEHU2005/000050
prepared according to process B/l starting from
5-fl uoro- 3-(4-nesyl -oxybutyl)-1 ,3-di hydro-2
-indol -2-one and | -(pyridin-2-yl)-piperazine. Mp.:
132- 134 0C (hexane-ethyl acetate). IR (KBr): 3180,
1705 (C=O ran 1H NWR (CDA 3, TMs5, 400 MHz):
1.47-1.35 (2H, m, 1.59- 1. 5%1(2H n, 2.03-1.95 (2H,

rr),236(2Ht,J:76Hz) 2.52 (4H, t, J = 5.1
Hz),348(IHt, :59Hz)353(4HXJ:50
Hz), 6. 2 | J

o) o SRR 6B, s il il e 26703081 48 1 4.0 =
2.0, 7. 7167 0(1 , 2,0,

A dd§3'dz)583 1@70 fg&lﬁJ 88) 11271J(d'?mzlztszbi%%?VR
(cDa 3 113“]5?511401(dl,\/HZ)= 23233 H), P 37(d3E £76451z;,, 13%64,4,
53.0, 58,3, 107.0, (d, 3 H) ) 11271 (d, )
o4 4 1375, 147.9, 1590 (& S =239.9 Hz), 1595, 180’2 phre.

Analysis for the formula C;HysFN4O (368.46):
Calculated: C 68.46 H6.84N 15.21 %.
Found: C68.34 H 7.04 N 14.86 %.

Example 8
6-Fluoro-3-[4-(4-pyridin-2-yl-piperazine-1-yl)-butyl]-1,3-
dihydro-2H-indol-2-one

The title compound is prepared according to process B by
applying processing method 1 starting from 6-fluoro-3-(4-
mesyloxybutyl)-1,3-dihydro-2H-indol-2-one and 1-(pyridin-2-
yl)-piperazine.

M.p.: 136-137 °C (hexane—ethyl acetate).
IR (KBr): 3294, 1726 (C=0), 1689 cm™".
'H-NMR (CDCls, TMS, 400 MHz): 1.43-1.38 (2H, m), 1.67 (2H,

brs), 1.97 (2H, q, J = 7.4 Hz), 2.55 (2H, br s), 2.74 (4H, br s),
3.42 (1H, t, J = 5.9 Hz), 3.68 (4H, br s), 6.73-6.63 (4H, m), 7.13



113.2, 114.1 (d, J = 23.3 Hz), 131.3 (d, J = 7.6 Hz),

137.4, 137.5, 147.9, 159.0 (d, J = 239.9 Hz), 159.5,
wadesaoppm Analysis for the formul a QnH 25FNABTT/HU2005/000050

(368.46): Calculated: C 68.46 H 6.84 N 15.21 % Found:

C68.34 H7.04 N 14.86 % Exanple 8 6-Fluoro-3

-[4-(4-pyridin-2-yl-piperazine- 1-yl)-butyl] -1, 3-

di hydro- 2H i ndol - 2-one The title conmpound is prepared

according to process B by applying processing nethod 1

starting from 6-fl uoro-3-(4-

nmesyl oxybutyl) -1, 3-di hydro-2 %zl-i ndol - 2- one and

| -(pyridin-2- yl)-piperazine. Mp.: 136-137 C

(hexane-et hyl acetate). IR(K’%B{: 3294, 1726}%;,:0%,

1680 cmH, ddH! VR3( SBAH2)37 BNEH. dod Tiad.7 3 Hed 8263

(2H 1, Ho Br-8) . 1.97 (2H, g, J = 7.4 Hz),

2. 55 (2@,‘%&@@’5:9?41 AP ). 3.42 (IH, t, J = 5.9

Hz), 3.68 (4H, br s), 6.73-6.63 (4H, m, 7.13(1H, dd.

)= 5.3,,82 H), 148 (1M du 3 =20 1.8k,

8 20. BCNMR (CDCL, TMS, 101 MHz): 23.3,25.6, 30.1, 44.3, 453,
52.5,57.9, 98.4 (d, J = 27.1 Hz), 107.2, 108.5 (d, J = 22.1 Hz),
1138, 124.7 (d, J = 3.1 Hz), 124.9 (d, J = 9.9 Hz), 137.6, 142.9

(d, J = 12.2 Hz),147.9, 159.0, 162.6 (d, J = 244.5 Hz), 180.4
ppm.

Analysis for the formula C;;HysFN4O (368.46):
Calculated: C 6846  H6.84N 1521 %.
Found: C68.14 H6.83 N 15.03 %.

Example 9
3-{4-[4-(3-Methoxyphenyl)-piperazine-1-yl]-butyl}-1,3-dihydro-

2H-indol-2-one monooxalate

The title compound is prepared according to process B by
applying processing method 3 starting from 3-(4-mesyloxybutyl)-
1,3-dihydro-2H-indol-2-one and 1-(3-metoxyphenyl)-piperazine.
M.p.: 208-211 °C.

IR (KBr): 3160, 2579, 2456, 1707 (C=0) cm™.



8.17 (IH m, 8.97 (IH s) ppm 13C-NWR (CDO 3, TM5,
23

101 MHz): .3, 25.6, 30.1, 44.3, 45.3, 52.5, 57.9,
WO 8004/108364 J 27.1 Hz), 107.2, 108.5 (d, J = 2PCT/HH2005/000050
113.8, 124.7 (d, J = 3.1 Hz), 124.9 (d, J = 9.9 Hz),

137.6, 142.9 (d, J 12.2 Hz), 147.9, 159.0, 162.6 (d,
J = 244.5 Hz), 180.4 ppm Analysis for the fornmula

C2i H25FN4O (368.46): Calculated: C 68.46 H 6.84 N
15.21 % Found: C 68.14 H 6.83 N 15.03 % Exanple 9 3-
{4-[4-(3-Met hoxyphenyl) - pi pergzi ne- 1-yl]-butyl}

-1, 3-di hydro- 2H-indol -2-one nooxal ate The title
compound i s prepared according to process B by

appl yi ng_processing nethod 3 starting from
35 (47 roy1-DRGR (DYISO-ds, B HPMBLzY 186-ha8I2E, miel 8

(kb dehCEael s &880 U5, ccteior, 5N G ok w
6, TM5, @dP0tME)r:1 liz$6:4Y. @1, €2t 104 HA), 953 (3H, s), 3.78
(2H, d, J=13.0 Hz), 10.4 (1H, s), 11.1 (1H, br s) ppm.

BC-NMR (DMSO0-ds, TMS, 101 MHz): 22.7, 23.1, 29.6, 45.0,
45.4, 50.5, 50.6, 55.1, 55.2, 102.1, 105.2, 108.3, 109.2, 121.2,
124.0, 127.6, 129.5, 129.8, 142.7, 150.9, 160.2, 178.7 ppm.

Analysis for the formula C;sH3;N30¢ (469.54):
Calculated: C 63.95 H 6.65 N 8.95 %.
Found: - C63.80 H 6.81 N 8.81 %.

Example 10
3-{4-[4-(7-Chloro-2,3-dihydrobenzo[ 1,4]dioxin-5-yl)-piperazine-
1-yl]-butyl}-5-fluoro-1,3-dihydro-2 H-indol-2-one

The title compound is prepared according to process B by
applying processing method 1 starting from 3-(4-chlorobutyl)-3-
ethyl-5-fluoro-1,3-dihydro-2H-indol-2-one and 1-(7-chloro-2,3-
dihydrobenzo[1,4]dioxin-5-yl)-piperazine.

M.p.: 146-148 °C (hexane—ethyl acetate).

IR (KBr): 2946, 1720 (C=0), 752 cm’".



1.72 (4H, m, 3.09-3.00 (2H, m, 3.16 (2H, t, J = 11.9
Hz), 3.46 (IH t, J =6.1 Hz), 3.47 (2H, t, J = 10.4
woi2005/188368 (3H, s), 3.78 (2H, d, J = 13.0 Hz), PADHA2005/000050
(IH, s), 11.1 (IH, br s) ppm 13C NVR (DVMSO- " 6, TMs5,
101 MHz): 22.7, 23.1, 29.6, 45.0, 45.4, 50.5, 50.6,
55.1, 55.2, 102.1, 105.2, 108.3, 109.2, 121.2, 124.0,
127.6, 129.5, 129.8, 142.7, 150.9, 160.2, 178.7 ppm
Anal ysis for the forrmul a C25H3i N3O6 (469. 54):
Cal cul ated: C 63.95 H 6.65 N§495 % Found: C 63.80 H
6.81 N 8.81 % Exanple 10 3-
{4-[4-(7-Cnl oro- 2 3- dlhydrobenzoﬂ

, 4] di oxi n-5- yl) erazi ne- 1- - but -5-f 1l uoro-
L5 d hydf-NM?«l—(D S, VA b aoda el 43-

Drepar et 3508 O % 9B1 PR AR AR BB} Y JOsNARTEPS) N
et hyl - 5-1 hRo1m; {, J3- dichgy 223 (4Hi Be6l42218ng, ard2.5 Hz),
| -(7-chloro-2, 3 di hydr obenzo

1, 4] di ox$.66 SLI?,IC) Jpi béﬁhi,l ne (1&71 gd; J 1 46- 846HD), 6.99 (1H,
(hexane- gt hyl, GL1 3 8)7 16 (14, dd, J= 1.8, 8.2 Hz), 1034 (1H, s)

3C.NMR (DMSO-ds, TMS, 101 MHz): 23.1, 26.3, 29.5, 45.8 (d,
J =19 Hz), 49.9, 52.8, 52.9, 57.7, 63.9, 64.1, 109.8 (d, J = 8.0
Hz), 110.54, 110.6, 112.0 (d, J = 24.4 Hz), 113.8 (d, J = 22.9
Hz), 124.3, 131.8 (d, J = 8.4 Hz), 135.1, 139.1 (d, J = 1.9 Hz),
142.7, 144.4, 158.0 (d, J = 235.7 Hz), 178.9 ppm.

Analysis for the formula Cy4H,7CIFN30;3 (459.95):

Calculated: C 62.67 H592Cl17.71 N 9.14 %.
Found: C62.26 H5.88 Cl17.53 N 8.93 %.
Example 11

3-{4-[4-(5-Chloro-2-methoxyphenyl)-piperazine-1-yl]-butyl}-
1,3-dihydro-2H-indol-2-one monohydrochloride

The title compound is prepared according to process B by
applying processing method 2 starting from 3-(4-chlorobutyl)-3-
ethyl-1,3-dihydro-2H-indol-2-one and 1-(5-chloro-2-



IR (KBr): 2946, 1720 (C=0), 752 cm 1 .1H NVR (DVBO-J
6, TMB, 400 MHz): 1.34-1.17 (2H, n), 1.43- 1.34 (2H

wWoRsho®e+ 1. 78 (2H, nm), 2.42 (4H, br s), 2.93 PaFHHURLE05/000050
s), 3.48 (IH t, J =5.6 Hz), 4.23 (4H, s), 6.42 (IH,
d J=2.5Hz), 6.56 (IH, d, J =2.4 Hz), 6.79 (IH,
dd, J 4.5, 85 Hz), 6.99 (IH, dt, J =2.7, 9.1 Hz),
7.16 (IH dd, J = 1.8, 8.2 Hz), 10.34 (IH, s) ppm
13CG-NWR (DVBO-J 6, TMS, 101 MHz): 23.1, 26.3, 29.5,
45.8 (d, J = 1.9 Hz), 49.9, 8, 52.9, 57.7, 63.9,

64.1, 109.8 (d, J = 8.0 Hz), 0.54, 110.6, 112.0 (d,
J = 24.4 Hz), 113.8 (d, J = 22.9 Hz), 124.3, 131.8 (d,
J =8.4 Hz), 135.1, 139.1 (d J =1.9 Hz), 142.7,
144. 4. 15@t0@welapny) PPN Hz), 178.9 ppm Anal ysis
for the rrbltjg @84H27CI FN3B (459.95): Calculated: C
62.67 H 3B27P47C71 N 9.14 % Found: C 62.26 H 5. 88
A 7.53 N 8.93 % Exanple 11 3-
{4-[4-(5-Chl oro- 2- met hoxyphenyl ) - pi per azi ne-
1-yl ] - bulR/{BBr): 3583; ti08y@=w)2hti. ndol - 2- one
nonohydr ochl ori de
'H-NMR (DMSO-ds, TMS, 400 MHz): 1.34-1.23 (2H, m), 1.92-
1.70 (4H, m), 3.15-3.00 (6H, m), 3.59-3.40 (5H, m), 3.78 (3H, s),
6.84 (1H, d, /=7.7 Hz), 6.90 (1H, d, J= 2.5 Hz), 6.95 (1H, dt, J
=1.0, 7.4 Hz), 6.98 (1H, d, /= 8.7 Hz), 7.04 (1H, dd, /= 2.5, 8.7
Hz), 7.17 (141, t,J= 7.7 Hz), 7.27 (1H, d, /= 7.2 Hz), 10.4 (1H,

s), 11.06 (1H, br s) ppm.

BC-NMR (DMSO-ds, TMS,101 MHz): 22.7, 23.1, 29.6, 45.0,
46.6, 50.9, 55.2, 55.9, 109.4, 113.4, 118.3, 121.4, 122.7, 124.2,
124.7, 127.8, 129.7, 140.8, 142.9, 150.8, 178.9 ppm.

Analysis for the formula Cy3H,9C1,N30; (450.41):
Calculated: (C61.33 H6.49 Cl115.74 N 9.33 %.
Found: C 59.48 H6.71 Cl15.47 N 8.96 %.



The title conpound is prepared according to process B
by applyi ng processing nethod 2 starti ng from

wa@2¢osAedsbor obutyl ) - 3- et hyl -1, 3-di hydro-2 H i nBOT/HR2@3800050
and |- (5-chl oro-2-net oxyphenyl) pi perazine. Mp.:
91-94 0C. IR (KBr): 2583, 1708 (C—O) cpf 1H NMVR
(DVMBO-~ 6, TMS, 400 MHz): 1.34-1.23 (2H, m, 1.92-
1.70 (44, m, 3.15-3.00 (6H, m, 3.59-3.40 (5H, m,
3.78 (3H, s), 6.84 (IH d, J =7.7 H), 6.90 (IH, d, J

2.5 Hz), 6.95 (IH dt, J = 4.0, 7.4 Hz), 6.98 (IH,

J =8.7 Hz), 7.04 (IH dd, = 2.5 8.7 Hz), 7.17

H t, J =7.7 H), 7.27 (IH d, J =7.2 H), 10.4

H s), 11.06 (IH br s) lgpm 13C- NVR ( DVBSCOWZ6,

TMS. 101 MHz): 22.7, 23.1, mpled? o 46.6, 50.9,

55.2, 55.9,_.109. 4, .118..3

124. 7, 12%‘%‘,101’1’2’9{“ril‘iL %46‘6@0"?[9??%1 ipgﬁ‘zgle'l_zﬁé bé‘%é

Anal ysis for the 9C 41):

Cal cul ated: C 611'2‘%@%@%?%%2%%%%&&%@% Found: C

59.48 H6.71 A 15.47 N 8.96 % Exanple 12

The title compound is prepared according to process B by
applying processing method 3 starting from 3-(4-chlorobutyl)-3-
ethyl-5-fluoro-1,3-dihydro-2H-indol-2-one and  1-(3-metoxy-
phenyl)-piperazine.

M.p.: 211-214 °C.

IR (KBr): 3226, 1708 (C=0) cm’".

'H-NMR (DMSO-ds, TMS, 400 MHz): 1.28-1.15 (2H, m), 1.68-
1.64 (2H, m), 1.94-1.76 (2H, m), 2.9 (2H, t, J = 7.8 Hz), 3.18
(4H, s), 3.37 (44, s), 3.49 (1H, t, J= 5.6 Hz), 3.72 (3H, s), 6.43
(1H, d, J = 8.0 Hz), 6.56 (1H, d, J = 8.1 Hz), 6.51 (1H, s), 6.82
(1H, dd, J = 4.4, 8.3 Hz), 7.20-7.12 (2H, m), 9.2-7.6 (2H, br s),
10.43 (1H, s) ppm.

BC.NMR (DMSO-ds, TMS, 101 MHz): 22.6, 23.6, 29.3, 45.6,
45.9,50.9, 55.1, 55.5, 59.9, 102.2, 105.3, 108.5, 109.9 (d, J= 8.0
Hz), 112.1 (d, J = 24.4 Hz), 114.0 (d, J = 23.3 Hz), 130.0, 131.6
(d, J=8.4 Hz), 139.2 (d, J = 1.5 Hz), 151.3, 158.1 (d, J = 235.7
Hz), 160.5, 164.5, 178.8 ppm.



5- Fl uoro-3- {4-[4-(3-nethoxyphenyl) - pi perazi ne-

1-yl]-butyl} - 1,3-di hydro-2H i ndol -2-one nonooxal at e
wQabestipgske conpound is prepared accordi ng to pPOT/EAT00B/000050

by appl yi ng processing nethod 3 starting from

3-(4-chlorobutyl)-3- ethyl-5-fluoro-1|, 3-di hydro-2

H i ndol - 2-one and | - ( 3- met oxyphenyl ) - pi perazi ne.

Mp.: 211-214 C. IR (KBr): 3226, 1708 (C=O) cm 1

1H NVR (DMBO-J 6, TMS, 400 MHz): 1.28-1.15 (2H m,

1.68- 1.64 (2H m, 1.94-1.76342H m, 2.9 (2H t, J =

7.8 Hz). 3.18 (4H, s). 3.37 (2H, s), 3.49 (I1H, t, J =
56Hz)372(3Hs)643(IHdJ:8OHz)656
IH,dJ—8 H) 82 (IH dd J =
EL 4, 8 Apglysis forhe ﬁormzla(%HaoENaa)@(“z@H%((zH br s),
10. 43 m NVR VB, 101 Mz
22,6, 3 %%3 Qéﬁ% &P@gbés%\%s]l 55. 5, 59)9
102. 2, 19 . 108.65 c1;@9 9 (}@63§N'8§5®/ He) 5 112.1 (d,
3 = 24 4 P8 114570 “3 Hz). 130.0, 131.6



(d, J 8.4 Hz), 139.2 (d, J = 1.5 Hz), 151.3, 158.1
(d, J 235.7 Hz), 160.5, 164.5, 178.8 ppm Anal ysi s

wé evostibssed or mul a C25H30FN30C6 (487.53): Cal cul ap€mHUGN05/000050
61.59 H6.20 N 8.62 % Found: C59.70 H6.33 N 8.35
% What we claimis: 1. 3-al kyl indol-2-one derivatives
of the general Fornmula (1), R5 wherein R and R
i ndependently represent hydrogen, hal ogen, alkyl or
al koxy having 1-7 carbon aton(s) or trifluoronethyl;
R3 is hydrogen; Q represents jgtrogen, R and R
i ndependently represent hydrogen, hal ogen,
trifluoromethyl, straight or branched chain al kyl or
al koxy having 1 to 7 carbon aton(s), and R6 denotes
hydr ogen, hal ogen, al kyl or al koxy having 1 to 7
car bon aﬁgg{%zbhpr.R4 and R5 together form
et hyl ene-'di oXy; gp(lj'i s a CH group and R4 and R5
t oget her form et hyl enedi oxy, and R6 stands for hal ogen
or al koxy having 1 to 7 carbon aton(s), or Qis a CH
group and 3RAkylRadddorGietingiefe B€ tHetdeterb ERITRRENT),al Ky

RS

R4

0 @

R2

wherein

R' and R? independently represent hydrogen, halogen, alkyl or

alkoxy having 1-7 carbon atom(s) or trifluoromethyl;
R’ is hydrogen;

Q represents nitrogen, R* and R’ independently represent
hydrogen, halogen, trifluoromethyl, straight or branched chain
alkyl or alkoxy having 1 to 7 carbon atom(s), and R® denotes
hydrogen, halogen, alkyl or alkoxy having 1 to 7 carbon atom(s),

or R* and R’ together form ethylene-dioxy; or



or al koxy having 1 to 7 carbon aton(s) or hal ogen; m

is 1, 2, 3 or 4, and pharmaceutically acceptable acid
wa@dastivssnd sal ts thereof. 2. 3-al kyl i ndol - 2- onBCT/HU2005/000050

derivatives, wherein Qis nitrogen; Rl and R2

i ndependently represent hydrogen, hal ogen, alkyl or

al koxy having 1-7 carbon aton(s) or trifl uoronethyl;

R3 represents hydrogen; R4 and R5 independently

represent hydrogen, hal ogen, trifluoromethyl, straight

or branched chain alkyl or al¥pxy having 1 to 7 carbon

aton(s), and R6 denotes hydrogen, hal ogen, alkyl

oral koxy having 1 to 7 carbon atom(s), or R4 and R5

toget her form et hyl enedioxy; mis 1, 2, 3 or 4; and

pharnaceutically acceptabl e acid addition salts

RlCana 12 pSEbERR At i rad Re el Rt e
al kyl OrR%tMWop@élbé}ﬂ ot alkoR fhRGR: @'{@%ér)ooﬁ’ﬁtom(s), or

trifluoronethyl;

Qs a CH group and R, R® and R® independently represent alkyl

or alkoxy having 1 to 7 carbon atom(s) or halogen;
misl,2,3or4,

and pharmaceutically acceptable acid addition salts thereof.
2. 3-alkyl indol-2-one derivatives, wherein

Q is nitrogen;

R' and R? independently represent hydrogen, halogen, alkyl or

alkoxy having 1-7 carbon atom(s) or trifluoromethyl,
R? represents hydrogen;
R* and R’ independently . represent hydrogen, halogen,

trifluoromethyl, straight or branched chain alkyl or alkoxy having

1 to 7 carbon atom(s), and R® denotes hydrogen, halogen, alkyl or



R3 is hydrogen; Q represents a CH group and R4 and R5

toget her form et hyl enedi oxy, R6 stands for hal ogen or
wa@bdosmysstavi ng 1 to 7 carbon aton(s), or Q i s BCIZHU2005/000050

group and R4, R5 and R6 i ndependently represent alkyl

havi ng 1-7 carbon aton{(s), al koxy having 1-7 carbon

atonm(s) or halogen; mis 1, 2, 3 or 4; and

pharmaceutically acceptable acid addition salts

thereof. 4. 3-[4-(4-Pyridine-2-yl-piperazi ne-

1-yl)-butyl]-1 , 3-dihydro-2#-44 ndol - 2-one, and

phar maceutical ly acceptable acid addition salts

t hereof. 5.
3-{4-[ 4- | or o- ydrobenzol | , 4] - di oxi n- 5- yI)-
pi |{oer gz. ﬂ’éonghayﬂr}g ﬁﬁ& }F@rboq atgmys) lqgroﬂioarzirlR.E frgsthep forme,

and pharggﬁ |y acceptable acid addition salts
t her eof g&tdlw%@

5- Fl uoro-3-[4-(4-pyridin-2-yl-piperazine-|-yl)-butyl]-
|, 3- dihydro-2Hindol - 2-one, and pharma-ceutically
accept abthes 8,8 adgli ti on salts thereof.

and pharmaceutically acceptable acid addition salts thereof,
3. 3-alkyl indol-2-one derivatives, wherein

R! and R? independently represent hydrogen, halogen, alkyl or

alkoxy having 1-7 carbon atom(s) or trifluoromethyl;
R? is hydrogen;

Q represents a CH group and R* and R’ together form
ethylenedioxy, R® stands for halogen or alkoxy having 1 to 7

carbon atom(s), or

Q is a CH group and R*, R® and R® independently represent alkyl
having 1-7 carbon atom(s), alkoxy having 1-7 carbon atom(s) or

halogen;

mis1,2,3or4;

and pharmaceutically acceptable acid addition salts thereof.



7.

6- Fl uor o- 3-[ 4- (4- pyri di n-2-yl - pi perazi ne-1-yl)-butyl]-
WO 2®@5/1083ky dr o- 2/ / - i ndol - 2- one, and phar na- ceut PCEHIU005/000050

acceptable acid addition salts thereof. 8.

3-{4-[4-(3- Met hoxyphenyl ) - pi perazi ne-1-yl]-butyl}-1I, 3-

di hydro- 2Hi ndol - 2- one, and pharma-ceutically

acceptable acid addition salts thereof. 9.

3-{4-[4-(7-Chl oro- 2, 3-di hydrobenzo[ |, 4] - di oxi n-5-yl ) -

pi perazine- 1l-yl]-butyl} 1

-5-fl uoro-1, 3-di hydr o- 2H i ndol - 2- one, and

pharmaceutically acceptable acid addition salts

t her eof . 10.

3-{4-[4-(5-Chl oro- 2- net hoxyphenyl ) - pi perazi ne-|-yl]-

butyl }-1, 35di Q-2 i.ndol - 2- one,, .an .

phay mcehe P ANV Re g URTEeraig SRR A Ay o2

t her eof ; 9. : : e

5- Fl uor 5?‘%‘311{24‘-"[‘64??% TGSy Pheng TS PP lseacid poditipn sl p,

tyl}- | tBerdofaydro-2 Hindol -2-one, and

pharmaceutically acceptable acid addition salts

thereof. 12. Pharnaceutical conpositions conprising as

[ [ di t of th d f th
Gener al For mil o U EBRe fa o mRra A a0y 11
or a ph %ﬁﬂ@&%& | -%lﬁl-lwfyl} -1,3-dihydro-2H-indol-2-one, and

pharmaceutically acceptable acid addition salts thereof.

6. 5-Fluoro-3-[4-(4-pyridin-2-yl-piperazine-1-yl)-butyl]-1,3-
dihydro-2H-indol-2-one, and pharma-ceutically acceptable acid

addition salts thereof.

7. 6-Fluoro-3-[4-(4-pyridin-2-yl-piperazine-1-yl)-butyl]-1,3-
dihydro-2H-indol-2-one, and pharma-ceutically acceptable acid

addition salts thereof.

8. 3-{4-[4-(3-Methoxyphenyl)-piperazine-1-yl]-butyl}-1,3-
dihydro-2H-indol-2-one, and pharma-ceutically acceptable acid

addition salts thereof.

9. 3-{4-[4-(7-Chloro-2,3-dihydrobenzo[ 1,4]-dioxin-5-yl)-
piperazine-1-yl]-butyl}-5-fluoro-1,3-dihydro-2H-indol-2-one,

and pharmaceutically acceptable acid addition salts thereof.



acceptable acid addition salt thereof in adm xture

Wi th one or nore conventional carrier(s) or auxiliary
wagestisy4 13. A pharnaceuti cal conposition aceoT/diung)s/000050

to claim12 suitable for the treatnment or prophyl axis

of disorders of the central nervous system and

psychosomati ¢ di sorders including anxi ety syndrone,

particul arly generalized anxiety disorders, panic

di sease, conmpul sive di sease, social phobi a,

- agor aphobi a, phobi as connecte@ to specific situations,
stress disorders, post-traumatic stress disorders,
post-traunmatic nmenory disorder, cognitive disorder,
sexual dysfunction of central nervous systemorigin,
depression, schizophreni a, neuro-degeneration foll owed

byment al, decl i ng, g4 ner,s di sease. .stroke, i
denentiégf fur?ﬁéﬁf%%ggmggé?fggﬁﬁggggﬁgfpﬁf§%ﬁgé§ﬂénd
car di ovaseyl ar3-gihs&RSERinddARIoneY! anhy hyRGHL&RLOM
14. A proggis for§the p?éparation of the conpouﬁ sybf
t he genexeadptdbde aeid additidn saisetieeéof. RL - R6, Q and mare

as stated above, which conprises a./ reacting a
conpound of the general Formula (11),

11. 5-Fluoro-3-{4-[4-(3-methoxyphenyl)-piperazine-1-yl]-butyl } -
1,3-dihydro-2H-indol-2-one, and pharmaceutically acceptable

acid addition salts thereof.

12. Pharmaceutical compositions comprising as active ingredient
at least one of the compounds of the general Formula (I)
according to amy of claims 1 to 11 or a pharmaceutically
acceptable acid addition salt thereof in admixture with one or

more conventional carrier(s) or auxiliary agent(s).

13. A pharmaceutical composition according to claim 12 suitable
for the treatment or prophylaxis of disorders of the central
nervous system and psychosomatic disorders including anxiety
syndrome, particularly generalized anxiety disorders, panic
disease, compulsive disease, social phobia, agoraphobia, phobias
connected to specific situations, stress disorders, post-traumatic
stress disorders, post-traumatic memory disorder, cognitive
disorder, sexual dysfunction of central nervous system origin,

depression, schizophrenia, neuro-degeneration followed by



wherein L is hydroxy, with an aryl sul fonyl chloride or
a straight or branched chain al kyl sul fonyl chloride
whansnegsd4 t o 7 carbon aton(s), preferably PCT/HU2005/000050
met hyl sul fonyl chloride, in the presence of an organic
base, and reacting the thusobtai ned conpound of the
general Fornmula (Il), wherein L is aryl or
al kyl sul fonyl oxy, with a pyridine derivative of the
general Fornmula (I11)R5 in the presence of an acid
bi ndi ng agent, or b./ reacting a conpound of the
general Formula (V), R 1 Xwierein R, R, R are as
stated above, with a conpound of the general Formula
(M), mherelp R4 R5, R6 is as defined above, mis 1,
2, 3 or IﬁlenE ﬂ%c 125164 ék\hpwbergrfgi?ﬁse sheke idspieptian forthare

or brom ence.of a . stro
of a 3-alRyl gas teg{l%a?ie&(ﬁ%rslesi/a 1d, ¢ a%(ﬁg‘faﬁ%ﬁ@rerfg?eﬁfes
For mul a ﬁﬂcﬂwﬁﬁeﬁgﬁ&l any of claims 1 to 11 as a
medi canment . A'process for the manufacture of a
pharnaceutlcm
14. A process for the preparation of the compounds of the
general Formula (I), wherein R' — RS, Q and m are as stated

above, which comprises

a./ reacting a compound of the general Formula (II),
R!
ﬂ /I L an
/"o
R? |
R3

wherein L is hydroxy, with anwarylsulfonyl chloride or a
straight or branched chain alkylsulfonyl chloride having 1
to 7 carbon atom(s), preferably methylsulfonyl chloride, in
the presence of an organic base, and reacting the thus-
obtained compound of the general Formula (II), wherein L
is aryl or alkylsulfonyloxy, with a pyridine derivative of

the general Formula (IIT)



conposition suitable for the treatnent or prophyl axis
of central nervous system and psychosomati c di sorders
WO p@baak3ng anxi ety syndrome, particul arly genepel/Hveas/000050
anxi ety disorders, panic disease, conpul sive disorder,
soci al phobi a, agoraphobi a, phobias connected to
specific situations, stress dis-order, post traumatic
stress di sorder, post-traumatic nenory disorder,
cognitive disorders, sexual dysfunction of centra
nervous systemorigin, depresgd on, schizophrenia,
nment al decline caused by cerebral cytolysis,
Al zhei mer' s di sease, stroke, denentias, furthernore
gastro-intestinal disease§ and cardi ovascul ar
di seases, particularly pertensi on, which conprises
adm xi ng at | east ope coppound of the general Formula
(1) according to any ims 1 to 11 or a
pharmaceutical |y acceptablig pei d addition sg&b t her eof
wi th a phar maceuttgal rpfer and optionall t her
auxi liary agenq andNbri fgi ng the mixture to gal enic
form 17. A \gg/ior the treatnment or prophylaxis of
di seases of the ntral nervous system and
psychosomati ¢ di sorders including

in the presence of an acid binding agent, or

b./ reacting a compound of the general Formula (V),

Rl

N
R2 l
R3

wherein RI, RZ, R? are as stated above, with a compound of
the general Formula (VI),
RS
R4
=
R6

N
(\j Q (V1)

L _N
™\ (CH,)..

wherein R4, R5, RS is as defined above,mis 1,2,3 0r4,L

is a leaving group, preferably chlorine or bromine, in the

presence of a strong base.



anxi ety syndrone, particularly generalized anxiety

di s-order, pani ¢ di sease, conpul sive disease, socia
webmbitesssagor aphobi a, phobias in connection w PEI/HU2005/000050

specific situations, stress disorder, post-traunatic

stress disorder, post-traumatic menory di sorder,

cogni tive disorder, sexual dysfunction of centra

nervous systemorigin, depression, schizophrenia,

neurodegeneration fol l owed by mental decline,

Al zheiner's disease, stroke, dementias, furthernore

gastroi ntestinal di seases and cardi ovascul ar di seases,

particul arly hyper-tension, which conprises
adm nistering to a patient in need of such treatnent
an efficient anount of a pharnaceutlcal conposi tion

contai ni g isel 52 ARy lclﬁ -%' bR ISPERS o ]
o Bt €)'° o GEHY ¢

Forrmula (1) or ar rraceu y accepta
or i nor gaGintula¢l) dcésiding 't@&y&ﬁ"clalﬁ@@rt@@i as a medicament.

16. A process for the manufacture of a pharmaceutical
composition suitable for the treatment or prophylaxis of central
nervous system and psychosomatic disorders including anxiety
syndrome, particularly generélized anxiety disorders, panic
disease, compulsive disorder, social phobia, agoraphobia,
phobias connected to specific situations, stress dis-order, post-
traumatic stress disorder, post-traumatic memory disorder,
cognitive disorders, sexual dysfunction of central nervous system
origin, depression, schizophrenia, mental decline caused by
cerebral cytolysis, Alzheimer’s disease, stroke, dementias,
furthermore  gastro-intestinal diseases and cardiovascular
diseases, particularly hypertension, which comprises admixing at
least one compound of the general Formula (I) according to any
of claims 1 to 11 or a pharmaceutically acceptable acid addition
salt thereof with a pharmaceutical carrier and optionally other

auxiliary agent and bringing the mixture to galenic form.

17. A method for the treatment or prophylaxis of diseases of the
central nervous system and psychosomatic disorders including

anxiety syndrome, particularly generalized anxiety dis-order,



WO 2005/108364 PCT/HU2005/000050
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panic disease, compulsive disease, social phobia, agoraphobia,
phobias in connection with specific situations, stress disorder,
post-traumatic stress disorder, post-traumatic memory disorder,
cognitive disorder, sexual dysfunction of central nervous system
origin, depression, schizophrenia, neurodegeneration followed by
mental decline, Alzheimer’s disease, stroke, dementias,
furthermore gastrointestinal diseases and cardiovascular diseases,
particularly hyper-tension, which comprises administering to a
patient in need of such treatment an efficient amount of a
pharmaceutical composition containing at least one compound of
the general Formula (I) or a pharmaceutically acceptable, organic

or inorganic acid addition salt thereof.



