Title: PYRI DI NE DERI VATI VES OF ALKYL OXI NDOLES AS

5- HT7 RECEPTOR ACTI VE AGENTS  Abstract: The present
wo P06R1bd is concerned with new 3, 3-di substi

?ndo{if)gg?ﬂne derivatives of the general For nulié&[. 2005/000047

Compounds according to the invention are useful for

the prophylaxis or treatnment of the disorders of the

central nervous system WO 2005/108388

PCT/ 17U2005/ 000047 PYRI DI NE DERI VATI VES OF ALKYL

OXI NDOLES AS 5- HT7 RECEPTOR ACTI VE AGENTS TECHNI CAL
PYRFIIELD C]:VTHE ISN\/ENFI ON The invention relates to new

LGBV RTEFS RUSHKEL SHEPYES| A5 ES REGERIOBATI VE AGENTS

the preparation thereof, pharmaceutical conpositions

contai ni ng said new i ndol - 2-one derivatives and the

use of said conpounds for the treatnent of diseases.

More particularly the present invention is. concerned

with new 3,3-disubstituted indol-2-one derivatives of

the general Formula m RS NI

TECHNICAL FIELD OF THE INVENTION

The invention relates to new 3-substituted indol-2-one
derivatives, a process for the preparation thereof, pharmaceutical
compositions containing said new indol-2-one derivatives and

the use of said compounds for the treatment of diseases.

More particularly the present invention is concerned with new -

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

@,

0 Y

RZ

wherein



RL (CHOM R4 Qcn OCN RZ | R3 wherein WO 2005/ 108388
PCT/ HUJ2005/ 000047 2 RI stands for hydrogen, hal ogen

OhosHok¥ds having 1 to 7 carbon aton(s); R2 r%ﬁﬁ@f&bﬁoooom
“KMyggggeﬁ or alkyl having | to 7 carbon atom(s);

denotes hydrogen or alkyl having 1 to 7 carbon
atonm(s); R represents hydrogen and R5 stands for a
group of the general Fornmula (I1l1), R7 R6 6 (I1) Rs
wherein R6, R7 and R8 each represents hydrogen,

hal ogen, trifl uoronethyl strai ght or branched
chai n al kyl or al koxy havifhg | to 7 carbon aton(s),
or R6 and R7 together form ethyl ene-dioxy, or R4 and
R5 form together with the adjacent carbon atons of
the R! stands for hydrogen, halogen or alkyl havmg 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),
: R7
RS
uy
RS

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

ethylene-dioxy, or

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

mis1,2,3or4;

and pharmaceutically acceptable acid addition salts thereof.



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

heterocyclic ring containing a sulfur as heteroatorn,
wobdoShog38y optionally carry a hal ogen substi tiﬁ@ﬂhnzimsféooom

1,2,30r4; and pharnaceutically acceptable acid

addition salts thereof WD 20051108388

PCT/ HU2005/ 000047 3 TECHNI CAL BACKGROUND OF THE

I NVENTION U. S. patent No. 4,452,808 discl oses

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

sel ective D2 receptor activi,ty. These conpounds can

be used for the treatnent oP hypertensi on. One of the

conmpounds provided by this patent, nanmely 4-[2-(di-

propyl am no) et hyl]-2(3H)-indol one, is used for the

treatment of Parkinson's disease. European patent No.

281, 309 provides indol-2-one derivatives carrying an

arylp|pera2|n€ HYIRA% BAGSEROCUNB B THE NS on 5, whi ch

can be applied for the treatment of psychotic

conditions. One of the conmpounds described in this

pat ent U-hapai¢np Mo 462808 dicloses 4-aminoalkyl-indol-2-one

b t h I th I -1,
pens SRS Rt 3 BRI T, kg
i nter a@érh}%hn\&’s tchn B8 us&t forthAtradteheRr STiRyPeReRis® rcsneand

.is used in the clinical treatment as ‘an antipsychotic
agent . of the compounds provided by this patent, namely 4-[2-(di-N-

propylamino)ethyl]-2(3H)-indolone, is used for the treatment of

Parkinson’s disease.

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

as an antipsychotic agent.

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

the treatment of central nervous disorders.



Eur opean patent No. 376, 607 discl oses indol-2-one
derivatives substituted in position 3 by an

wodb#ylopigger azi nyl -aryl group, which exert thidyru2005/000047
activity on 5-HTI A receptors and are useful for the

treatnment of central nervous disorders. W 2005/ 108388
PCT/ HU2005/ 000047 4 In the international patent
appl i cation WD 98/ 008816 i ndol -2- one derivatives
contai ni.ng a substituted al kyl pi perazinyl,

substituted al kyl - pi peridinyl or alkyl-cyclohexyl
group in position 3 are disclosed. These conpounds
exert anti-psychotic activity. The accel eration of
techni cal -soci al devel opnent in the XX. century -
const iln llh@intanpécvmWewnt appitgeticn WO B/C08& s amdoda- f or
humans, [ i n adverse cases,. . | ead t.o the

occur P8fic elaYauvgaaﬁ?r&%ms & SupHiHied RIBETRERYL

di sor S I MO a t he
develggﬁ%ﬁ?a%faﬁ%gggg%gngfqﬁensgﬁk%abﬁégécgkﬁéo#gt|c
ori gi posision i3 as disslosed. yihese sompbunde exat asts-psydbsor der ,
depression, schizophrenia, gastrointestinal diseases
or cafiByascul ar di seases. Beside the difficulties

during adaptation to the environnent another great
probl em of nodem societies is the rapid agei ng of

_popul athieodvcelekitidd éOtechificdl@seibl defloptée hnidi XAl
scl emc::gntlml'}}c Sonstltutes 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



expectancy has increased, and the di seases occurring
due to ageing or developing in the declining years,

weoshiieussarly the number of nental di seases hgspfi Q(WQ/ 00047
in | eaps and bounds. The solution of the treatnent P

Al zhei mer' s di sease, vascul ar denentias and senile
denenti a has becone a social problem For the
treatment of the above clinical patterns nost WO
2005/ 108388 PCT/ H U2005/ 000047 5 wi despreadly
pharmaceuticals exerting ther activity on the
benzodi azepi ne system (e.g. diazepan) or on central
5-HTI A receptors (e.g. buspi ron, ziprasidon) have
been applied. In case sychosomati ¢ di seases'
anxi ol y\tldesptqaélryapbafr@c@ittceg exsotng dheintastivity ¢rhehe
adm ni st r at.i on .of n‘&ceu i cal s ossessin

anti hy SHOQ%FR}BC ipgeRam) o onageq,t@&%p{{gm or
ant i ul ¢&lenfold (el %‘B‘ﬁ?ﬂlﬁfn,@ %‘i}%? Shve B&nl éﬂgﬁll@d In case

AMXIO|ytICS o enzodi azepi ne type hav ever al
unpl easfintpsychostemafcf edxb&sesThmmlaﬂse thirapy nés obftérhe
power of concent ration @Qd menory and possess .muscl e

r el axafPmplemeated &y gthe; adminstrations qfn rphgenReceutieals
qual i t§o§§éss d &tﬁggérge%ggég%cgﬁ nlthe avo QV?JcE&or)”&“”ef

restricting the s cation
phar maastitllcet {Hp-recepror pagsrmstpadtivitg) s actl ng on 5-HTIA

receptors that have been
Anxiolytics of benzodiazepine type have several unpleasant
side-effects. They cause decline of the power of concentration
and memory and possess muscle relaxant effect. Said side-
effects influence the quality of life of the patients in an adverse
manner restricting the scope of application of such

pharmaceuticals.

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

been observed.



so far applied in the therapy are acconpani ed,
however, by several drawbacks and undesired

worish@bisects. It is a drawback that the anxigyfisSoos000047
effect can be achieved only after a treatnent |[|asting

for at least 10 - 14 days. Besides, after the initia
adm ni stration an anxi ogenic effect occurs. As to the
side- effects, the occurrence of sl eepiness,

somol ence, vertigo, hallucination, headache,
cognitive disorder or nausea has often been observed.
WO 2005/ 108388 PCT/ HU2005/ 000047 6 SUWMMARY OF THE

I NVENTI ON The object of the present invention is to
devel op pharmaceutical ingredients which are devoid
of the above- speci SUMMARYHRITHE RESVENIIAN undesi r ed
side-effects characteristic of the active agents

bi nding to 5-HTI A receptors and which, at the sane

time, G80ohRct MSRE pfelént ilientibE AlBRRY105 pRiRtaRlc Of

t he centrgrﬁﬁervoug s;gteHFI Tﬁé inv%ﬁépon |ggg§§%d on
t he suingredienmsg whedhogaidevaid ofhiad abdve-specifibdk Mrawbacks
substituted indagl-2-one derivatives of the_general

For nul &0d upslesinsd ssidrspidents, charagiergicsof e agtidpegiss and
i nhi bi . ' L PTI THE
II RI\/IEI\FFP&%H&%%?hb}é? %ﬁgﬁ aggg-é@th’ o} e prlg;sgte‘r%}l 19:

I nvent used fohthedreatntent of disorders of the central nervous system.

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

DETAILED DESCRIPTION OF THE INVENTION -

According to an aspéct of the present invention there are

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

general Formula (I), wherein

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

atom(s);

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

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

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



provi ded novel 3-substituted indol-2-on derivatives of

t he

wondseesss hal ogen or al kyl

general Fornula (1), wherein R stands for

aton(s); R2 represents hydrogen or al kyl having |
carbon aton(s); R3 denotes hydrogen or al kyl havi ng 1

to 7 carbon aton(s);

stands for a group of the general Fornmula (I11),
2005/ 108388 PCT/ 11U2005/ 000047 7 R7 R6 6 can RS
wherein R6, R7 and R8 each ?epresents hydr ogen,

hal ogen, trifluoronethyl

strai ght or branched

chain al kyl or al koxy having | to 7 carbon aton{

or
or

as heteroatom

R6 and R7 together form an
R and RS form tRgether with the adjacent carbon
atons of the tetrahydropyridine ring, phenyl or a 5-
or 6- rrerrberedR6he 2 yclic ring containing a sul fur
ay optionally ca&{)y a hal ogen

substituent; ms or 4;

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 an

ethylene-dioxy group, or

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

misl, 2, 3 or4;

and pharmaceutically acceptable acid addition salts thereof.

The term ,,alkyl” used throughout this specification is intended

. to mean straight or branched chain, saturated alkyl groups

having 1 to 7, preferably 1 to 4 carbon atom(s), (e.g. methyl,
ethyl, 1-propyl, 2-propyl, n-butyl, isobutyl or tert. butyl group

etc.)

having 1 to 7 car bl%‘r/ﬂnzoos

R4 represents hydrogen and RS

WO

s),
et hyl ene- di oxy group,

/900047



and pharmaceutically acceptable acid addition salts

thereof. The term,al kyl" used throughout this
woRRsdsse#Aat i on is intended to nean straight ofcT/EU2005/000047

branched chain, saturated al kyl groups having | to 7,

preferably 1 to 4 carbon atom(s), (e.g. nethyl

ethyl, 1-propyl, 2-propyl, n-butyl, isobutyl or tert.

butyl group etc.) WO 2005/108388 PCT/ HU2005/ 000047 8

The term "hal ogen" enconpasses all the four hal ogen

atons, such as fluorine, cllorine, iodine and

brom ne, and preferably stands for chlorine or

brom ne. The term "l eaving group"” relates to an

al kyl sul fonyl oxy or aryl sul fonyl oxy group, such as

met hyl sul f onyl oxy, or p- toluenesulfonyloxy group; or

a hal o n ato bl hl Th
Cerm - DRMHHE DR | Postess Rl S rmsep HAsal t 5"

rel at % hoas”ﬂﬁbrhﬁx'clflﬂétﬁ»dﬁfe Zhf%r ouﬂai aplf

general Fornul a ormed with p arnaceu |ca

accept stids forgﬂmmemrbromnmr gani ¢ acids. Inorganic

acids suitable for salt formation are e.g. hydrogen
~chloride, hydrogen brom de, phosphoric, sulfuric or

) ARl Sy o o

tart araglsulforiyloxy @oap Buch amlméthglsulfonyloxy, or p-
toluenesulfonyloxy group; or a halogen atom, preferably
bromine or chlorine.

The term “pharmaceuiicailly acceptable acid addition salts”
relates to non-toxic salts of the compounds of .the ‘general
Formula (I) formed with pharmaceutically acceptable organic or
inorganic acids. Inorganic acids suitabie for salt formation are
e.g. hydrogen chloride, hydrogen bromide, phosphoric, sulfuric
or nitric acid.. As organic acids formic, acetic, propionic, maleic,
fumaric, succinic, lactic, malic, fartaric, citric, ascorbic, malonic,
oxalic, mandelic, glycolic, phtalic, benzenesulfonic, p-toluene-
sulfonic, naphthalic or methanesulfonic acids can be used.

Furthermore, carbonates and hydro-carbonates are also

considered as pharmaceutically acceptable salts.



oxal ic, mandelic, glycolic, phtalic, benzenesul fonic,
p-tol uene- sul fonic, naphthalic or nethanesulfonic

wo%& g553n be used. Furthernore, carbonates 3@4mHuU2005/000047
hydro- carbonates are al so considered as

pharmaceutically acceptable salts. WO 2005/108388

PCT/ HU2005/ 000047 9 According to a further aspect of
the present invention there is provided a process for
the preparation of the conmpounds of general Fornula
(1) and pharmaceutically aggeptable acid addition
salts thereof, which conpri'ses (a) reacting a conpound
of the general Formula (1I11), R (CHZ) -L I1l) NNO
R2 1 R3 wherein L stands for hydroxy, R, R2, R3 and
m ar e Axsosling tda dwmlver, aspéct lof dire pregéns uhveamiph théredsi de

or with a_, straight or bran ched chain C -7

al kyl Prenedsd e RIRPESH (106 the, prepaatigp éget:‘?ﬁ CoBPORAdY Pfani ¢

base, L1g Rh wfa—m ' d t he

gener 81: %u%ﬁgh%l Iq)) ?n& er el %&tuﬁwﬁﬂ e L 4
addition salts thereof, which comprises

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

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

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

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

an acid binding agent, or



L represents aryl or al kylsulfonyloxy, with a pyridine
derivative of the general Formula (IV, R6 (M HN RS

' R5 and R6 are as stated above, in thg, SRS 0047
wol it > 20 ng agent, or WD 20051108388 °C 0

PCT/ HU2005/ 000047 10 (b) reacting a conpound of the
general Formula (V), R 17 (V) 21 OR3 wherein R,
R2 and R3 are as stated above, with a conpound of the
general Formula (M1), R6 (VIlI) LI~(CHZ)m Na R5
wherein R5, R6 and mare aﬁostated above, in the
presence

(b) reacting a compound of the general Formula (V),
, "
L
W
/Z o
‘R2 '
R3

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

compound of the general Formula (VIL),

R6
L\(CHz)m/ RS

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

of a strong base.

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

addition salt thereof.



of a strong base. If desired, the conpound of the
general Fornmula (1), wherein R2 stands for hydrogen

woPhbaigeg@ according to any of the above vari @SaiiR0s/000047
hal ogenated or the free base is liberated fromthe

salt thereof or converted into a pharma-ceutically
acceptable acid addition salt thereof. WO 2005/ 108388
PCT/ f 1 U2005/ 000047 11 The conpounds of the general
Formula (1), wherein R-R5 and mare as stated above,
can be prepared by reacti n%éa conpound of the general
Fornmula (111), wherein R - and mare as stated
above and L is a leaving group, with a conpound of the
general Formula (I1V), wherein R4-R5 are as stated

above, Theycomgpdunds of kireogenerfat Bomiulle ()i tvbeRin/RER® and

[ Houben- Wyl : Met hoden der organi schen Cheme, Georg
Thi end™\iEF pigfatedialipyqy san be prepared by reagting:a epmpapa

E16d ( , I ; =Y TeTe rehensi ve
o gani S e ghherdl R (rftptlpeih 8 96 and GRAPLEAERT, 1
New Yaiblsve 4298, is £8&ivirlp gréup, Wattsd con{pdtind@FahRe geherds.
Geen, J. C. Nolan, J. Yanni J. Med. Chem 1990,

33, 1&rzmulpgd¥), wbgrleim&MRﬁ arg pe pigtedt ahoye,oby neghods

of TS o AN (HAPRE o Yipthoden dE ' O
organischen Chemie, Georg Thieme Verlag, Stuttgart, 1992, 4®
Edition, vol. El16d (ed: D. Klamann); R. C. Larock:
Comprehensive Organic Transformations, 2. ed., John Wiley &
Sons, New York, 1999, 789; D. A. Walsh, Y-H. Chen, J. B.
Green, J. C. Nolan, J. M. Yanni J. Med. Chem. 1990, 33, 1823-
1827].

During the preparation of the compounds of the general Formula
(IIT) the formation of the substituents can be carried out in
optional succession according to methods known from the
literature. It is expedient to prepare the compounds of the
general Formula (II) by reacting a compound of the general
Formula (V) — wherein L and n are as stated above and L’ is a
leaving group or a group that can be converted into a leaving

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

L-(CHp)mL’ (VD



optional succession according to nmethods known from
the Iliterature. It is expedient to prepare the

s of the general Formula (111) by reagHY80s5000047
‘”Oggﬁggﬁﬁg of the general Formula (V) - wherein L and n

are as stated above and L' is a |eaving group or a
group that can be converted into a |leaving group -
with a conmpound of the general Formula (VI),
L-(CH2),rL" (VI) WO 2005/108388 PCT/ HU2005/ 000047 12
wherein R -R4 are as stat e?]l above, which has been
prepared according to net %ds known fromthe
literature [Houben-Wyl: Methoden der organi schen
Cheni e, Georq Thieme Verlag, Stuttgart, 1977, O

Edi t i evhereiw|R'-RY 2fe; asAstatied dbave,i which, ha€tbeek\prepieed :
Conpr ehensi ve Heterocyclic Chem stry, 1th Edition,
Per ga@gierdiog e pgthofs gnowy dfom the Itgrature fHoupengVey: G

pr op, MrReR B bregiiphab il Lpd it ydfle? 9
Mezei StfBgartSI9T 7 4Bymiitiesivel. VRB2A. ROK=&97ty, Cihew.

conpounds of the general Fornmula (1), \/\,het ein R-R5
and Reay: e Campsehensive abeterocyelin Ghesdste pr eBditied, by

reactijng a c oyn t he eral .l
wher e?ﬁ%ﬁnp%gg%a’aggg‘gtvgieﬁg@go ,“}\;ﬁlg&ja&c%und of
the gemeEsRahp ©OBUIS® an¥1389-366; 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. VIL; A. R. Katritzky, Ch. W. Rees: Comprehensive
Heterocyclic Chemistry, 1™ Edition, Pergamon, Oxford, 1984,
vol. 4. (ed.: C. W. Bird, G. W. H Cheeseman), 98-150 and 339-
366; G. M. Karp Org. Prep. Proc. Int. 1993, 25, 481-513; A. S.
Kende, J. C. Hodges Synth. Commun. 1982, 12, 1-10; W. W.
Wilkerson, A. A. Kergaye, S. W. Tam J. Med. Chem. 1993, 36,
2899-2907].



wherein R4-R5 and mare as stated above and L is a
| eaving group, by nethods known fromthe literature
w()[zl{)’ﬂS,t},s38§undberg The chemi stry of indoles, A¢adeiH065/000047

Press, New York, 1970, wvol. VII.; A R Katritzky,
Ch. W Rees: Con'prehensive Het erocyclic Chem stry,
1"h Edition, Perganon, Oxford, 1984, vol. 4. (ed.: C
W Bird, G. W H Cheesenman), 98-150 and 339- 366; G
M Karp Og. Prep. Proc. Int. 1993, 25, 481-513; A S
Kende, J. C. Hodges Synth. nmmun. 1982, 12, 1-10; W
W Wl kerson, A A Kergayl, S. W Tarn J. Med. Chem
1993, 36, 2899-2907]. WD 2005/108388

PCT/ HU2005/ 000047 13 The conpounds of the general
Formula (1), wherein R-R5 and n are as stated above,

can aI SO be prepared by carrying qut_the _formation of
the sUReOMAOHESS 9F thﬁseqeﬁalcfm\yﬁéﬁt Wgar@eve%sﬁgﬁnﬁlﬁ t he

| ast Ciefar %,ﬂ% e
gener aa?@%)% @eqsﬁ&%f) L%}lsg%ge as st@da? ing’s gétattrl?ge
wher eiformationssfibé subsenests RARS iadiffraitadcabaveietke ept

the one to be forned, which can be any one sel ected
from Rest IRactiqes stepq In s ¢ase R COmpguI of The general
intro [, S re
Dt T O LA %géﬁcg, nsgirfihé’ QutRfant ik LibeRhgne

|1t er akelae sthtdd DO Wedept theNiehtodrRNfotiaed, Gmam icaeBEn

Chem e, Ceorg Thiene Verl
any one sblected from R{ azg R3, R*, R®, R® R” and R® The

introduction and conversion of the substituents are carried out
according to methods known from the literature [Houben-Weyl:
Methoden der organischen Chemie, Georg Thieme Verlag,
Stuttgart, 1977, 4™ Edition, IV/1a-d; vol. V/2b]. During the
introduction of the substituents application or elimination of
protecting groups may become necessary. Such methods are
specified in T. W. Greene, Protective groups in organic

synthesis, John Wiley & Sons, 1981.

The compounds of the general Formula (I), wherein R!-R® and n
are as stated above, can also be prepared by carrying out the
formation of the substituents R'-R® in different succession in the
last reaction step. In this case as starting substance a compound
of the genefal Formula (I) is applied wherein all substituents are
as stated above except the one to be formed, which can be any

one selected from R', R% R} R* R’ R® R’ or R®. The



Stuttgart, 1977, 4s' Edition, IV/la-d; vol. V/2b].
During the introduction of the substituents

woaz%g/foﬁ ion or elimnation of protecting gr %ﬁﬁn‘iﬁéb{smoou
beconme necessary. Such nethods are specified inT. W

G eene, Protective groups in organic synthesis, John
Wley & Sons, 1981. The conpounds of the genera
Formula (1), wherein R -R5 and n are as stated
above, can al so be prepared by carrying out the
formati on of the substltuei%s R -R8 in different
succession in the |[ast tion step. In this case as
starting substance a conpound of the general Formula
(1) is applied wherein all substituents are as stated

above igxgeRption Becaersion dfehd subgBthentsiths be Caicd@uany
one selected fromR, R, R3, R R5, R6, R7 or Rs. The
o) 20@511_[7@9@98 @@ﬁqmﬁgsﬁl@mwvwnlﬁmnhtth@duemm or

conver, e |t ent n, be carr.i eqd, out

et hoBEo SR sE MRS S RSP dt GRENE PlR o
[Houbmmég%éfi/eﬂ&ge Shatan, pbm n*mnioslcmna@em &7/263e0r g
Thiene Verlag, Stuttgart, 1977, 4a’ Edition, |V/a-d;

vol . \wtmimg theDitiodgctidre of raubssifuents dhe ofppSodioni eaknt s

th d I f t
be no PRl pF PR Eing SR Kiky P pBeSpBLSPLERRT W
G eengye %&if%&t inVQ" G0 ¢RSenie! PRSBATVEC grody il &g ahic John

Wley & Sons
synthesis, John Wlley & 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.



The conpounds of the general Formulae (1V), (V), (V)
and (VIl) are known fromthe literature or can be
wo%oeshisess by anal ogous net hods. Accordi ng to gdutided8ho0047
aspect of the present invention there are provided
phar maceuti cal conpositions conprising as active
i ngredi ent a conpound of the general Fornula (1) or a
pharmaceutically acceptable acid addition salt thereof
in adm xture with one or nore conventional carrier(s)
or auxiliary agent(s) The Tgj)har maceut i cal conpositions
according to the present F vention contain generally
0,1-95 % by weight, preferably 1-50 % by wei ght,
particularly 5-30 % by weight of the active
i ngredi ent. WO 2005/108388 PCT/ HU2005/ 000047 15 The
phar mpceuti cal conpositions of the present invention
may B8e shammasewiGep Forgpesitiqns of the, grgset Snvension anay,

coateg.t S syl es 3 CL O | es ills

sol ut ?%n%?ﬂag%s goéngﬁagngé‘%rpo e ’s?agg%#, g%%?dgr}?belf%

(e. 9. cap3hRE! | Mitrocapiile) NpilfsPr sdlitiy €B8@pensions or

i ntramuscul ar, subcutaneous or intraperitoneal use),

r ect apmpkiogs), Patapirsali fecr imiggtionr sehuivas fer intravenous,
b S M) 2T

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).



formof inplants. The solid, soft or liquid
phar maceutical conpositions according to the

| n may be produced by methods conventplcqiadoys000047
‘”Oég%fﬂﬁdﬁun t he pharnmaceutical industry. The solid

phar maceuti cal conpositions for oral adm nistration
containing the conpounds of the general Formula (1) or
pharmaceutically acceptable acid addition salts
thereof may conprise fillers or carriers (such as

| act ose, gl ucose, starch, ot assi um phosphat e,

m cro-crystalline ceIIqusé§ bi nding agents (such as
gel atine, sorbite, polyvinyl pyrrolidone),

di sintegrants (such as croscarnel ose,

Na- carmpexiquittétpositiak stitatse forCoralsaNintl&a8In can be
tabletting auxiliary agents (such as nmagnesium

st ear elations| wspea@pp%mwrraﬂ@ogq yRush, campdsigions apkyl,
silican leXIde and sur -active agents

Sodi uiPRE 1Siagis, Bithls) 00 st Bl diratooxd ey

PCTI Hggﬂ\ﬁgéeﬁo&ﬂﬁ‘&ﬁeﬂs(iegh SorbitsHd ﬂom'sblv@ﬁé @yl table

for oral administration can be sol uti ons, suspensi ons
or enmatdrprsls, Jyderalp rmwlmeo gdyoohy ethanol), abnffering

suspe agent el ati ar.box
cor | uPels e Phipnfe, Sl ot e
sol ve hé&hol-4- SlbhenPbdt®, 9l ycerol, propylene
glycopééetha%%l yﬁk ?ferlﬁg agents (e g. acetate,
phosphat e, C|trate buffers) or preservatives
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



(e.g. nethyl-4-hydroxybenzoate). Liquid pharnmaceuti cal
conposi tions suitable for parenteral admnistration

wo3bhéy/@eReral ly sterile isotonic sol utions optip@ihdtoso00047
containing, in addition to the solvent, buffering

agents or preservatives. Soft pharnaceutlca
conpositions containing as active ingredient a-
compound of the general Fornula (1) or a
pharmaceutically acceptable acid addition salt

t hereof, such as suppositggles contain the active

i ngredient evenly dispersed in the basic material of
the suppository (e.g. in polyethylene glycol or cocoa
butter). The pharmaceutical conpositions according to
t he praesifiaty agentsant ithemodnrelie bpughtatoadldnic forawithe

met hods of the pharmaceutical industry. The actlve

i ngr edriers pad awhiarypagRisHosgherr Witk das methads ywhich

200, FO54SRLH TR RoLTBGT ST sl B bscih e« o1

the mildratuce (Rerhingtoghd Pherngrbetival Scivhtes, Hitiot ARy i er s
and auxil i ari/ agents together with the nethods which

can bdagkdubiiphipgEop Fastanddddi 20)-i ndustry are
disclosed in the literature (Rem ngton's
Phar maceuti cal Sciences, Edition 18, Mack Publi shing

Co., Hast pharmaleiticdl9W0mpositions according to the present
invention contain generally a dosage unit. The daily dosage for
human adults can be generally 0,1-1000 mg/kg body weight of a
compound of the .general Formula (I) or a pharmaceutically
acceptable acid addition salts there-of. Said daily dose can be
administered in one or more portion(s). The actual daily dose

depends on several factors and is determined by the physician.

According to a further aspect of the present invention there is
provided the use of the compounds of the general Formula (I) or
pharmaceutically acceptable acid addition salts thereof for the
treatment or prophylaxis of central nervous disordérs,'
particularly depression, anxiety,' compulsive disorder, panic
disease, social phobia, schizophrenia, mood disorders, mania,
mental decline, stroke, cell death in certain areas of the central
nervous system, mental decline followed by cerebellar cell
death, Alzheimer’s disease, dementia, post-traumatic disease or

stress disease.



The pharmaceutical conpositions according to the
present invention contain generally a dosage unit.
136s/§hatdsy dosage for human adults can be ge
Wooi,al-/%%dg ng/ kg body wei ght of a conpound of ri?ﬁgﬁb%osmooon
general Fornmula (1) or a pharmaceutically acceptable
acid addition salts there-of. Said daily dose can be
adm nistered in one or nore portion(s). The actual
dai |y dose depends on several factors and is

determ ned by the physiciaﬁ According to a further
aspect of the present inve ?ion there is provided the
use of the conpounds of the general Formula (1) or
pharmaceutically acceptable acid addition salts
thereof for the treatnent or prophylaxis of centra
nervous di sorders, particularly depression, anxiety,

conpul Biev biodpgienl qegtivity aefi the gempamds agserding jpobea,

schi zophreni a,, _noqd di sQrder.s. i a, nt al. decline,
St okamEEpn et e SePEiehed Bk “sro RS unfiFE
nervouspé&iraéms) nental decline followed by cerebellar

cell death, Al zheiner's di sease, denentia,
post-traunmatic di sease or stress disease. WO

2005/ 108388 PCT/ HU2005/ 000047 18 The bi ol ogi_cal
acti vi]l'?‘ﬁyn%’f clopes Eegﬁ%tSEnﬁsg‘gg%lo‘iDEﬁeﬁ d).r?;g.qt}péxs gqum i on
has begAesRRedisahe 92006 §oRRE Ated FRthé Bxperiments.
experinents.

The protein contents of membrane preparations were determined

according to the method of Lowry (1951).

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

fluoxetine (100 uM) was applied.

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

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



Hurman cl oned receptors or frontal cortex preparations

of male Wstar rats weighing 120-200 g were used for
wo heseogagy | ments.  The protein contents of Menfdaf®2005/000047

preparations were determ ned according to the net ﬁog

of Lowy (1951). In the course of 5-HT7 receptor

bi ndi ng studies the applied tissue was CHO cel |

culture, the ligand was 3H LSD, and for the

non- speci fic binding clozapine (25 1sM was used as

ligand. In the serotonin uptake experinment cortex was

used as tissue. As ligand tritiated serotonin, as

non-specifically binding ligand fluoxetine (100 M

was applied. I1C50 is the concentration where the

di fference between whol e Ti#bledi ng and non-specific

binding in the presence of 10 M serotonin creatinine

sulfate i s 50% Inhikitien apotkbrsreeptas bindings50  val ue

smal l er than 100 nnol were considered effective in

this test. The results of the experinents are shown

in Tables 2 dNONG. of B0/ 108388 [HLTT HOZOPS/ 000047
19 Table 2 Inhibition of 5-HI7 receptor bipnding No.
of Exanple 150 nnole 5 <10 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




6 <100 7 <100 8 <100 9 <100 10 <100 11 <100 12
<100 13 <100 14 <100 Table 3 Inhibition of 5-HT

No. of Exanple 1C50 nnole 13 <100
Wo%%@ﬁ%sss PCT/ HU2005/ 000047 20 From t he ri"éﬁfﬂt‘gs%%%"”‘”

t he above experinments it can be established that the
test conpounds considerably bind to 5-HT7 receptors
and inhibit serotonin uptake. On the basis of the
above experinments the conpounds according to the

I nvention seemto be suita%e for the treatnment or

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

-and inhibit serotonin uptake.

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

treated by the application of serotonin uptake inhibitors.

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

said examples.

Preparation of mesyl esters (process ,,A”)

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



prophyl axis of the diseases |isted above. The
conbi nation of the 5-HT, receptorial and serotonin

wobakRsdsnhi biting effects is particularly Slﬁd&"/ﬁﬁioﬁ&oooou
and opens up new possibilities in the therapy. T

doubl e point of attack renders the conpounds
particularly suitable for the treatnment of conpul sive
di sorder, panic disease and social phobia, which

di sorders are basically treated by the application of
serotoni n uptake inhibitor Further details of the
present invention are provi'ded in the follow ng
exanples without limting the scope of protection to
sai d exanpl es. Preparation of nesyl esters (process
"A') Thenindlds bt@/ﬂ(@hydmxy&u)yl)mkinddlease dissol pedeipalrsed
accordlng to a known fromthe literature (B.

Vol k, ™l ofEHE; 15éwl($l%@°®9ﬁ{w§h apijeeare 3dded tp,

3001 oo RN s Sonttl e hns o e 50 o 78 oo

ol escfwBid drirfin ramimulw ltgmperhtaetos.s ndlr @ 10lnselkyjed in
150 m of THF, 15.2 (110 nmmol es) of triethyl am ne
are adefagesybchlpride @FﬁdlerPéd fwitand e sobutiopas aldpwed tan

acet one- dr¥ i ce ile stirri ﬁ%
a

Sane  t Big o Banerdife f dostiied HapSm3bmpire
Chl ori feyoaf eth@rﬁﬁﬂ?ﬂi drint th}@ﬂféh]cﬂﬁlesﬂl Hitéed df? el oned

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

substance.

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

The title compound is prepared according to process A starting
from 3-(4-hydroxybutyl)-1,3-dihydro-2H-indol-2-one.
M.p.: 84-85 °C (heptane—ethyl acetate).



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

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

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

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

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

s SRS P TN SR )

' H NVR 600043 2. mBH,zw,oa M-Ii)% (@H3%)( 182:1.%) (2H, B2 ( 1H,
J 21 (1H, t, J = 7.0 Hz), 7.03 (1H,

d, =
t, J 4-57*3153‘9@‘)‘ MAPHB (iH d J =7.6 H). 4 19 (2H,
t. J = 6.5 H), 3.49 (1H t, J ,

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

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

The title compound is prepared according to process A starting
from 5-fluoro-3-(4-hydroxybutyl)-1,3-dihydro-2H-indol-2-one.
M.p.: 106-108 °C (hexane—ethyl acetate).

IR (KBr): 3169, 1702 (C=0), 1356, 1175 (SO;) cm™".

'H-NMR (CDCl;, TMS, 500 MHz): 1.43-1.55 (2H, m), 1.73-
1.83 (2H, m), 1.97-2.05 (2H, m), 2.99 (3H, s), 3.50 (1H, t, J =
5.9 Hz), 421 (2H, dq, J = 1.4, 6.3 Hz), 6.86 (1H, dd, J = 4.3,
8.4 Hz), 6.93 (1H, dt, J =23, 9.0 Hz), 6.97 (1H, dd, J = 2.0,
7.3 Hz), 9.22 (1H, s) ppm.



= 6.0 Hz), 2.97 (3H, s), 2.05-1.98 (2H, n), 1.82-1.72
(2H, m 1.58-1.40 (2H, m) ppm '3C NMR (CDC13, TMS,

wolfds/Meizss: 180.5, 141.6, 129.1, 127.9, 123. 9 pchARu05/000047
109.9, 69.5, 45.7, 37.2, 29.6, 28.9, 21.6 ppm

Exanmpl e 2

5- Fl uor o- 3- (4- nesyl oxybut yl ) -1, 3-di hydro- 2Hi ndol - 2- on
e The title conmpound is prepared according to process
A starting from

5-fl uor o- 3- (4- hydr oxybutyl )»»1, 3- di hydr o- 2H i ndol - 2- one
. Mp.: 106-108 C (hexane- et hyl acetate). JR (KBr):
3169, 1702 (CO, 1356, 1175 (SO2) cms. 'H NWR
(CbA 3, TMs, 500 MHz): 1.43-1.55 (2H, m, 1.73- 1.83
(2H n)C-NM87 (CDO%, (IMS, 135.6 MBlo):( 189.2,5)58.8.@DJ(£H, t,

(17, fSSD.BI5G T 1o 1308 @iy %Es B 1Bag o

Hz), Qd9T (175 HH, 113 97(RJC5 24.8 Hy) Hr)0.4 B, 22=®UHH |\£§)
ppm_ VI 2005/ 108388 PCT/ 11U2005/ 000047 23 13C

( CDC139-%K6.2, 323, 89-MED% 218ppm. 158.9 (d, J = 240.6
ru) 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

m Exanple 3
PP P Example 3

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

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

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

'H-NMR (CDCls, TMS, 500 MHz): 1.46-1.51 (2H, m), 1.78
(2H, q, J = 6.7 Hz), 2.00 (2H, q, J = 8.1 Hz), 2.99 (3H, s), 3.46
(1H,t,J =59 Hz), 421 2H, dt, J = 1.5, 6.5 Hz), 6.68 (lH; dd,
J =23, 8.8 Hz), 6.72 (1H, dt, J = 2.3, 8.9 Hz), 7.15 (1H, dd, J
= 5.4, 8.1 Hz), 9.15 (1H, br s) ppm.

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



6- Fl uor o- 3- (4- nesyl oxybut yl ) -1, 3-di hydro- 2Hi ndol - 2-on
e The title conmpound is prepared according to process
isNng from

WOQP%%???B-M- hydr oxybut yl) -1, 3-di hydro- 2H-i nggT Uzgtr)]se/000047
M p.: 106-108 C (hexane-et hyI acetate). IR (KBr):
3161, 1705 (C=0), 1335, 1313, 1167 (S02) CM'. 'H NWR
(CDC13, TMs, 500 MHz): 1.46-1.51 (2H, m, 1.78 (211,
q, J = 6.7 Hz), 2. 00 (2H, q, J =8.1 Hz), 2.99 (3H,
s), 3.46 (IH t, :595% 4.21 (2H, dt, J = 1.5,
6.5 Hz), 6.68 (1H, dd, 23 8.8 Hz), 6.72 (1H,
dt; J = 2.3, 8.9 Hz), 7.15 (IH, dd, J =5.4, 8.1 Hz),
9.15 (1H, br s) ppm '3C NWR (CDC13i TI\/B, 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. 2005/ 108388
PCT/ HU2005/ 000047 24 E%é‘.gr&nl X\D

5- Met hy b-Neth¢i-SesleayiuRytun)-1.8-Bhelirbyodr-pridiR ioadol - 2- on

e The title conmpound is prepared according to process
A starting from

3-(4- d but th dr 0o- 2H-i ndol - 2-
7 e 53R, 5 rRRatiy rgiordit i Plsceds A iy - O
3175, £bflf. (4 @y@oxyg_i?t?l}é rﬁétﬁ?l-(,§qgﬁycﬁ5dzH-1ndol 2-one.

M.p.: 89-90 °C (hexane—ethyl acetate).

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

'H-NMR (CDCls, TMS, 400 MHz): 9.13 (1H, s), 7.03 (1H, s),
7.01 (1H, dd, J = 7.9, 0.8 Hz), 6.81 (1H, d, J = 7.9 Hz), 4.20
(2H, t, J = 6.5 Hz), 3.45 (1H, t, J = 5.9 Hz), 2.98 (3H, s), 2.33
(3H, s), 1.99 (2H, q, J = 7.4 Hz), 1.79-1.75 (2H, m), 1.51-1.42
(2H, m) ppm.

BC.NMR (CDCl;, TMS, 101 MHz): 180.4, 139.1, 131.7, 129.2,
128.2, 124.7, 109.5, 69.6, 45.8, 37.2, 29.6, 28.9, 21.5, 21.0 ppm.



"H NWVR (CDC13, TMS, 400 MHz): 9.13 (1H, s), 7.03 (1H,
s), 7.01 (1H, dd, J =7.9, 0.8 Hz), 6.81 (IH d, J =
woO2095/bsBss 4. 20 (2H, t, J = 6.5 Hz), 3.45 (1H,P(§T,H{112005,000047
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, n) ppm
| 3C-NWVR (CDC13, 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 WD 2005/108388 PCT/ HU2005/ 000047
25 Coupling reaction of rre§¥l esters with bases
(process "B") The nelt of The secondary am ne (12
nol es) is warmed to 120 C under slow stirring, and
t he mesyl conpound (12 mmol es) and sodi um car bonat e
(1. 36 Couplingehetion off Mmesylletekstvaith basts (pFRessSBM™
tenperature. The m xture is allowed to react for 1
hour, the nelt is allowed to cool, ethyl acetate and

vvater re a ares ar. ed
e or Tein B 8P thels8eordhoyMiind (1 RRAFET W EnRERB 36,

subj ecteghdep sloW Sifin@JARPME BEsyR cERPblnd €1 Hifkb]eLy! ng
ethyl acetate as eluent. As main products the deS| r ed

conpourdsodium efsheriateed . 35F3,d@681@91¢g) sretefidef to:it pfthehe
O vt RTEERBaHT. o RUWeCR APBER ST Bt fiar © g
filtengdaRitlis aNCWELERS 3631, Uiyl 264t LRI WAL X HdRA
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



hexane and ethyl acetate. The desired conpounds are
obtained in formof white crystals. Processing nethod
; e basic product does not get crystalld
woktoddoskiae bas ¢ BT ot hyl ether, it is dissol 5 E U800
m of ether, the slight amount of floating precipitate
is filtered off and to the pure solution the
cal cul ated anount (1 nolar equival ent) of hydrogen
chloride dissolved in ether diluted with 50 m of
di ethyl ether is dropped under vigorous WO 2005/108388
PCT/ HU2005/ 000047 26 stirPPng. The separated white
salt is filtered off, washed with ether and hexane
and dried in a vacuum pi stol at room tenperature for
3 hoursfirridg! aGRSsehaatedewhidg st id filtkRe SRSWasHA Asiet
does not get crystalline upon the addi'tion of diethyl
et her ethed adedexmre apd odriede i avelabudm | pistodbdte revah t
wi th hydrogen chloride, it is dissolved in 100 m of
doperdien fr e

hot efHper 0UKd a solution of | nolar

equi val ent of oxalic acid dihydrate in 30 m of hot
ethyl acetate is dropped to it within 10 m nutes,
under Pst¢dessingigmethbé 3 wWiF t the obasicatprodat t dgst aotsgear at ed
upon cool i ng. is filtered off at roomtenperature,

washe GrXﬁ/Fal”H%e PH‘t% the additign .0fy distA ithegnand gepe dot

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 prepargd 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.



Exanple 5 3-

{4-[4-(3-Trifluoronethyl-phenyl)-1, 2,3, 6-tetrahydropyr
wao fhodhdssssy! | - butyl ) -1, 3-di hydro- 2H i ndol - 2- ongey U2005/000047

nonooxal ate The title conmpound is prepared accor

to process B by applying processing nethod 3 st artl ng

from 3-(4-nmesyl oxy- butyl)-1, 3-di hydro-2H-indol - 2- one

and 4-(3-trifluoronethyl -

phenyl)-1, 2, 3, 6-tetrahydro-pyridine. Mp.: 159-161 C

WO 2005/ 108388 PCT/ HU2005/ QQ0047 27 IR (KBr): 3421,

1706 (C=O, 1332, 1169, 11 cml1l. 'H NWR (DVBO d6,

TVMS, 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, t, J =5 3 Hz), 3.46 (1H t, J =

5.9 HZI%Z 3.78 &2H br s) 33 (1H, s),.6.84 (1H, d,

I8 (BBr1): 382051 10PHC= @ 13}2 1169, 1125 ém™

=0.8,7.6Hz),7.18(111,t,J=7.7Hz), 7.27(111, d J=7.3

Hz), 7. 62(1Ht J=7. 7Hz) 7.68(1H,d,J=7.7THz), 7. 77( 1H,

s), 7. mNMmeﬂ}-meMS,&OOM{zbrI ) 1. 2(1()2H,(ﬁh)—ll ’5} ppm

ro o TR e 96 B oM e 57 b D). 18 Gu §Ss

%é)l S &@sz 3B 28{ HZ),- 5. ;zﬁ 3. 4&@4{ 4, ﬁqa 5 ) 11322528(5
J= 31, @Hmn)sf) .33 (L, 3}2@89(1H3%,Jf7§§§z)95 9% 4bHgdt, J i

= 0.8, 7.6 Hz), 7.18 (1H, t, J = 7.7 Hz), 7.27 (14, d, J = 7.3
Hz), 7.62 (1H, t, J = 7.7 Hz), 7.68 (1H, d, J = 7.7 Hz), 7.77 (1H,
s), 7.80-7.76 (1H, m) 9.5 (2H, br s), 10.4(1H, s) ppm.

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

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



164.6, 179.0 ppm Elenental analysis for the Fornmula

C26H27F3N205 (504.51): Calculated: C 61.90, H 5.39, N
wop20510838d-ound: C 61.50, H 5.40, N 5.52 % WO peHU2005/000047

2005/ 108388 PCTI HU2005/ 000047 28 Exanple 6

3-[4-(6, 7-Di hydro-4H-thi eno[ 3, 2-c] pyri di n-5-yl)-butyl]

-1, 3- di hydro-2Hindol - 2- one nonooxal ate The title

compound i s prepared according to process B by

appl yi ng processing nethod 3 starting from 3-(4-

mesyl oxybutyl)- 1, 3-di hydrg 2H i ndol - 2- one and

6, 7-di hydro- 4Ht h| eno[ 3, 2- é] pyridine. Mp.: 168-170

C IR (KBr): 1712 (CCO cm T. 'H NWR (DVSO d6, TS,

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

(4H, br s) 3 39 (2H brE;&hrp1é3645 (1H, br s), 4 18

(2H, br s) 0 (2H, br_s), 6.83 (1H, d, 7.

Hz), 6. éd%ﬁﬂ-Dlhadmj H-thjerp[32)c]pyg1dis Syl MHputyl]- IJ 7.

Hz), 7.17 (1H, 726 15 d, J =6

Hz), 7.44 (1H %hyd;'ﬁi‘“g ltg%’neﬁ‘ 00 NNR ( DVBO- d6,

TVMS, 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,
The title compound is prepared according to process B by

I |1 I

5
2
5

applying processing method 3 starting from 3-(4-
mesyloxybutyl)-1,3-dihydro-2H-indol-2-one and 6,7-dihydro-
4H-thieno[3,2-c]pyridine.

M.p.: 168-170 °C.

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

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

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

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



55.0, 50.6, 49.4, 45.1, 29.6, 24.0, 22.7, 22.2 ppm WD
2005/ 108388 PCT/ HU2005/ 000047 29 El enental anal ysis

wof @bs/idessFor mul a C21H24N205S (416.50): Cal Culﬁﬁﬂ'_]mgs/oooo”
60.56, H5.81, N6.73, S 7.70 % Found: C 59.

5.86, N 6.67, S 7.58 % Exanple 7

3-[4-(6, 7-D hydro-4H-thi eno[ 3, 2-c] pyridi n-5-yl)-butyl]
-5- fluoro-1, 3-di hydro-2Hi ndol - 2- one

nonohydrochl oride The title conmpound is prepared
according to process B by 5 ppl yi ng processi ng net hod
2 starting from5-fl uoro- 3° ?4 nmesyl oxybut yl ) -

1, 3-di hydro-2H i ndol - 2-one and 6, 7-di hydro- 4H-thi eno
[3,2-c] pyridine. Mp.: 192-194 C. IR (KBr): 3428,

1706 E%fﬁ)éntallﬂlﬂ?/sﬁmrlheFéﬂerR{ BYBQOLS (418\5p): 400 MHz) :
1.34-1. 24 2HC38 1. 86- 77(4Hrr)307319(4H
br s) Caipukrreds, %61|H55l N6.73.517004H, t, J= 5.6 Hz),

: 2‘2‘ bl Sty bl N el B % S

7.00 (1H, dt, J = 8.9 Hz), 720(1H dd, J
:18 8.3Hz)746 (IH,dJ:51Hz)ppmV\D
2005/ 108388 PCT/ HU2005/ 000047

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

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

M.p.: 192-194 °C.

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

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



30 13C-NWR (DMSO-d6, TMS, 101 MHz): 21.8, 22.5, 23.5,
29.3, 45.6, 49.1, 50.1, 54.7, 109.9 (d, J = 8.0 Hz),
olzbds/foséds, J = 24.4 Hz), 113.0 (d, J = 23.3

WOE ™ 25,3, 128.4, 131.5 (d, J = 10.7 Hz) '?C?Lpéﬂmé’"smm"
139.2 (d, J = 1.5 Hz), 158.1 (d, J = 236.1 Hz), 178.7
ppm Elenmental analysis for the Fornmula C19H22C1FNZGS
(380.92): Calculated: C59.91, H5.82, d 9.31, N
7.35, S8.42 % Found: C 60.04, H5.81, C 8.88, N
7.25, S 8.38 % Exanple 8
3-[4-(2-Chl oro-6, 7-di hydro 3QH t hi eno[ 3, 2-c] - pyri di n-5-
yl)- butyl]-1, 3-di hydro-2Hi ndol - 2- one
nmonohydrochl oride The title conpound is prepared
accor fcyMR (D!\&S@Siﬁ f—’Ms mﬂm{w Qm spagge§§'5n§9 Aet hod

23tart|ngfrom3 | oxy

S Shpane L DRD s EOGH, d B0 e b2l 4L = 244

(kir ) Ty O Ro= o3 ofbl RS S0, M6l ok 0 '
2005/ 1033&5 PEIT6,HI3DA0GE] 0GODS Hz)3158. 1—I(d;INR: RERTIER;), TV,

400 . 1.40 (2H, 1.99 (4H, n), 3.49-2.90 (6H,
, %&7 PPy, i(ar s)m)s 85 (II(—L n)fn)4.43,4.47 ('H,(

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

Example 8
3-[4-(2-Chloro-6,7-dihydro-4H-thieno[3,2-c]-pyridin-5-yl)-
butyl]-1,3-dihydro-2H-indol-2-one monohydrochloride

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

M.p.: 103-106 °C.

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



br s), 6.63 (1H, s), 6.92 (IH, J =7.7 H), 7.02
(1H, dt, J = 1 0, 7.6 Hz), 7.18 (1H, d, J = 7.1 Hz),
e, tt, =1.0, 7.2 Hz), 8.56-8.60 (
WO 2gdspto %%SH br s) opm 13C.NMR (CDCL3, TG, 10%65@2:"63’”"”‘“7
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 Elenental analysis for the
Formul a C19H22C12N20S (397.37): Cal cul ated: C 57.43,
H5.58, O 17.84, N 7.05, S$.8.07 % Found: C 56.26, H
5.67, O 17.22, N 6.58, S 7157 % Exanple 9
3-[4-(6, 7- Di hydro-4H-thi eno[ 3, 2-c] pyri di n-5-yl)-butyl]
-6- fluoro-1, 3-di hydro-2Hi ndol - 2- one
nmono- hHM{GlDCQe’I‘MSe@O MI-?z)CPﬁD@Hdm),S 9 @RAMS)
according to process ld%/ ﬁ processi ng nét hod
reh3.

2 st aPt4ny 99 (ofh B).f3-6bf m) 4.43,4.47 (H,
masyl , O3y 2FL.i n -
6.7 o SR Uk EOSYHEE py?'?’ZiZ?f’ BRI 0o
C. V‘DlZDO'Fﬂ HAB IS8 RETAHD20D5/HHONAT (1132, LR%NBD )7.2 3160,
2566, nj O-d6 TVS, 400 MHz):
1. 36- f}%é??é%g)rﬁﬁ f@sﬁgwé(b 3.36-3.10 (4H,
M), 3.39 (2H, br s), 3.46 (1H t, J =

130NMR (CDCl;, TMS, 101 MHz): 179.7, 141.9, 130.3, 129.9,

128.8, 128.0, 125.8, 123.9, 123.7, 122.2, 110.1, 54.7, 49.8, 49.1,

45.4,29.3,23.8,22.7,21.2 ppm.

d,
8

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

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

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

M.p.: 194-197 °C.



5 9 Hz), 4.15 (1H, br s), 4.36 (1H, br s), 6.67 (1H,
J—24 9.2 Hz), 6.75 (1H, dt, J= 2.4, 9.1 Hz),

= 5.1 Hz), 7.29 (1H, dd, J =
wo%zt%gx bl (1H d, J =52 H), 10.6 (1H s) Péf%’ﬁz%”%”"“‘”
(1H, br s) ppm 13C—NI\/R(DI\/SOd6, TVS, 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 (d, J = 12.2 Hz),
162.1 (d, J = 240.7 Hz), 179.2 ppm Elenental analysis
for the Formula Cl9H22CI FNBDS (380.92): Cal cul ated: C
59.91, H5.82, C19.31, N 7.35 S8.42 % Found: C
59.67, H 5.80, C19.03, N 7.06, S 8.18 % WO
2005/ 108388 PCT/ 11U2005/ 000047 33 Exanple 10
3-[4-(2-Chl oro-6, 7-di hydro-4H-thi eno[ 3, 2-cJ- pyri di n-5-
yl) - BRKBI): 5160, 3666-171B(CHDyamb- 2H- i ndol - 2- one
nonohydrochl oride The title conpound is prepared
according to process B by applying processing nethod
2 st alpiNMIRf @af61 mw@t}m{z) 136 123 (2H m) 1.95-
nmesyl oxybut y 3 3-di hydr o- 2Hi
2-chl & ('6H,7m F-Hy3iB mhﬁ&?d?ﬁ;hr@] Mﬁ.(kﬁideJﬁ\A p.

214- 236 1), bRs((ES br 53438 18260s), 6650153 s M 4
9.2 Hz), 6.75 (1H, dt, J = 2.4, 9.1 Hz), 6.90 (1H, 4, J = 5.1 H2),
7.29 (1H, dd, J = 5.8, 8.0 Hz), 7.46 (1H, d, J = 5.2 Hz), 10.6
(1H, s), 11.2 (1H, br s) ppm.

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

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



1H NVR (DVMBO d6, TMS, 400 MHz): 1.29 (2H, br s), 1.93-
1.76 (4H, nm), 3.35-2.98 (5H, nm, 3.45 (1H, t, J =5.8
8- 3.63 (1H, m, 4.07-4.03 (1H, m, r

WOF@S’,’IO%S,@ 6.65 (1M, dd, J = 2.4, 9.3 Hz), 6. %‘ﬁf’@“"“‘”

dt, J =2.4, 9.1 Hz), 7.28 (1H, dd, J =5.9, 8.0 Hz),
10.6 (1H, s), 11.2 (1H, br s) ppm 13C NWR ( DMSO d6,
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), 1210, 125.4, 125.4 (d,_J,= 8.4 Hz), 127.3,128.1,
131.1, 144.5 (d, J = 12.63$t), 162.1 (d, J = 241.1
Hz), 179.2 ppm WD 2005/108388 PCT/ HJ2005/ 000047 34
El enental analysis for the Fornmula CLI9H21C12FN20S
(415.36): Calculated: C 54.94, H5.10, d 17.07, N
6.74, S 7.72 % Found: C 53.76, H5.19, C1 16.50, N
6.56, S 7.76 % Exanpl &Exainple 10

3-[4-(2-Chl oro-6, 7-di| ro-4H-.thi enol[ 3, 2-¢]-pyridin-5-
o) b RcRt BT Eo i it SR RB S-S

nonoh IO b i d
ccor S Rt g R o BT B BT  hoc
2 starting from5-fluoro-3-(4- nmesyl oxybutyl)-

1, 3-di hydr 0- 2Hi ndol - 2-one and 2-chl oro-6, 7-

di hydFhe 4itler Rprepg, 5. pIepyier grosarding o :pra@ss B IyC,

applying processing method 2 étarﬁng from 6-fluoro-3-(4-
mesyloxybutyl)-1,3-dihydro-2H-indol-2-one and 2-chloro-6,7-
dihydro-4H-thieno[3,2-c]pyridine.

M.p.: 214-216 °C.

IR (KBr): 3413, 2560, 1710 (C=0) cm™.

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

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



IR (KBr): 3198, 2561, 1706 (C=O cm. 'H NMR (DVSO d6,

TMS, 400 MHz): 1.40-1.20 (2H, m, 1.92- 1.77 (4H, m,
Wdi()@sltm@?s‘d m, 3.13 (24 m, 3.30 (1H m, 3. %T/}hlidos/oooon

= 5.7 H), 3.65 (1H, m, 4.06 (1H, d, J

FE) 4 33 (1H, d, 15.3 Hz), 6.82 (1H, dd, J 4.5,

8.4 Hz), 6.95 (1H, s), 7.00 (1H, dt, J = 2.7, 9.1

Hz), 7.20 (1H, dd, J = 1.8, 8.3 Hz) ppm WO

2005/ 108388 PCT/ FI U2005/ 000047 35 13C-NWMR ( DMSO- d6,

TMS, 101 MHz): 21.7, 22.5,3 3.4, 29.3, 45.6, 48.7,

49.4, 54.6, 110.0(d, J = 870 Hz), 112.1 (d, J = 24.4

Hz), 114.0 (d, J = 22.9 Hz), 125.0, 127.3, 128.1,

131.1, 131.5, 139.2, 158.1 (d, J = 235.8 Hz), 178.8

ppm El enent al analysis for the Fornula C 9H21C12FN20S

(415.36): Calculated; C 54.94, H 5. a 17.07, N

6. 74, E@ﬂ?ﬂﬂ?ﬂ}ia%YSlF&maeF@rsﬁa%Hzﬁlﬂé@S @1586)42, N

6.52, % o

6- Fi ucg"ré%ma"@%’zl Q%)&?Hf)?f ¥ ?‘fn:crlolr?eot%lfl”%esn@?% %, 2 3, 6
t et r alpgaicdpyr i dCr§317®/H]5 butall15.50, N 6.56, S 7.76 %

-1, 3-di hydro- 2H i ndol - 2- one m)noﬁydr ochl oride The
title conpound is prepared according to process B by
appl yi ng proocessing nethod 2 starting from

6-fl uoro-3-(4-

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

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

M.p.: 161-163 °C.

IR (KBr): 3198, 2561, 1706 (C=0) cm™.

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



mesyl oxybut yl ) -1, 3-di hydr o- 2H-i ndol - 2-one and 4-( 3-
trifluoronethyl-phenyl)-1,2,3,6-tetrahydro-pyridine.
wOoMops/1083$33- 205 C. IR (KBr): 3122, 2576, 1714 (£&1@Mu2005/000047
1336, 1136, 1120 cm 1. WD 2005/ 108388
PCT/ HU2005/ 000047 36 'H NVR (DWVSO-d6, TMs, 400 MHz):
1.35-1.29 (2H, m, 1.96- 1.79 (4H, m, 2.84 (2H, br
s), 3.11 (2H, t, J =7.8 Hz), 3.22 (2H, br s), 3.46
(1H, t, J =5.7 hz), 3.92-3.46 (3H, br s), 6.34 (1H
s), 6.68 (1H, dd, J = 2.4,,. 9.3 Hz), 6.76 (1H, dt, J =
2.4, 9.1 Hz), 7.29 (1H, d&s = 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, br s), 11.1 (1H, br s) ppm
13C NVR (DMSO-d6, TMS, 101 MHz) : 22 6, 23.4, 23.6,
29.6, ,,44.6, 47.9, 49, 54.6, 97 d J =27.1 Hz),
107. 4 (@NMRLDMS @dahEMS 108, MHZD’-ﬂ R, 234298 H),
124. 4 w2 24. 6 5. 578 9.1,
129. 64((521ls 4%7_‘%4 gﬁGHHG({ 999 883%2)11@&38 J 14%
(d, JEz)111.6i£4, JEGZZQ_HZM 125. 0; 1244, 728-&)1311179133 Sppm

(a0, o3y > 8 i S e s R B 37 & 7. 56, N
5.97 % Found: C 60.89, H5.33, C 7.46, N 5.85 % WO

2005/ 108388 PCT/ HU2005/ 000047
Elemental analysis for the Formula CyoH,;CLFN,0OS (415.36):

Calculated: C 54.94,H5.10,C117.07,N6.74,S 7.72 %.
Found: C54.64,H4.93,C116.42,N 6.52, S 7.52 %.

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

monohydrochloride

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

M.p.: 203-205 °C.

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



37 Exanple 13 3-
{4-[4-(4-Chl orophenyl)-1, 2, 3, 6-tetrahydro-pyridin-1-yl

wol2005/1b88¢! } - 1, 3 -di hydro-2Hindol - 2-one The ﬂdﬁﬁﬁzoosloooou
conmpound is prepared according to process B b

appl yi ng processing nethod | starting from 3- (4-

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

chl orophenyl ) -1, 2, 3,6-tetra-hydropyridine. Mp.:
122-124 C (hexane-ethyl acetate). IR (KBr): 3193,
1704 (Q0) ent. 'H NMR (CDCl3, TMS, 400 MHz): 1.46-1.38
(2H, m, 1.64- 1,58 (2H, mpé 2.04-1.95 (2H, n), 2.49
(2H, t, J =7.8 Hz), 2.54 (2H, br 's), 2.73 (2H, t, J
= 5.6 Hz), 3.17 (2H, br s), 3.46 (1H t, J = 5.9 Hz),

6. 01 7 7 . Hz
0. 08 (1HtNIV%1?(J§MSOIdQ7Ti@9 40@1@[—‘!@(1*350129]?31 Sn) 1596)- ),

7 29 1. 793 4H, ), 2.8 (219, bx:s) (31H, (2&1), t,pbm7.81H0), &m (@HDClS

52 7, %g%) Wl@ljggi EZP%Z; ig 3% @%4§53)4§§2 (1H4
128. 3,6 681QAN, Gid, X¥322.4, 9B34z)) 6. 753@1{2 dt1AE B4, 98(}1@ ppm
s e e A I
(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 C;sH»sCIFsN.O (468.93):
Calculated: C 61.47, H5.37, C17.56, N 5.97 %.
Found: C 60.89, H 5.33, Cl 7.46, N 5.85 %.



Calculated: C 72.52, H6.62, d 9.31, N 7.35 % Found:
C 72.08, H6.63, C19.07, N7.23 % Exanple 14

wD2005/usa588 3- (4-[4-(3-trifluoronethyl-phenyl) -deradadsno0os
tetrahydropyridin-1-yl]-butyl}
-1, 3-di hydro- 2Hi ndol - 2-one nonohydrochl ori de The
title conpound is prepared according to process B by
appl yi ng processing nethod 2 starting from
5-fl uoro-3-(4- nesyl oxybutyl) -
1, 3-di hydro- 2H-i ndol - 2- one a;nd 4- ( 3-
trifluoronethyl-phenyl)-1, 5’ 3, 6- tetrahydro pyri di ne.
Mp.: 201-204 C. IR (KBr): 3243, 1706 (C=O, 1331,
1162, 1113 cm-1. 1HNMWR ()--)MSO d6, TMS, 400 MHz):
1.31-1.17 (2H, m, 2. OOExa\mi’ﬁei:%H m, 2.90-2.76 (2H,
m, 3. 12 2H br s) 1-3.18 (1H, m, 3.51 (1H t,
J = 5 6 [ -g-6bl OSOLH@HYIH;Z M-tet@hxdrocmdns-)l-yll 6. 83

(1H J = 4, ) = 2 5 9.1
M) | 0 (1H, %Etﬁbqy@’ﬁdr ‘”‘z"lgg L1 =76
Hz), 7.69 (1H, d, :76Hz) 778(1H s) 780
(1H, d, J = 7.6 Hz), 10.46 (1H, s), 11.0 (1H, br s)
ppm \Vithe2 66/ coogR88d R@TI!WM&DE&#@@IMWO B CcESCBNIMR
(DMBO-d6, . TMS, 101 5 23 4 23 , 45.6
applying processmg me om 3-(4-
mesyloxybutyl)-1,3-dihydro-2 H-indol-2-one and 4-(4-
chlorophenyl)-1,2,3,6-tetra-hydropyridine.

M.p.: 122-124 °C (hexane—cthyl acetate).
IR (KBr): 3193, 1704 (C=0) cm™.

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

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



47.9, 49.4, 54.5, 109.9 (d, J = 8.4 Hz), 112.1 (d, J =
24.8 Hz), 113.9 (d, J = 23.3 Hz), 118.6, 121.5 (q, J
wo 205808389 , 124.3 (q, J = 272.4 Hz), 124.6, 128rHu2005/000047
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 Elenmental analysis for the Formul a C24H25C1F4N20
(468.93): Calculated: C 61.47, H5.37, d 7.56, N
5.97 % Found: C 60.91, H5.38, C 7.48, N5.93 %
Exanple 15 3 -[4-(3,4-D hydyo-1
H i soqui nol i n-2-yl)-butyl]-T, 3-di hydro-2H i ndol - 2-one
nonohydr ochl oride The title conmpound is prepared
according to process B by applying processing nethod
2 st arEletgntal m&(ﬂfor%ﬁyF@nyMt@JﬁH%ClNzo (380.92):
1, 3-di hydr o- 2Hi ndol - 2- one_and 3, 4-di hydr o-
1H i sd&%l?lﬁéqedné? 72\/5%;H6 63-GleB IgN 7 RS (’/KBr) 3421, 2571,

1709 CT/ 1102005/ 000047 40
'I—I-NI\/FE%_("B??/E? d&:%8r 5@%&7 Ao-1.27 (2H m,
1.99- 1.78 (4H, m, 31(4H t, 1 =80 Hy), 3.5-2.8

(2H, m), 3.47 (1H, t, J = 5.9 Hz), 4.30 (2H br s),
6.85 (1H, d, J = 7.7 HzExaspBsld

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 S5-fluoro-3-(4-
mesyloxybutyl)-1,3-dihydro-2H-indol-2-one and 4-(3-
trifluoromethyl-phenyl)-1,2,3,6-tetrahydro-pyridine.

M.p.: 201-204 °C.

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

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



(1H, t, J= 7.3 Hz), 7.29-7.15 (6H, n), 10.4 (1H s),
11.2 (111, br s) ppm 13C NWVR (DMBO d6, TMS, 101

wolbis)fossks- 5, 23.2, 24.8, 29.4, 44.8, 48.9, 5¥c‘1'/m%0§000047

109.2, 121.2, 124.0, 126.5, 127.5,127.6, 128.

128.6, 129.5, 131.5, 142.8, 178.7 ppm Elenental

anal ysis for the Fornmula C21H25C1IN20 (356. 90):

Cal cul ated: C 70.67, H 7.06, C19.93, N 7.85 % Found:
C68.92, H7.16, A 9.63, N 7.68 % Exanple 16
3-[4-(2-Chl oro-6, 7- dihydro 4H t hi enol[ 3, 2-c] - pyri di n- 5-
yl) butyl]-5-nethyl - dlﬁ%dro-ZFLindol-Z-one
nonohydr ochl ori de The t|tIe compound i s prepared
according to process B by applying processing nethod
2 starting fron13 (4-chl orobutyl) - 3-

et hyl - 2° nmet hyl - 1, 3- di hydr o- 2H-i ndol - 2- one and

2- chl GICONR (wm@mgs §@1 METHHR2003380084745.41

(kB PR SERI B SE s Lo & gt o

TVS, ~ 4089 \@z)j = 23. 33Elz)111286;( PH.5 @, J 43%2H2)1 1763 (4 ),
2:26 (3, Py, 1298, 1884, o6, 7% %1 55k, Tho'd (G372

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

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

Example 15
3-[4-(3,4-Dihydro-1H-isoquinolin-2-yl)-butyl]-1,3-dihydro-2H-

indol-2-one monohydrochloride

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

M.p.: 98-100 °C.

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



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
wd Jovsebsss) = 7.8 Hz), 6.94 (1H s), 6.97 (1H, pEfEYG05/000047
0.8, 7.8 Hz), 7.09 (1H, s), 10.31 (1H, s), 11.3 (111,

br s) ppm 13C- NVR (DMSO-d6, 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 Elenental analysis for
the Formul a C2OH24C12N2CS (411.40): Calcul ated: C
58.39, H5.88, d 17.24, Nb6.81, S7.79 % Found: C
56.54, H6.11, d 15.64, N6.43, S 7.20 % WO

2005/ 108388 PCT/ HU2005/ 000047 42 Exanple 17

6- Fl uor o- 3-

R R A P8 L5
nmonohydy®MH, Qﬁ) da (4ﬁ"@, JH8| (FHE)OHEO}'@@ZHWV?W(I@
according to process 555 yi ng_ processi ng net hod

2 st art Vg 5% Hah -39 (?6‘? d’f§),( KLy 0k Tl ), 6.96
1, 3-d 2 4
fl uorlgﬁgngl—) '7|-13I gobggt et r(g?jgpo{)d?(gi sg 1. MIH br

176-178ppm. | R (KBr): 3123, 2573, 1717 (C=0 cml
"H NVR (CDCI 3, TMB, 400 MHz): 1.39-1.25 (211, nj,
2. 05-

BC.NMR (DMSO-ds, TMS, 101 MHz): 22.5, 23.2, 24.8, 29.4,

44.8, 48.9, 51.4, 54.8, 109.2, 121.2, 124.0, 126.5, 127.5,127.6,
128.5, 128.6, 129.5, 131.5, 142.8, 178.7 ppm.

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

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

monohydrochloride

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



1.90 (4H, ), 4.2-2.5 (8H 1), 3.38 (IH, t, J = 5.4
Hz), 5.93 (1H s), 6.67 (1H dt, J= 2.3, 8.9 Hz),
w20651ds3dd, dd, J= 2.2, 8.8 Hz), 7.02 (2H, t, JscBub2005/000047
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 13C NWR (CDC13,
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, J= 3.1
Hz), 124.8 (d, J = 9.9 Hz), 126.8 (d, J = 8.0 Hz),
134.3 (d, J = 3.1 Hz), 135%b, 143.2 (d, J = 12.2 Hz),

162.7 (d, J = 244.1 Hz), 162.7 (d, J = 248.7 Hz),
179.8 ppm WO 2005/ 108388 PCT/ HU2005/ 000047 43
El enedilaidransigitns[3{B¢]pyhdingor mul a C23HUCI F2N20
(418.92): Calculated: C 65.95, H 6.02, C18.46, N 6.69
% Foumip.:¢083145C. H 6. 15, C18.60, N 6.72 % Exanple
18
3-[4- (4-phenyl - 3, 6-di hydr o- 2H pyri di ne-1-yl)-butyl]-1,
3 di nydyepapisigdoked  @0s (cTbpa it | € compound s

acco

prepare rding to process B using processing
method 1 starting from 3-(4-nmesyl oxy-butyl)-1, 3-

o phorSn R A SO%0 FIC 00 Mie). 1311423 @H, 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, dg, J = 0.8, 7.8 Hz), 7.09 (1H, s), 10.31
(1H, s), 11.3 (1H, br s) ppm.

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

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



Melting point, 121-126 C. IR (KBr): 3191, 1704 (C=O
cm~. '"H NWR (DVMSO d6, TMS, 500 MHz): 1.34-1.22 (2H,

wolbsrbad: 1,42 (2H ™. 185177 (1M, M, Trdyfsomns
1H m, 2.32 (2H, t, J= 7.3 Hz), 2.42 (2H, s),

(2Ht,J—56Hz)300(2H,d,J:24Hz)343
(1H, t, J= 5.6 Hz), 6.11 (IH s), 6.82 (1H, d, J= 7.4
Hz), 6.94 (1H, t, J= 7.3 Hz), 7.16 (IH t, J= 7.5 Hz),
7.25- 7.21 (2H m), 7.32 (2H t, J = 7.8 Hz), 7.41
(2H, d, J =7.3 Hz), 10.35 (1H s) ppm' WO
2005/ 108388 PCT/ HU2005/ 000647 44 13C NMR ( DMSO- d6,
TMS, 125.6 MHz): 23.4, 26.7, 27.6, 29.9, 45.3, 50.1,
52.9, 57.6, 109.3, 121.4, 122.2, 124.1, 124.6, 127.1,

127.7, 128.5, 129.9, 13#xdm MQ 3, 142.9, 179.1 ppm
El enental analysis for the IE—or mul a C23H26N20 ( 346. 48)
Cal cul &tHEuoroe3-14[4-84-fiorppBenyl.§-dieydye-2Kepigidied: C

78. 64, .. %

(- D" ( SIS b o i aag sronalisyehlpide 1. y1 - b

utyl }- 1, 3-di hydro-2H-indol - 2- one nonohydr ochl ori de

The title conpound is prepared according to process B

usi ng Thprﬁtxbﬁessmgumbﬁm@depareﬂt acdordigg ftoopnocess B by

3-(4- '%?5 ng \t;rotégsts}/ng) _rnle’t}?o_d 2 starting from 6-fluoro-3-(4-
mesyloxybutyl)-1,3-dihydro-2H-indol-2-one and 4-(4-
fluorophenyl)-1,2,3,6-tetrahydropyridine.

M.p.: 176-178 °C.
IR (KBr): 3123, 2573, 1717 (C=0) cm™.

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

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



di hydr o- 2H i ndol - 2- one and 4-(3-chl orophenyl)-1, 2, 3, 6-
tetrahydro-pyridine. Melting point, 92-95 C. 1R (KBr):
wdBoos3des 2574, 1708 (C=0), 1100 cm . WO 2005hdPR386b5/000047
PCT/ HU2005/ 000047 45 'H NVR (DWVSO- d6, TMs5, 500 MHz):
1.34-1.26 (2H, m, 1.74 (2H, sz), 1.93-1.80 (2H m,
2.75 (2H, sz), 3.06 (2H, sz), 3.40- 3.10 (2H, sz),
3.46 (1H, t, J=6.0 Hz), 3.7 (2H, sz), 6.27 (1H, s),
6.83 (11-1, d, J=7.7 Hz), 6.96 (111, dt, J= 1.0, 7.6
Hz), 7.18 (1H, tt, J= 0 9, . 7.6 Hz), 7. 27 (1H, d, J=
.3 Hz), 7.38 (1H, td, f37 7.7 Hz), 7.41 (1H, t,
J=7.6 Hz), 7.45 (1H, td, J =16, 7.5 Hz), 7.53 (1H
t, J= 1.6 Hz), 10.40 (1H, s), 10.6 (111, sz) ppm
13C- N\ fn MR @sxsTfNﬁhenﬁn@lalﬂmzsCﬁgN O (Zi% 521) 23 8,
29.6, 45.1, 48.0, 49.6, 54.
124. 2, Caloulated: G 85.95, H 6.0 €181@,9~I¢691’/30 5 133 1,
133.6,, 1 8 ment al anal ysis
for tiré’“ﬁg‘r %J?%Q%Z%-@ésc %&Pﬁﬁ;?? Cal cul ated: C
66.19, H6.28, A 16.99, N6.71 % Measured: C 64.97,
H6.58, C 16.27, N 6.51 % Exanple 20 3-
{4-[4-(3-chl orophenyl) -3, 6-di hydro-2H pyridine-1-yl]-b
utyl }- 6-fluoro-I, 3-di hﬁdro 2H- i ndol - 2- one
monohydr ochl ori de .xample 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=1.3 Hz), 2.42 (2H, 5), 2.55 (2H, t, J = 5.6 Hz), 3.00 (2H, d, J
=2.4 Hz), 3.43 (1H, t, J= 5.6 Hz), 6.11 (1H, 5), 6.82 (1H, d, J =
7.4 Hz), 6.94 (1H, t, /= 7.3 Hz), 7.16 (14, t, J = 7.5 Hz), 7.25-
7.21 (2H, m), 7.32 (2H, t, J = 7.8 Hz), 7.41 (2H, d, J = 7.3 Hz),
10.35 (1H, s) ppm.’



The title conpound is prepared according to process B
using processing nethod 2 starting from
wobnbd1485sg- 3- (4- nesyl oxy- PCT/HU2005/000047

butyl) -1, 3-di hydro- 2H-i ndol - 2- one and
4- (3-chl orophenyl)- 1, 2,3, 6-tetrahydro-pyridine. WO
2005/ 108388 PCT/ HU2005/ 000047 46 Melting point,
147-149 C. IR (KBr): 3144,2576, 1716 (C:O) cm 1.
"H NVR (DVBO-d6, TMs, 500 I\/Hz) 1.34-1.25 (2H, m,
1.95- 1.78 (4H, n), 3.93-2,74 (9H, n) 6.27 (1H, s),
6. 78-6.27 (2H, : 75474 8 (SH, m, 10.63 (1H, s),
11. 07 (1H, sz) ppm 13C- NWVR (DVSO-d6, TMS, 125.6
I\/Hz): 22.6, 23.4, 23.6, 29.6, 44.6, 47.9, 49.4, 54.6,

6 (d, J = 26.4 Hz), 107.4 (d, J:225 Hz) 118. 1,
123 7,3,124.9, 125 5, .127.9, 130. 133. 133.
140. 7 CriMB MS d&%éz%m%ﬁi%d” 23. 6—2%2,1 2

tsal a S t Ia

C23H2é§C§’2I§:ON20 43ﬁl %ni')% %&2231 gfé%’ 1540% 12?1% Eglf L
d 161287, k86, 439%13%d§QBeU42Q:1€2 Igpm.H 5. 98, CI
16.24, N 5.98 % WD 2005/108388 PCT/ HU2005/ 000047 47
Exanpl e 21

Elemental analysis for the Formula Cy3H;6N,0 (346.48)

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

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

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

Melting point, 92-95 °C.

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



3-
{4-[4-(3-chl orophenyl) -3, 6-di hydr o- 2H pyridine-1-yl }-b

wo'kaokAos3s- f | uor o- 1, 3- di hydro- 2H-i ndol - 2-one  pcT/HU2005/000047
nonohydrochl oride The title conpound is prepared

according to process B by processing nethod 2 using
5-fl uoro- 3-(4-nmesyl oxy-butyl)-1, 3-

di hydr o- 2H i ndol - 2- one and 4-(3-chl orophenyl)-1, 2, 3, 6-
tetrahydro-pyridine as starting conpounds. Ml ting
point, 96-101 C. IR (KBr): §391 2580, 1705 (C=O cmi.
[ "H NVR (DMSO d6, TMS, 506° Mz 1.33-1.28 (2H, m,
1.95- 1.76 (4H, m, 2.74 (1H, m, 2.86 (1H, m,
3.18-3.09 (3H, m, 3.51 (1H, t, J= 5.8 Hz), 3.57 (1H,

?)1,113 TENMRADRIBS0-3s, TMS, 1960 MHE): 18347.26 t% m;) 13;43( ga
o B ehif 83 ¥ e M msp g, Sfir%oﬂ A2 340

I I
(E4ggegt7m (z?ma%)ﬁ,fe us (& (mrt ybe% dfﬂ&m 'ﬁ( i%é%é(ﬁ?@

6. 43 %83NBHsdr.Ld7. 7cH5)362)5 (IHL &, Jre 1 Q:y 61828%,18N1H, 51 %
WO 2005/,108388 R 0, Q4 alm
i S: %5 %/?6 %ﬁ% @E(egd‘gr [ ’\Z%t}lffzs’e g\g;ﬁ]ﬁv@ gfener al
For rrul1a7 (7l'b Hz),RS1 (1H, t, J= 7.6 Hz), 7.45 (14, td, J = 1.6, 7.5

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

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

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

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

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



N O(CH2)m R4 (1) NN R2 R3 wherein . R stands

for hydrogen, hal ogen or alkyl having 1 to 7 carbon
wodopdo8lss R2 represents hydrogen or al kyl havipter/duio0s/d00047

carbon aton(s); R3 denotes hydrogen or al kyl having |

to 7 carbon aton(s); R4 represents hydrogen and R3

stands for a group of the general Fornula (Il1), R7

R6 6 (I11) Rs wherein R6, R7 and Rs each represents

hydr ogen, hal ogen, WO 2005/ 108388 PCT/ 1HU2005/ 000047

49 trifluoronethyl or strahght or branched chai n al kyl

or al koxy

Melting point, 147-149 °C.
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.

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

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



having 1 to 7 carbon atonm(s), or R6 and R7 together
form ethylene-dioxy, or R6 and R7 together form
weetdoy/hesasyli oxy; or R and Rs form together W tgc#i62005/000047
adj acent carbon atonms of the tetrahydropyridine ring,
phenyl. or a 5- or 6-nenbered 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-Alkyl iqgol-Z-one derivatives of
the general Fornula (p, wherein R represents
hydr ogen, hal ogen or al kyl having | to 7 carbon
atonm(s); RZ denotes hydrogen or alkyl having 1 to 7
carbon aton(s); R3 is Exainpear, R stands for hydrogen
and R5_is a group of the general Fornmula , Wherein
R0, R Byl SO Bne el D)
trifluorgrmichy! ihodrb B HdoRs - bl Kyl or
al koxy havinglfq?oﬁgbcégboﬁ gf%ﬁ?&?p&%Fsggbgﬂﬁ R7
together form ethyl enedi oxy; msl, 2,30r4; and

Phor cort® bt FoobpRiE 3Bt Buts atuaRgobofpea® b by
processing method 2 using 5-fluoro-3-(4-mesyloxy-butyl)-1,3-
dihydro-2H-indol-2-one and 4-(3-chloropheny!)-1,2,3,6-
tetrahydro-pyridine as starting compounds.

Melting point, 96-101 °C.

IR (KBr): 3391, 2580, 1705 (C=0) cm™.

B

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

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



50 3. 3-Alkyl indol-2-one derivatives of the general
Formula (1), wherein Rl stands for hydrogen, hal ogen

ldg¥ds having 1 to 7 carbon aton(s); R2 rgRie86505000047
Woﬁ{?orogen or alkyl having 1 to 7 carbon aton(s); R3

denotes hydrogen; R4 and R5 form together with the
adj acent carbon atons of the tetrahydropyridine ring,
phenyl or a 5- or 6-nenbered heterocyclic ring
containing a sul fur as heteroatom which may
optionally carry a hal ogen §ubstituent; mis 1, 2, 3
or 4; and pharrraceutically4 cceptable acid addition
salts thereof. 4. 3-
{4-14-(3-Trifluoronethyl -phenyl)-1, 2, 3, 6-tetrahydro-

pyri diwnhtwé ¢lafwisy! } - 1, 3-di hydro- 2H-i ndol - 2- one
according to claim1l1, and pharnma-ceutically
acceptable acid addition salts there-of. 5.

?3[ g ((:1]6 B;/?]?Hr %3@9#5@ %%i‘g%?l?@squébe general Formula (T),

di hydr o- 2Hi ndol - 2-one according to ghaim1, and
pharmaceutically acceptable dition salts
t hereof. WD 2005/ 108388 PCTI U20q /000047 51
N
R (CHYw~ R
0 ¢y

R2

wherein

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

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



6.
3-[4-(6, 7-D hydro-4H-thi eno[ 3, 2-c] pyridi n-5-yl)-butyl]
Wo'zlﬁﬁs/lfokiiﬁgr 0- 1, 3-di hydro- 2Hi ndol - 2- one accor dipgg/H$2005/000047
claim1, and pharnaceutically acceptable acid
addition salts thereof. 7.
3-[4-(2-Chl oro-6, 7-di hydro-4H-t hi eno[ 3, 2-c] pyri di n-5-y
[)- butyl.]-1, 3-di hydro-2Hi ndol - 2-one according to
claim1, and pharnaceutically acceptable acid
addition salts thereof. 8.
3-[4-(6, 7-Di hydro-4H-t hi en8%3, 2-c] pyri di n-5-yl ) -butyl ]
-6- fluoro-1, 3-di hydro-2Hi ndol - 2-one according to
claim1, and pharnaceutically acceptable acid
addi ti re0f, ;
3 4- (TG PaEEIL B Gen, b byched chaip sl grsony
| )- biibyibg- B-161 T@arboh, BomiSy dr R°2khd RJotogethendorm
according to claim.1, apd pharpma-ceutically
acceptchpicacdiony, a8 enbl ogpther iomacdyenedipgy; or

3-[4- 2- Chlgro-6, 7- dihy. 3 -hi - VId. Al n-5-y
1) - bﬁyﬁlﬁfﬁpﬁ&é@%&%ﬁ? r%%‘féguf&]?iﬁg%‘??@“gn@‘%

accor titraydropetidinen rihg, grhenylharna- cSeutbor c 8irhgtabered
acceptable acid addition salts thereof. 11.

o Fr LbPBtosyRi find Cairbinfiy & ST temy Pich ma% 6. ¢ e
tra- ‘optionally carry a halogen substituent; _

hydr opyri di n-1-yl ] -butyl }-1, 3-di hydro-2Hi ndol - 2- one
nonohisde Rl %Pfée according to claim1, and

phar maceutically acceptable acid addition salts
t hereof. WD 2005/ 108388 PCT/ HU2005/ 000047 52 12.

3|— ]{ 4- bAd pHarfAatQitiepie AdceptaBle Acid, Aditdh salfyMeRopyr i di n-1 -
y -

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

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

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

R?is hydrogen,;

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

misl,2,3or4,

and pharmaceutically acceptable acid addition salts thereof.



butyl }-1, 3-di hydro-2Hi ndol - 2-one according to claim
1, and pharnaceutically acceptable acid addition
woSHbs/fosbgyer eof . 13. 5-Fl uor o- 3- PCT/HU2005/000047
{4-14-(3-trifluoronethyl-phenyl)-1,2,3,6-tetra-
hydropyridin- |-yl]-butyl}-1,3-di-hydro-2Hindol - 2- one
according to claim1, and pharmaceutically acceptable
acid addition salts thereof. 14. Pharnmaceuti cal
conmpositions conprising as active ingredient at |east
one of the conpounds of thg general Fornmula (1)
according to any of clains q to 12 or a
pharmaceutically acceptable acid addition salt
thereof in adm xture with one or nore conventi onal
carrier(s) or auxiliary agent(s). 15. Pharnmaceuti cal
conposi tions according to claim 14 useful for the
t r eat AeAtAlyl frdebRyangxdesivatives «aft the sepeal, Bosnea (Bs der s,
parti (‘:%I i’;\er.l y depression, anxiety, compul sory disorder,
pani c di sl,%ase, soci al phobi a, schizophrenia, nood
di sor. @érstandsdB¥ Bydrogéi) halogéle6} bkl halii®k qo Tedrborleat h
in certain parts of the central nervous system
neur odtoga®kr ati on fol |l oned by mental decline,

Al zheiger' s dj sease, de la, post-traumgtic . di sease
or ot RedePrewpls P ETEen AR sRaBe R 2868 000047
53 16R3*QeRbtBERyRoded the preparation of conpounds of

t he general
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;

mis1,2,3o0r4;

and pharmaceutically acceptable acid addition salts thereof.

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

there-of.

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

pharmaceutically acceptable acid addition salts thereof.



Formula (1), which conprises (a) reacting a conmpound
of the general Formula (IIl), R \ \ (CHZmL N'T
woP00d/0si88 Wherein L stands for hydroxy and Rpciizu2008000047

and mare as stated above, with an aryl-sul fonyl
chloride or wwth a straight or branched chain C1_7
al kyl sul fonyl chloride in the presence of an organic
base, and reacting the thus- obtained conpound of the
general Formula (111), wherein L represents aryl or
al kyl sul fonyl oxy, with a pyridine derivative of the
general Formula (W, R6 (I HV RS wherein R5 and
R6 are as stated above, in the presence of an acid
bi ndi ng agent, or (b) reacting a conpound of the

gener @. Fo3-[AHG7-Ddydr@H20n06[0)B 3PS ridnt 5 Wly2adn]-80004 7
fluoro-1,3-dihydro-2H-indol-2-one according to claim 1, and
pharmaceutically acceptable acid addition salts thereof.

7.  3-[4-(2-Chloro-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.

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

pharmaceutically acceptable acid addition salts thereof.

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

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

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

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

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

acceptable acid addition salts thereof.



54 R1 2/ (V) ORz ~ R3 wherein Rl, R2 and R3 are
as stated above, with a conpound of the general

wdsUosidsasd VI1), R6 (VU L- (CH2)m N RS wher epdr/RB2005000047
and mare as stated above and L is a |eaving group,

in the presence of a strong base. 17. 3-Al kyl

i ndol - 2-one derivatives of the general Formula (1)
according to any of the claims 1 to 13 for use as a
medi canment. 18. A process for the nmanufacture of a
phar ma-ceutical suitable fQr the treatnent or

prophyl axis of central nerv6éus system disorders,
particul arly depression, anxiety, conpulsive disorder,
pani ¢ di sease, social phobia, schizophrenia, nood

di sorders, nmani a, nental decl i ne, stroke, ceII deat h
in certain areas central nervous syste

nent al 1%ded- {%@{%ph&mew) -4 s bfristrafiydrg-pyridin-1 -)'1]
butyl}-1,3-dihydro-2H-indol-2-one according to claim 1, and

pharmaceutically acceptable acid addition salts thereof.

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

addition salts thereof.

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

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

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

disorder.



WO 2005/ 108388 PCT/ HU2005/ 000047 55 cell death,
Al zhei ner' s di sease, denentia, post-traumatic disease
woSbos ok 53S di sorder, which conprises adm Xi ng ptr/i€64/000047
one conpound of the general Formula (1) according to
any of clains 1 to 13 or a pharmaceutically
acceptable acid addition salt thereof with a
pharmaceutical carrier and optionally other auxiliary
agent and bringing the m xture to galenic form 19. A
met hod for the treatnent or_prophylaxis of centra
nervous system di sorders, 5%)arti cul arly depression,
anxi ety, conmpul sive disorder, panic disease, social
phobi a, schi zophrenia, nood disorders, nmania, nental
decline, stroke, cell death in certain areas of the
central nervous system nental decline followed by
cer ebdbl Arproedss fortherpreparation ofeqompogyndeebthe geoemaht i a,
post-F;raupzbic di sease or stress disorder, which
conpr FOEBUaLHWHICRCRMPHYS o 2 patient in need of such
treat @V}Eacﬁ‘lﬁg%fcfoh{ﬁbﬁﬁﬁ of tﬁ@?&{&aquonﬁuﬁf(ﬂiﬁac euti cal
conmposi‘tion containing at [east one conpound of the
general Form#H a (I) or armaceutically acceptable,
o et

organi ¢ or iﬁn\o ion salt thereof.
(110
/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
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),
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Rl
/- :/ ; : Yo
R? |

, R3

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

compound of the general Formula (VII),

. N
L\(CHz)m/ N

RS

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

leaving group, in the presence of a strong base.

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

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

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

central nervous system, mental decline followed by cerebellar
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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.





