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NI RL (CHOMR4A Qcn OCN RZ I R3 wherein WO
2005/ 108388 PCT/ HU2005/ 000047 2 RI stands for

woyshsaees hal ogen or alkyl having 1 to 7 carb
atonm(s); R2 represents hydrogen or al kyl haviggrfputz%oszyooou

carbon aton(s); R3 denotes hydrogen or al kyl having 1
to 7 carbon aton(s); R represents hydrogen and R5
stands for a group of the general Formula (lI1), R7 R6
6 (Il) Rs wherein R6, R7 and R8 each represents

hydr ogen, hal ogen, trifluoronmethyl or straight or

PYREJrIancheRo}VchIai n al (kfg‘l or al kox havi n7q I to 7 carbon
) 6\1&‘(35 , ATIVES QF fLKYL to(ﬁ A% 57JIT7 RECEPTOR ACTIVE AGENTS

TECHNICAL FIELD OF THE INVENTION

The invention relates to new 3-substituted indol-2-one
derivatives, a process for the preparation thereof, 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 -

3,3-disubstituted indol-2-one derivatives of the general Formula

@,

0 Y

RZ

wherein



et hyl ene-di oxy, or R4 and R5 form together with the
adj acent carbon atons of the tetrahydropyridine ring,

wo%@sr)%kss%r a 5- or 6-nenbered heterocyclic ripgd/gu2005/000047
containing a sulfur as heteroatorn, which my

optionally carry a hal ogen substituent; ms 1,2, 3or4;
and pharmaceutically acceptable acid addition salts

t hereof WD 20051108388 PCT/ HU2005/ 000047 3 TECHNI CAL
BACKGROUND COF THE | NVENTION U. S. patent No. 4,452,808
di scl oses 4-am noal kyl -i ndo} - 2-one derivatives having
a selective D2 receptor actTvity. These conpounds can
be used for the treatnent of hypertension. One of the
conmpounds provided by this patent, nanmely 4-[2-(di-N
pr opy IRinstaralsefoh ity dro@é18 Haldgen ok atiey) hawingdew 7 carbbhe
treatnment of Parkinson's di sease. European patent No.
281,36@”5@3vides i ndol - 2-one derivatives carrying an

e V1 des . . Lon.b whi ch
oo bACERRIN pidin o SIS o PoBBSH Kol 1 ©
condi tR aitoteORgdrofen éhakyl dapagnds 7datboniatae(s);n thi s
patent, namely 5-[2-[4-(l 2- -
benzi Jotmpresesits BydrpgenandiFoestands A9 4 sroun pif thesgansradr o- 1,
3- di hydr 9i1a (),
. .
R6
(I
RS

wherein RS, R’ and R® each represents hydrogen, halogen,
trifluoromethyl or straight or branched chain alkyl or alkoxy
having 1 to 7 carbon atom(s), or RS and R’ together form

ethylene-dioxy, or

R* and R® form, together with the adjacent carbon atoms of the
tetrahydropyridine ring, phenyl or a 5- or 6-membered
heterocyclic ring containing a sulfur as heteroatom, which may
optionally carry a halogen substituent;

mis1,2,3or4;

and pharmaceutically acceptable acid addition salts thereof.



2H i ndol - 2-one, exerts its activity by interaction
wth D2, 5- HTIA and 5-HT2 receptors and is used in

wo Bfshbdsgd cal treatment as an antipsychotic ageftiu2005/000047
Eur opean patent No. 376, 607 discl oses indol-2-one

derivatives substituted in position 3 by an

al kyl pi perazi nyl -aryl group, which exert their
activity on 5-HTI A receptors and are useful for the
treatnment of central nervous disorders. W 2005/ 108388
PCT/ HU2005/ 000047 4 In the,i nternational patent
application WO 98/ 008816 inaoI-Z- one derivatives
contai ning a substituted al kyl pi perazi nyl,
substituted al kyl -pi peridinyl or alkyl-cycl ohexyl
group in position 3 are disclosed. These conpounds
exert anti-psychotic activity. The accel eration of
t echni cal - soct BfHNIEAP PFIHE MMENTIQM: ¢ yr y
constitutes a permanent conpul sion of adaptation for
humans, which, in adverse cases, ny lead to the

occur r Breepasent Nelafhta,Beh disclosesddramingedlyltindalPmone

di sorders constitute an_ . inportant risk factor.in the
devel ofFRAEVES Naviiea o st RoRt afecahor el ThRtR |
Ori gi Neorfipiithdd Ta BY it/ for Ghé W BARRAELL RfgeRSssiol iRy der,
~depression, schizophrenia, gastrointestinal diseases
or of the compounds provided by this patent, namely 4-[2-(di-N-
propylamino)ethyl]-2(3H)-indolone, is used for the treatment of

Parkinson’s disease.

European patent No. 281,309 provides indol-2-one derivatives
carrying an arylpiperazinyl-alkyl substituent in position 5, which
can be applied for the treatment of psychotic conditions. One of
the compounds described in this patent, namely 5-[2-[4-(1,2-
benzisothiazol-3-yl)-1-piperazinyl]-ethyl]-6-chloro-1,3-dihydro- |
2H-indol-2-one, exerts its activity by interaction with D,, 5-
HT,A 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;, receptors and are useful for

the treatment of central nervous disorders.



cardi ovascul ar di seases. Beside the difficulties
during adaptation to the environnent another great
g4pg0f nodem societies is the rapid age

Woggg%’{"aﬁson. OmM ng to the results of nodem neg’i@ggﬁnzoosmooou
science |life expectancy has increased, and the
di seases occurring due to ageing or developing in the
declining years, particularly the nunber of nental
di seases has grown in | eaps and bounds. The sol ution
of the treatnment of Al zheinger's disease, vascul ar
denentias and senile denentia has becone a socia
probl em For the treatnent of the above clinica
patterns nost WD 2005/ 108388 PCT/H U2005/ 000047 5
Wi des [in gbel inteqphtonmh peteni applicatione WO 9§/00881 6 imdvl-2vi ty
on the benzodjazepi ne system (€, g. .di azepan) .or. on
cent r &Me5 IEFYRIVES o ERNIBING (% Sé‘.{’sm@ﬂi ,aggy?plg?rﬁ;lggl-, don)
have : [ -£age .Of t I geases’
anxio??ﬁ%@ﬁgﬁera §p$€n%' N ggﬁ%%%ﬂgﬁt d %§mﬁh§?
adm nipskitiah i3odre discjiied. Ihesttompduhds pRas asts-peghotic
anti hypertensive (acting on the al or a2 receptor), or
ant i ulPE@YI: Hl - r ecept or antagoni st) activity.
Anxi ol yties of benzodi azepi ne type have severa
unpl easant side-effects. They cause decline of the

pover Tok sRBleANRibhadf Rohnical-social development in the XX.

century constitutes a permanent compulsion of adaptation for
humans, which, in adverse cases, my lead to the occurrence of .
adaptation disorders. Adaptation disorders constitute an
important risk factor in the development of diseases of mental or
psycho-somatic origin, such as anxiolytic syndrome, stress
disorder, depression, schizophrenia, gastrointestinal diseases or

cardiovascular diseases.

Beside the difﬁculties' during adaptation to the environment
aﬁother great problem of modern societies is the rapid ageing of
population. Owing to the results of modern medical science life
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.

For the treatment of the above clinical patterns most



and nmenory and possess nuscle relaxant effect. Said
side- effects influence the quality of life of the

w@sdoseedzss i N an adverse nmanner restricting thfcﬁﬁ%%smooou
of application of such pharmaceuticals. The

pharmaceuticals acting on 5-HTI A receptors that have
been so far applied in the therapy are acconpani ed,
however, by several drawbacks and undesired
side-effects. It is a drawback that the anxiolytic
effect can be achieved only @fter a treatnent |asting
for at least 10 - 14 days. Besides, after the initia
adm ni stration an anxi ogeni c effect occurs. As to the
side- effects, the occurrence of sleepiness,

somol endespreadlyt pharmactitichlyc exsating riheihemtiaitheon the
cognitive disor.der gr nausea has often been observed.
WO 200BFFGESEEPRCEY emofsed. dhesRI™) 6t N RRIERl HFHE

| NVENT b L0, (hRE (e ibBsHird, ziafiding BevH bééﬁvfg)ﬁiila&z%id%e% io .

devel op pharnaceutical = 1'ngredi ents whi are
of t heofbpvwhepeuatic ediselsesib amlislytiandheragiesiiy edften
side-effects characteristic, of the active agents

bi ndi n§OTBIeBHPA A e clft ATIRIFEAURRI H, Phermirsudeale
tme, 580l #ARIplnstBRadinE RO, 8F oftBHEB! 8r Of

the centra ervo syst
antiulcer (H;-receptor antagonist) activity. .

Anxiolytics of benzodiazepine type have several unpleasant
side-effects. They 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 restricting the scope of application of such

pharmaceuticals.

The pharmaceuticals acting on 5-HT 4 receptors that have been
so far applied in the therapy are accompanied, however, by
several drawbacks and undesired side-effects. It is a drawback
that the anxiolytic effect can be achieved only after a treatment
lasting for at least 10 — 14 days. Besides, after the initial
administration an anxiogenic effect occurs. As to the side-
effects, the occurrence of sleepiness, somnolence, vertigo,
hallucination, headache, cognitive disorder or nausea has often

been observed.



The invention is based on the surprising recognition
that the 3- al kyl substituted indol-2-one derivatives

wodoos/igsgiener al Formula (1) considerably bi n%éﬂnﬁzdﬁ%oow
receptors and inhibit serotonin uptake. DETAILE

DESCRI PTI ON OF THE | NVENTI ON According to an aspect of
the present invention there are provided novel
3-substituted indol-2-on derivatives of the genera
Formula (1), wherein R stands for hydrogen, hal ogen
or alkyl having 1 to 7 carbgn aton(s); R2 represents
hydr ogen or al kyl having | to 7 carbon aton(s); R3
denot es hydrogen or alkyl having 1 to 7 carbon
aton(s); R4 represents hydrogen and RS stands for a
group of the gener 8VMMABK QEITHE (NWENTIOND 2005/ 108388
PCT/ 11U2005/ 000047 7 R7 R6 6 can R8 wherein R6, R7
and R8 each represents hydrogen, hal ogen,

triflugnouhbyds thE pRb&Riisehtioy istb ¥R6A6H phlidialedicky! of

al koxy
ingredients which are devoid of the above-specified drawbacks

and undesired side-effects characteristic of the active agents
binding to 5-HT;a receptors and which, at the same time, can be

used for the treatment of disorders of the central nervous system.

The invention is based on the surprising recognition that the 3-
alkyl substituted indol-2-one derivatives of the general Formula
(D) considerably bind to 5-HT; receptors and inhibit serotonin

uptake.
DETAILED DESCRIPTION OF THE INVENTION -

According to an aspéct of the present invention there are

provided novel 3-substituted indol-2-on derivatives of the

general Formula (I), wherein

R! stands for hydrogen, halogen or alkyl having 1 to 7 carbon

atom(s);

R? represents hydrogen or alkyl having 1 to 7 carbon atom(s);

R? denotes hydrogen or alkyl having 1 to 7 carbon atom(s);

R* represents hydrogen and R? stands for a group of the general
. Formula (IT),



having | to 7 carbon atonm(s), or R6 and R7 together
forman ethyl ene-dioxy group, or Rand RS form

w0 295id8ss Wi th the adjacent carbon atoms of thger/mu2005/000047
tetrahydropyridine ring, phenyl or a 5- or 6-neégered
heterocyclic ring containing a sulfur as heteroatom
which may optionally carry a hal ogen substituent;
m sl, 2,3or4; and pharnaceutically acceptable acid
addition salts thereof. The term, al kyl" used
t hroughout this specificatiQn IS intended to nean
strai ght or branched chain,  saturated al kyl groups
having | to 7, preferably 1 to 4 carbon aton(s), (e.g.
methyl, ethyl, 1-propyl, 2-propyl, n-butyl, isobutyl
or tert. butyl grour’ etc.) WO 2005/108388
PCT/ HUJ2005/ 000047 B The term "hal ogen" enconpasses
all the four ﬁélooe*\gtons, such as fluorine,
chl orine, iodine[g h)r om ne, and prefe ﬁply st ands
for chlorine or | ype. The term "l eaw! g group”
relates to an al kyPSw,konyl oxy or aryl sul f onyl oxy
group, such as met hyl Sul fonyl oxy, or p-
t ol uenesul f onyl oxy group; or a hal ogen atom

preferably o g
wherein R°, R’ and R® each represents hydrogen, halogen,

trifluoromethyl or straight or branched chain alkyl or alkoxy
having 1 to 7 carbon atom(s), or R® and R’ together form an

ethylene-dioxy group, or

R* and R® form, together with the adjacent carbon atoms of the
tetrahydropyridine ring, phenyl or a 5- or 6-membered
heterocyclic ring containing a sulfur as heteroatom, which may

optionally carry a halogen substituent;
misl, 2, 3 or4;
and pharmaceutically acceptable acid addition salts thereof.

The term ,,alkyl” used throughout this specification is intended
. to mean straight or branched chain, saturated alkyl 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.)



brom ne or chlorine. The term "pharnmaceutically
acceptable acid addition salts" relates to non-toxic

woht/sosads t he conpounds of the general For mul @edlii2005/000047
formed with pharmaceutically acceptabl e organic or

I norgani c acids. Inorganic acids suitable for salt
formation are e.g. hydrogen chloride, hydrogen

brom de, phosphoric, sulfuric or nitric acid. As
organic acids formc, acetic, propionic, maleic,
fumaric, succinic, lactic, galic, tartaric, citric,
ascorbic, malonic, oxalic, mandelic, glycolic,
phtalic, benzenesul fonic, p-toluene- sulfonic,
napht hal i ¢ or nethanesul fonic acids can be used.

Furt hernore, carbonates and hydro-carbonates are also

consi dgyed as arngceuti cal | ept abl e salts.

5005/ 18RS BP0 OB b Ui GO hARET A,
furtheg, éﬁ%eﬁﬁorﬁfe, CheriRE, GO&RE and \Hrthid! a.\%)@?ﬁ&efaﬁly
provi ded a process for the preparation o e
conpoustaislsdbr clijerines ad brbmimeul a (1) and pharnmaceutical |y

acceptable acid addition salts thereof, which
~conprises (a) reacting a conmpound of the general

For mul g, ki) ’,,Ieaaing( %})” ‘rklates to an alkylsulfonyloxy or

-arylsulfonyloxy group, such as methylsulfonyloxy, or p-
toluenesulfonyloxy group; or a halogen atom, preferably

bromine or chlorine.

The term “pharmaceuiicailly 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 suitabie 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, fartaric, citric, ascorbic, malonic,
oxalic, mandelic, glycolic, phtalic, benzenesulfonic, p-toluene-
sulfonic, naphthalic or methanesulfonic acids can be used.
Furthermore, carbonates and hydro-carbonates are also

considered as pharmaceutically acceptable salts.



[11) NNOR2I R3 wherein L stands for hydroxy, R,
R2, R3 and mare as stated above, with an aryl sul fonyl

' or wwth a straight or bran ched chgimés000047
W"%%ﬂ"gu fonyl chloride in the presence of an organic

base, and reacting the thus- obtained conpound of the
general Formula (I11), wherein L represents aryl or
al kyl sul fonyl oxy, with a pyridine derivative of the
general Fornmula (I1V, R6 (M HN R5 wherein R5 and R6
are as stated above, in the, presence of an acid

bi ndi ng agent, or W) 20051108388 PCT/ HU2005/ 000047 10
(b) reacting a conmpound of the general Fornula (V),

R

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

addition salts thereof, which comprises

(a) reacting a compound of the general Formula (III),
R!
[\ X (CH)—L
|, ] [ ) )
/0
R? |
R3

wherein L stands for hydroxy, RY R% R® and m are as
stated above, with an arylsulfonyl chloride or with a
straight or branched chain C. alkylsulfonyl chloride in
the presence of an organic base, and reacting the thus-
obtained compound of the general Formula (III), wherein
L represents aryl or alkylsulfonyloxy, with a pyridine -

derivative of the general Formula (IV,
RS
| av)
HN
RS

wherein R® and RS are as stated above, in the presence of

an acid binding agent, or



17 (V) 21 OR3 wherein R, R2 and R3 are as stated
above, with a conpound of the general Formula (VIl),

Wo%oégl\ﬂgls); LI ~(CHZ) m Na R5 wherein R5, R6 andp@rﬂiﬁ?z{)&%ooon
e

sta above, in the presence of a strong base.
desired, the conmpound of the general Formula (1),
wherein R2 stands for hydrogen obtained according to
any of the above variants is halogenated or the free
base is liberated fromthe salt thereof or converted
into a pharma-ceutically aggeptable acid addition
salt thereof. WO 2005/1083 PCT/ f 1 U2005/ 000047 11
The conpounds of the general Fornula (1), wherein

R -R5 and mare as stated above, can be prepared by
reacting a conpound of the general Fornula (1I1),

wherein R -R3 and mare as stated
(b) reacting a compound of the general Formula (V),

R!
/- :/ :N: So
-R2 |
R3

wherein R', R?> and R® are as stated above, with a

compound of the general Formula (VIL),

R6
L\(CHz)m/ RS

wherein R’, R and m are as stated above, in the presence

of a strong base.

If desired, the compound of the general Formula (I), wherein R?
stands for hydrogen obtained according to any of the above
variants is halogenated or the free base is liberated from the salt
thereof or converted into a pharma-ceutically acceptable acid

addition salt thereof.



above and L is a |leaving group, with a conpound of the
general Formula (1V), wherein R4-R5 are as stated

w0y fossddy Nethods known fromthe |iterature per/ru2005/000047
[ Houben- Wyl : Met hoden der orgam schen Chem e, Georg

Thieme Verlag, Stuttgart, 1992, 4°' Edition, vol.
E16d (ed.: D. Klamann); R C. Larock: Corrprehensive
Organic Transformations, 2. ed., John Wley & Sons,
New York, 1999, 789; D. A V\&Ish Y-H Chen, J. B.
Geen, J. C Nolan, J. M nni J. Med. Chem 1990,
33, 1823- 1827]. Duri ng the ‘preparation of the
compounds of the general Forrmula (111) the fornmation
of the substituents can be carried out in optional
succ es’B’deommpmmdsi jofithet genemat Fonsulk (DywvhereREARE and
literature. i.s_expedient to prepare the conpounds

of then a@"eﬁ%?"%ed F’B?Yﬁa [°8n P prepagsd byrsestinge eprarawp8und
of t hg:ﬂ.ﬁ@g&?éraldﬂ; ﬁ\ﬂf \Qherelx\@{e rl?' e{hd m%‘?g ap sta’tr 8 as

state e an eavi ng ‘group or a

t hat ca@avbmagnyané@dmgl g&bﬁp avitheaver mﬂrdrlme
conpound of the general B\})r mula (Vi § rL' (VI)
VO 20G5rmoBsdy) P@m Rb @m)emtateﬂzahmarby mettodRa ar e

as st Elm%gvnath@om’ the lﬁera & ﬁﬁuﬁa%@e"y’i‘: eI\Siethoden der
organischen Chemie, Georg Thieme Verlag, Stuttgart, 1992, 4®
Edition, vol. El16d (ed: D. Klamann); R. C. Larock:
Comprehensive Organic Transformations, 2. ed., 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
(IIT) 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 (V) — wherein L and n are as stated above and L’ is a
leaving group or a group that can be converted into a leaving

group — with a compound of the general Formula (VI),

L-(CHp)mL’ (VD



according to nmethods known fromthe literature
[ Houben- Weyl :  Met hoden der organi schen Chem e, Georg

' erlag, Stuttgart, 1977, 0 Edition, pelmdoedooos7
Wo;gms(é%%gtritzky, Ch. W Rees: Conprehensive

Het erocyclic Chem stry, 1lth Edition, Perganon,

Oxford, 1984, vol. 4. (ed.: C W Bird, G W H
Cheeseman), 98-150 and 339-366; G M Karp Og. Prep.
Proc. Int. 1993, 25, 481-513; B. Volk, T. Mezei, Gy.
Simg Synthesis 2002, 595:597]. The conpounds of the
general Fornmula (1), v\,herefl R -R5 and mare as

st at ed above, can al so be prepared by reacting a
conpound of the general Formula (V), wherein R -R3 are
as s twhiessin ddaR‘earevast ktatad cabopeuwhichfhas Heeen qurepaatd
Formula (VI1) wherein R4-R5 and mare_as stated

abov e 286riding te methods knewn figyths literpture tHeibeniMevth f r om

the |i , - j st i
' ndol MG Ser Sreatiscl GIERGe, GLOR TARME fehaly |
A R Skaigait! 7997, 48MEdiN¥én, ROESV/260APRE RRASENE Ch. W.

Het erocyclic Chemistry, 1 h Edition, Per ganon, Oxf ord,
1984, Regss| Comprehensive Getgyocprlicd, Chemistry, HI ™ CEdigoaman) |

98- 15Q and 339- .366; Pr.ep. P I nt.
1993, giﬁmﬂg’l-%%‘{%,g’ A?&.V%'@ﬁ{?@f %gwc.élﬁgo%e&‘?%%t h.
Comm@heés%&%% b8.15b-2h8:339368V G. M. kdﬁgs P8 Prip. Proc.
Ker gaye, S. Tarn J. Med. Chem 1993, 36,

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 (VII),
wherein R*-R® and m 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. Commun. 1982, 12, 1-10; W. W.
Wilkerson, A. A. Kergaye, S. W. Tam J. Med. Chem. 1993, 36,
2899-2907].



2899-2907]. WD 2005/108388 PCT/ HU2005/ 000047 13 The
conpounds of the general Formula (1), wherein R-R5

woXbks/{vg3dr € as stated above, can also be pr epq;cquﬂms,ooom—,
carrying out the formation of the substituents R -
in different succession in the |ast reaction step. In
this case a conpound of the general Formula (1) is
used as starting substance wherein all substituents
are as stated above except the one to be fornmed, which
can be any one selected frgmR, R, R3, R4, R5, RG,
R and Rs' The introducti& and conversion of the
substituents are carried out according to nethods
known fromthe literature [Houben-Wyl: Methoden der
or gani schen Chem e, Gborg Thiene Vérlag, Stuttgart,
1977, 4s' Edition, |V/la-d; vol dy During the

! nt 1 odtReGoBPOBRIS Hhe geeral FRERY p}.’fp?’@}i’c R5R gndn

" bcos it 20Nt aBARL S1 5%94"”%&2 IBY ARGRIE oy the
Gr eendprititivhesfithe subgtitaems Ri' R 3dn gifferent saydekdies irstheJohn

Wley & Sons, 1981. The conpounds of the general
For rullast (Tepctioph &tepi An fhis_ ¢ase o gompornd ofsthet aqnstal

above, 1

2bove AR ube L AR BRI P e

successt afistatedtdbOve except the one to be formed, which can be
any one selected from R', R% R R*, R®, RS 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, Georg Thieme Verlag,
Stuttgart, 1977, 4™ Edition, IV/1a-d; vol. V/2b]. 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 Formula (I), wherein R!-R® and n
are as stated above, can also be prepared by carrying out the
formation of the substituents R'-R® in different succession in the
last reaction step. In this case as starting substance a compound
of the genefal Formula (I) is applied 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’ R® R’ or R®. The



| ast reaction step. In this case as starting substance
a conpound of the general Fornmula (1) is applied

wovgﬁ&r/ﬁ,'h& all substituents are as stated abovegxeeRhs000047
the one to be forned, which can be any one selected

fromR, R, R3, R R5 R6, R7 or Rs. The WO
20051108388 PCTI HU20051000047 14 introduction or
conversion of the substituents can be carried out by
nmet hods anal ogous to those known fromthe literature
[ Houben- Weyl : Met hoden der 8rganischen Chem e, Ceorg
Thi eme Verlag, Stuttgart, i 77, 4a' Edition, IV/la-d,
vol. V/2b]. During the introduction of substituents
the application and renoval of protecting groups nay

be neg¢gssiation StdhvefsRaTIRS subdtitieneeah be drried olit W
G eene, Protective groups in organic synthesis, John
W | ey bg. mstheds 1a@logorhdo cbaf kngynofroph dheydijeratire

For nul.ge (| I nd VI L) are kno fromthe
Iiter&ﬁﬂwgmgw%ggx%%%&%%%d%%e&r ymcdﬁéloé%ﬂgwggPﬁ%ds:
Accor dihiéind Vedad, Sidtharn, eerea? Baftionhevaees obL vi/gyent i on
there are provided pharmaceutical conpositions
conpr Dsiring the idraduetion of realistidnents the rapolications anhe
general Fo la. (1) or a pharmaceutically acceptable
2ol d 367 YAl Ghpaufctie tap s iy be Recessaty: Suck processE

are specified in T. W. Greene, Protective groups in organic

synthesis, John Wiley & Sons, 1981.

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

analogous methods.

According to a further 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.



adm xture wth one or nore conventional carrier(s) or

auxiliary agent(s) The pharmaceutical conpositions
woHe69iddbgag to the present invention contain geheE&ob¥000047

0,1-95 % by weight, preferably 1-50 % by wei ght,

particularly 5-30 % by weight of the active

i ngredient. WO 2005/108388 PCT/ HU2005/ 000047 15 The

phar maceuti cal conpositions of the present invention

may be suitable for oral (e.g. powders, tablets,

coated tablets, capsules, %n crocapsules, pills,

sol utions, suspensions or | sions), parenteral

(e.g. injection solutions for intravenous,

i ntramuscul ar, subcutaneous or intraperitoneal use),

rectal (e.dg. suppositori es) transdernal (e.g.

pl asters)_ or local (e. oi ntnments or plasters)

admi nil 8¢ PRAMASeRtical SPmP‘Pﬁé“%?J @Ifi the presenti ipvention maf

i mpl agy s q har [ caI

con‘pog%tl gg@ga?%orgm ge% p&%ér% nv{éll(le)getmloo‘srfgll E%Fe%bel

produegsuley, Meirbegsulennpany i eslatidns, aaﬁ)slpbﬁﬁoxhdﬂ éhe

pharmaceutical industry. The solid pharnmaceuti cal

conposmtxlsmg),maren@errdl (eegdl mmtgmrmlutms fenmtuwmwg, t he

conpound ener a

oy iRt SusEREss ool Gt Be e (g8
ther egqfppBBiYories) 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 according to the invention may be produced by
methods conventionally applied in the pharmaceutical industry.
The solid pharmaceutical compositions for oral administration
containing the compounds of the general Formula (I) or
pharmaceutically acceptable acid addition salts thereof may
comprise fillers or carriers (such as lactose, glucose, starch,
potassium phosphate, micro-crystalline cellulose), binding
agents (such as gelatine, sorbite, polyvinyl pyrrolidone),
" disintegrants (such as croscarmelose, Na-carboxy-methyl
cellulose, crospovidone), tabletting auxiliary agents (such as
magnesium stearate, talc, polyethylene glycol, silicic acid,
silicon dioxide) and surface-active agents (e.g. sodium lauryl

sulfate).



conprise fillers or carriers (such as | actose,

gl ucose, starch, potassium phosphate,

wo%fsr/{bkfs%ym all'ine cellulose), binding agent$ceapeidosdooos7
gel'atine, sorbite, polyvinyl pyrrolidone),

di sintegrants (such as croscarnel ose,

Na- car boxy-net hyl cel |l ul ose, crospovi done),
tabletting auxiliary agents (such as magnhesi um
stearate, talc, polyethylene glycol, silicic acid,
silicon dioxide) and surface-active agents (e.qg.
sodium |l auryl sulfate). 2005/ 108388

PCTI HU2005/ 000047 16 The liquid conpositions suitable
for oral adm nistration can be solutions, suspensions
or enuihgilusd cSHpdsittasRoiBitlé fitSorabyimiaiitaib can be
suspendi ng agents (e.g. gelatine, carboxynethyl

cel | ulselEpns, cspspensione 05 quanlgjonss ovusht earepasiings | maY e,

o0 veRbight st sl o £, KERURL , QRIS

phospRatfese), drhdbiBieRUE e Estbitile MoRSAEMNAbMRSLs (£8: 9-
net hyl - 4- hyd’r oxybenzoate). Liquid pharnmaceutica

conposiatérpralss iglycedle propylener ghcotl,akethanel)i bffering i on
are generally sterile isotonic, solyutions optionally
cont aPRHy o4l PROWEE CHAHHIRRIOr WEFTE Ry
agent g OrmetRYES By HBkYDERSoate).

Liquid pharmaceutical compositions suitable for parenteral
administration are generally sterile isotonic solutions optionally
containing, in addition to the solvent, buffering agents or

preservatives.

Soft pharmaceutical compositions containing as active
ingredient a compound of the general Formula (I) or a
pharmaceutically acceptable 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).

The pharmaceutical compositions according to the present
invention can be prepared by known methods of the
pharmaceutical industry. The active ingredient is admixed with

pharma-ceutically acceptable solid or liquid carriers and/or



Soft pharmaceuti cal conpositions containing as active
i ngredi ent a conpound of the general Fornula (I) or a

wobRbsyfsssgut i cal |y acceptabl e acid addition salplormy2005/000047
thereof, such as suppositories, contain the active

i ngredient evenly dispersed in the basic material of
the suppository (e.g. in polyethylene glycol or cocoa
butter). The pharmaceutical conpositions according to
the present invention can be prepared by known

met hods of the pharnaceutﬁgal i ndustry. The active
ingredient is adm xed with "pharma-ceutically
acceptable solid or liquid carriers and/ or WO

2005/ 108388 PCT/ HU20051000047 17 auxiliary agents and
t he maxxilingy dgentsrand ghd mixduigdb broughtf torgaienidhf@rmc@he i er s
and auxi]iary agents together w th the nethods which
can bé&asedaith 2pHEaymgeREdegrtheralith terisethpds ghich

di scl [ l.j - e ' oR' .

phar moas ot ed o Rkl WRPG dsdosed fpthe i ng
Co., Heghtare (REANngIRH Pharhiteeitival Saisavés, GRlition 18,
conpositions according to the present invention

cont aMirckdivbiishing Cq., Festand¥ti 1990¥he daily dosage for
human adults can be generally 0, 1-1000 ng/ kg body

wei ght of a conpound of the general Fornmula (1) or a
phar mateuphsmateutical 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 there-of. 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 central nervous disordérs,'
particularly depression, anxiety,' compulsive disorder, panic
disease, social phobia, schizophrenia, mood disorders, mania,
mental decline, stroke, cell death in certain areas of the central
nervous system, mental decline followed by cerebellar cell
death, Alzheimer’s disease, dementia, post-traumatic disease or

stress disease.



acceptabl e acid addition salts there-of. Said daily
dose can be admnistered in one or nore portion(s).

wol26s/Arsggal daily dose depends on several faglqiguRioooosr
is determ ned by the physician. According to a

further aspect of the present invention there is

provi ded the use of the conpounds of the genera
Forrmula (1) or pharmaceutically acceptable acid
addition salts thereof for the treatnent or
prophyl axi s of central nerygus disorders,

particul arly depression, arXiety, conpulsive disorder,
pani ¢ di sease, social phobia, schizophrenia, nood

di sorders, mania, nental decline, stroke, cell death
in certain areas of the central nervous system
mental decline followed by cerebellar cell death,

Al zheiTher biplegieal aacsivity eofethei gomprisds t gogording do dthgease
t. 3883.. PCT/ HU20Q5/ Q00047
2r8 Tflérrl ng’%gl ags%gg?l % uga?et%h §%oﬁfuoeaﬁt§sond3@8?dl ng

to t hexpémuenti on has been denonstrated by receptor
bi ndi ng° experinments. Human cl oned receptors or
frontal cortex preparations of male Wstar rats

wei ghi 120- 20 e u for, the ex The
o ot THTEAH E AP BB ST PR ALTHH O dnale
det er G/Red rats weighing 120-200 g were used for the experiments.

The protein contents of membrane preparations were determined

according to the method of Lowry (1951).

In the course of 5-HT; receptor binding studies the applied
tissue was CHO cell culture, the ligand was *H-LSD, and for the
non-specific binding clozapine (25 uM) was used as ligand. In
the serotonin uptake experiment cortex was used as tissue. As
ligand tritiated serotonin, as non-specifically binding ligand

fluoxetine (100 uM) was applied.

ICso is the concentration where the difference between whole
binding and non-specific binding in the presence of 10 uM
serotonin creatinine sulfate is 50%. The compounds with an ICs
value smaller than 100 nmol were considered effective in this

test. The results of the experiments are shown in Tables 2 and 3.



according to the nethod of Lowy (1951). In the course
of 5-HT7 receptor binding studies the applied tissue
woBRsAddeksel | culture, the ligand was 3H LSD, g®ehuti9es/o00047
the non-specific binding clozapine (25 1sM was useg
as ligand. In the serotonin uptake experinment cortex
was used as tissue. As ligand tritiated serotonin, as
non-specifically binding ligand fluoxetine (100 M
was applied. I1C50 is the concentration where the
di fference between whol e indi ng and non-specific
bi nding in the presence of TO M serotonin creatinine
sulfate is 50% The conmpounds with an 1 C50 val ue
smal l er than 100 nnol were considered effective in
this test. The results ofTadle2 experinments are shown
in Tables 2 and_3. WO 2005/108388 PCT/ HU2005/ 000047
19 Tabl e 2 I nhi Beltibigien f 5SS recapirdipding bi ndi ng  No.
of Exanple 1C50 nnoble 5 <100 6 <100 7 <100

.No. of Example ICso
nmole
5 <100
6 <100
7 <100
8 <100
9 <100
10 <100
11 <100
12 <100
13 <100
14 <100
Table 3

Inhibition of 5-HT uptake

No. of Example ICso
nmole
13 <100

14 <100




8 <100 9 <100 10 <100 11 <100 12 <100 13 <100 14
<100 Table 3 Inhibition of 5-HT uptake No. of

IC50 nnole 13 <100 14 <100 WO 2005/
wogé%%ﬁg%l 000047 20 Fromthe results of thé’kgﬁiﬁtéosmooon

experinments it can be established that the test
conpounds considerably bind to 5-HT7 receptors and

i nhibit serotonin uptake. On the basis of the above
experinments the conpounds according to the invention
seemto be suitable for thz treatnment or prophylaxis
of the diseases |isted abo%®. The combination of the

From the results of the above experiments it can be established
that the test compounds considerably bind to S-HT; receptors

-and inhibit serotonin uptake.

On the basis of the above experiments the compounds according
to the invention seem to be suitable for the treatment or
prophylaxis of the diseases listed above. The combination of the
5-HT; receptorial and serotonin uptake inhibiting effects is
particularly surprising and opens up new possibilities in the
therapy. This double point of attack renders the compounds
particularly suitable for the treatment of compulsive disorder,
panic disease and social phobia, which disorders are basically

treated by the application of serotonin uptake inhibitors.

Further details of the present invention are provided in the
following examples without limiting the scope of protection to

said examples.
Preparation of mesyl esters (process ,,A”)

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



5-HT, receptorial and serotonin uptake inhibiting
effects is particularly surprising and opens up new
waPReSidekdsi ties in the therapy. This double qud’I‘r%ﬁfoosmooon
attack renders the conpounds particularly suitable
for the treatnment of conpul sive disorder, panic
di sease and soci al phobia, which disorders are
basically treated by the application of serotonin
upt ake inhibitors. Further details of the present
invention are provided in the follow ng exanples
Wi thout limting the scope protection to said
exanpl es. Preparation of nesyl esters (process "A")
The 3-(4-hydroxybutyl)-oxindol es are prepared
accor dﬁmmmesaof m-hwokymyl)-bxmdmlbhee Hissdvet inriso( B.
Vol k, T. Meze S¥nthe3|s 2002, 595; B.
Vol k. @}/of%y% l(lbOm@‘Jée ef rethyl apne arggdded to

3001 38kl PR R ST 085 0088 e 24 55,
150  miC.odhildtirrihB aQﬂi&saﬁu&l&np”Gmh&% 5@kl (110 eichyles)am ne

are added to it, and the solution is cooled in an
acet onef.resyl rllerigens drepped & itind Yy solutiopiis pllowedde t he

chl or | BEVSIC APl § RS ROFUEPBRAE B oed

to 1 hour, the triethyl amine hydrochloride is filtered off, the

filtrate is evaporatéd, the residue is taken up in ethyl acetate and
extracted several times with 10 % by volume hydrogen chloride
solution so that the pH of the aqueous phase is acidic. The
organic phase is dried over sodium sulfate, evaporated, the
residual oil is crystallized by trituration with diisopropyl ether,
stirred in 100 ml of di-isopropyl ether, filtered, washed with
hexane and dried. The product is purified by recrystal-lization.
from the solvent indicated after the melting point of the given

substance.

Example 1
3-(4-Mesyloxybutyl)-1,3-dihydro-2 H-indol-2-one

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).



warmto roomtenperature. It is stirred at room
tenperature for 1 hour, the triethyl am ne
woDoeé/Rsbdgor ide is filtered off, the filtrate dSy/pu005/000047
evaporated, the residue is taken up in ethyl acetate
and extracted several tines with 10 % by vol une
hydrogen chloride solution so that the pH of the
aqueous phase is acidic. The organic phase is dried
over sodium sulfate, evaporated, the residual oil is
crystallized by trituration,wth diisopropyl ether
stirred in 100 nil of di-isOpropyl ether, filtered,
washed with hexane and dried. The product is purified

by recrystal -1lization fron1the sol vent i ndi cated
af t er IRHKBrEI31BOGI 106i(6E0dEmi'he gi ven subst ance.
Exanple 1

3- (4- Mesyl oxybutyl) - 1, 3-di hydr o- 2H i ndol - 2-one The

tltt | e ‘Hommv(@bcg ENEDAE MEEE 91331 (1H, 5 72200859, A
startin

o Aokl §LH, Ut AgHS, 715 (it £07S. HRh p.

s SRS P TN SR )

' H NVR 6003 2. meH,zw,oa M-Ii)% QH3%)( 182;1.%) (2H, @2 ( 1H,
d J = 21 1H t, J =7.0 HZ , .03 (1H,
IR ALY SNE ) (

BC-NMR (CDCl, 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.

Example 2
5.F luoro-3-(4-mesyloiybuty1)-l,3-dihydro—2H-indol-2-one

The title compound is prepared according to process A starting
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;, TMS, 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), 421 (2H, dq, J = 1.4, 6.3 Hz), 6.86 (1H, dd, J = 4.3,
8.4 Hz), 6.93 (1H, dt, J =23, 9.0 Hz), 6.97 (1H, dd, J = 2.0,
7.3 Hz), 9.22 (1H, s) ppm.



= 7.6 Hz), 4.19 (2H, t, J = 6.5 Hz),

6.93 (iH d,
t, = 6.0 Hz), 2.97 (3H, s), 2.05-1.98

J
3.49 (1H, J

wo(z%b‘bndﬁiss 1.82-1.72 (2H, m 1.58-1.40 (2H ”)POQ%ZOOS/OOOOM

MR (CDC13, TMS, 101 MHz): 180.5, 141.6, 12

1279 123.9, 122.3; 109.9, 69.5, 45.7, 37.2, 296
28.9, 21.6 ppm Exanple 2
5- Fl uor o- 3- (4- nmesyl oxybut yl ) -1, 3-di hydr o- 2H i ndol - 2-on
e The title conmpound is prepared according to process
A starting from
5-fl uoro-3-(4- hydroxybutyl) 1 3-di hydr o- 2H i ndol - 2- one

M p.: 106-108 C (hexane-ethyl acetate). JR (KBr):
3169 1702 (C=O, 1356, 1175 (SO2) cms. 'H NWR
(CDA 3°CIMER GODCKAMS,1 12586 MHE): (mznissa @37 <. 83

(7 el 3 2 1B By Y s gyl

(1H dd, 7 * 27.4 H3), 11894@"1)%2589&)(11164@,J48‘1ﬁz§5 9.0
Hz), 6.97 (IH, dd 7.3 Hz), 9.22 (1H, s)
ppm VB4 @/,%ésé%iﬁt&r‘—? @iémy 000047 23 13C- NAM

(CDC13, TMS, 125.6 Mdz): 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),
Example 3

6-Fluoro-3-(4-mesyloxybutyl)-1,3-dihydro-2 H-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).

IR (KBr): 3161, 1705 (C=0), 1335, 1313, 1167 (SO2) cm™..

'H-NMR (CDCls, TMS, 500 MHz): 1.46-1.51 (2H, m), 1.78
(2H, q, J = 6.7 Hz), 2.00 (2H, q, J = 8.1 Hz), 2.99 (3H, s), 3.46
(1H,t,J =59 Hz), 421 2H, dt, J = 1.5, 6.5 Hz), 6.68 (lH; dd,
J =23, 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.

BC-NMR (CDCls, 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.



69.4, 46.2, 37.3, 29.5, 28.9, 21.5 ppm Exanple 3

6- Fl uor o- 3- (4- nesyl oxybutyl ) -1, 3-di hydro- 2Hi ndol - 2- on
wo200s/{¥83g8i t 1 € conpound is prepared accordi Ng 589600047

A starting from

6- Fuor o- 3- (4- hydr oxybutyl ) -1, 3-di hydr o- 2H i ndol - 2- one.

M p.: 106-108 C (hexane-ethyl acetate). IR (KBr):

3161, 1705 (C=0), 1335, 1313, 1167 (S02) CM'. 'H NWR

(CDC13, TMs, 500 MHz): 1.46-1.51 (2H, m, 1.78 (211,

g, J = 6.7 Hz), 2.00 (2H, g& J =8.1 Hz), 2.99 (3H,

s), 3.46 (IH t, J =5.9 AZ), 4.21 (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, 89 Hz), 7.15 (IH, dd, J = 5.4, 8.1 Hz),

9.15 (1H, br s) ppm '3C NWR (CDC13i TMs5, 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), , J =11.8 Hz), 162.6

(d, J = 244.6 Hz), 180. E‘%B‘i%‘é%o 2005/ 108388

PCT/ HU28036:890844 . medflo -,34dihydro-2H-indol-2-one

5- Met hyl - 3- (%rregy] oéy?&?% -1, 3-}ai hydr o- 2H i ndol - 2- on

e The title conmpound is prepared according to process

A st atIJhIe "tHe 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 (SOz) 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
(2H, t, J = 6.5 Hz), 3.45 (1H, t, J = 5.9 Hz), 2.98 (3H, s), 2.33
(3H, s), 1.99 (2H, q, J = 7.4 Hz), 1.79-1.75 (2H, m), 1.51-1.42
(2H, m) ppm.

BC.NMR (CDCl;, TMS, 101 MHz): 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.



from
3-(4- hydroxybutyl)-5-nethyl -1, 3-di hydr o- 2H i ndol - 2- one
wo 2008/i¢33ss 89- 90 C (hexane-ethyl acetate). |R (§8f u2005/000047
3175, 1710 (C=O, 1351, 1176 (SO2) cm . 'H NWR (CDCL3,
TMS, 400 MHz): 9.13 (1H, s), 7.03 (1H, s), 7.01 (1H
dd, J =7.9, 0.8 Hz), 6.81 (IH, d, J =7.9 Hz), 4.20
(2H, t, J =6.5 Hz), 3.45 (1H, t, J = 5.9 Hz), 2.98
(3H, s), 2.33 (3H, s), 1.99 (2H, q, J = 7.4 Hz),
1.79-1.75 (2H, m, 1.51-1.%3 (2H, m ppm |3C NWR
(CDC13, TMms, 101 MHz): 180.74, 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 WO 2005/108388 PCT/ HU2005/ 000047 25
Coupl i NQousling! reactior of Mesyl esterisavith bhaded (Prvkess (B)ocess
"B") The nelt of the secondary amne (12 mmoles) is
warmed to 120 C under slow stirring, and the nesyl

conpounRd I ﬁqg. I,um car bonat e . g; 12
nnnlegﬂmg%égggggésg%ml a a?ﬁgﬂnggﬁg?ﬁéﬁ%8F§$8§29 The
M Xt Ure infdedIslow\etiring, aBaie heyyl boRpbind (I2NfnBlks) 1S
al lowed to cool, ethyl acetate and water are added to
it andndisedighaerseonate(136eiridtramoleshare @dderhiocit phithse i s
evaporate t he residual oi.l I.s subject t
chr omat8§ &s‘aﬁ?a : e':ﬁéeh%‘ﬁmec‘ﬁlak}%'e% S+ ﬁegacgg‘ﬁ'yf hoWet at e
as el UrDineltAS alleW el B QBYElid/l héiRate 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.

Processing method 2: If the basic product does not get
crystalline upon the addition of diethyl ether, it is dissolved in
200 ml of ether, the slight amount of floating precipitate is
filtered off and to the pure solution the calculated amount (1
molar equivalent) of hydrogen chloride dissolved in ether

diluted with 50 ml of diethyl ether is dropped under vigorous



desired conpounds are obtai ned. Processing nethod 1:
If the product purified by colum chronmatography gets

wocz"oﬂﬂtﬁ!;ds' ne upon rubbing wth diethyl ether,
Iltered off and recrystallized froma m xtur Pdﬁl?hﬁosmooo‘”

hexane and ethyl acetate. The desired conpounds are
obtained in formof white crystals. Processing nethod
2: If the basic product does not get «crystalline upon
the addition of diethyl ether, it is dissolved in 200
m of ether, the slight a unt of floating precipitate
IS flltered off and to th pure sol ution the
cal cul ated anobunt (1 nolar equival ent) of hydrogen
chloride dissolved in ether diluted with 50 m of

di et hylirr@ §hqrhel @;;ﬁ&rampﬁﬂlwaﬂeas Yilterf 0858, Wednel Gwitd 08388
PCT/ HU2005/ 00004 26 stirring. The separated white

sal t iethef i ande hexansf and wirsidedn vé tvacuusn hpistohrat hemmane
and dried in a vsg}gum pistol at room tenperature for

3 houtMPERYELRLP BGUTSet hod 3: If the basic product

does not get crystalline upon the addition of diethyl

et her and does not provi de a well-filterable salt

W th Rystressieg mbthodi 8le,If i thei Basiclipredicy edodsnndOGeri  of

hot ethyl acetate, and_ a sol utjaon of |
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-(3-Trifluoromethyl-phenyl)-1,2,3,6-tetrahydropyridin-1-
yl]-butyl}-1,3-dihydro-2 H-indol-2-one monooxalate

The title compound is prepared according to process B by
applying processing method 3 starting from 3-(4-mesyloxy-
butyl)-1,3-dihydro-2H-indol-2-one and 4-(3-trifluoromethyl-
phenyl)-1,2,3,6-tetrahydro-pyridine.

M.p.: 159-161 °C.



nol ar equi val ent of oxalic acid dihydrate in 30 m of
hot ethyl acetate is dropped to it within 10 m nutes,

woHek0sSds rring. The white oxalate salt gets mﬁ%gl%OOM
upon cooling. It is filtered off at roomtenperature

washed with ethyl acetate and hexane and dri ed.
Exanple 5 3-

{4-[4-(3-Trifluoromethyl -phenyl)-1, 2, 3, 6-tetrahydropyr
idin-1- yl]-butyl)-1, 3-di hydro-2Hi ndol - 2- one

nonooxal ate The title conmpqund i s prepared according
to process B by applying ocessing nethod 3 starting
from 3-(4-nmesyl oxy- butyl)-1, 3-di hydro-2Hi ndol - 2- one
and 4-(3-trifluoronethyl -

phenyl)-1, 2, 3, 6-tetrahydro-pyridine. M p 159-161 C
WD-2005/ 108388 PCT/ HU2005/ 000047 27 IR KBr) 3421,
1706 (IBL&B):3433, 1706d6=0).11352ch68, 1125 ( DVSO- d6,
TMS, 400 MHz): 1.40-1.20 (2H, m, 1.75- 1.64 (2H, m,
196178(2H m, 2.77 (2H, br s), 3.03 (2H, t, J =
8 O H-NBIR (DMBQ-ds, TNIS,400.NHER )1, 4031. 206 (H,Hn),11,753 =

J ? ;'1%64_@&17 ), gé 11@' (23{, fn)52.37:7” it 53008 (A 9
“0. 8, B.6Hz), 37311(31HUcI J& 35 HzYHed6 AR 41 E5.9.H773.38
(2H, br s), 6.33 (1H, s), 6.84 (1H, d, J = 7.6 Hz), 6.95 (1H, dt, J
= 0.8, 7.6 Hz), 7.18 (1H, t, J = 7.7 Hz), 7.27 (1H, d, J = 7.3
Hz), 7.62 (1H, t, J = 7.7 Hz), 7.68 (1H, d, J = 7.7 Hz), 7.77 (1H,
s), 7.80-7.76 (1H, m) 9.5 (2H, br s), 10.4(1H, s) ppm.

BC-NMR (DMSO-ds, TMS, 101 MHz): 22.8, 23.9, 24.0, 29.6,
45.1,48.1,49.9, 54.8, 109.4, 119.4, 121.4, 121.5 (g, J = 3.8 Hz),
124.2, 124.4 (q, J = 272.5 Hz), 124.5 (9, J = 3.4 Hz), 127.8,
129.1, 129.6 (g, J = 31.7 Hz), 129.7, 129.9, 133.1, 139.9, 142.9,
164.6, 179.0 ppm.

Elemental analysis for the Formula CasHy7F3N,Os (504.51):
Calculated: C 61.90, H 5.39, N 5.55 %.
Found: C 61.50, H 5.40, N 5.52 %.



Hz),7.62(1H,t,J=7.7Hz), 7. 68(1H,d, J=7. 7THz), 7. 77( 1H,
s), 7.80-7.76 (1H, m 9.5 (2H, br s), 10.4(1H, s) ppm

WO ZoshlgBsd DMBO- d6, TM5, 101 MHz): 22.8, 23.9, gérBu2005/000047
29.6, 45.1, 48.1, 49.9, 54.8, 109.4, 119.4, 121. R,

121.5 (q, J = 3.8 Hz), 124.2, 124.4 (q, J = 272.5
Hz),,124.5 (q, J = 3.4 Hz), 127.8, 129.1, 129.6 (q,
J=31.7 Hz), 129.7, 129.9, 133.1, 139.9, 142.9,

164.6, 179.0 ppm Elenental anal ysis for the Formula
C26H27F3N205 (504.51): gulated: C 61.90, H5.39, N
5.55 % Found: C 61.50, H g 40, N 5.52 % WO

2005/ 108388 PCTI HU2005/ 000047 28 Exanple 6

3-[4-(6, 7-Di hydro-4H-thi eno[ 3, 2-c] pyri di n-5-yl)-butyl]
-1, 3- di hydro- 2Hi ndol - Exangplewnooxal ate The title
conpound IS prepared according to(rrocess B by

appl yi nglpr6IRibydig- 4{é1ﬂn@w[é2§ﬂwrt iprg-1)-bwhyl- 1(31~
geiyldlo%g?toyl 21#‘{}%&%%5{1’%3 : F‘%gg‘lﬁé% tone A8 170
C. IR (KBr): 1712 (C=0O cmT
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 6,7-dihydro-
4H-thieno[3,2-c]pyridine.
M.p.: 168-170 °C.

IR (KBr): 1712 (C=0) cm".

'H-NMR (DMSO-ds, TMS, 400 MHz): 1.25 (2H, br s), 2.0-1.6
(4H, br s), 3.06 (4H, br s), 3.39 (2H, br s)m 3.45 (1H, br s), 4.18

© (2H, brs), 6.0-5.0 (2H, brs), 6.83 (1H, d, J = 7.5 Hz), 6.88 (1H,
d,J = 4.7 Hz), 6.95 (1H, t, J = 7.2 Hz), 7.17 (1H, t, J = 7.3 Hz),
726 (1H, d, J = 6.5 Hz), 7.44 (1H, d, J = 4.8 Hz) ppm.

BC.NMR (DMSO-ds, TMS, 101 MHz): 178.9, 164.0, 142.9,
131.7, 129.7, 129.7, 127.8, 125.4, 125.1, 1242, 121.4, 109.4,
55.0, 50.6, 49.4, 45.1, 29.6, 24.0, 22.7, 22.2 ppm.



"H NVR (DVBSO-d6, TMs, 400 MHz): 1.25 (2H, br s),
2.0-1.6 (4H, br s), 3.06 (4H, br s), 3.39 (2H, br s)m
wo2o851083dd, br s), 4.18 (2H, br s), 6.0-5.0 (Fdr/R62093/000047
6.83 (1H, d, J 7.5 Hz), 6.88 (1H, d, J = 4.7 Hz),
6.95 (1H, t, J 7.2 Hz), 7.17 (1H, t, J 7.3 Hz),
7.26 (1H, d, J 6.5 Hz), 7.44 (1H, d, J 4.8 Hz)
ppm ' 3C NVR (DMSO d6, TMS, 101 MHz): 178.9, 164.0,
142.9, 131.7, 129.7, 129.7, 127.8, 125.4, 125.1,
124.2, 121.4, 109.4, 55.0,.50.6, 49.4, 45.1, 29.6,
24.0, 22.7, 22.2 ppm WO 2#95/ 108388 PCT/ HU2005/ 000047
29 Elenmental analysis for the Formula C21H24N205S
(416.50): Calculated: C 60.56, H5.81, N6.73, S7.70
% FOMerﬁlSﬁal?ﬁs fdﬂtﬁeBﬁmﬂM 621&Z4N2@5§(5%%) Exanpl €

g- [ 4]: @@}cnlaﬁydaﬁﬁ(bsmﬁi-m,ehw@?,ﬁﬂ TFBYe.i di n-5-yl)-butyl]
- 5- - = g - 2H &2
nonoh §$‘5>d§h|]%$9.-g%q¥ﬁ-r§8’t [ Wegggnﬁélﬁg’gl S prepared

according to process B by applying processing nethod
2 starting from5-fluoro-3-(4- mesyl oxybutyl)-
1, 3-di hydro- 2H-i ndol - 2- one and 6, 7-di hydro- 4H-t hi eno

[3,2-c] pyridine. Mp. E%a?nzxp e974 C

3-[4-(6,7-Dihydro-4H-thieno[3,2-c]pyridin-5-yl)-butyl]-5-
fluoro-1,3-dihydro-2 H-indol-2-one monohydrochloride

The title compound is prepared according to process B by
applying processing method 2 starting from 5-fluoro-3-(4-
mesyloxybutyl)-1,3-dihydro-2H-indol-2-one and 6,7-dihydro-
4H-thieno[3,2-c]pyridine.

M.p.: 192-194 °C.

IR (KBr): 3428, 1706 (C=0), 1187 cm”".

'H-NMR (DMSO-ds, TMS, 400 MHz): 1.34-1.24 (2H, m), 1.86-
1.77 (4H, m), 3.07-3.19 (4H, br s), 3.27-3.39 (1H, br s), 3.51
(1H, t, J = 5.6 Hz), 3.64 (1H, br s), 4.13 (1H, br s), 4.37 (1H, br
s), 6.82 (1H, dd, J = 4.5, 8.4 Hz), 6.89 (1H, d, J = 5.1 Hz), 7.00
(1H, dt, J = 2.4, 8.9 Hz), 7.20 (1H, dd, J = 1.8, 8.3 Hz), 7.46
(1H,d, J = 5.1 Hz) ppm.



IR (KBr): 3428, 1706 (C=0), 1187 cm 1. 'H NMR
(DVBO-d6, TMB, 400 NHz): 1.34-1.24 (2H, n), 1.86- 1.77
dydss 3.07-3.19 (4H br s), '3 27-3.39 (1n
WO TH t, 1= 5.6 Hy), 3.64 (1H br s), 4P1°§r"?§)°°5’°°°°47
s), 437 (1H br s), 6.82 (14 dd, J = 4.5, 8.4
6.89 (iH d J =51 H), 7.00 (1H dt. J = 2.4,
"Wz), 7.20 (1M, dd, J = 1.8 8.3 H), 7.46 (IH d.
5.1 Hz) ppm WO 2005/ 108388 PCT/ HU2005/ 000047 30
13C-NWR (DVEO d6, TMS, 101 Mi): 21.8, 22.5, 23.5,
29.3, 45.6, 49.1, 50.1, 5307, 109.9 (d, J = 8.0 ),
112.1 (d, 3 = 24.4 Hz), 113.0 (d, J = 23.3 Hz),
125.3, 125.3, 128.4, 131.5 (d, J = 10.7 Hz), 131.6,

139 2”@NMRTDM§OJZI%)’IMS5$011MHz) 313, %§@ d3kzhg 3 178.7
pm El enental anal iSIS or the Fornmula CI9H22CIENZOS

(380 i Fi ) N
42; 49.8aP@ by 3t 6dL09¢8 @/ 1 8.0MD), 812.1 Gi, H=2# 4

7. 35, F C 0 : 8, N
e Hg),gl_légo g Jagggﬁgz)sﬁﬁs, fas 31 2s8l13ths @ §&
3-[4-(@@- 7@&)013)16, B9d1 @y dr-o1 .4 )1 BD[& /2= eB6.pyHA)di n- 5-
yl) - % ﬁ k 1, 3-di hydr o- 2H i ndol - 2- one

nonoh & P’orl de The title conmpound is prepared
according to process B by

b
Hz
8.
J

I ©V

Elemental analysis for the Formula C;oH,CIFN,OS (380.92):
Calculated: C 59.91,H 5.82, C19.31, N 7.35, S 8.42 %.
Found: C 60.04, H 5.81, C18.88, N 7.25, S 8.38 %.

Example 8
3-[4-(2-Chloro-6,7-dihydro-4H-thieno[3,2-c]-pyridin-5-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-
mesyloxybutyl)-1,3-dihydro-2H-indol-2-one and 2-chloro-6,7-
dihydro-4H-thieno-[3,2-c]pyridine.

M.p.: 103-106 °C.

IR (KBr): 3421, 3168, 2565, 1707 (C=0), 754 cm™.



appl yi ng processing nethod 2 starting from 3-(4-
nmesyl oxybutyl)- 1, 3-di hydro-2H-indol - 2- one and
5 -6, 7- di hydro-4Hthieno-[ 3, 2-c] pyri di X
WoRIGHIBIR. | IR (KBr): 3421, 3168, 2565, 1707 ?@8&0%%00"
cm 1. WO 2005/108388 PCT/ HU20051000047 31 'H NMR
(CDCI 3, TMB, 400 MHz): 1.40 (2H, n), 1.99 (4H, m,
3.49-2.90 (6H, m, 3.64 (114, br s), 3.85 (IH m,
4.43,4.47 (*H, br s), 6.63 (1H s), 6.92 (IH d, J =
7.7 Hz), 7.02 (1H, dt, J =_.1.0, 7.6 Hz), 7.18 (1H d,
J=7.1H), 7.20 (IH, tt,38 =1.0, 7.2 H),
8.56-8.60 (1H, br s), 12.8 (IH, br s) ppm 13C NMWR
(CDC13, Tws, 101 MHz): 179.7, 141.9, 130.3, 129.9,
128 8 ‘ngﬁﬁf@(cﬂéﬁ RISEES MHzé2846(2H21%),21 91, ), 54. 7.
Bl oo el 2 30 aqsasm F 6 Cith br by 3463 6 FErobiAAGHRAD OB,

305 B o L' B8 B S T R Hiide 9% N\

6. 58, 19,7.6Rz)07.Bx@ipldes S 7.1 Hz), 7.20 (1H, tt, J = 1.0, 7.2

oL s P B S R s O S o)

nono- hydr ochl ori de
BC-NMR (CDCl;, TMS, 101 MHz): 179.7, 141.9, 130.3, 129.9,
128.8, 128.0, 125.8, 123.9, 123.7, 122.2, 110.1, 54.7, 49.8, 49.1,
45.4,29.3,23.8,22.7,21.2 ppm.

Elemental analysis for the Formula C,9H;;CI1;N,0S (397.37):
Calculated: C57.43,H 5.58,Cl117.84,N 7.05, S 8.07 %.
Found: C56.26,H 5.67,C117.22,N 6.58, S 7.57 %.

Example 9
3-[4-(6,7-Dihydro-4H-thieno[3,2-c]pyridin-5-yl)-butyl]-6-
fluoro-1,3-dihydro-2H-indol-2-one mono-hydrochloride

The title compound is prepared according to process B by
applying processing method 2 starting from 6-fluoro-3-(4-
mesyloxybutyl)-1,3-dihydro-2H-indol-2-one and 6,7-dihydro-
4H-thieno[3,2-c]pyridine.

M.p.: 194-197 °C.



The title conpound is prepared according to process B
by applying processing nethod 2 starting from

3-(4
wogogé/]lldg{?gbutyl) 1, 3-di hydr o- 2H-i ndol - 2- one angCT/HUZOOS/OOOM7
6, 7- di hydr o- 4H-t hi eno[ 3, 2-c] pyridine. Mp.: 194-197
C. WD 2005/108388 PCT/ HU2005/ 000047 32 I R(KBr): 3160,
2566, 1710 (CCO cm. 'H NWR (DVMSO d6, TMS, 400 MHz):
1.36-1.23 (2H, m, 1.95- 1.78 (4H, n), 3.36-3.10 (4H,
m, 3.39 (2H, br s), 3.46 (1H, t, J = 5.9 Hz), 4.15
(1H, br s), 4.36 (1H, br s§2 6.67 (1H, dd, J = 2.4,
9.2 Hz), 6.75 (1H, dt, J= 2.4, 9.1 Hz), 6.90 (1H d, J
=5.1Hz), 7.29 (1H, dd, J =5.8, 8.0 Hz), 7.46 (1H,
d, J =5.2 Hz), 106(1Hs) 11.2 (1H, br s) ppm
13C-NWVR (DMSO-d6, TMS, 101 MHz): 21.8, 22.6, 23.5,
29. 6, IR (KBD); 3 14D, 256(50710((5=4)qu§17 6 (d, J = 27.1 Hz),
107.3 (d, J = 22.1 Hz), 125.2, 125.3, 125.4, 125.5,
128.4, 131.6, 144.5 (d, J:122'Hz) 162.1 (d, J =
240. 7‘HM\IMRJ(iﬁugomgnTMEI mmpd) BB&I1YS @H &), 1.bs
Formul a C19H22Cl FN2OS 92): _Calculated: C 59.91,
H 5. 83.78¢41, m), 3.3¢-7.184¢ H,snls3 ' GAL broupdo (Hag/67, H

5. 80, s619,)03,15N15; BFs), 238-18, 8 5), 6.67 (14, dd, J = 2.4,
9.2 Hz), 6.75 (1H, dt, J = 2.4, 9.1 Hz), 6.90 (1H, d, J = 5.1 Hz),
7.29 (1H, dd, J = 5.8, 8.0 Hz), 7.46 (1H, d, J = 5.2 Hz), 10.6
(1H, s), 11.2 (1H, br s) ppm.

BC-NMR (DMSO-ds, TMS, 101 MHz): 21.8, 22.6, 23.5, 29.6,
44.6, 49.1, 50.1, 54.7, 97.6 (d, J = 27.1 Hz), 107.3 (4, J = 22.1
Hz), 125.2, 125.3, 125.4, 125.5, 128.4, 131.6, 144.5 (d, J = 12.2
Hz), 162.1 (d, J = 240.7 Hz), 179.2 ppm.

Elemental analysis for the Formula C;oH2,CIFN,OS (380.92):
Calculated: C59.91,H5.82,C19.31,N 7.35, S 8.42 %.
Found: C 59.67,H 5.80, C19.03, N 7.06, S 8.18 %.



WD 2005/ 108388 PCT/ 11U2005/ 000047 33 Exanple 10
3-[4-(2-Chl oro-6, 7-di hydro-4H-t hi eno[ 3, 2-cJ- pyri di n-5-

woYbdsiioiskY! ] - 6-fl uoro- 1, 3-di hydr o- 2Hi ndol - 2- @0§/Hp2005/000047
nonohydrochloride The title conpound is preparecP

according to process B by applying processing nethod
2 starting from6-fl uoro-3-(4-

nmesyl oxybutyl) -1, 3-di hydr o- 2H i ndol - 2- one and

2-chl oro-6, 7- di hydro-4Hthieno[ 3, 2-c] pyridine. Mp.:
214-216 C. IR (KBr): 3413, 2560, 1710 (C=O cm 1.

1H NVR (DVSO-d6, TMS, 400 ##4): 1.29 (2H, br s), 1.93-
1.76 (4H, m, 3.35-2.98 (5H m, 3.45 (1H, t, J = 5.8
Hz), 3.68- 3.63 (1H, nm), 4.07-4.03 (1H, nm), 4.34-4.28
(1H, m, 6.65 (1H, dd, J = 2.4, 9.3 Hz), 6.75 (IH,
dt, J =2.4, 9.1 Hz), 7.28 (1H, dd, J =5.9, 8.0 Hz),
10.6 (1H, s), 11.2 (1HExuwmpg1ppm 13C NVR ( DVSO- d6,

. S et o baeionttdn L
) W oty o
Hz), 179.2 ppm VO 2005/ 108388 PCT/ HU2005/ 000047
The title compound is prepared according to process B by
applying processing method 2 étarﬁng from 6-fluoro-3-(4-
mesyloxybutyl)-1,3-dihydro-2H-indol-2-one and 2-chloro-6,7-
dihydro-4H-thieno[3,2-c]pyridine.
M.p.: 214-216 °C.

IR (KBr): 3413, 2560, 1710 (C=0) cm™.

"H-NMR (DMSO-ds, TMS, 400 MHz): 1.29 (2H, br s), 1.93-
1.76 (4H, m), 3.35-2.98 (5H, m), 3.45 (1H, t, J = 5.8 Hz), 3.68-
3.63 (1H, m), 4.07-4.03 (1H, m), 4.34-4.28 (1H, m), 6.65 (1H,
dd, J = 2.4, 9.3 Hz), 6.75 (1H, dt, J = 2.4, 9.1 Hz), 7.28 (1H, dd,
J=15.9,8.0Hz),10.6 (1H, s), 11.2 (1H, br s) ppm.

BC-NMR (DMSO-ds, TMS, 101 MHz): 21.7, 22.5, 23.4, 29.5,
44.5, 48.7, 49.4, 54.6, 97.6 (d, J = 27.1 Hz), 107.4 (d, J = 22.1
Hz), 125.0, 125.4, 125.4 (d, J = 8.4 Hz), 127.3,128.1, 131.1,
144.5 (d, J = 12.6 Hz), 162.1 (d, J = 241.1 Hz), 179.2 ppm.



34 Elenental analysis for the Fornmula C19H21C12FN20S

(415.36): Calculated: C54.94, H5.10, d 17.07, N
W0620354'108§zs7 72 % Found: C 53.76, H5.19, Cl ¥erh@u20bs/000047

.56, S 7.76 % Exanple 11

3 [4-(2-Chl oro-6, 7-di hydro-4H-t hi eno[ 3, 2-c] - pyri di n-5-

yl)- butyl]-5-fluoro-1, 3-di hydro-2Hi ndol - 2- one

nonohydrochl oride The title conpound is prepared

according to process B by applying processing nethod

2 starting from5-fl uoro- 33 4- mesyl oxybutyl) -

1, 3-di hydr o- 2H i ndol - 2- one“and 2-chl oro-6, 7-

di hydro-4Hthi eno[ 3, 2-c]pyridine. Mp.: 161-163 C. IR

(KBr): 3198, 2561, 1706 (C=O cm. 'H NVR (DMSO d6,

TVS, 400|\/Hz) 140120(2H m, 1.92- 177(4H n,

3.01 (2H, 1H,
t J %neprttﬂlfyalyss éfE ﬂ(lelEPmmla Cxpfbéll(fihlzrg%(‘ﬂé 36): 1(

H, 2 % = 4.5
Hgélc%%t%% (gﬁz; 9"45§135 LYl 1‘5710%| N(Oﬁ[% sl R
HZ) Foukd: (1H, ddb3.75, H51193 C18630HR)6.503M.75'6
2005/ 108388 PCT/ FI U2005/ 000047 35

Example 11
3-[4-(2-Chloro-6,7-dihydro-4H-thieno[3,2-c]-pyridin-5-yl)-
butyl]-5-fluoro-1,3-dihydro-2 H-indol-2-one monohydrochloride

The title compound is prepared according to process B by
applying processing method 2 starting from 5-fluoro-3-(4-
mesyloxybutyl)-1,3-dihydro-2H-indol-2-one and 2-chloro-6,7-
dihydro-4H-thieno[3,2-c]pyridine.

M.p.: 161-163 °C.

IR (KBr): 3198, 2561, 1706 (C=0) cm™.

"H-NMR (DMSO-ds, TMS, 400 MHz): 1.40-1.20 (2H, m), 1.92-
1.77 (4H, m), 3.01 (2H, m), 3.13 (2H, m), 3.30 (1H, m), 3.50
(1H, t, J = 5.7 Hz), 3.65 (1H, m), 4.06 (1H, d, J = 10.8 Hz),
4.33 (1H, d, 15.3 Hz), 6.82 (1H, dd, J = 4.5, 8.4 Hz), 6.95 (1H,
s), 7.00 (1H, dt, J = 2.7, 9.1 Hz), 7.20 (1H, dd, J = 1.8, 8.3 Hz)
ppm.



13CG-NWR (DVBO-d6, TMs5, 101 MHz): 21.7, 22.5, 23.4,
29.3, 45.6, 48.7, 49.4, 54.6, 110.0(d, J = 8.0 Hz),

wolibds/dossss, J = 24.4 Hz), 114.0 (d, J = 22.9 HOwHU2005/000047
125.0, 127.3, 128.1, 131.1, 131.5, 139.2, 158.1 (d, J

= 235.8 Hz), 178.8 ppm El enental analysis for the
Formul a C, 9H21C12FN2CS (415.36): Cal cul ated: C 54. 94,
H5. .10, d 17.07, N6.74, S 7.72 % Found: C 54.64, H
4.93, A 16.42, N 6.52, S 7.52 % Exanple 12

6- Fl uoro-3-{4-[4-(3-trifluqronethyl -phenyl)-1, 2, 3, 6-
tetrahydropyri din-1-yl]-butyl}

-1, 3-di hydro- 2H i ndol - 2- one nonohydr ochl ori de The
title conpound is prepared according to process B by
appl yi ng processing nmethod 2 starting from
6-fluqgo-3-(4-

nesyl o@'@ﬂ@l (OMSO-d M, oLoil-Mﬂ%kﬂl B30 B 28-3 3-

trifl r t I 2, t ne.
M b, 8B e B 1o ded? 1 BOGHL 4RI §IQ, P!
1336, H%3614.018,0/ end219 Hap) 123565/120)83888 1, 131.1, 131 5

b 35 H”%Q%E’é%%??ﬁi ~ Do B PP ) 2ea (2n br
s), 3.11 (2H, t, J = 7.8 Hz), 322(2H
Elemental analysis for the Formula CyoH,;CLFN,0OS (415.36):
Calculated: C 54.94,H5.10,C117.07,N6.74,S 7.72 %.
Found: C54.64,H4.93,C116.42,N 6.52, S 7.52 %.

Example 12
6-Fluoro-3- {4-[4-(3-trifluoromethyl-phenyl)-1,2,3,6-
tetrahydropyridin-1-yl]-butyl}-1,3-dihydro-2 H-indol-2-one

monohydrochloride

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

M.p.: 203-205 °C.

IR (KBr): 3122, 2576, 1714 (C=0), 1336, 1136, 1120 cm’".



br s), 3.46 (1H, t, J = 5.7 hz), 3.92-3.46 (3H, br s),
6.34 (1H, s), 6.68 (1H, dd, J = 2.4, 9.3 HzZ), 6.76
bs/10d%s8 J :24, 9.1 Hz), 7.29 (1H, dd, J
Wo(ﬂa ’/10@ %, (1 t, L S ?&‘/@»62035/600047
(1H d, J = Hz), 10.6 (1H, br s), 11.1 (1H, br s)
opm 1SC-NI\/R(DI\/ISOd6 TV, 101 MHz): 22.6, 23.4,
23.6, 29.6, 44.6, 47.9, 49.4, 54.6, 97.6 (d, J = 27.1

Hz), 107.4 (d, J = 22.1 hz), 118.7, 121.5 (g, J = 3.8
Hz), 124.4 (q, J = 272.4 Hz), 124.6, 125.4, 125.5,
129.1, 129.6 (q, J = 31.3 BR), 129.9, 133.1, 139.6,
144.5 (d, J = 1.2 Hz), 162.1 (d, J = 240.7 Hz), 179.3
ppm El enental analysis for the Formul a C24H25CI FAN20

468. 9 N’I\,ﬂgﬁb
(5 97 %ﬁ) Found: Mgbg%segg/l§4@@hﬁz) e }’359 (ﬁ né) l—_1%6%

2005/ 10@3(881 ROTZ RSB 6D GOUA2ER Y, JExarﬁaHe), 32232H,

b S e qRRR T b 3 eSO B B 8 by !
corrlpo;sms (18, (r:zrdgaaT] ed, a?cﬁgyjllauﬁt (1@1,%,&%@%4}39&15?)
rooy! GOS8 e 261 B 0T o beb A7 a-
(1H, s), 7.80 (1H, d, J = 7.6 Hz), 10.6 (1H, br s), 11.1 (1H, br s)
ppm.

BC-NMR (DMSO-ds, TMS, 101 MHz): 22.6, 23.4, 23.6, 29.6,
44.6, 47.9, 49.4, 54.6, 97.6 (d, J = 27.1 Hz), 107.4 (d, J = 22.1
hz), 118.7, 121.5 (q, J = 3.8 Hz), 124.4 (q, J = 272.4 Hz), 124.6,
125.4, 125.5, 129.1, 129.6 (q, J = 31.3 Hz), 129.9, 133.1, 139.6,
144.5 (d, J = 1.2 Hz), 162.1 (d, J = 240.7 Hz), 179.3 ppm.

Elemental analysis for the Formula C;sH»sCIFsN.O (468.93):
Calculated: C 61.47, H5.37, C17.56, N 5.97 %.
Found: C 60.89, H 5.33, Cl 7.46, N 5.85 %.



chl orophenyl ) -1, 2, 3, 6-tetra-hydropyridine. Mp.
122-124 C (hexane-ethyl acetate). IR (KBr): 3193,
wol200414s689) ent'. ' H- NVR (CDC13, TM5, 400 MHz): derdfiudood8o00s7
(2H m, 1.64- 1,58 (2H, m, 2.04-1.95 (2H, m, 2.49
(2H, t, J =7.8 Hz), 2.54 (2H, br s), 2.73 (2H, t, J
= 5.6 Hz), 3.17 (2H, br s), 3.46 (1H t, J = 5.9 Hz),
6.01 (1H, t, J 1.7 Hz), 7.01 (1H,dt,J=0.9,7.5 Hz),
7.18 (1H, t, J 7.7 Hz), 7.21 (1H, d, J= 7.2 Hz),
7.29-7.23 (4H, m, 9.33 (]3?, s) ppm 13C NWR ( CDCL13,
TVMS, 101 MHz): 23.7, 26.7, 27.5, 30.3, 45.9, 49.9,
52.7, 57.7, 109.8, 121.6, 122.1, 124.0, 126.1, 127.8,
128.3, 129.6, 132.7, 134.0, 138.9, 141.8, 180.6 ppm
WO 2005/ 108388 PCT/ 11U2@ampid3t7 38 El enent al
anal ysis for the Fornmula C23H25CIN20 (380.92):
Cal cul atkedt[€(@Ehrophanpl)4 2,3,6itethydro-pyridis3-93- Found:

C 72.08, H 6.63, 2074 N 7.23.% . ,Exanpl e 14
5- Fl uor o-3- ( 4- [blt‘%%'g‘-lgr'?‘ﬁh%’é’f%i%‘{ P enyl ) -1, 2, 3, 6-
tetrahydropyridin-1-yl]-butyl}

-1, 3-di hydro- 2H i ndol - 2-one nonohydrochl ori de
The title compound is prepared according to process B by

applying processing method 1 starting from 3-(4-
mesyloxybutyl)-1,3-dihydro-2 H-indol-2-one and 4-(4-
chlorophenyl)-1,2,3,6-tetra-hydropyridine.
M.p.: 122-124 °C (hexane—cthyl acetate).

IR (KBr): 3193, 1704 (C=0) cm™.

"H-NMR (CDCl;, TMS, 400 MHz): 1.46-1.38 (2H, m), 1.64-
1,58 (2H, m), 2.04-1.95 (2H, m), 2.49 (2H, t, J = 7.8 Hz), 2.54
(2H, br s), 2.73 (2H, t, J = 5.6 Hz), 3.17 (2H, br s), 3.46 (1H, t, J
= 5.9 Hz), 6.01 (1H, t, J = 1.7 Hz), 7.01 (1H, dt, J = 0.9, 7.5
Hz), 7.18 (1H, t,J = 7.7 Hz), 7.21 (1H, d, J = 7.2 Hz), 7.29-7.23
(4H, m), 9.33 (14, s) ppm.

I3C.NMR (CDCls, TMS, 101 MHz): 23.7, 26.7, 27.5, 30.3, 45.9,
49.9, 52.7, 57.7, 109.8, 121.6, 122.1, 124.0, 126.1, 127.8, 128.3,
129.6, 132.7, 134.0, 138.9, 141.8, 180.6 ppm.



The title conpound is prepared according to process B

by applying processing nethod 2 starting from
w®200kn69388 3- (4- mesyl oxybutyl) -

1, 3-di hydr o- 2H i ndol - 2- one and 4- ( 3- PCTIRU2005/000047

trifluoronethyl-phenyl)-1,2, 3, 6-tetrahydro-pyridine.

Mp.: 201-204 C. IR (KBr): 3243, 1706 (C=O, 1331,

1162, 1113 cm-1. 1HNWR ()--) M5O d6, TMS, 400 MHz):

1.31-1.17 (2H, m, 2.00- 1.78 (4H, nm), 2.90-2.76 (2H,

M, 3.12 (2H br s), 3.21-3.18 (1H m, 3.51 (1H, t,

J = 5.6 He), 3.99-3.58 (3Hm, 634 (1H s), 6.83

(1H dd, J'= 4.6, 8.5 Hz), 7.01 (1H di, J = 2 5 9.1

M), 7.21 (1H, d, J = 6.8 Hz), 7.63 (1H t, J = 7.6

Hz) , 7E16&1e{1tihH and],ys;!s fdf the 6F digula tzzﬁzstlmzosol sobzﬁo

(1H, J = 7.6 Hz), 10.46 (1H s H br s)
m \@lgd%'ﬁlé‘s , BRGS0, 00085 %. 39 13(:- NVR

pp
ggwgoglgmgn@z;ﬁl%g% ?’3"20737‘1-%23%° o 511421516(a|, J =

24.8 Hz), 113.9 (d, J = 23.3 Hz), 118 6, 121.5 (q, J
= 3.8 Hz), 124.3 (q, J = 272.4 Hz), 124.6, 129.1,
129.6 (q, J = 31.7 Hz), Ex2@pB14131.5 (d, J = 8.4 Hz),

égrsn 1, 139 ﬂ'fuoro-? {g [4](§ %&uo&ome&lyl-pge%gi)sl 5%)6 178.7
tetrahydropyridin-1-yl]-butyl}-1,3-dihydro-2 H-indol-2-one

monohydrochloride

The title compound is prepared according to process B by
applying processing method 2 starting from S5-fluoro-3-(4-
mesyloxybutyl)-1,3-dihydro-2H-indol-2-one and 4-(3-
trifluoromethyl-phenyl)-1,2,3,6-tetrahydro-pyridine.

M.p.: 201-204 °C.

IR (KBr): 3243, 1706 (C=0), 1331, 1162, 1113 cm’".

'H-NMR (DMSO-ds, TMS, 400 MHz): 1.31-1.17 (2H, m), 2.00-
1.78 (4H, m), 2.90-2.76 (2H, m), 3.12 (2H, br s), 3.21-3.18 (1H,
m), 3.51 (1H, t, J = 5.6 Hz), 3.99-3.58 (3H, m), 6.34 (1H, s),
6.83 (1H, dd, J = 4.6, 8.5 Hz), 7.01 (1H, dt, J = 2.5, 9.1 Hz),
7.21 (1H, d, J = 6.8 Hz), 7.63 (1H, t, J = 7.6 Hz), 7.69 (1H, d, J
= 7.6 Hz), 7.78 (1H, s), 7.80 (1H, d, J = 7.6 Hz), 10.46 (1H, s),
11.0 (1H, br s) ppm.



El emental analysis for the Fornmula C24H25C1F4N20
(468.93): Calculated: C 61.47, H5.37, d 7.56, N

wo206sf10§8ssFound: C 60.91, H5.38, C 7.48, N 5p@4/62005/000047
Exanple 15 3 -[4-(3,4-Di hydro-1
H i soqui nolin-2-yl)-butyl]-1, 3-di hydro-2H i ndol - 2- one
nmonohydrochl ori de The title conpound is prepared
according to process B by applying processing nethod
2 starting from 3-(4- mesyl oxybutyl) -
1, 3-di hydro- 2Hi ndol - 2-one_and 3, 4-di hydr o-
1H i soqui noline. Mp.: 98-390 C. IR (KBr): 3421, 2571,
1709 (C=O cn''. WD 2005/108388 PCT/ 11U2005/ 000047 40
"H NVR (DVSO-d6, TMS, 400 MHz): 1.40-1.27 (2H, m,
1.99- 178(4Hn),31(4Ht,J 8.0 Hz), 3.5-2.8
(2H, 347 1H t, = 5.9 Hz), 4.30 (2H, br s),

6. 85 Grdg T—Mﬁ, 1@1 dEHz) 2R15, 23.40233, 45.61) ,

7.29-7.15 11
129k ﬁﬁ%“?‘b%’s&‘/’é%ﬁf 84,80 1ig a2 Bl
24. 8, 170944, J 4238, HA)8198.6,5112145 (64 %3 8199), 224 124,.2,
124. 0L }65% By), 194621781, 9.6 (q, J = 31.7 Hz), 129.9, 131.5

(d, J = 8.4 Hz), 133.1, 139.1, 139.6, 158.1 (d, J = 235.8 Hz),
178.7 ppm.

Elemental analysis for the Formula C,4H,sCIF,;N,O (468.93):
Calculated: C61.47,H5.37,Cl17.56, N 5.97 %.
Found: C60.91, H 5.38, Cl 7.48, N 5.93 %.

Example 15
3-[4-(3,4-Dihydro-1H-isoquinolin-2-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-
mesyloxybutyl)-1,3-dihydro-2H-indol-2-one and 3,4-dihydro-
1H-isoquinoline.

M.p.: 98-100 °C.

IR (KBr): 3421, 2571, 1709 (C=0) cm’".



128.5, 128.6, 129.5, 131.5, 142.8, 178.7 ppm
El enental analysis for the Fornula C21H25C1LN20

wd 2p§i188gs Cal cul ated: C 70.67, H 7.06, Cl19. 9%c1/NuZ008/800047
% Found: C 68.92, H7.16, d 9.63, N 7.68 % Exanple

16

3-[4-(2-Chl oro-6, 7-di hydro-4H-t hi eno[ 3, 2-c] - pyri di n-5-
yl) butyl]-5-nethyl-1, 3-di hydro- 2H i ndol - 2- one
nonohydrochl oride The title conpound is prepared
according to process B by pl yi ng processing net hod
2 starting from 3-(4-chl orobutyl) - 3-

et hyl - 5-net hyl - 1, 3-di hydr o- 2H i ndol - 2- one and
2-chloro-6,7 W 2005/ 108388 PCT/ HU2005/ 000047 41

di hydro-4H-thi eno[ 3, 2-c] pyridine. M 109-114 C. IR

p. :
Tve, ) 4 BENRAE (ORI F RS 1401 37 A TS 15
2.26 (B8 (41, m)p3300(4f k7 € 8.0/2)1 6.5% KigdH, 1%&,%447( g, M,
3.38-3.27 (1H,  m, 3.67-3.64 éiH, Q 4705 (1H, dd, J=
6.9, td 6514 Mz).4.3pCH 1y sy, 6.85 dH5,Y /.7 B2)y8.961H,

d. J ilﬁ,g_jc%bz(sll’gﬁ; 2?9(7%4 @,m),ﬁl&l ({71, A% (i, 6} 8

7.8 Hz),
s) ppm.

BC.NMR (DMSO-ds, TMS, 101 MHz): 22.5, 23.2, 24.8, 29.4,
44.8, 48.9, 51.4, 54.8, 109.2, 121.2, 124.0, 126.5, 127.5,127.6,
128.5, 128.6, 129.5, 131.5, 142.8, 178.7 ppm.

Elemental analysis for the Formula C,H,sCIN,O (356.90):
Calculated: C 70.67, H 7.06, C19.93, N 7.85 %.
Found: C 68.92, H 7.16, C19.63, N 7.68 %.

Example 16
3-[4-(2-Chloro-6,7-dihydro-4H-thieno[3,2-c]-pyridin-5-yl)-
butyl]-5-methyl-1,3-dihydro-2 H-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-5-methyl-1,3-dihydro-2H-indol-2-one and 2-chloro-6,7-



(1H, s), 11.3 (111, br s) ppm 13C NWVR (DVSO d6, TMsS,

101 MHz): 20.9, 21.7, 22.7, 23.5, 29.6, 45.1, 48.7,
woflodi0shh 6, 1091, 124.8, 125.0, 127.3, 128. Grcri@fnduonost

129.7, 130.2, 131.1, 140.5, 178.8 ppm El enental

anal ysis for the For mul a C20H24C12N20S (411. 40):

Calcul ated: C 58.39, H5.88, d 17.24, N 6.81, S 7.79

% Found: C 56.54, H6.11, O 15.64, N 6.43, S 7.20

% WO 2005/108388 PCT/ HU2005/ 000047 42 Exanple 17

6- Fl uor o- 3- 4

(4-[4-(4-fl uorophenyl) -3, 6- bl hydr o- 2H pyridi n-1 -

yl']-butyl) -1, 3-dihidro-2H i ndol -2-one

nonohydrochl oride The title conpound is prepared

accor dilygrd-oHphizae3s2-Bpbidinappl yi ng processi ng net hod

2 starting from6-fluoro-3-(4- nesyl oxybutyl)-

1, 3- dMpdrl@92M4i°Rdol - 2- one and 4- (4-

fl uorophenyl)-1,2,3,6-tetrahydropyridine. Mp.:

176-178 C. IR (KBr) 3123, 2573, 1717 (C=0O) cm 1.

"H N Qﬁ@g ; 139-1.25 (211, m,

o p R (K (ﬁhssT"Z@ss“i%sg’s 2)(%1%' M, 3.38 (IH, t. J =

5.4 Hz), 5.93 (1H, s), 6.67 (1H, dt, J= 2.3, 8.9 Hz),

6.73 (&had% oMs®-4&; TS 400 MEZ): 1.31-1.23 (2H, m), 1.92-
176 (4H, m), 2.26 (3H, 5), 3.00 (1H, d, J = 16.9 Hz), 3.14 (3H,
m), 3.38-3.27 (1H, m), 3.67-3.64 (1H, m), 4.05 (1H, dd, J= 6.9,
14.6 Hz), 432 (1H, d, J = 15.2 Hz), 6.72 (1H, d, J = 7.8 Hz),
6.94 (1H, s), 6.97 (1H, dq, J = 0.8, 7.8 Hz), 7.09 (1H, s), 10.31
(1H, s), 11.3 (1H, br s) ppm.

BC-NMR (DMSO-ds, TMS, 101 MHz): 20.9, 21.7, 22.7, 23.5,
29.6, 45.1, 487, 49.4, 54.6, 109.1, 124.8, 125.0, 127.3, 128.0,
128.1, 129.7, 130.2, 131.1, 140.5, 178.8 ppm.

Elemental analysis for the Formula C;0H24CLL,N,OS (411.40):
Calculated: C58.39,H 5.88,C117.24, N 6.81, S 7.79 %.
Found: C56.54,H6.11,C115.64, N 6.43, S 7.20 %.



Hz), 7.02 (2H, t, J= 8.6 Hz), 7.09 (1H, dd, J= 5.3,
1 Hz), 7.33 (H dd, J= 5.3, 8.9 Hz), 9.32 (1H br

wosz)ooﬁfbﬁ.’ssswc' NVR (CDC13, TMS, 101 MHz): 22.7, P%ﬁvﬁﬂzoosmooou
29. 4, 44.9, 48.5, 49.8, 55.1, 98.7 (d, J--27.5

FE), 108.5 (d, J = 22.5 Hz), 114.4, 115.5 (d, J= 21.8
Hz), 124.2 (d, J= 3.1 Hz), 124.8 (d, J = 9.9 Hz),
126.8 (d, J = 8.0 Hz), 134.3 (d, J = 3.1 Hz), 135.0,
143.2 (d, J = 12.2 Hz), 162.7 (d, J = 244.1 Hz), 162.7

(d, J = 248.7 Hz), 179. 8ngﬁm WD 2005/ 108388

PCT/ HU2005/ 000047 43 El e tal analysis for the

Formul a C23HuCl F2N2O (418.92): Calcul ated: C 65.95, H
6. 02, C18.46, N 6.69 % Found: C 65.42, H 6.15, Cl18. 60,

N 6.72 % Exarrpl e 18 Exam ]e 17
3-[4-(4- }ghenyl 6- di hydr o- gyrl di ne-1-yl)-butyl]-1,
3 di hy riguone-3-féds-($foprophard)- ptdileydserAflompeiiing -

et hoo PIETETDT LSRR 2 s op B oads

di hydr o- 2Hi ndol - 2- one and
4- phenyl -1, 2, 3, 6-tetrahydro- pyridine. Mlting point,
121- 1J®beQitle compound is prepared according to process B by

applying processing method 2 starting from 6-fluoro-3-(4-
mesyloxybutyl)-1,3-dihydro-2H-indol-2-one =~ and  4-(4-
fluorophenyl)-1,2,3,6-tetrahydropyridine.

M.p.: 176-178 °C.

IR (KBr): 3123, 2573, 1717 (C=0) cm™.

'H-NMR (CDCls, TMS, 400 MHz): 1.39-1.25 (2H, m), 2.05-
1.90 (4H, m), 4.2-2.5 (8H, m), 3.38 (14, t, J = 5.4 Hz), 5.93
(1H, s), 6.67 (1H, dt, J=2.3, 8.9 Hz), 6.73 (1H,dd, J= 2.2, 8.8
Hz), 7.02 (2H, t,J = 8.6 Hz), 7.09 (1H, dd, J= 5.3, 8.1 Hz), 7.33
(H, dd, J=5.3, 8.9 Hz), 9.32 (1H, br s) ppm.

BC-NMR (CDCls, TMS, 101 MHz): 22.7, 23.8, 23.9, 29.4, 44.9,
48.5, 49.8, 55.1, 98.7 (d, J=27.5 Hz), 108.5 (d, J = 22.5 Hz),
114.4, 115.5 (d, J = 21.8 Hz), 124.2 (d, /= 3.1 Hz), 124.8 (d, J
= 9.9 Hz), 126.8 (d, J = 8.0 Hz), 134.3 (d, J = 3.1 Hz), 135.0,
143.2 (d, J = 12.2 Hz), 162.7 (d, J = 244.1 Hz), 162.7 (d, J =
248.7 Hz), 179.8 ppm.



IR (KBr): 3191, 1704 (C=0) cm ~. ' H NVR (DVBO-d6, TMS,
500 MHz): 1.34-1.22 (2H, n), 1.49- 1.42 (2H, ),

wo.2005nds38y (1H, m, 1.94-1.87 (1H, m, 2.32 (21;|E;T,hﬂzo(,;mooo47
7.3 Hz), 2.42 (2H, s), 2.55 (2H, t, J= 5.6 Hz),
(2H, d, J = 2.4 Hz), 3.43 (1H t, J= 5.6 Hz), 6 11
(IH s), 6.82 (1H, d, J= 7.4 Hz), 6.94 (1H t, J= 7.3
Hz), 7.16 (IH t, J= 7.5 Hz), 7.25- 7.21 (2H, m), 7.32
(2H, t, J = 7.8 Hz), 7.41 (2H, d, J = 7.3 Hz), 10.35
(1H, s) ppm' WO 2005/108388 PCT/ HU2005/ 000047 44
13C-NMR (DVSO-d6, TMS, 12546 MHz): 23.4, 26.7, 27.6,
29.9, 45.3, 50.1, 52.9, 57.6, 109.3, 121.4, 122.2,
124.1, 124.6, 127.1, 127.7, 128.5, 129.9, 134.1,

140. 3,Eléfhental anhmxslfopﬂmmﬁh@lmswscnqmaéhﬁs.§2_?E the
Formul a C23H26N20 (346.48) Cal cul at ed: 79.73, H

7 56, Galgilaredof 6805s i @62, C §.86,846.60%. 43, N 8.07 %
| ()
(4- [4}(%§n8h%%?%%eﬁ)ﬁ SEC@%QM@?%/QH pyridine-1-yl]-b

utyl }- 1, 3-di hydro-2H-indol - 2- one nonohydr ochl ori de
The title conmpound is prepared according to process B
usi ng processing net hod 2 starting from
3- (4- mesyl oxy-butyl)-1,
ExamplelS
3-[4-(4-phenyl-3,6-dihydro-2H-pyridine-1-yl)-butyl]-1,3-

dihydro-2H-indol-2-one

The title compound is prepared according to process B using
processing method ‘1 starting from 3-(4-mesyloxy-butyl)-1,3-
dihydro-2H-indol-2-one  and  4-phenyl-1,2,3,6-tetrahydro-
pyridine.

Melting point, 121-126 °C.
IR (KBr): 3191, 1704 (C=0) cm™.

'H-NMR (DMSO-ds, TMS, 500 MHz): 1.34-1.22 (2H, m), 1.49-
1.42 (2H, m), 1.85-1.77 (1H, m), 1.94-1.87 (1H, m), 2.32 (2H, t,
J=17.3 Hz), 2.42 (24, s), 2.55 (2H, t, J = 5.6 Hz), 3.00 (2H, d, J
=2.4 Hz), 3.43 (1H, t, J= 5.6 Hz), 6.11 (1H, 5), 6.82 (1H, d, J =
7.4 Hz), 6.94 (1H, t, /= 7.3 Hz), 7.16 (14, t, J = 7.5 Hz), 7.25-
7.21 (2H, m), 7.32 (2H, t, J = 7.8 Hz), 7.41 (2H, d, J = 7.3 Hz),
10.35 (1H, s) ppm.’



di hydr o- 2H i ndol - 2- one and 4-(3-chl orophenyl)-1, 2, 3, 6-
tetrahydro- pyridine. Melting point, 92-95 C. 1R (KBr):
wo'ddes/ 10848, 2574, 1708 (C—O) 1100 cm . WO 2005’&%&%85/000047
PCT/ HU2005/ 000047 45 ' H NVR (DWVSO- d6, TMs5, 500 MHz):
1.34-1.26 (2H, m, 1.74 (2H, sz), 1.93-1.80 (2H, m,
2.75 (2H, sz), 3.06 (2H, sz), 3.40- 3.10 (2H, sz),
3.46 (1H, t, J=6.0 Hz), 3.7 (2H, sz), 6.27 (1H, s),
6.83 (11-1, d, J=7.7 Hz), 6.96 (111, dt, J= 1.0, 7.6
Hz), 7.18 (1H, tt, J= 0 947 6 Hz), 7.27 (1H, d, J=
.3 Hz), 7.38 (1H, td, ‘17 7.7 Hz), 7.41 (1H, t,
J=7.6 Hz), 7.45 (1H, td, J =16, 7.5 Hz), 7.53 (1H,
t, J= 1.6 Hz), 10.40 (1H, s), 10.6 (111, sz) ppm
13C- NVR ( DVBO d6 TI\/S 125 6 MHz): 22.7, 23.6, 23.8,
29.6,,,.45. 1. 48, 54.8, 109.4 1214 123.7,

124. 2, %%mw éﬁ, Tl\’i%ﬁé“&%@)?” 4,36.5 2763299,

133. 6 4 I 13l 621 Si s
for tﬁ%%’F%? %52?35’}36 1l)§%2%%89n52127ﬁ gjﬁep Igullg’%,gd C

66. 19]127H7 61238, 129. 9153499,140136147219 %79l\ltapmmr ed: C 64.97,
H6.58, O 16.27, N 6.51 % Exanple 20 3-

{4-[4-(3-chl orophenyl) -3, 6-di hydro-2H pyridine-1-yl]-b
ut yl } Elemental analysis for the Formula C3H>6N,O (346.48)

Calculated: C 79.73,H 7.56, N 8.09 %.
Measured: C 78.64,H 7.43, N 8.07 %.

Example 19 '
3-{4-[4-(3-chlorophenyl)-3,6-dihydro-2H-pyridine-1-yl]-butyl}-
1,3-dihydro-2H-indol-2-one monohydrochloride

The title compound is prepared according to process B using
processing method 2 starting from 3-(4-mesyloxy-butyl)-1,3-
dihydro-2H-indol-2-one and 4-(3-chlorophenyl)-1,2,3,6-
tetrahydro-pyridine.

Melting point, 92-95 °C.

IR (KBr): kb. 3150, 2574, 1708 (C=0), 1100 cm™.



6-fl uoro-1I, 3-di hydro-2Hi ndol - 2- one nonohydr ochl ori de
The title conpound is prepared according to process B

WO!SdoBMos3gy ocessing nethod 2 starting from PCT/HU2005/000047
6-fl uor o- 3- (4- nesyl oxy-
butyl) -1, 3-di hydro- 2H-i ndol - 2- one and
4- (3-chl orophenyl)- 1,2, 3, 6-tetrahydro-pyridi ne. WO
2005/ 108388 PCT/ HU2005/ 000047 46 Melting point,
147-149 C. IR (KBr): 3144, 2576, 1716 (C=O cm 1.
"H NVMR (DVSO- d6, TMs, 500 ): 1.34-1.25 (2H, m,
1.95- 1.78 (4H, m, 3.93-2.74 (9H, m, 6.27 (1H, s),
6.78-6.27 (2H, m, 7.54-7.28 (SH, m, 10.63 (1H, s),
11.07 (1H, sz) ppm 13C NWR (DMSO-d6, TMS, 125.6

MHz) : 'B2NBIR @3M'$02§'IMS &OEMHZ}M Zﬁt—l 46{91;1 1419 B7454. 6,
97. 6 ((d J = 26.4 ngh %Ié % ), 118. 1,
123. 7 (ZHosp) ol 933 $052H,; my), é751 ) 306 2H, spy3340-

140 73, 13394(2}15 sé)dz 44 (H—I]tZJZ &th? 13672(2}11 sk)d6.29 (IT:I(BI?% 2

El'enent al ana ysSi s for the
czsm@c&ﬁz(ﬂﬁzd,{ 7235 H7) 6. 9éélHu<ﬂta{ &d:0,C.668z)43,18H{1H, 79,

6. 2461509578 BT A0 U5 ds Bep 2B o Bb 4T
1.7, 7.7 Hz), 741 (1H, t, J= 7.6 Hz), 7.45 (14, td, J = 1.6, 7.5
Hz), 7.53 (1H, t, J= 1.6 Hz), 10.40 (1H, s), 10.6 (1H, sz) ppm.

3C-NMR (DMSO-ds, TMS, 125.6 MHz): 22.7, 23.6, 23.8, 29.6,
45.1, 48.0, 49.6, 54.8, 109.4, 121.4, 123.7, 124.2, 124.9, 127.8,
127.8, 129.7, 130.5, 133.1, 133.6, 140.8, 143.0, 178.9 ppm.

Elemental analysis for the Formula C3H>6CL,N,0 (417.38)
Calculated: C66.19,H6.28,C116.99,N 6.71 %.
Measured: C64.97,H6.58,C116.27, N 6.51 %.

Example 20
3-{4-[4-(3-chlorophenyl)-3,6-dihydro-2H-pyridine-1-yl]-butyl}-
6-fluoro-1,3-dihydro-2H-indol-2-one monohydrochloride

The title compound is prepared according to process B using
processing method 2 starting from 6-fluoro-3-(4-mesyloxy-
butyl)-1,3-dihydro-2H-indol-2-one and  4-(3-chlorophenyl)-
1,2,3,6-tetrahydro-pyridine.



47 Exanple 21 3-
{4-[4-(3-chl orophenyl) -3, 6-di hydr o- 2H pyridine-1-yl }-b
woHoyd/tos3ssd- f | uor o- 1, 3- di hydr o- 2Hi ndol - 2- one  pCT/HU2005/000047
nonohydrochl oride The title conpound is prepared
according to process B by processing nethod 2 using
5-fl uoro- 3-(4-nmesyl oxy-butyl)-1, 3-
di hydr o- 2H i ndol - 2- one and 4-(3-chl orophenyl)-1, 2, 3, 6-
tetrahydro-pyridine as starting conmpounds. Ml ting
point, 96-101 C. IR (KBr): g391, 2580, 1705 (C=O cmi.
[ "H NVR (DMSO d6, TMS, 508°Mz): 1.33-1.28 (2H, m,
1.95- 1.76 (4H, m, 2.74 (1H, m, 2.86 (1H m,
3.18-3.09 (3H, m, 3.51(1H t, J=5.8 Hz), 3.57 (1H,
m, 3.73 (1H, m, 3.94 (1H, m), 6.27 (114, s), 6.83
(111, m, 7.01 (11H, m, 7.22 (1H, m, 7.47- 7.37 (3H,
m, 7MdtipgppingY4741498C 11 s), 11.0 (1H, sz) ppm
El emental analysis for the Fornmula C23H25C12FN20
(435.37) Calculated: C 63.45 H 5.79, d 16.29, N
6. 43 IR (KBa)k 31é4):25056710%C=0) 6m70, Cl 15.85, N 6.51 %
WO 2005/ 108388 PCT/ HU2005/ 000047 48

'H-NMR (DMSO-ds, TMS, 500 MHz): 1.34-1.25 (2H, m), 1.95-

1.78 (4H, m), 3.93-2.74 (9H, m), 6.27 (1H, s), 6.78-6.27 (2H,
m), 7.54-7.28 (5H, m), 10.63 (1H, s), 11.07 (1H, sz) ppm.

I3C.NMR (DMSO-ds, TMS, 125.6 MHz): 22.6, 23.4, 23.6, 29.6,
44.6, 47.9, 49.4, 54.6, 97.6 (d, J = 26.4 Hz), 107.4 (d, J = 22.5
Hz), 118.1, 123.7, 1249, 125.5, 127.9, 130.6, 133.1, 133.7,
140.7, 144.5 (d, J = 122 Hz), 162..1 (d, J = 241.2 Hz), 179.3

Elemental analysis for the Formula C;3H,5CI,FN,0 (435.37)
Calculated: C63.45,H5.79,Cl116.29, N 6.43 %.
Measured: C61.93,H5.98,Cl116.24, N 5.98 %.



What we claimis: 1. 3-Alkyl indol-2-one derivatives
of the general Formula (1), RS N O (CH2)nml R4 (I)
wO\obk/108388R3 wherein . R stands for hydrogen, pdeo8®8/000047

or alkyl having 1 to 7 carbon aton(s); R2 represents
hydrogen or al kyl having 1 to 7 carbon aton(s); R3
denot es hydrogen or al kyl having | to 7 carbon

aton(s); R4 represents hydrogen and R3 stands for a

group of the general Fornula (I1), R7 R6 6 (I1) Rs

47

Example 21
3-{4-[4-(3-chlorophenyl)-3,6-dihydro-2H-pyridine-1-yl]-butyl } -
5-fluoro-1,3-dihydro-2H-indol-2-one monohydrochloride

The title compound is prepared according to process B by
processing method 2 using 5-fluoro-3-(4-mesyloxy-butyl)-1,3-
dihydro-2H-indol-2-one and 4-(3-chloropheny!)-1,2,3,6-
tetrahydro-pyridine as starting compounds.

Melting point, 96-101 °C.

IR (KBr): 3391, 2580, 1705 (C=0) cm™.

B

'H-NMR (DMSO-ds, TMS, 500 MHz): 1.33-1.28 (2H, m), 1.95-
1.76 (4H, m), 2.74 (1H, m), 2.86 (1H, m), 3.18-3.09 (3H, m),
3.51 (1H, t, J = 5.8 Hz), 3.57 (1H, m), 3.73 (1H, m), 3.94 (1H,
m), 6.27 (1H, s), 6.83 (1H, m), 7.01 (1H, m), 7.22 (1H, m), 7.47-
7.37 (3H, m), 7.53 (1H, s), 10.5 (1H, s), 11.0 (1H, sz) ppm.

Elemental analysis for the Formula Cy3H,sCLEN,O (435.37)
Calculated: C63.45,H5.79, C116.29, N 6.43 %.
Measured: C 63.25,H 5.70, C1 15.85, N 6.51 %.



wherein R6, R7 and Rs each represents hydrogen,
hal ogen, WD 2005/ 108388 PCT/ 1HU2005/ 000047 49

bd/lgdsomet hyl or straight or branched chai pc@hkif2008600047
“’é&kéxy having 1 to 7 carbon atom(s), or R6 and R7

together form ethylene-dioxy, or R6 and R7 together
form et hyl enedi oxy; or Rand Rs form together with

t he adj acent carbon atons of the tetrahydropyridine
ring, phenyl. or a 5- or 6-nenbered heterocyclic ring
containing a sul fur as heteroatom which may
optionally carry a halogen4§ubstituent; mis 1, 2, 3
or 4; and pharnmaceutically acceptable acid addition
salts thereof 2. 3-Alkyl indol-2-one derivatives of

the gengsatve Eleimmis:a (p, wherein R represents
hydr ogen, hal ogen or alkyl having | to 7 carbon

atonm(s); RZ denotes hydrogen or alkyl having 1 to 7
car bon at ), i § hydrogen. R stands for_hydrogen
and R&'sggggéks "8Peaﬂ5%§¥ﬁ%§§ﬁe ﬁ@?ﬂnn?%ﬁp’mherein-
R6, R7 and R8 each represents hydroggpn, hal ogen,
trifluoromethyl or straight ched chain al kyl or
al koxy |

N .

R (CHYw~ R
0 ¢y

wherein

R' stands for hydrogen, halogen or alkyl having 1 to 7 carbon
atom(s);
R? represents hydrogen or alkyl having 1 to 7 carbon atom(s);
R? denotes hydrogen or alkyl having 1 to 7 carbon atom(s);
R* represents hydrogen and R® stands for a group of the general
Formula (II),
; .
R6
(In
RS

wherein RS, R7 and R® each represents hydrogen, halogen,



having 1 to 7 carbon atonm(s), or R6 and R7 together

form ethyl enedi oxy; msl, 2,30r4; and

(ﬁﬁ ﬂ@&gutl cal ly acceptable acid addition salptq,ﬂmoosmooon
reof. WO 2005/108388 PCT/HU2005/ 000047 50 3

3- Al kyl indol-2-one derivatives of the general For mul a

(I'), wherein Rl stands for hydrogen, hal ogen or alkyl

having 1 to 7 carbon aton(s); R2 represents hydrogen

or alkyl having 1 to 7 carbon aton(s); R3 denotes

hydrogen; R4 and RS form together with the adjacent

carbon atons of the tetraf§dropyridine ring, phenyl

or a 5- or 6-nmenbered heterocyclic ring containing a

sul fur as heteroatom which may optionally carry a

hal oQ@Hﬂ\%’f@ﬁkﬁSf&‘ SR istraffht Br brarthed cRAn %Ik @ANGk alkoxy

phar maceuti cal 'y acceptabl e acid addition safi

ther emﬁvmg 13e 7 carbon atom(s) or R® and R’ together form

12‘13 Trifl uorong henyl% 3, 6-tetrahydro-
yr| di yﬂcnmompm OB nmthyllra&sﬂmzm{e

P
B L St St o o

tetrahydropyridine ring, phenyl or a 5- or 6-membered
heterocyclic ring containing a sulfur as heteroatom, which may
optionally carry a halogen substituent;

mis1,2,3or4,

and pharmaceutically acceptable acid addition salts thereof.

2. 3-Alkyl indol-2-one derivatives of the general Formula (I),
-wherein

R' represents hydrogen, halogen or alkyl having 1 to 7 carbon
atom(s);

R? denotes hydrogen or alkyl having 1 to 7 carbon atom(s);

R?is hydrogen,;

R* stands for hydrogen and R’ is a group of the general Formula
(I1), wherein RS, R7 and R® each represents hydrogen, halogen,
trifluoromethyl or straight or branched chain alkyl or alkoxy
having 1 to 7 carbon atom(s), or R® and R’ together form
ethylenedioxy;

misl,2,3or4,

and pharmaceutically acceptable acid addition salts thereof.



there-of. 5. 3-[4-(6,7-D hydro-4Hthi eno
[3,2-c]pyridin-5-yl)-butyl]-1, 3-

wahoiyfisgss2H | ndol - 2-one according to claiml, @Agru2005/000047
pharmaceutically acceptable acid addition salts
t hereof . WD 2005/ 108388 PCTI HU2005/ 000047 51 6.
3-[4-(6, 7-D hydro-4H-thi eno[ 3, 2-c] pyridi n-5-yl)-butyl]
-5- fluoro-1, 3-di hydro-2Hi ndol - 2- one according to
claim1, and pharnaceutically acceptable acid
addition .salts thereof. 7. 5
3-[4-(2-Chl oro-6, 7-di hydr o-gl—l-t hi eno[ 3, 2-c] pyri di n-5-y
)- butyl.]-1, 3-di hydro-2Hi ndol - 2-one according to
claim1, and pharnaceutically acceptable acid
addition salts thereof. 8.
3-[4- 86, 7-Di hydro-4Hthieno[ 3, 2-c] pyridin-5-yl)-butyl]
-6- f Budralkyl mdel-Ryenesdepipativeg sif- the gisaerak Fommanla gDy o

cl aim erdl d pharnmaceutically acceptable acid

addition salts thereof. 9. -

3- [ 4- R2-stanaerfor Rydtogén) hallo@erftbt hikyERSiSy 2-t6]P¥drbsk N- 5- ¥

[)- butyl]-6-fluoro-1, 3-di hydro-2H i ndol - 2- one

accor détomfsko claim 1, and pharma-ceutically

bl ' ddi ti lts t f 0.
- o Tesipt Ty roagin) kA Gor0oR 8B ai -5y
1) - bwP¥kdotes hyd#eger; 1. 3- di hydr o- 2H-i ndol - 2- one

according to claim 1, and pharma-ceutically
accepRiknd Ricformawgetheowith diet wljadest eobon atoms of the

tetrahydropyridine ring, phenyl or a 5- or 6-membered
heterocyclic ring containing a sulfur as heteroatom, which may
optionally carry a halogen substituent;

mis1,2,3o0r4;

and pharmaceutically acceptable acid addition salts thereof.

4, 3-{4-[4-(3-Trifluoromethyl-phenyl)-1,2,3,6-tetrahydro-
pyridin-1-yl]-butyl}-1,3-dihydro-2H-indol-2-one according to
claim 1, and pharma-ceutically acceptable acid addition salts

there-of.

5. 3-[4-(6,7-Dihydro-4H-thieno[3,2-c]pyridin-5-yl)-butyl]-1,3-
dihydro-2H-indol-2-one  according to claim 1, and

pharmaceutically acceptable acid addition salts thereof.



11.
6- Fl uoro-3-{4-[4-(3-trifluoronethyl-phenyl)-1,2,3,6-te
wol2085/108388 PCT/HU2005/000047
hydr opyri di n-1-yl ] -butyl }-1, 3-di hydro-2Hi ndol - 2- one
nmonohydr ochl ori de according to claim1, and
phar maceutically acceptable acid addition salts
t hereof. WD 2005/ 108388 PCT/ HU2005/ 000047 52 12.
3-{4-[4-(4-Chl orophenyl)-1, 2, 3,6-tetrahydro-pyridin-|-
yl']- butyl}-1, 3-di hydro-2H.i ndol - 2-one according to
claim1l, and pharnmaceuti cgkl y acceptable acid
addition salts thereof. 13. 5-Fl uoro- 3-
{4-14-(3-trifluoronethyl-phenyl)-1,2,3,6-tetra-
hydromyr i d3-[4-(6,7-Dikydeodyi-thicho[3; 2kclplyyidires-¥H-burgldhs- 2- one
according to claim1, and pharmaceutically acceptable
aci d fwem-1.3ckhydp28-indel-Zene apgordimgafangtaamt 1.c and
CONMposSitions conpri sSi . act il i.hgredicent at | east
one o h%‘ﬁ%acc%tﬁcﬁgg ﬁﬁ%epgagle?% lefij‘fgﬁﬁéo%aﬁah g’rer?reu% a (1)
according to any of clains 1 to 12 or a
pharmaceutically acceptable acid addition salt

t her edf i 3-[Ad@Chlarce6,FidiltydoméHethienai 2clpyridieni-ybnal
carrier r,.Quxi Li ent(s). .,15., Phatmaceuti cal
conpo %“fyﬁi}fg '%%?'3%&?@8?% i(aﬁgqﬂmﬁs % ﬁﬁumf g?r a?‘#] e

tr eat BRRmREutRaNP AYdptibR Lid AR altofleyys di sorders,
parti Cul arly depression, anxiety, conpul sory disorder,

pani c
8. 3-[4-(6,7-Dihydro-4 H-thieno[3,2-c]pyridin-5-yl)-butyl]-6-
fluoro-1,3-dihydro-2H-indol-2-one according to claim 1, and

pharmaceutically acceptable acid addition salts thereof.

9.  3-[4-(2-Chloro-6,7-dihydro-4H-thieno(3,2-c]pyridin-5-yl)-
butyl]-6-fluoro-1,3-dihydro-2 H-indol-2-one according to claim

1, and pharma-ceutically acceptable acid addition salts thereof.

10.  3-[4-(2-Chloro-6,7-dihydro-4H-thieno[3,2-c]pyridin-S-yl)-
butyl]-5-fluoro-1,3-dihydro-2H-indol-2-one according to claim

1, and pharma-ceutically acceptable acid addition salts thereof.

11.  6-Fluoro-3-{4-[4-(3-trifluoromethyl-phenyl)-1,2,3,6-tetra-
hydropyridin-1-y1]-butyl}-1,3-dihydro-2 H-indol-2-one
monohydrochloride according to claim 1, and pharmaceutically

acceptable acid addition salts thereof.



di sease, soci al phobia, schizophrenia, nood disorders,
mani a, nental decline, stroke, cell death in certain

wdRob/z0s98s t he central nervous system ~ PCT/HU2005/000047
neur odegeneration foll owed by nental decline,
Al zhei nmer' s di sease, denentia, post-traumatic di sease
or stress disorder. W 2005/108388 PCT/ HU2005/ 000047
53 16. A process for the preparation of conpounds of
the general Formula (1), which conprises (a) reacting
a conpound of the generalmﬁérnula (rrr)y, ROV
(CHZ)mL N'TR2 rein L stands for hydroxy
and R, R2, R3 and mare as stated above, with an
aryl -sul fonyl chloride or with a straight or branched
chain C1_7 al kyl sulfonyl chloride in the presence of
an organi c base, and reactlﬂ&the t hus- obt ai ned

conpouktd oF {4-He(4;Ehiorenbeny)) h6-tetrehydrovmaidin-g-yll-
repr eso%l?- lﬁ-ﬁihyafo-f}[!ﬂ&osl-lél-gn%n Xécgﬁng \% anlm H¥ amgI ne

pharmaceutically acceptable acid addition salts thereof.

13.  5-Fluoro-3-{4-[4-(3-trifluoromethyl-phenyl)-1,2,3,6-tetra-
hydropyridin-1-yl]-butyl}-1,3-di-hydro-2 H-indol-2-one
according to claim 1, and pharmaceutically acceptable acid

addition salts thereof.

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

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

15. Pharmaceutical compositions according to claim 14 useful
for the treatment or prophylaxis of central nervous disorders,
particularly depression, anxiety, compulsory disorder, panic
disease, social phobia, schizophrenia, mood disorders, mania,
mental decline, stroke, cell death in certain parts of the central
nervous system, neurodegeneration followed by mental decline,
Alzheimer’s disease, dementia, post-traumatic disease or stress

disorder.



derivative of the general Formula (W, R6 (IV) HV RS
wherein R5 and R6 are as stated above, in the presence

cid binding agent, or (b) reacting apealpeiavslo00047
W"%ﬁ"’s{ﬁg”gener al Formula (V), WD 2005/108388
PCTI HU2005/ 000047 54 RL 2/ (V) ORz ~ R3 wherein
Rl, R2 and R3 are as stated above, with a conpound of
the general Formula (M), R6 (VU L- (CH2)m N R5
wherein R5, R6 and mare as stated above and L is a
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16. A process for the preparation of compounds of the general
Formula (I), which comprises

(a) reacting a compound of the general Formula (III),

B (CH)—L
['/ P . L . ()
RZ |

R3

wherein L stands for hydroxy and R, R%, R? and m are as
stated above, with an aryl-sulfonyl chloride or with a
straight or branched chain C,.; alkylsulfonyl chloride in
the presence of an organic base, and reacting the thus-
obtained compound of the general Formula (III), wherein
L represents aryl or alkylsulfonyloxy, with a pyridine

derivative of the general Formula (IV),
RS
| Iv)
HN
RS
wherein R’ and R® are as stated above, in the presence of

an acid binding agent, or

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



| eavi ng group, in the presence of a strong base. 17.

3- Al kyl indol -2-one derivatives of the general Fornula

wo(z&sn asggording to any of the clains 1 to 13 fpefr/mGR0%600047
a weglcanent. 18. A process for the nmanufacture of a

phar ma-ceutical suitable for the treatnent or

prophyl axis of central nervous system disorders,

particul arly depression, anxiety, conpulsive disorder,

pani ¢ di sease, social phobia, schizophrenia, nood

di sorders, mania, nental 3§cline, stroke, cell death

in certain areas of the central nervous system

mental decline followed by cerebellar S WO

2005/ 108388 PCT/ HU2005/ 000047 55 cell death,

Al zhei mer' s gi sease, denentia, post-traumatic disease

or stress di whi ch conprises adm xi ng at | east

one conpoundlof eneral Fornula (1) qygording to

any of clai or a pharnmaceutically

acceptable agjd ad itiéh salt thereof with a

phar maceut i cal car]{er and optionally other auxiliary

agent and bringing the mxture to galenic form 19. A

method for the treatnment or prophylaxis of centra

nervous systemdisorders, .particularly depression,

anxi ety, odhesimsRyeR dindoRiesre pmstateddiabevss ewithogi al
phobi a,  s¢hl 2000 §h& e Bormula (VID,

. N
L\(CHz)m/ N

RS

wherein R’, R® and m are as stated above and L is a

leaving group, in the presence of a strong base.

17. 3-Alkyl indol-2-one derivatives of the general Formula (I)

according to any of the claims 1 to 13 for use as a medicament.

18. A process for the manufacture of a pharma-ceutical suitable
for the treatment or prophylaxis of central nervous system
disorders, particularly depression, anxiety, compulsive disorder,
panic disease, social phobia, schizophrenia, mood disorders,
mania, mental decline, stroke, cell death in certain areas of the

central nervous system, mental decline followed by cerebellar



di sorders, mania, nental decline, stroke, cell death
in certain areas of the central nervous system

w%[g,fyssé}ecl ine followed by cerebellar cell d{atu2005/000047
zhei mer' s di sease, denentia, post- traumatic di sease

or stress disorder, which conprises admnistering to
a patient in need of such treatnent an efficient
anount of a pharnaceutical conposition containing at

| east one conpound of the general Formula (1) or a
pharmaceutically acceptable, organic or inorganic
acid addition salt thereof?>

cell death, Alzheimer’s disease, dementia, post-traumatic
disease or stress disorder, which comprises admixing at least
one compound of the general Formula (I) according to any of
claims 1 to 13 or a pharmaceutically acceptable acid addition
salt thereof with a pharmaceutical carrier and optionally other

auxiliary agent and bringing the mixture to galenic form.

19. A method for the treatment or prophylaxis of central nervous
system disorders, particularly depression, anxiety, compulsive
disorder, panic disease, social phobia, schizophrenia, mood
disorders, mania, mental decline, stroke, cell death in certain
areas of the central nervous system, mental decline followed by
cerebellar cell death, Alzheimer’s disease, dementia, post-
traumatic disease or stress disorder, 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.



