PYRI DI NE DERI VATI VES OF ALKYL OXI NDOLES AS 5- HT7
RECEPTOR ACTI VE AGENTS TECHNI CAL FI ELD OF THE
wo DOENTI3EN The i nvention relates to new 3- subseat/HUES/000047
i ndol - 2-one derivatives, a process for the preparation
t hereof , pharmaceutical conpositions containing said
new i ndol - 2- one derivatives and the use of said
conmpounds for the treatnent of diseases. Mire
particularly the present invention is concerned with
new 3, 3-di substituted indol -2-one derivatives of the

e pen BB R e o R e AL ARbRglY B acms

represents hydrogen or alkyl having 1 to 7 carbon
aton(s); R3 denotes hydrogen or alkyl having 1 to 7
carbon aton(s); R4 represents hydrogen and R5 stands
for a group of the general Formula (11), wherein R, R
and R each represents hydrogen, hal ogen,
trifluoronmethyl or straight or branched chain al kyl or
al koxy

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

M,
R! (CH,).”

0 0y

RS

R4

R2 |

wherein



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

formethyl ene-dioxy, or R4 and R5 form together wth
WO bwsaczseent carbon at ons of the tetrahydr opyPCTiHEIR005/000047

ring, phenyl or a 5- or 6-nenbered heterocyclic ring

containing a sul fur as heteroatom which may

optionally carry a hal ogen substituent; mis 1, 2, 3

or 4; and pharnmaceutically acceptable acid addition

salts thereof. TECHNI CAL BACKGROUND OF THE | NVENTI ON

U S. patent No. 4,452,808 dihscloses

4- am noal kyl -i ndol - 2-one derivatives having a

selective D2 receptor activity. These compounds can be

used for the treatnent of hypertension. One of the

CorrpouR(H stapdofordedrdgent halsggpadreaiky! heaimg ¥ to 7 carbon

4-[ 2- (di - Npropyl am no) ethyl]-2(3H)-indol one, is used

for thalom(®at ment of Parkinson's di sease. Eur opean

pat ent . L oyvi i_ndol.-.2--0ne derivatives

Car ryi R neaty AuioBbEY £ naPRgi € radfhaiion B,

posi t i RAdénotedtyafbgendr MRy BRI eOtof DEarbdiatbmeat nent  of
psychotic conditions. One of

R* represents hydrogen and R® stands for a group of the general

Formula (1),

_ n7
RS
(II)
R®

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 R® 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;

mis I, 2,3 or4;

and pharmaceutically acceptable acid addition salts thereof.



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

whenzilessshi azol - 3-yl ) -1 - pi perazi nyl ] - et hyl ] - 6- ptit/@ueeds;000047
3-di hydro- 2H i ndol -2-one, exerts its activity by
interaction with D2, 5- HTiA d 5-HT2 receptors and is
used in the clinical treatnent as an anti psychotic
agent. European patent No. 376,607 discl oses
i ndol - 2-one derivatives substituted in position 3 by
an al kyl pi perazi nyl -aryl gr qup, whi ch exert their
activity on 5-HT | A receptors and are useful for the
treatnent of central nervous disorders.In the
i nternational patent application WO 98/008816 i ndol - 2-
one .derivatives containing a substituted
al kyl pi perazinyl, substituted al kyl -pi peridinyl or
al kyl - cycl ohe FmﬁpéhBA¢$P%9ENQQQ#$E NI scl osed.
These conpounds exert anti-psychotic activity. The
accel eration of technical-social developnment in the
XX. cefl.8r patentinBbi #1452808 dietavash dramicoatyitisdalrl-ofie
adaptation for humans, which, in adverse cases, ny
| ead t GEHVRIVER AV e SBECtNEaH2afGO6PIOK | &GV ARY SLhese

Adapt atc&%Bo&{diocrag%%%s&? @osrtthé WeSnft of hypertension. One
‘ 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;s 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 4 receptors and are useful for

the treatment of central nervous disorders.



important risk factor in the devel opnent of di seases
of mental or psycho-sonmatic origin, such as anxiolytic
weyndnasses stress di sorder, depression, schi zopd/EUR@S/000047
gastroi ntestinal diseases or cardiovascul ar di seases.
Beside the difficulties during adaptation to the
envi ronnent anot her great problem of nodern societies
is the rapid ageing of population. Onng to the
results of nodem nedical science |ife expectancy has
i ncreased, and the diseases occurring due to ageing or
devel oping in the declining years, particularly the
nunber of nental di seases has grown in | eaps and
bounds. The solution of the treatment of Al zheiner's
di seash theaigtuhaionalepatett i applicatidn SWA P&00ES®Nindal-has
becone a social, problem, For the treatnent of the
above eN§ ndlgratiges: t NI s & wiStsEiieh gpsylpiperazinyl,

phar ma Jeal S exert | helr .activit n the .

benzod?‘gog{é%l?eﬁle %@tpé#r@g?ﬁg. g%ll Eggglp%o%?ﬁorgrg%pnt al

5- HT Apé L8PS Qb disSlohd. THERI dotipourdsPé:ast ARi0)syBRUR been

applied. In case of psychosomatic di seases anxi ol ytic

t her apsgctivityof t en conpl enmented by the adnini stration of

phar maceuti cal s
The acceleration of technical-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



possessi ng anti hypertensive (acting on the ai or a2
receptor), or antiulcer (Hl-receptor antagonist)
w@edosaog3gs Anxi ol ytics of benzodi azepi ne type Pem@EU2005/000047
several unpl easant side-effects. They cause decline of
the power of concentration and nenory and possess
muscl e rel axant effect. Said sideeffects influence the
quality of life of the patients in an adverse manner
restricting the scope of application of such-
pharmaceuticals. The pharnmacguticals 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
anxi ol ywidespeéadéc tpheamadeeticatshiceertiug othkly adtivity an the
treatnent lasting for at least 10 - 14 days. Besi des,

af ter tOFBZOHAZEPHRE SYEWIHI{S8r LRPPA™ P atikicsEEHi o Heirect

occurs. t e.si ffects, \t er.0
0Cu 5189 (4 Do RRIERT A58k By e BEEIEANECY s
headachg, ész; SHYsbindBc didsRaer afkiohalds ey dbt efftcReen
observed. SUMMARY OF THE | NVENTI ON

complemented by the administration of pharmaceuticals

possessing antihypertensive (acting on the a; or a, receptor), or

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 A 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 object of the present invention is to devel op
phar maceutical ingredients which are devoid of the
wabmsaessgeci fi ed drawbacks and undesired si de-BET/HUR®S/000047
characteristic of the active agents binding to 5-HT I A
receptors and which, at the sanme tine, can be used for
the treatnent of disorders of the central nervous
system The invention is based on the surprising
recognition that the 3- al kyl substituted indol-2-one
derivatives of the general Formula (1) considerably
bind to 5-HT7 receptors and 1 nhibit serotonin uptake.
DETAI LED DESCRI PTI ON OF THE | NVENTI ON According to an
aspect of the present invention there are provided
novel 3-substitut ed®uMMe®Y-CRTHE INGENN@Y | ves of the
general Fornmula (1), wherein Rl stands for hydrogen,
hal ogen or al kyl having 1 to 7 carbon atom(s); R2

represents hgr en_or al kyl. havj: 1 7..carbon

ot on o) e SERERE S Abupibiio ¥ by prohRyfnfRERa! £

car bon jgseMests which are devoid of the above-specified drawbacks
and undesired side-effects characteristic of the active agents
binding to 5-HT; 4 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 (II),



R4 represents hydrogen and R5 stands for a group of
the general Fornmula (11),wherein R, R and R each

wo egsaesset s hydrogen, hal ogen, trifl uoronet hyl POT/HU2005/000047
strai ght or branched chain al kyl or al koxy having 1 to
7 carbon aton(s), or R6 and R7 together form an
et hyl ene-di oxy group, or R4 and R5 form together with
t he adj acent carbon atons of the tetrahydropyridine
ring, phenyl or a 5- or 6-nenbered heterocyclic ring
contai ning a sul fur as heteroatom which may
optionally carry a hal ogen Substituent; mis 1, 2, 3
or 4; and pharnmaceutically acceptable acid addition
salts thereof. The term,,al kyl" used throughout this
specification is inRénded to nean straight or branched
chain, saturated al Kyl groups having 1 to 7,
preferably 1 tRf 4 bon aton(s), (e.g. nethyl, ethyl,
1-propyl, 2-propy butyl, isobutyl or tert. butyl
group etc.)The te hal ogen" enconpas§d% all the
four hal ogen at-efrs, gb as fluorine, chlorine, iodine
and brom ne, and prefé%ably

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;

mis 1,2, 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.)



stands for chlorine or bromne. The term,,|eaving
group" relates to an al kyl sul fonyl oxy or

wa@eosasgonyl oxy group, such as nethyl sul f onyl BRY/HUE05/000047
pt ol uenesul f onyl oxy group; or a hal ogen atom
preferably brom ne or chlorine. The term.
"pharmaceutically acceptable acid addition salts”
relates to non-toxic salts of the conpounds of the
general Formula (1) fornmed with pharnaceutically
acceptabl e organic or inorggnic acids. Inorganic acids
suitable for salt formation are e.g. hydrogen
chl ori de, hydrogen brom de, phosphoric, sulfuric or
nitric acid. As organic acids formc, acetic,
propionic, maleic, fumaric, succinic, lactic, malic,
tartaric, citric, ascorbic, malonic, oxalic, mandelic,
gl ycol iThe tpmm ahprlegeeencenwatses aHithe fpur Brlagsiediensoni c,
napht hal i;,c_or, net hanesul f oni c [ n be used.
Fur t hePoY %S, hggr%eo Nt BLCa i’ ey%‘r o}gréglﬁrgeo nagﬁ és e%?é’ 1
consi defaeks R% cRIBALEBEBMHISR! | Y acceptabl e
salts. According to a further aspect of the present
invention there is provided a process for the

“preparation of the conpounds of
he term ,leaving group” relates to an alkylsulfonyloxy or

Al so

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

bromine or chlorine.

The term “pharmaceuficailly acceptable acid addition salts”
relates to non-toxic salts of the compounds of the general
Formula (I) formed with pharmaceutically acceptable organic or
inorganic acids. Inorganic acids suitable for salt formation are
e.g. hydrogen chloride, hydrogen bromide, phosphoric, sulfuric
or nitric acid. As organic acids formic, acetic, propionic, maleic,
fumaric, succinic, lactic, malic, 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.



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

WO eastiogsgs a conpound of the general Formul a (1PdY/HU2005/000047
wherein L stands for hydroxy, Rl, R2, R3 and mare as
stated above, wth an arylsulfonyl chloride or with a
strai ght or branched chain G -7 al kyl sul fonyl chloride
in the presence of an organic base, and reacting the
t husobt ai ned conpound of the general Formula (111),
wherein L represents aryl og al kyl sul fonyloxy, with a
pyridine derivative of the general Formula (1V,
wherein R5 and R6 are as stated above, in the presence
of an acid binding agent, or(b) reacting a conpound of
t he geAesafiinEde raufusthét/spevthed e rprédent RvamtibrRthereeisas
stated above, with a.conpound of the general Fornula
(M 1) DIAKIPL 1 POSCSSREPT o HFFRIEIORSOR ik EQMBRE, of n

Lo A1 O S e e

addition salts thereof, which comprises

(a) reacting a compound of the general Formula (III),
R!
['/ /I L ()
N O
R? |
R3

wherein L stands for hydroxy, R', R?, R® and m are as
stated above, with an arylsulfonyl chloride or with a
straight or braﬁched 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,
| Iv)
HN

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

an acid binding agent, or



stands for hydrogen obtained according to any of the
above variants is halogenated or the free base is

wo pdwsnegsesl fromthe salt thereof or converted PEL/EU2005/000047
pharma- ceutically acceptable acid addition salt
t hereof . The conpounds of the general Fornula (1),
wherein R1-R5 and mare as stated above, can be
prepared by reacting a conpound of the general Formula
(1'11), wherein R-R 3 and mare as stated above and L
is a leaving group, with a npound of the general
Formula (I1V), wherein R4-R5 are as stated above, by
nmet hods known fromthe literature [Houben-Wyl:
Met hoden der organi schen Chem e, Georg Thienme Verl ag,
Stuttgart, 1992, 4th Edition, vol. El 6d (ed.: D
Kl amanp); R,. C. Larock; Conprehensive O ganic
Tr ansf 6P FEIG9R & compoprg of the geneyg!Feympladyhs, New Yor Kk,
1999, 789; DRIA. Wal sh, Y-H Chen, J . B. Geen, J.
C. Nol an, J. Yanni-J. Med. Chem 1990, 33, 1823-
1827]. Durin aration of -the conpQunds of the
general Formll/a the formation of t
substituentsR% n be\.lJca Oied out in

R3

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

compound of the general Formula (VII),

RS

L\(CHZ)m/

R5

. 5 16 .
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,



optional succession according to nmethods known from
the literature. It is expedient to prepare the
w@oossaossgs of the general Formula (111) by reaedT/Ry2@05/000047
conpound of the general Fornmula (V) - wherein L and n
are as stated above and L' is a |eaving group or a
group that can be converted into a | eaving group -
with a conpound of the general Formula (VI), L-(CH2VL"
(M )wherein R1-R4 are as stated above, which has been
prepared according to net ho?ﬁ known fromthe
literature [Houben-Wyl: oden der organi schen
Chemi e, Ceorg Thiene Verlag, Stuttgart, 1977, 4th
Edition, vol. V/2b; AL R Katritzky, Ch. W Rees:

Conpr eTaasbr@otdaisesfahy (gbﬂe@al(mﬂﬂiiu&t (), wherdin RILRT oy
Per ganon, Oxford, 1984, vol. (ed.: C. W Bird, G
W H GChasgemiand aoge150 b&mxe%@d BB eeacting Meor@pwnd g.

& P R BogrhPiaL Ean 680 wheRaoR R S Mo s s o
the gengsalankqr @a\(lhg gro‘ﬁﬁe‘&/ﬁh'& 6)8511@8{‘%}1 rg’aﬁ@raﬁs

st at ed above, can al so e prepar ed by reacti
Formula (IV), wherein R*R> are as stated above, by methods
known from the literature [Houben-Weyl: Methoden der
organischen Chemie, Georg Thieme Verlag, Stuttgart, 1992, 4t
Edition, vol. El6d (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 (III) 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-(CH2)mL’ (VD



conpound of the general Fornmula (V), wherein R1-R3 are
as stated above, with a conpound of the general
wo-ooosbsssg VI 1), wherein R4-R5 and m are as st ap@mHIb@$m00047
and L is a |l eaving group, by nethods known fromthe
literature [R J. Sundberg: The chem stry of indoles,
Academ c Press, New York, 1970, vol. VIL; A R
Katritzky, Ch. W Rees: Conprehensive Heterocyclic
Chem stry, 1lth Edition, Perganon, Oxford, 1984, vol.
4. (ed.: C. W Bird, G W {4 Cheesenman), 98-150 and
339- 366; G M Karp Og. Prep. Proc. Int. 1993, 25,
481-513; A S. Kende, J. C. Hodges Synth. Comun.
1982, 12, 1-10; W W W I kerson, A A Kergaye, S. W
Tarn Jwhéfeth RGRErare h@%ated%@bo%gﬂﬂmﬂﬁé bEére pespapaunds
of the general Formul a wherein R1-R5 and n are as

st at ed2&BuiR8 toclﬁﬁthﬁfi%lénod@ Brwhe diprgsyreddonhemiaslit t he
1 for f.th Lt g di ff
succeggflel{)h%ﬁflg ef% &i 1‘51"1?&} éac ?I%)ur? Ecl}eoﬁg ﬁ\ T S}r eglg%’e a
conpougtgirt,t g7 9eN exialonFs MW/ 2b; (A )R | Batvi$AY, 85, W.
starting substance wherein all Substituents are as
st at edRedsovEomrebersitehdlaerecyclic bEhtmisteyd, 1 WHEditiogan be
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; 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. VII; A. R. Katritzky, Ch. W. Rees: Comprehensive
Heterocyclic Chemistry, 1t 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].



any one selected fromRl, R2, R3, R4, R5, R6 R7 and RS
The introduction and conversion of the substituents
wae@®saes388 ed out according to nethods known frpOT/HUR005/000047
literature [Houben-Wyl: Methoden der organi schen
Chem e, Ceorg Thienme Verlag, Stuttgart, 1977, 4th
Edition, IV/la-d; vol. V/2b]. During the introduction
of the substituents application or elimnation of
protecting groups may beconme necessary. Such nethods
are specified in T. W Geepg, Protective groups in
organi c synthesis, John Wley & Sons, 1981. The
compounds of the general Forrmula (I), wherein Rl1-R5
and n are as stated above, can al so be prepared by
carrying out the formation of the substituents R1-R8
in different succession in the | ast reacth ;tep In

this cabecempayndsof Hy ssuest E@re@llaa(lbdvmn anden

general_For

subst i fFefit §W§? é& é%ﬁf@%’2%85@a§§q@bfmqﬂggdﬁ%t?% be

f or medgriatieh o83 sBEstARAtORCRS & &iekRHt iR inffe RS,
R4, R5, R6, R7 or R8. Theintroduction or conversion of

t he subst irtactint ssteganinbéhic ansd adcaupound oftthodsneral
anal OQ%grsx’mglg (It) I?so §seed lélg g&?tlrfgrs%mtgrlqc% V\lfllletreelg ?1}1 léllrlt?stltuents
are as stated above except the one to be formed, which can be
any one selected from Rl, Rz? R3, R4, RS, R6, 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’ RG, R or R®%. The



[ Houben- Weyl : Met hoden der organi schen Chem e, Ceorg
Thi eme Verlag, Stuttgart, 1977, 4th Edition, IV/la-d,

WO e005/18B30] . During the introduction of substiPCEAUS005/000047
the application and renoval of protecting groups may
be necessary. Such processes are specified in T. W
Greene, Protective groups in organic synthesis, John
Wley & Sons, 1981. The conpounds of the genera
Forrmulae (1V), (V), (M) and (VIl1) are known fromthe
literature or can be producgd by anal ogous net hods.
According to a further aspect of the present invention
there are provided pharnmaceutical conpositions
conprising as active ingredient a conpound of the
gener aintrbduatiohar (cbhivasiom opthersubstgutnitcadnl be agsapdbabl e
acid addition salt thereof in adm xture with one or
nor e c*a»h\i@ﬁh@@nanalea@w & (those oknayyixi framar t}leagmt(us) .

pr esert TRV EPbn MERPETR ChbrBBaris b, Chgsicy, Ggore
vei ghtThl%@WﬁE,l Stutkga® 1977, 4™ Edition, IV/1a-d; vol. V/2b].
- During the introduction of substituents the application and
removal of protecting groups may be necessary. Such processes

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.



% by weight, particularly 5-30 % by wei ght of the

active ingredient. The pharmaceutical conpositions of
WO b@spossgsent i nventi on may be suitable for orabPC(/EUg005/000047

powders, tablets, coated tablets, capsules,

m crocapsules, pills, solutions, suspensions or

emul sions), parenteral (e.g. injection solutions for

i ntravenous, intranuscul ar, subcutaneous or

i ntraperitoneal use), rectal (e.g. suppositories)

transdermal (e.g. plasters),cor local (e.g. ointnents

or plasters) admnistration”or for the application in

formof inplants. The solid, soft or |iquid

phar maceuti cal conpositions according to the invention

may be produced by nethods conventionally applied in

t he pharmaceutical industry. The solid pharmaceutica

conposihe phssmpesutistlagompanitians of tei ppseabitvghtivmay he

compounds of, .t he general Fornul a él) or
phar miCedb AT 11 2k Fanpa dea Bl odalles
t her eqfap i, COMBdcaRtules) | SIS WonfRnt | ehd é{ﬁwﬁ@ S
| act ose, gl ucose, starch, pOt&SSIUﬁ]phOS% ate,
m cr o-emuisibad)] parentesl (a1 omgectiobisoldtiogs Agenirsvensish as
gel atine, sorbite, polyvinyl pyrrolidone),
intramuscular, subcutanéous or intraperitoneal use), rectal (e.g.
suppositories) transdermal (e.g. plasters) or local (e.g.
ointments or plasters) administration or for the application in
form of implants. The solid, soft or liquid pharmaceutical
compositions 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).



di sintegrants (such as croscarnel ose,
Na- car boxy-net hyl cel |l ul ose, crospovi done), tabletting
w@pooshosssy agents (such as magnesi um st ear at e, PEBHT2005/000047

pol yet hyl ene glycol, silicic acid, silicon dioxide)

and surface-active agents (e.g. sodiumlauryl

sulfate). The Iiquid conpositions suitable for ora

adm ni stration can be sol utions, suspensions or

ermul si ons. Such conpositions may contain suspendi ng

agents (e.g. gelatine, car ymet hyl cel | ul ose),

emul sifiers (e.g. sorbitane nhonool eate, solvents (e.g.

water, oils, glycerol, propylene glycol, ethanol),

buffering agents (e.g. acetate, phosphate, citrate

buf f er She tuidreeapoviabhy/ agtab. for oral administration can be

met hyl - 4- hydr oxybenzoate). Liquid pharnmaceutica

conpos$alRiams, SUSPERBOnS eloemylsianst Spell catwositiens atayon

are generally sterile isqtonic soluytions tionally

Cont ai FTGER PHOPEANE T GRETD (HE SEIEY . CHOPLERT.

agent ScdkIREL SRYMidrY ESe. sofitanP RANIBREML 5i@lnts (e..

conpositions contalning as active iIngredient a

conpouwatenf oil¥je ghyearet,abrdpglensl gly¢dl) @hardl), buffering
agents (e.g. acetate, phosphate, citrate buffers) or preservatives

(e.g. methyl-4-hydroxybenzoate).

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



pharmaceutically acceptable acid addition salt
t hereof, such as suppositories, contain the active
WO pgsaakizent evenly di spersed in the basic nmat ePCEHURGI0S5/000047
t he suppository (e.g. in polyethylene glycol or cocoa
butter). The pharmaceutical conpositions according to
the present invention can be prepared by known net hods
of the pharmaceutical industry. The active ingredient
is adm xed with pharnma-ceutically acceptable solid or
l'iquid carriers and/orauxiljary agents and the m xture
is brought to galenic form The carriers and auxiliary
agents together with the nethods which can be used in
t he pharmaceutical industry are disclosed in the
| i t er abunikarf Rgents ghdtiieaniRhae isetroudlit ¢@ kalSeic €6:€ SThe
Edition 18, Mack PubILshin% Co., Easton, USA, 1990).
The phéathae it axiliary dpens (ogsthst aatoihgi metheds which

i i i v al | i.t. Th
o Ty B B iRt RNl PR Bl Bp fR Ry e T
0, 1- 109@rdifﬁ/ek%eﬂi(3fli| oMRi PRdrmaeuicRoNReMRd @hitoRe1s,

gener al . For nu or a pharmaceutically acceptabl e
aci d abick Poblishalg Go.t Rastay, &ISA, 3890). dai | y dose can be

The pharmaceutical compositions according to the present
invention contain generally a dosage unit. The daily dosage for
human adults can be generally 0,1-1000 mg/kg body weight of a
compound of the gcneral 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,v
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.



adm nistered in one or nore portion(s). The actua
daily dose depends on several factors and is

waledoenosssed by the physician. According to a feet/H®R005/000047
aspect of the present invention there is provided the
use of the conpounds of the general Formula (1) or
phar maceutically acceptable acid addition salts
thereof for the treatnment or prophylaxis of central
nervous di sorders, particularly depression, anxiety,
compul si ve di sorder, panic gdj sease, social phobia,
schi zophreni a, nood di sorders, mania, nental decline,
stroke, cell death in certain areas of the centra
nervous system nental decline followed by cerebell ar
cell death, Al zheiner's disease, denentia,
post-traumati c di sease or stress di sease. The
bi ol ogiTkalbiglegicel agtivty phdhe cepwannds aecwodidgny the t he
i nvention haskﬁeenbdenn strated, by receptor g gdln
exper i PEAEON Hidan eéfinon PPEERT 0Py oFECHRiBt BN ¢ ex
preparg%;g af male Wstar rats wei ghing 120-200 g
wer e us 5 or the experiments. The protein contents of
menbr ane preparations were determ ned

Human cloned receptors or frontal cortex preparations of male
Wistar 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-HT7 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 pM
serotonin creatinine sulfate is 50%. The compounds with an ICsg
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
wormsaodscel | culture, the ligand was 3H LSD, e@mHU005/000047
t he non-specific binding clozapine (25 nV) was used as
ligand. In the serotonin uptake experinent cortex was
used as tissue. As ligand tritiated serotonin, as
non-specifically binding |ligand fluoxetine (100 m\)
was applied. 1C50 is the concentration where the
di fference between whol e bi pgdi ng and non-specific
bi nding in the presence of I0 nM 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 of Thkle2experi nents are shown in
Tables 2 and 3. Table 2 Inhibition of 5-HT7 receptor
bi ndi ng Tabl e 3 Inhhihitisntof §rH b7 reseptir hipdiageFr om t he
results of the above experinents it can be established
that the test conpounds considerably bind to 5-HT7

receptors and™i 3!3¥Exdﬁﬂé"‘ T uﬁbﬂﬁe'

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




On the basis of the above experinents the conpounds
according to the invention seemto be suitable for the
woeeatingssg or prophyl axis of the di seases |i stedr/ainess/000047
The conbi nation of the 5-HT7 receptorial and serotonin
uptake inhibiting effects is particularly surprising
and opens up new possibilities in the therapy. This
doubl e point of attack renders the compounds
particularly suitable for the treatnment of conpul sive
di sorder, panic di sease anqx§ocial phobi a, which
di sorders are basically treated by the application of
serotonin uptake inhibitors. Further details of the
present invention are provided in the follow ng
exanpl Bsmtehesitlts|dfrthe abvyeteiperiia @ne itofan HeOdse®libA t O
sai d exanpl es. Preparation_ of nmesyl esters (process

., A") thaets- e eppapasegh aensiderably huwl s SHE receparsed
accordj 0.a nethod known fromthe literature [B.
Vol k, aﬁlﬁqﬁ&ﬁ‘ggis,“‘r‘%ﬂ‘n%ﬁ’tﬁ%‘f’g Synt hesis 2002, 595; B
Volk, Gy. Simg Eur. J. Og. Chem 2003, 18,

3991- 3996] . 55 nmol es of 3-(4-hydroxybutyl)-oxi ndol e
are di Gsdie/iedisiof tHbbove 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 ﬁoﬁ the literature [B. Volk, T. Mezei, Gy. Simig
Synthesis 2002, 595; B. Volk, Gy. Simig Eur. J. Org. Chem.
2003, 18, 3991-3996].



m of THF, 15.2 m ( 110 mml es) of triethyl am ne are

added to it, and the solution is cooled in an
w@e@saosssgiry i ce bath to -78 0C. Wil e stirri nBCEHURIVS/000047

sanme tenperature 8.5 nm (110 mmol es) of nmesyl chloride

are dropped to it and the solution is allowed to warm

to roomtenperature. It is stirred at roomtenperature

for 1 hour, the triethyl am ne hydrochloride is

filtered off, the filtrate is evaporated, the residue

is taken up in ethyl acetatg;and extracted severa

times with 10 % by vol une hydrogen chl ori de sol ution

so that the pH of the aqueous phase is acidic. The

organi ¢ phase is dried over sodium sulfate,

evapor adtagmolehef Bgdiydalxybutlyl)isimiolesiraldissaiedd by 150

trituration wth diisogropyl ether, stirred in 100 n

of di - mlarigHyI15e mbel 10mumplsp)a trighyhspingiarsadded ame

and dri.ed. . The product is.purified b .

Fecr ystarnd TS Rss B8t b i8hes Hnuics oty o T

the nebgi fohiRQtRingdt thd\@ant BPeRHRE %%ﬁp 1bxamel&) 1

3- (4- Mesyl oxybutyl) - 1, 3-di hydro- 2H i ndol - 2- one
of mesyl chloride are dropped to it and the solution is allowed to
warm to room temperature. It is stirred at room temperature for
1 hour, the triethyl amine hydrochloride is filtered off, the
filtrate is 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).



The title conpound is prepared according to process A
starting from 3-(4-hydroxybutyl)-1,3-di hydro-2
wokoosdadzs®- one. M p.: 84-85 0C (heptane-ethyl PCT/HU2005/000047
acetate). IR (KBr): 3180, 1705 (GO cm 1H NWR (CDO 3,
TM5, 400 MHz): 9.33 (IH, s), 7.22 (IH, d, J =7.1 Hz),
7.21 (IH t, J 7.0 Hz), 7.03 (IH t, J 7.5 Hz),
6.93 (IH d, J 7.6 Hz), 4.19 (2H, t, J 6.5 Hz),
3.49 (IH t, J 6.0 Hz), 2.97 (3H, s), 2.05-1.98 (2H,
n, 1.82-1.72 (2H, nm) 1.58-5, 40 (2H, M ppm 13C NWR
(CDA 3 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 Exanple 2
5- FI uofRo(idB1)43 1iss yTa(@x@)ydn) - | , 3- di hydr o- 2
H i ndol -2-one The title conpound is prepared according
to process A starting from
5- 1 | uornagIR 4ol ol Uio0 MﬂzE%‘t@ Org- 202 (11, d,J
-indol -2-one.” M p.: 106-108 0OC (hexane-ethyl acetate).
| R (KBrF)7.1 33,97.21 108, {,¢=6)7.0 H3567.03 (113,  9C2)7.Tkz), .

1 VR oSt & IR ) MG 1 T 235ty W8 v
~ 6.0 Hz), 2.97 (3H, 5), 2.05-1.98 (2H, m), 1.82-1.72 (2H, m)
1.58-1.40 (2H, m) ppm.

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

Example 2
5;F1u0r0-3-(4-mesylokybutyl)-1,3-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 (CDCls, 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), 4.21 (2H, dq, J = 1.4, 6.3 Hz), 6.86 (1H, dd, J = 4.3,
8.4 Hz), 6.93 (1H, dt, J =23, 9.0 Hz), 6.97 (1H, dd, J = 2.0,
7.3 Hz), 9.22 (1H, s) ppm.



1.83 (2H, m, 1.97-2.05 (2H, m, 2.99 (3H, s), 3.50
(IH t, J =5.9 Hz), 4.21 (2H, dgq, J = 1.4, 6.3 Hz),
wWOe2@6/10d388 dd, J = 4.3, 8.4 Hz), 6. 3 (I'H, dt,PrPd1/EU2003/000047

9.0 Hz), 6.97 (IH dd, J = 2.0, 7.3 Hz), 9. 22 (IH s)

ppm 13C-NMR (CDC 3, TMS, 125.6 MHz): 180. 2 158.9 (d

J = 240.6 Hz), 137.5 (d, J = 1.7 Hz 130.8 (d, J =

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

Hz), 110.4 (d, J = 8.1 Hz), 69.4, 46.2, 37.3, 29.5,

28.9, 21.5 ppm Exanple 3
6-FIuoro-3-(4-nesy|oxybutyl%-l,3-dihydro-2

H i ndol - 2-one The title conpound is prepared accordi ng
to process A starting from

6- f | uolC-BMR- (GTlgx YMIS, yI25-6 MHz)i HPL0-158.9 (d, J =

H- i ndol 0

acle? a? %5*&60@5( kﬁ? (d3%611 }Sf)‘%sﬁ@ég %%%1311@3 1167
s 1. - 1 51

ng,) m@Jl_ %g@élﬁvﬁ*a(%:ﬁ 2E%5Hz)f5Q@o%(ga(éH8ﬁ{z}

8.1 Hz$9.42489, B4 295, 289, 265ppH, t, J = 5.9 Hz), 4.21
(2H, dt, J = 1.5, 6.5 Hz), 6.68 (IH, dd, J = 2.3, 8.8
H), 6.72 (IH dt, J = 2.3, 8.9 Hz), 7.15 (I H, dd, J

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

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

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

'H-NMR (CDCl;, 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),4.21 (2H, dt, J = 1.5, 6.5 Hz), 6.68 (IH; dd,
J=23,88Hz), 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.



= 5.4, 8.1 Hz), 9.15 (IH, br s) ppm 13C NWR (CDC 3,

TMS, 125.6 MHz): 21.6, 28.9, 29.7, 37.3, 45.3, 69.5,
wO008/10s388 J = 27.4 Hz), 108.7 (d, J = 22.5 Hz)pPCWBH2&)5/000047
(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 Exanple 4

5- Met hyl - 3- (4- nesyl oxybutyl ) -1, 3-di hydro-2

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

to process A starting from

3-(4- hydroxybutyl) 5 met hyl?é 3-di hydro-2

H- i ndol - 2- one. 89-90 (hexane-et hyl acetate).

IR (KBr): 3175, 1710 (CO, 1351, 1176 (SO2) cm 1 .

1H- NWMR (CDO 3, TMs5, 400 MHz): 9.13 (IH, s), 7.03 (IH,

s), 7.01 (IH, 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 (IH 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, 42 (2H, m ppm 13C— NVR
(CDA 3, TMs, 101 MHz): efhg. 1, 131.7, 129. 2,

128. 2, 152ﬂ46¥hy1330(91 éesﬁ’&y@utyﬁ&;} §-d11¥3721rc22H%ﬁdcﬁ :2-6% 9

21.5, 21.0 ppm Coupli'ng reaction nmesyl esters with
bases (pr ocess ,,B")

The title compound is prepared according to process A starting
from 3-(4-hydroxybutyl)-5-methyl-1,3-dihydro-2H-indol-2-one.
M.p.: 89-90 °C (hexane—ethyl acetate).

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

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

3C-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.



The nelt of the secondary am ne (12 nmoles) is warned
to 120 OC under slow stirring, and the nesyl conpound
w@ 2@snmoasBes) and sodi um carbonate (1.36 g; 12 PODH®2()05/000047
are added to it at the sane tenperature. The m xture
is allowed to react for 1 hour, the nelt is allowed to
cool, ethyl acetate and water are added to it and the
phases are separated. The organi c phase is evaporated,
the residual oil is subjected to chromatography on a
short colum using ethyl acgtate as eluent. As nmain
products the desired conpoutids are obtai ned.
Processing nethod 1. If the product purified by colum
chr omat ogr aphy gets crystalline upon rubbing with
di et hyl c_%hpﬁﬁg rédctibf of nlebAre8rOWithades @FHeSS B+y zed
froma m xture of hexane and ethyl acetate. The
desi red conpounds are obtained in formof white

crystals. Processin thod 2: I1f the basic produyct
does ndfe gutt st v&aﬁéwwm%ﬁ@n%laﬁlf MEFMESt ot &k hy |

amount SR AbF AL ol FE o SRR (12 ol O
and sodium carbonate (1.36 g; 12 mmoles) are added to it at the
same temperatﬁre. The mixture is allowed to react for 1 hour,
the melt is allowed to cool, ethyl acetate and water are added to
it and the phases are separated. The organic phase is evaporated,
the residual oil is subjected to chromatography on a short

column using ethyl acetate as eluent. As main products the

desired compounds are obtained.

Processing method 1: If the product purified by column

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

in form of white crystals.

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



filtered off and to the pure solution the cal cul ated
anmount ( 1 nolar equival ent) of hydrogen chloride
waolc@sabssesl in ether diluted with 50 m of di et hgT/H®RVS000047
is dropped under vigorousstirring. The separated white
salt is filtered off, washed with ether and hexane and
dried in a vacuum pistol at roomtenperature for 3
hours. Processing nethod 3: If the basic product does
not get crystalline upon the addition of diethyl ether
and does not provide a well:-filterable salt with
hydrogen chloride, it is dissolved in 100 m of hot
ethyl acetate, and a solution of 1 nolar equival ent of
oxalic acid dihydrate in 30 m of hot ethyl acetate is
dr oppegirtifig.i ThoVségardted Wi NHALtES , AIIAGIE bFS b dshdd Grth The
white oxalate salt gets separated upon cooling. It is
filtergberofahd aliexano nande dped anuaeyacwamhmlstw th redmy |
acetate and hexane and dried. Exanple 5 3-
{ 4- [ 4- TP dFrDRRMhy | - phenyl ) -
1,2,3,6-tetrahydropyridin- 1- yl]-butyl}-1,3-dihydro-2
H i ndol - 2- one nonooxal at e
Processing method 3: If the basic product does not get

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

dried.

Example 5
3-{4-[4-(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.



The title conpound is prepared according to process B
by applying processing nethod 3 starting from
wW®2(04A0838y | oxybutyl)- |, 3-di hydro-2 H i ndol - 2- peeHERES/000047
4-(3-trifluoronethyl phenyl)- 1,2,3
, 6-tetrahydro-pyridine. Mp.: 159-161 OC. IR (KBr):
3421, 1706 (C=O, 1332, 1169, 1125 cm1 . 1H NWR
(DVMBSO-dg, TMS, 400 MHz): 1.40-1.20 (2H, m, 1.75- 1.64
(2H, m, 1.96-1.78 (2H, m, 2.77 (2H, br s), 3.03 (2H,
t, J =8.0 Hz), 3.31 (2H, 7:53Hz)346(|H,t,
J =5.9 Hz), 3.78 (2H, br s% 6.33 (IH, s) 6.84 (IH,
d,J:7.6Hz) 6.95 (IH dt, J:O8 .6 Hz), 7.18
(IH t, J =7.7 H), 7.27 (IH, d, J = 7.3 Hz), 7.62
(1H tJ77Hz)768(IHd,J=77Hz)777(IH,
s), 7.80- 9. br s), 10.4(1H, s) ppm
13C Nwﬁi(@@cﬁ 2161732\/63 533%&}69 3328cmJ3. 9, 24.0,
29.6, 45.1, 48 1, 49.9, 54.8, 109.4, 119.4, 121.4,
121.5 (q, J = 3.8 Hz), 124.2, 124.4 (q, J = 272.5 Hz),
124.5 (I@,NMRWSOH%) TMZSZZO(BMH]Z?QI 40- 112@9(2& 0, 1.95=
31.7 Hz), 129. 133.1, 139.9, 142, 164. 6,

179. 0 béfh(ZH m) '1.96-1. 78 (2H, m), 2.77 (2H br s), 3.03 (2H t,J=
8.0 Hz), 3.31 (2H, t, J = 5.3 Hz), 3.46 (1H, t, J = 5.9 Hz), 3.78
(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 (q, J = 3.8 Hz),
124.2, 124.4 (q, J = 272.5 Hz), 1245 (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.

Elemental analysis for the Formula C,¢Hy7F3N,0s5 (504.5 1):
Calculated: C61.90,H 5.39, N 5.55 %.
Found: C61.50,H 5.40, N 5.52 %.



El enental analysis for the Fornmula C26H27F3N2C5

(504.51): Calculated: C 61.90, H5.39, N5.55 %
woo005d08388 61. 50, H 5.40, N 5.52 % Exanple 6  PCT/HU2005/000047

3-[4-(6, 7-Di hydro-4

H-t hi eno[ 3, 2-c] pyridin-5-yl)-butyl]-I, 3-

di hydr o- 2Hi ndol - 2- one nonooxal ate The title conpound

is prepared according to process B by applying

processi ng nethod 3 starting from 3-(4-

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

6, 7-di hydro- 4Hthieno[ 3, 2-C] pyridine. Mp.: 168-170

0C. IR (KBr): 1712 (GO cm1l. 1H NVR (DVSO 7, TMS5,

400 MHz): 1.25 (2H, br s), 2.0-1.6 (4H, br s), 3.06

(4H, br s), 3.39 (2H, brEgmpRB645 (IH, br s), 4.18

(2H, br s), 6.0-5.0 (2H, br s), 6.83 (IH, d, J =7.5

Hz), 6. 884((6H-Dihydgo-H4hipn¢i2)2:cley9dings-)-butyl31,3- 7. 2

)| 744 (11 é«hy%rozfiwoﬂé)onﬁ,smﬁw%@?tﬂm (V803 6,
TMS, 101 MHz): 178.9, 164.0, 142.
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, brs), 4.18

© (2H, brs), 6.0-5.0 (2H, brs), 6.83 (1H, d, J = 7.5 Hz), 6.8 (1H,
d,J=4.7Hz), 6.95 (1H, t, J = 7.2 Hz), 7.17 (14, t, J = 7.3 Hz),
7.26 (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, 124.2, 121.4, 109.4,
55.0, 50.6, 49.4, 45.1, 29.6, 24.0, 22.7, 22.2 ppm.



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,
WQ@2008,10888 2 ppm El enental anal ysis for the Forpai/Eu2005/000047

C2i H24N2O6S (416.50): Cal cul ated: C 60.56, H 5.81, N

6.73, S7.70 % Found: C 59.93, H5.86, N6.67, S 7.58

% Exanple 7 3-[4-(6,7-D hydro-4

H-t hi eno[ 3, 2-c] pyridin-5-yl)-butyl]-5-

fluoro-1,3-di hydro-2 Hindol -2-one nonohydrochl ori de

The title conpound is prep&red according to process B

by appl yi ng processi ng net dd 2 starti ng from

5-fl uoro-3-(4- mesyl oxybutyl)-1, 3-di hydro-2

H i ndol - 2- one and 6, 7-di hydr o-

4H- t hi EleRktaParal R foflihe FordyhR.- 021%&26%%@501 R ( KBr)
3428, 1706 (C=O), 1187 cm1 .

400 MEloulate@4C 6034, H2H1, iyl 6.78, 86- 701%77 (4H, m)
3. 07- 4 27-3. IH b 3.51 (IH,
t, %%mé( r§)59b9§ %45 %q3H 637 S(’ét %%Ela) br s),(4. 37

(IH, br s), 6.82 (IH dd, .5, 8.4 Hz), 6.89 (IH,
d, J =5.1 Hz), 7.00

Example 7
3-[4-(6,7-Dihydro-4H-thieno[3,2-c]pyridin-5-y1)-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 S5-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.



(IH, dt, J =2.4, 8.9 Hz), 7.20 (IH, dd, J = 1.8, 8.3
Hz), 7.46 (IH d, J = 5.1 Hz) ppm 13C NVR ( DVMBO- db,
wqa k5108388 MHz) : 21.8, 22.5, 23.5, 29.3, 45.6, BOI/HU2005/000047
50.1, 54.7, 109.9 (d, J =8.0 Hz), 112.1 (d, J = 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 (d, J = 1.5 Hz),
158.1 (d, J = 236.1 Hz), 178.7 ppm Elenental analysis
for the Formul a C1l9H22C FN2OS (380.92): Calcul ated: C

59.91, H5.82, d 9. 31, N735 S 8.42 % Found: C
60.04, H5.81, O 8.88, N7325 S 8.38 % Exanple 8
3-[4-(2-Chl oro-6, 7-di hydro-4

-thieno[ 3, 2-c]-pyridin-5-yl)- butyl]

-1, 3- diPoweR: @hkrisode) *r%asvnmnzqmbwﬂr@cﬁ 9rizde e

t|tIe conpound i s prepared according to process B by
appl yi 496, %% 9sli, 34- 7nd0hB dd,2/ st8& Hizpd 12rlofdh I« 24.4

gl LY %%d?jo%‘%ﬁ?‘@%e%bﬁ g%%j‘;ﬁ%ﬂﬁe’ “Mp. :
103- 106.P8z), 131.6, 139.2 (d, J = 1.5 Hz), 158.1 (d, J = 236.1 Hz),
178.7 ppm.

Elemental analysis for the Formula C,oH»,CIFN,OS (380.92):
Calculated: C59.91,H5.82,C19.31,N 7.35, S 8.42 %.
Found: C 60.04, H 5.81, C1 8.88, 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’".



IR (KBr): 3421, 3168, 2565, 1707 (C=0O, 754
cnfl. 1lHNWVR (CDO 3, TMS, 400 MHz): 1.40 (2H, m, 1.99
w@ ddds/108388 3. 49-2.90 (6H, m, 3.64 (I H br s), BCBEULIS000047
m, 4.43,4.47 (1H, br s), 6.63 (IH s), 6.92 (IH d, J
=7.7 H), 7.02 (IH dt, J =1.0, 7.6 Hz), 7.18 (1H,
d J=7.1H), 7.20 (IH, tt, = 1.0, 7.2 Hz),
8.56-8.60 (IH, br s), 12.8 (IH, br s) ppm 13C NMR
(CDA 3, 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%31,227 212ppm
El emental analysis for the Formula G 9H22C 2N2CS
(397.37): Calculated: C57.43, H5.58, 4 17.84, N

7.05, B13R (%DcﬁpumS 4@0&6&1%55 1@(?}%1) Q993(ZH21%)
6.58, S 7.57 % Exanp 3-[4 hydr o-4
H t hi eAdpP2; %Q@Pbym)i élﬁ‘} (ESHyby S)bét8§I(]1H6m)f11&644cﬂ~7 (H,

1,3 d'f-&‘%’ﬁpfi 6.25 @Fd”?”97§yﬁ%)°%2° %P%gT}‘e

t|tIe compoun |S prep ed according’to process B by
appl yi hQ, p6dEas 3il8q1HEd hod 721 HERMINGH, ko= 1.0, 7.2

6-fl 3-(4- | 3- di hydro- 2
i ndozh Sokes 1,57 SHithyRia b, b pprn.

3C-NMR (CDCls, 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;oH»;CI,N,0S (397.37):
Calculated: (C57.43,H 5.58,C117.84,N 7.05, S 8.07 %.
Found: C56.26,H5.67,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.



4Hthieno [3,2-c]pyridine. Mp.: 194-197 OC. IR (KBr):
3160, 2566, 1710 (C=O cm1l. 1H NWR (DMSOrf TMs, 400
worp1088886- 1. 23 (2H, m), 1.95- 1.78 (4H, m, BCBEU3005000047

(4H, m), 3.39 (2H, br s), 3.46 (IH t, J = 5.9 Hz),
4.15 (IH, br s), 4.36 (IH br s), 6.67 (IH dd, J =
2.4, 9.2 Hz), 6.75 (IH, dt, J = 2.4, 9.1 Hz), 6.90
(IH, d, J =5.1Hz), 7.29 (IH dd, J = 5.8, 8.0 Hz),
7.46 (IH d, J 5.2 Hz), 10.6 (IH s), 11.2 (IH br s)
ppm 13C NMVR (DMBOwZ6, TMS,,.101 MHz): 21.8, 22.6,

23.5, 29.6, 44.6, 49.1, 50.°F 54.7, 97.6 (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 = 12.2 Hz), 162.1 (d, J =

240.7 Hz), 179.2 ppm El enental analysis for the
Formul a G 9H22C FN2OS (380. 92): Cal culated: C 59.91, H
5.82, 1B (KB31316Q, 23861719 @M ow'.Found: C 59.67, H
5.80, O 9.03, N7.06, S 8.18 % Exanple 10
3-[4-(2-Cnloro-6, 7-di hydro-4 Hthieno[ 3, 2-c] -

ryridi -5amR XD I\JLE(DYz'};]’H\@SfAiOG)QVIHz?] 1.36-1.23 (2H, m), 1.95-
1, 3-di h¥dro 2H-i ndo one npno %/dr ochi ori de
1.78 (4H, m), 3.36-3.10 (4H, m), 3.39 (2H, brs), 3.46 (1H, t,J =
5.9 Hz), 4.15 (1H, br s), 4.36 (1H, br s), 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 = 5.1 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.

PC-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 (d, J = 22.1
Hz), 125.2, 125.3,125.4, 125.5, 128.4, 131.6, 144.5 (4, J = 12.2
Hz), 162.1 (d, J = 240.7 Hz), 179.2 ppm.

Elemental analysis for the Formula C;sH,,CIFN,0S (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 %.



The title conpound is prepared according to process B
by applying processing nethod 2 starting from
WO 2605008388 3- (4- mesyl oxybutyl) -1, 3-di hydro-2 PCT/HU2005/000047

H i ndol - 2-one and 2-chl oro-6, 7- di hydro-4
H-thieno[ 3, 2-c]pyridine. Mp.: 214-216 C. IR (KBr):
3413, 2560, 1710 (C=O cm 1H NVR (DWVS0-<4 TMs, 400
MHz): 1.29 (2H, br s), 1 93- 1.76 (4H, m, 3.35-2.98
(5H, m, 3.45 (IH, t, :58Hz) 368 3.63 (IH m,
4.07-4.03 (IH, m, 4.34- é%( , 6.65 (IH, dd, J

5 (IH,

Hz) ,

= 2.4, 9.3 Hz), 6.7 J = 2 4, 9.1 Hz), 7.28
(IH, dd, J = 5.9, 10.6 (I1H s), 11.2 (I1H br
s) ppm 13C-NVR (DVBO Cf 6, 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, Exafple 1044.5 (d, J 12.6 Hz),

162. 1 ) = 241, ,. 179, 2 El t al |
for e S P Bion Sy el PR s s Epvritmisahat éé' °c

5% oM 48 Hhi Rl Bl ©

The title compound is prepared according to process B by
applying processing method 2 étarting 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=35.9, 8.0 Hz), 10.6 (1H, s), 11.2 (1H, br s) ppm.

“C-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,
1445 (d, J = 12.6 Hz), 162.1 (d, J = 241.1 Hz), 179.2 ppm.



Exanpl e 11 3-[4-(2-Chl oro-6, 7-di hydro-4
Ht hi eno[ 3, 2-c] - pyridi n-5-yl) -

wdaogl19s38s f | uor o- 1, 3-di hydro-2 Hindol - 2-one PCT/HU2005/000047

nonohydr ochl oride The title conmpound is prepared
according to process B by applying processing nethod 2
starting from5-fl uoro-3-(4-

nmesyl oxybutyl) -1, 3-di hydro-2 Hindol -2-one and

2-chl oro-6, 7- di hydro-4Hthieno[ 3, 2-c] pyridine. Mp.:
161-163 0C. TR (KBr): 3198, ,2561, 1706 (C=O cm1 .
1H NVR (DVMBSO-J 6, TMS, 4003|<h—|z 1.40-1.20 (2H, m,
1.92- 1.77 (4H, m, 3.01 (2H, m, 3.13 (2H, m, 3.30
(I1H m, 3.50 (IH t, J =5.7 Hz), 3.65 (IH m, 4.06
(IH, d, J =10.8 Hz), 4.33 (IH d, 15.3 Hz), 6.82 (IH,
dd, J = 4.5, 8.4 Hz), 6.95 (IH, s), 7.00 (IH, dt, J =
2.7, FElementpl arplysts for the Rodnuls GioHz 81:F,@S Kit)5.36):

0.5, Gaegneds % Shged 5, 60 OIS S Tadho he)

112.1 fglyed = 24 43 o)y SHhcid sh, N65628796%)  125.0

127. 3, 131

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),
433 (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.



139.2, 158.1 (d, J = 235.8 Hz), 178.8 ppm El enental

analysis for the Fornmula C19H2 10 2FN2CS (415. 36):
w@adsubssed: C 54.94, H 5.10, A 17.07, N 6. 74pCBHD202/000047

% Found: C 54.64, H4.93, d 16.42, N6.52, S 7.52 %

Exanpl e 12

6- Fl uoro-3-{4-[4-(3-trifluoronethyl-phenyl)-1, 2,3, 6-

tetrahydropyridin- 1-yl]-butyl} -1, 3-di hydro-2

-i ndol - 2- one nonohydrochl oride The title conpound is

prepared according to proce B by appl yi ng processing

met hod 2 starting from 6-fl-Uoro-3-(4-

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

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

Mp.: 203-205 0C. IR (KBr): 3122, 2576, 1714 (C=0,

1336, 1136, 1120 crmilH NWR (DVBO-J 6, TMS, 400 MHz):

1. 35- 1."2NMIH(DMSO-#,98MS 1 1 tlo Mz, 2h7,, 225828.4.2%9.3 br

, 3. .
?? H, &51 9(&2 4791‘7234_631@9%) 45 (%ﬁ ’brmsl) e, g) ﬁ(ﬁ H,
s), 6 ﬁa) (110 @ds < 22924, 195.68, t7)3, 18846 161 1, 13it5, J =
24 1392 58.1 (d, J = 235.8 Hz), 178.8 ppm.

Flemental analysis for the Formula C;oH;;CL,FN,OS (415.36):
Calculated: C54.94, H5.10,C117.07,N6.74, S 7.72 %.
Found: C54.64,H4.93,C116.42,N6.52,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’".



7.29 (IH dd, J =6.0, 7.4 Hz), 7.63 (IH t, J =7.7
Hz), 7.77 (IH, s), 7.80 (IH d, J 7.6 Hz), 10.6 (IH,
whrooshossgd. 1 (I H br s) ppm 13C NVR (DMSO J 6pCT/RB2005/000047
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 Ele nt al analysis for the
For mul a C24H25C FAN2O (468. Cal cul ated: C 61.47, H
5.37, d 7.56, N 5.97 % Found C 60.89, H5.33, d
7.46, N 5.85 % Exanple 13
3-{4-[ t v i n-1 -
1 b s (MR L 2 L 2 G 9
conpouhd® (&dmmp ﬁaﬁ%@Habr:@r 3ilh2H o, prot8sE)B.BY (2H,

mosy! ORYBULIR § I 57 Ty AP 322 T -5 St A £ 4-

chl or opbgyH) dd, .2=3.6-4.8HA Oyd PRy, JiRe.4, 9.1 Hz),
7.29 (1H, dd, J = 6.0, 7.4 Hz), 7.63 (1H, t, J = 7.7 Hz), 7.77
(1H, s), 7.80 (1H, d, J = 7.6 Hz), 10.6 (1H, brs), 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 CyH,sCIFsN,O (468.93):
Calculated: C 61.47, H5.37, C17.56, N 5.97 %.
Found: C 60.89, H 5.33, C17.46, N 5.85 %.



Mp.: 122-124 C (hexane-ethyl acetate). IR (KBr):
3193, 1704 (CCO cm1 . 1HNMWMR (CDC 3, TMS, 400 MHz):

wd 2008408388 (2H, m), 1.64- 1,58 (2H, m, 2.04- Ip@BH2M45/000047
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 (IH t, J =
5.9 Hz), 6.01 (IH t, J =1.7 H), 7.01 (IH dt, J =
0.9, 7.5 Hz), 7.18 (IH, t, J 7.7 Hz), 7.21 (IH d, J =
7.2 Hz), 7.29-7.23 (4H, m, 9.33 (IH s) ppm 13C NWR
(CDhA 3, T™s, 101 MHz): 23.7,.26.7, 27.5, 30.3, 45.9,

49.9, 52.7, 57.7, 109.8, 1Y 6, 122.1, 124.0, 126.1,
127.8, 128.3, 129.6, 132.7, 134.0, 138.9, 141.8, 180.6
ppm El enental anal ysis for the Fornmula C23H25C N2O
(380.92): Calculated: Crianide1¥ 6.62, C 9.31, N 7.35
% Found: C 72.08, H 6.63, 9.07, N 7.23 % Exanple
14 3-{4-[4-(4-Chlorophenyl)-1,2,3,6-tetrahydro-pyridin-1-yl]-

5-Fl uoro-3-{4-[4-(3-trifluaronethyl-phenyl)-1,2, 3, 6-

t et rahydr opyri di Wltyli-‘W'PLIHG¥%7?@‘ID‘¥QIL£%‘?%ydr 0-2

H- 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, brs), 2.73 (2H, t,J = 5.6 Hz), 3.17 (2H, brs), 3.46 (1H, t, J
=59 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 (1H, s) ppm.

BC-NMR (CDCl;, 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

wG 2005008388 3- (4- nmesyl oxybutyl) -1, 3-di hydro-2 PCT/HU2005/000047
H i ndol - 2- one and 4-(3-
trifluoronethyl-phenyl)-I,2,3,6-tetrahydro-pyridine.
Mp.: 201-204 C. IR (KBr): 3243, 1706 (C=O, 1331,
1162, 1 1 13 cm 1. 1Ff-NWR (DMSO "N 6, TMS, 400 MHz):
1.31-1.17 (2H, m, 2.00- 1.78 (4H, n) 2.90-2.76 (2H,
m, 3.12 (2H, br s), 3.21- 818(|H , 3.51 (IH t, J
= 5.6 Hz), 3.99-3.58 (3H, n% 6.34 (IH s), 6.83 (IH,
dd, J = 4.6, 85 Hz), 7.01 (IH, dt, J = 2.5, 9.1 Hz),
7.21 (IH d, J = 68Hz)763(|Ht,J:76Hz)
7. 69 (ERmdital Jarraly%156 fo1Z }he R&&né%&&ﬁ}mﬂo%ﬂo‘dﬂ J
= 7.6 Hz), 10.46 (IH s), 11.0 (IH br s) ppml NI\/R
(DI\/ISOC‘LaEplaiﬁdBC D32 I\I‘I-Iﬁ)62 @r9.31,83.34,%23. 5, 45. 6

47.9, . =8 4 Hz), 112.1 (d, J
24.8 ?undn% %}Paﬁi ég?@%ﬂﬁ)”ﬁés% 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), 129.9, 131.5 (d, J = 8.4 Hz), 133.1,
139.1, 139.6, 158.1 (d, Bkampldd4 8 Hz),

5-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 5-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.



178.7 ppm Elenental analysis for the Formnula

C24H25C FAN2O (468.93): Calculated: C 61.47, H 5.37,
w@Eh003/168388 N 5. 97 % Found: C 60.91, H 5.38, CPrJr/aA82008/000047

5.93 % Exanple 15 3-[4-(3, 4-Di hydro-|

Hisoqui nolin-2-yl)-butyl]-1,3-di hydro-2 H ndol - 2-one

nmonohydrochl ori de The title conpound is prepared

according to process B by applying processing nmethod 2

starting from 3-(4- nesyl oxybutyl)-1, 3-di hydro-2

H i ndol - 2-one and 3, 4-di hydrol H isoquinoline. Mp.:

98-100 0OC. IR (KBr): 3421, °Z571, 1709 (C=O) cm1

.1H-NWVR (DVSO-" 6, TMS, 400 MHz): 1.40-1.27 (2H, m,

1.99- 1.78 (4H, m, 3.1 (4H t, J =8.0 Hz), 3.5-2.8

(2H, m, 3.47 (IH t, J =5.9 Hz), 4.30 (2H, br s),

685(IH d J=7.7 H), 6.96 (IH t, J 7.3 Hz),

7.29- @Q\JI(@HDWO dﬁOTMSE 1191 MHz):122.3, 33.47,2305, 45)6,ppm

479, 49.4, 54.5,109.9 (4, J = 8.4 Hz), 112.1 (d, 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), 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 CysH,sCIF4N,O (468.93):
Calculated: C 61.47,H5.37,C17.56, N 5.97 %.
Found: C60.91, H 5.38, C1 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™.



13C-NWVR (DMSO-J 6, 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,
wa2@s5h083827. 5, 127. 6, 128.5, 128.6, 129.5, 131.BCT/HE2008/000047

178.7 ppm Elenental analysis for the Formnula

C2i H25C N20O (356.90): Cal cul ated: C 70.67, H 7.06, C

9.93, N7.85 % Found: C 68.92, H7.16, C 9.63, N

7.68 % Exanple 16 3-[4-(2-Chloro-6, 7-di hydro-4

Ht hi eno[ 3, 2-c] - pyridin-5-yl)-

butyl]-5-nethyl -1, 3-di hydr o-(g H i ndol - 2- one

nmonohydr ochl ori de The title conpound is prepared

according to process B by applying processing nmethod 2

starting from 3-(4-chl orobutyl)- 3-

et hyl -5-net hyl -1, 3-di hydro-2 H-i ndol - 2- one and

2-chl oy 67d|h dr o- 4H-t hi eno 320] ridine.

109- 114{@@4&@1\(1 rd; T g400 1&%@ (@an)chf?&

1H NMR 40

LHE DR GDVRR, 1 E0B: 400 ML o o e ﬁﬁrfé"*@’

16. 9 Hg)J, =3.9.47),3H30 (2H, brs) 6.85 (1H, d, J = 7.7 Hz), 6.96
(1H, t,J = 7.3 Hz), 7.29-7.15 (6H, m), 10.4 (1H, s), 11.2 (1H, br

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-2H-indol-2-one

monohydrochloride

The title compound is prepared according to process B by
applying processing method 2 starting from 3-(4-chlorobutyl)-3-
ethyl-5-methyl-1,3-dihydro-2H-indol-2-one and 2-chloro-6,7-



m, 3.38-3.27 (IH m, 3.67-3.64 (IH m, 4.05 (IH,

dd, J =6.9, 14.6 Hz), 4.32 (IH, d, J = 15.2 Hz), 6.72
W@ bdds/ 108388 = 7.8 Hz), 6.94 (IH, s), 6.97 (IH Bor/HED2605/000047

0.8, 7.8 Hz), 7.09 (IH s), 10.31 (IH s), 11.3 (IH,

br s) ppm 13C-NWR (DMSO-J 6, TM5, 101 MHz): 20.9,

21.7, 22.7, 23.5, 29.6, 45.1, 48.7, 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 Elenental analysis for the

Formul a C20H24CI 2N20OS (41 1..40): Cal cul ated: C 58. 39,

H5.88 O 17.24, N 6.81, $17.79 % Found: C 56.54, H

6.11, d 15.64, N 6.43, S 7.20 % Exanple 17

6- Fl uoro-3-{4-[4-(4-fluorophenyl) -3, 6-di hydro-2

H pyr i @dhPdrbMH-thiné] Y2 Ipydiddredi hi dr o- 2H i ndol - 2- one

nmonohydrochl ori de The title conpound is prepared

accor dvig: 1@9-pro¥ess B by appl yi ng processing nethod 2

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

mesyl oxybutyl) -1, 3-di hydro-2 H-indol -2-one and 4-(4-

fluor %gwg@rl))gls%; 256%, 1!/365t&t=rcﬁré¥nd{opyri dine. Mp.:

176-1
'H-NMR (DMSO-ds, TMS, 400 MHz): 1.31-1.23 (2H, m), 1.92-
1.76 (4H, m), 2.26 (3H, s), 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), 4.32 (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, 48.7, 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 CyoH,4CIN,0OS (411.40):
Calculated: C58.39,H5.88,C117.24,N6.81, S 7.79 %.
Found: C56.54,H6.11,C115.64, N 6.43, S 7.20 %.



IR (KBr): 3123, 2573, 1717 (C=O) cm 1H NMR (CDC 3,
TVMS, 400 MHz): 1.39-1.25 (2H, m, 2.05- 1.90 (4H, m,
wd2@s2088¢8H, m, 3.38 (IH t, J = 5.4 Hz), 5.B881/a0H05/000047
s), 6.67 (IH, dt, J =2.3, 8.9 Hz), 6.73 (IHdd, J =
2.2, 8.8 Hz), 7.02 (2H, t, J =8.6 Hz), 7.09 (IH dd,
J =53, 81Hz), 7.33 (H dd, J =5.3, 8.9 Hz), 9.32
(I'H, br s) ppm 13C-NWR (CDC 3, TM5, 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, J 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. Exdaple 179. 8 ppm El enent al
anal ysis for the Fornul a C2 H25C F2N20O (418. 92):
Cal cul a¢-&trorc368-[@5(4- ide@opﬂ@pleElfi (BdihﬁdroP&H‘rp@ﬁd%Found:
g_ ?Z ?421 %1;};' QHW}}-S?S 36%113 gﬁdng?l 2- one mono yrngr)()lc?llolrlscie

H pyridine-I-yl)- butyl]-l 3- di hydro-2H-indol - 2- one

The title compound is prepared according to process B by
applying processing method 2 starting from 6-fluoro-3-(4-
mesyloxybutyl)—l,3;dihydro-ZH-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 (IH, t, J = 5.4 Hz), 5.93
(1H, s), 6.67 (1H, dt, J = 2.3, 8.9 Hz), 6.73 (1H,dd, /= 2.2, 8.8
Hz), 7.02 (2H, t, /= 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.

PC-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,
1432 (d, J = 12.2 Hz), 162.7 (d, J = 244.1 Hz), 162.7 (d, J =
248.7 Hz), 179.8 ppm.



The title conpound is prepared according to process B
usi ng processing nethod 1 starting from

w@2¢o4Ans8y | oxy-butyl)-1,3- di hydro-2H i ndol - 2- pOEHARES/000047
4- phenyl -1, 2, 3, 6-tetrahydropyridine. Melting point,
121-126 0C. IR (KBr): 3191, 1704 (C=O cm. 1H NWR
(DVMBO-J 6, TMS, 500 MHz): 1.34-1.22 (2H, m, 1.49-

1.42 (2H, m), 1.85-1.77 (IH m, 1.94-1.87 (IH m,
2.32 (2H, t, J = 7.3 Hz), 2.42 (2H, s), 2.55 (2H, t, J
= 5.6 Hz), 3.00 (2H, d, J = 2.4 Hz), 3.43 (IH t, J =
5.6 Hz), 6.1°1 (IH s), 8‘2” IH, d, J = 7.4 H), 6.94
(IH, t, J = 7.3 Hz), 7.16( t, J =7.5 H), 7.25-
7.21 (2H, m, 7.32 (2H t, =78Hz) 741(2H d J

7.3 Eiehenth@arddysid fdr t&)Fo@xﬁma](%gHgWiW 18 1- 52 5

125.6 MHz): 23.4, 26.7, 27.6

57. 6, cnﬂeulatedlalsm,s Hze,oz,, C1846,]N 6163%6, 127.1, 127.7,
128.5, 129.9, 134. 140, 3, 142.9, 179.1 ppm

El emenfaind ar{aﬁéfﬁ?sﬂ%@ﬂitﬁbg ﬁQ»rNrﬁﬁa %23H26N20 ( 346. 48)
Cal culated: C 79.73, H 7.56, N 8.09 % Measured: C
78.64, H 7.43, N 8.07 %

Example 18
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=173Hz), 2.42 (2H, 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, ), 6.82 (1H, d, J =
7.4 Hz), 6.94 (1H, t, J=7.3 Hz), 7.16 (1H, 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.



Exanple 19 3- {4-[4-(3-chl orophenyl)-3 ,6-di hydro-2i/-
ryridine- 1-yl] -butyl} - 1,3-dihydro-2 -indol-2-one
worerehysssochl ori de The titl e conpound i s prepaP@mHU2005/000047
according to process B using processing nethod 2
starting from 3-(4-nesyl oxy-butyl)-1, 3-
di hydr o- 2Hi ndol - 2- one and 4-(3-chl orophenyl)-1, 2, 3, 6-
tetrahydro-pyridine. Melting point, 92-95 C. IR (KBr):
kb. 3150, 2574, 1708 (C-O) 1100 cm " 1 .1H NWMR
(DVMBO-J 6, TM5, 500 MHz) %‘34-1.26(2H, m, 1.74 (2H,
sz), 1.93-1.80 (2H, m, 2, é(ZH, sz), 3.06 (2H, sz),
3.40- 3.10 (2H, sz), 3.46 (IH t, J =6.0 Hz), 3.7
(2H, sz), 6.27 (IH s), 6.83 (IH d, J =7.7 Hz), 6.96
(IH, dt, J:10 76Hz) 718(IH tt J =09, 7.6
Hz) , 727 td, J = 1.7,
7 7 Hz) Wl(b(l\flilpf{é TMS—l%%Mﬁg) 25?44%6 14:6.128,9.0 =

10°6 (10 B B TRl P

22. 7, 123651288, B9.9936.1, ¥H.3,,1428, 079.49p, 54.8, 1009. 4
121. 4, 123.7, 124.2, 124.9, 127.8,

Elemental analysis for the Formula C,3Hy6N,0 (346.48)

Calculated: C79.73,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-2 H-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’".



127.8, 129.7, 130.5, 133.1, 133.6, 140.8, 143.0, 178.9
ppm El enmental analysis for the Fornula C23H26C 2N20O

w@ 407/188%8 Cal cul ated: C 66.19, H 6.28, O 16. 98CT/HUB00ZD00047
% Measured: C 64.97, H6.58, d 16.27, N 6.51 %
Exanpl e 20 3- {4-[4-(3-chl orophenyl)-3, 6-di hydro-2
H pyridine- 1-yl]-butyl} - 6-fluoro-
1, 3-di hydr o- 2H i ndol - 2- one nonohydrochl ori de The title
conmpound i s prepared according to process B using
processing nethod 2 starti from
6-fiuoro-3-(4-nesy|oxybutyﬂ$ |, 3-di hydro-2
H i ndol - 2- one and 4-(3-chl orophenyl) -
1,2,3,6-tetrahydro-pyridine. Melting point, 147-149 OC.

gR (T I\K/Emgla/gi-’(lélv[s@&? TMZ 1@0(1%@) 1%3!4 126 (QHF MYR% (7%0 J
. 3.(0H, 22)74. 9@9%0 @H, n@) 2775((214; s2) 3. 0@ (2713, )23 402H,

pp’m "SGRt bids Gl YRES b T 000 @D

23.6, &85 @H, 414J6 7. ’AFIzQ 6. 9%1H, d54-6...0,976 Bz),d.18)(1H, 26. 4
Hz), 107.4 (d, J = 22.5

t,J =09, 7.6 Hz), 727 (1H, d, J = 7.3 Hz), 7.38 (1H, td, J =

1.7, 7.7 Hz), 7.41 (1H, t, J = 7.6 Hz), 7.45 (1H, td, J = 1.6, 7.5

Hz), 7.53 (1H, t, J = 1.6 Hz), 10.40 (1H, s), 10.6 (1H, sz) ppm.

BC-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 Cp3H,C1LN,0O (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-2 H-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.



Hz), 118.1, 123.7, 124.9, 125.5, 127.9, 130.6, 133.1,

133.7, 140.7, 144.5 (d, J = 12.2 Hz), 162.. 1 (d, J =
wQ@4dms204389 , 179.3 ppm El enental anal ysis for P&EHU2005/000047

Formul a C23H25C 2FN20O (435. 37) Cal cul ated: C 63.45, H

5.79, d 16.29, N 6.43 % Measured: C 61.93, H 5.98,

C 16.24, N 5.98 % Exanple 21

3.{4-[4-(3-chl orophenyl) -3, 6-di hydro-2

H pyridine-1-yl]-butyl}- 5-fluoro-1, 3-di hydro-2

H- i ndol - 2- one nonohydrochl oride The title conpound is

prepared according to process B by processing nethod 2

usi ng 5-fl uoro-3-(4-nesyl 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

poi nt, 96-101 O0C. IR (KBr): 3391, 2580, 1705 (C=O) cm

1 . PBMelthgpab® (4WB8-°C.6, TM5, 500 MHz): 1.33-1.28

(2H, m, 1.95- _

IR (KBr): 3144, 2576, 1716 (C=0) cm’".

"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.

3C.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, 124.9, 125.5, 127.9, 130.6, 133.1, 133.7,
140.7, 144.5 (d, J = 12.2 Hz), 162..1 (d, J = 241.2 Hz), 179.3

Elemental analysis for the Formula Cy3H,5CL,FN,O (435.37)
Calculated: C63.45,H5.79,C116.29, N 6.43 %.
Measured: C61.93,H5.98,Cl16.24, N 5.98 %.



1.76 (4H, n) 2.74 (IH, , 2.86 (IH, m, 3.18-3.09
(3H, m, 1 (IH t, J =5.8Hz), 3.57 (IH m, 3.73
W@ bdds/108388 3 94 (IH m, 6.27 (IH s), 6.83 (IHCDHU2005/000047
7.00 (IH m, 7.22 (IH m, 7.47- 7.37 (3H, m, 7.53
(IH, s), 10.5 (IH, s), 11.0 (IH, sz) ppm Elenental
anal ysis for the Fornmula C23H25C 2FN20O (435. 37)

Calcul ated: C 63.45, H5.79, O 16.29, N 6.43 %
Measured: C 63.25, H5.70, A 15.85, N 6.51 % What we
claimis: 1. 3-Alkyl indol-2-one derivatives of the
general Fornmula (1), whereim Rl stands for hydrogen,
hal ogen or al kyl having 1 to 7 carbon atom(s); R2
represents hydrogen or alkyl having 1 to 7 carbon
aton(s); R3 denotes hydmggaapiess al kyl having 1 to 7
carbon aton(s); R4 represents hydrogen and R5 stands

for a gr{gg-(@fchidrephyom3-diigdredApyridine- 1R]-whetlei n

ESIOSZna dﬂ@%ﬁ ﬁ%?ﬁ@?ﬁg ‘£§?é¥gﬁ§%95V@PQN8HS% chain
al kyl or al koxy

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-chlorophenyl)-1,2,3,6-
tetrahydro-pyridine as starting compounds.

Melting point, 96-101 °C.

IR (KBr): 3391, 2580, 1705 (C=0) cm’.

f\é

&

"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 C,3H,5sCLFN,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 %.



having 1 to 7 carbon atonm(s), or R6 and R7 together
form et hyl ene-di oxy, or R and R together form
webénghessegli oxy; or R4 and RS form together w poT/HIR005/000047
adj acent carbon atons of the tetrahydropyridine ring,
phenyl or a 5- or 6-nmenbered heterocyclic ring
containing a sulfur as heteroatom which may
optionally carry a hal ogen substituent; mis 1, 2, 3
or 4; and pharnmaceutically acceptable acid addition
salts thereof. 2. 3-Al kyl ;ﬂ£°|'2'°ne derivatives of
the general Fornula (1), - rein RL represents
hydr ogen, hal ogen or al kyl having 1 to 7 carbon
aton(s); R2 denotes hydrogen or alkyl having 1 to 7
car bonywaiaowelaimRe 1S hydrogen; R4 stands for hydrogen
and R5 is a group of the general Formula (11), wherein
R, R and R each represents hydrogen, hal ogen,

trifluoronmethyl or straight or _ branched chain _al kyl or
al koxy!l- 3-Alkyl'indol-2-one derivatives of the general Formula (I),

RS
L
R! (CH,).”

R4
O @
R2 |
R3

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),
. o
RS
1y
RS

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



having 1 to 7 carbon atonm(s), or R6 and R7 together
formethyl enedioxy; mis 1, 2, 3 or 4; and
w@basmesseit i cal |y acceptabl e acid additi on sal PGT/HU2005/000047
t hereof. 3. 3-Al kyl indol-2-one derivatives of the
general Formula (1), 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 R5 form together
wi th the adjacent carbon atgns of the
t et rahydropyridine ring, pﬁ%hyl or a 5- or 6-nenbered
het erocyclic ring containing a sulfur as heteroatom
whi ch may optionally carry a hal ogen substituent; mis

1, 2, @ﬁﬁr&ﬁetﬁﬁdorpﬁﬁ%iéfﬁgﬁ'%ﬂaﬁﬁ{ehklﬁﬁp ey ARL anasiyd

addition salts thereof:

3- { 4- [ Hav{iB: Tr tof Fucarbore bloyi(s) enRf )antl, R? 3ogdetlieet foay dr op

yridin-_ l-yl]- butylﬁG-I ., 3»di hydro-2 H-indol -2-one

accor dq*thblelgqjdloxy, or R” and R’ together form ethylenedioxy; 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.

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
(1Y), 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
ethylenedioxy;

mis1,2,3or4;

and pharmaceutically acceptable acid addition salts thereof.



claim1, and pharma-ceutically acceptable acid
addition salts there-of. 5.

WE2404A(Bs% - Di hydr o- 4H-t hi eno[ 3, 2- c] pyri di n- 5- yP¢FEURYSH000047
-1 ,3- di hydro-2Hindol -2-one according to claiml1,
and pharmaceutically acceptable acid addition salts
t her eof . 6.

3-[4-(6, 7-Di hydro-4H-thi eno[ 3, 2-c] pyri di n-5-yl)-butyl]
-5- fluoro-1, 3-di hydro-2 Hindol -2-one according to
claim1, and pharnaceutica%by acceptabl e acid addition
salts thereof. 7.

3-[4-(2-Chl oro-6, 7-dnydr o- 4Ht hi eno[ 3, 2-c] pyri di n- 5-yl
)- butyl]-1I,3-di hydro-2 -indol-2-one according to
claim1, and pharnaceutically acceptable acid addition
salts thereof. 8.

3- [4 (% 37Atkylhynldqi -24phe férontps, of depganemdl fosmyla) {hut v ]

%9ra |, 3-di hydro-2 Hindol-2-one according to

clalnﬂﬁfﬂgﬂd phar maceutical |y acceptable acid addition

salts gih f
3-[4-( %IF& for g,yc}r_og?mhyh ocgeﬂls)lfta klycle}}lgfmgé 5 ?of/:r |b8| n-5-y
') - budtyth{s);6- f | uoro-1, 3- d| hydro-2 Hindol - 2 one

according to claiml, har ma- ceuti cal |y acceptabl e
aci d alﬁzgiepﬁemntssl@ydr@gqnm havigg 1 to 7 carbon atom(s);

3 [4 (I%c%lotesgyng di hydro-4H-thi eno[ 3, 2-c] pyri di n-5-y

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;

mis 1,2, 3 or4;

and pharmaceutically acceptable acid addition salts thereof.

4. 3-{4-[4-(3-Trifluoromethyl-phenyl)-1,2,3,6-tetrahydro-
pyridin-1-y1]-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.



butyl]-5-fluoro-1I, 3-di hydro-2 Hindol - 2-one accordi ng

to claiml1, and pharna-ceutically acceptable acid
w@oastiosses salts thereof. 11. 6-Fl uoro- 3- PCT/HU2005/000047

{4-[4-(3-trifluoronethyl-phenyl)-

1,2,3,6-tetrahydropyridin- 1-yl] -butyl}

-1, 3-di hydr o- 2H i ndol - 2- one nonohydr ochl ori de

according to claim1, and pharmaceutically acceptabl e

acid addition salts thereof.12.

3-{4-[4-(4-Chl orophenyl)-1,2, 3, 6-tetrahydro-pyridin-|-

yl]- butyl}-1,3-di hydro-2 i ndol - 2-one according to

claim1, and pharmaceutically acceptable acid addition

salts thereof. 13.

5- Fl uog.0- 33{[4:(b4-I0iytifol 4 Qe R 23Y%1)-butyl]-5-

1,2,3,6-tet r[ah(ydropgllrl di n- Iw %ﬁ}ﬁ% dly]hydro 2

Hi ndoﬂu@odnkdﬂu(ydm -2 ngdol-@- meaacn:pndmgrtd claim 1, and

phar maceuti cal | accept bl e aci.d adCiItI on salts

t her ecth ar‘fﬁceupﬁ%l}ynaé’é%?]? e 8&%8’%?% sdhgeonpri si ng as

active ingredient at |east one of the conpounds of the

general Formula (lI) according to any of clains 1 to 12

or a phar nReeyE-Chadrb 6, BEiR§dbat-thiaw[ 8 2agsridies-ygal t
thereof in admixture with one or nore conventional
car ri epytgl)-1gi-diayshiot 3 Anndokgeme (&cording to claim 1, and

pharmaceutically acceptable acid addition salts thereof.

8. 3-[4-(6,7-Dihydro-4H-thieno[ 3,2-c]pyridin-5-y1)-butyl]-6-
fluoro-1,3-dihydro-2 H-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-2H-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-5-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-yl]-butyl}-1,3-dihydro-2 H-indol-2-one
monohydrochloride according to claim 1, and pharmaceutically

acceptable acid addition salts thereof.



15. Pharnmaceutical conpositions according to claim 14
useful for the treatnent or prophylaxis of centra
woenseessssli sorders, particularly depression, arxi/HU005/000047
compul sory di sorder, panic di sease, social phobia,
schi zophreni a, nood di sorders, mania, nental decline,
stroke, cell death in certain parts of the centra
nervous system neurodegeneration followed by nental
decline, Al zheiner's disease, denentia, post-traumatic
di sease or stress disorder.16. A process for the
preparati on of conmpounds of-“the general Fornmula (1),
whi ch conprises (a) reacting a conpound of the genera
Formula (I11), wherein L stands for hydroxy and R1,
R2, R3 and mare as stated above, with an
aryl -sul fonyl chloride or with a straight or branched
chai n 2.- B-44k4(4sOhtayoghenylitich 3, Gaetrahyttvepypidisdnde of

22&28@391&1%?%@&%2#&%@&;% ép%rélﬂgigahghgﬁg and
Gort varRaBptilf) sl did A G Vg thérbog? Py €l ne

13.  5-Fluoro-3-{4-[4-(3-trifluoromethyl-phenyl)-1,2,3,6-tetra-
hydropyridin-1-yl]-butyl}-1,3-di-hydro-2H-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.



wherein R5 and R6 are as stated above, in the presence

of an acid binding agent, or (b) reacting a conpound
wobooshessgeneral Formula (V),wherein Rl, R2 andp@®BHAR@®S/000047

as stated above, with a conmpound of the genera

Formula (VI1), wherein R, R and mare 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 (1) according to any of the clains 1

to 13 for use as a nedicanent. 18. A process for the

manuf acture of a pharnma-ceutical suitable for the

treatment or prophylaxis of central nervous system

di sorders, particularly depression, anxiety,

compul sive di sorder, panic di sease, social phobia,

schi zophreni a, nood di sorders, mania, nental decline,

st r okel6. delpkocdssafan thepreparatiom ofi cempowids tofiéhe gerteral

t tal decli foll db
22:!8?‘?%&?@@?9%%5%5 ?rgr' g _dimsgase?/ denenti a,
post - t & alRt £, gérﬁ;? ﬁo‘PEheséeBQ%FF&Jnﬁfﬂ ; whi ch

X a of

conprises a I ng |"'east® one conpou t he
general Forngla (1) according to any of clains 1 to 13

or a pharnaCﬁu heal |y ate@piabte acid addition
()
/N0
R2 |
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),



salt thereof with a pharmaceutical carrier and
optionally other auxiliary agent and bringing the
woroosaesssg o gal enic form 19. A nethod for thePCT/HU2005/000047
treatnment or prophylaxis of central nervous system
di sorders, particularly depression, anxiety,
conpul si ve di sorder, panic disease, social phobia,
schi zophreni a, nood di sorders, mania, nental decline,
stroke, cell death in certain areas of the centra
nervous system nent al decg%pe foll owed by cerebellar
cell death, Al zheiner's disease, denentia, post
traumati c di sease or stress disorder, which conprises
adm nistering to a patient in need of such treatnent
an ef ficientganount of a pharmaceutical conposition
cont ai ni ng at\\\gst one conpound of the genera
Forrmula (1) q@r a’|pharpaceutically acceptqﬁhe, or gani c
or inorganic 7&' %? 6on salt thereof.

R? |
R3

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

compound of the general Formula (VII),

RS

L\(CHZ)m/ N

R5

wherein R5, 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
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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.



