| NDOL- 5 SULFONAM DE DERI VATI VES, THEI R PREPARATI ON AND
THEI R USE 5- HT- 6 MODULATORS 5 The present invention
WO 2§oss39rD new sul f onam de derivatives, of genPCHEP2004/008511

formula (la, Ib, Ic), (CH)- 1 (la, Ib, Ic) o

optionally in formof one of tfeir stereoisoners,

preferably enantioners or diastereoners, their

racemate, or in formof a mxture of at |east two of
INDOL- 5N ST FORARITRODSIORBE SvE) red 8 aRtBAREREIN KON RS TRMUSE 5-HT-6 Bid) AS
vmopuLatbRst ereoners, in any mxing ratio, or their salts,

preferably the correspondi ng, physiologically

acceptabl e salts thereof, or corresponding sol vates

thereof; to the processes for their 15 preparation, to

their application in nmedicanments in human and/ or

5 vet eriTherpresenrt iapentiors faferdtd et siiforRIdERRA NEliGE, Otf rg];éaneral

0 sitions containing them The new conmpounds of
E?'E'E@ﬁt(}q’ﬁ?ﬁéﬁl'i on may be used in the pharnmaceuti cal

industry as internediates and for preparing

medi caments. 20 The superfam |y, of serotonin receptors
(5-HT) conprises 7 classes (5-|HT -5€CHNER!, which cover
human subcl asses [ D. Hoyeks; al ..~ Neur ophar nacol ogy,
1997, 36, 419]. The 5-{T oeck en the |ast
serotonin receptor ideﬁs(fi ‘ ecular cloning in
rats [F.J. Monsma, etAal. T 25 . Pharnmacol ., 1993,
43, 320; M Ruat, et al., gBi ocggem BBophys. Res.
Conmun., 1993, 193, 268] as well as in humans [R
Kohen, et al., J.

(Ia, Ib, Ic)

10 optionally in form of one of their stereoisomers, preferably enantiomers or
diastereomers, their racemate, or in form of a mixture of at least two of their
stereoisomers, preferably enantiomers or diastereomers, in any mixing ratio, or
their salts, preferably the corresponding, physiologically acceptable salts
thereof, or corresponding solvates thereof; to the processes for their

15 preparation, to their application in medicaments in human and/or veterinary
therapeutics, and to the pharmaceutical compositions containing them.

The new compounds of the present invention may be used in the
pharmaceutical industry as intermediates and for preparing medicaments.
20
The superfamily of serotonin receptors (5-HT) comprises 7 classes'(5-
HT+-5-HT7), which cover 14 human subclasses [D. Hoyer, et al.,
Neuropharmacology, 1997, 36, 419]. The 5-HTs receptor has been the last
serotonin receptor identified by molecular cloning in rats [F.J. Monsma, et al.
25 Mol. Pharmacol., 1993, 43, 320; M. Ruat, et al., Biochem. Biophys. Res.
Commun., 1993, 193, 268] as well as in humans [R. Kohen, et al., J.
Neurochem., 1996, 66, 47]. The compounds with an affinity for the 5-HTs
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Neurochem, 1996, 66, 47]. The conpounds with an
affinity for the 5-HIreceptor are useful in treating

waledosermmt di sorders of the Central Nervous SyRCERPZN4008511

of the Gastrointestinal system as well as the
irritable bowel syndrome. The_gonpounds with an _
affinity for the 5-HT receptor are useful for treatlng

d
Tocml are e tokie UiaidayIsgRadrs O Gs Copgl Neawius System
%ndEESfl{ﬁé %str%‘int@étmal %5/3 e, %‘\%F%gﬁe irri %bo@%ﬁssyndrome The
C. Rogers, ar maco
I:QQQDOUI\ZB wittpan aﬁlnltB(fQI‘ ﬂ'@nﬁ Hafs rateptod ar@baefmhﬁnltreaﬁng anxiety,

HeRPesshatand 8436 ey aisoRletaing Thaioka, SA1- Ann. NY Acad.
/Smuw@@vaummmceJourMIe%I Br. Zﬁ%arﬁzlﬁcoﬁl‘%98c:125 1562;

Routledge et al. J." Phar macol

Rs@eﬁogersa@i abeBn étﬂﬁmmanat Suppl.s 992,01 27222Pa ity [Houmson, et al.,

3 PHBIYEEE, 5P, TRk 1998, 228, 578! AP SIns el alrndpav. Hain
Ww n’ﬁﬁgﬂ 73E2@5 Trh\e lBrarlu:,'I%gL et 858Anﬁwﬂr2@ngv Qggar?)a’ﬁdl  T&¥icol.,

Bﬂgpnﬁmw Cls&wtleme gbal., &r. JsRharuacolet2080, 1;&9;11@06] It has
T

g{g g 5 ﬁ@%%tg?%qygﬁélﬁr ecgﬁjt'%éﬂ%gﬁ se?igg f&ot&&ftﬁ@ati ng

isnlmaophﬂealdmam klh@saﬁumwwgheilﬁ I-H{atré@éptdfsf HBZLtRbth etal., J.
Brhacol Exbbpher. TS0, 2080108 C & Gink, obal. Mol Mscki 1995, 1,

Y/ 4
8RN0y f g Pfa M, TS 44 85 o
di Meldo Genet i 999,88, d99] dEhe omnpbunds biitbyar! affinityfarthb)s- HTs

R HT R  YT —_—
aypemctmw dabrir) BRI, Im?étl &alEBO U BRakinécdl], 98085 $80, 1597; C.
sul f onam des derived from

Gérard, et al., Brain Research, 1997, 746, 207; M.R. Pranzatelli, Drugs of
Today, 1997, 33, 379].

Patent application WO 01/32646 discloses sulfonamides derived from
bicycles, whereby each of the rings is 6-membered, aromatic or heteroaromatic
rings with 5-HTg receptor antagonist activity.

Patent application EP 0 733 628 discloses sulfonamides derived from
indole with 5-HT+¢ receptor antagonist activity, useful for the treatment of

migraines.

Furthermore, it has been shown that the 5-HTs receptor plays a role in
the ingestion of food [Neuropharmacology, 41, 2001, 210-219].

Eating disorders, particularly obesity, are a serious and increasingly
frequent threat for the health of persons from all age groups, since they
increase the risk of developing other serious and even mortal diseases,
preferably diabetes and coronary artery diseases.
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indole with 5-HT-1F receptor antagoni st activity, _
useful for the treatnment of mgraines. Furthernore, it

wha®shoesn’ shown that the 5-HT receptor plays aPCDER20041008511

the ingestion of food [Neuropharnacol ogy, 41, 2001,
210-219]. Eating disorders, paticularly obesity, are
a serious and increasingly frequent threat for the

. L S| th :
rer edLBeEE MRk T Oeshiny Sofatlbnates Blatolie aou,
ra:ommiurdrsspaﬁiea1ar|§rs@ftab@bésya@kli@b§§&$aﬁé§§ iAGheddaMents,

artery di seases.-ZTherefore, an object of the present

PRIERRIS N Iedlicaments joue-Himrecepisn me@siatim:for the! prophylaxis
' ' nen
246 A YRR A0BE S P BB e, prfory or

theg requilation of appetite, for thehinamtesamcyliftrehs€al FIUctiBh ¢t body
di sqr.der or disease related to food intake, preferably

Wsighthtortag preRMyiais Ana(es dteataent @iobeﬁgtywaulirn'@nano@xia,
CAER08a & Sipd I8 R B HE R RlndyBE o),

prafersbhatypedt UEauebesc)callTsﬂmeby bbés';iq/? &ir&glle(pﬁ?mylaﬁsl laind@/or

i , erably type
BB fRe e dastom e et JRbrads, perelmbbriytahlesbawalisyndrome,
fdreRighRive é?{hdi@éhfe?ﬁ,%?ﬁ{ei Bn?);/)rr]lgfa%st aﬁc?/gfr’frgﬁfrﬁent of disorders of

referably irritable bowe rone, coghitiv
E}ﬂqg@fu@aimwyou&ﬁyﬁm, pnxiptyy paricsdisordiers, dapeassiemtbipdlar

j r ..the central nervous, system, anxiety,
HispieiS] Sotial bRy Sliarlfr! 8FRuF U Rferasses, preferably
Abprirher s diseaBeyPEHGHONY isets8) MEntH ﬁ*%!cﬁségars%caerﬁf%mple

referably Al zheiner's disease, Parkinson's disease,
gﬁﬁ(‘?ﬂ@i '@m@@asésmﬁi@sml’_{Ihﬁarélle_sbymrmiesla (ADHD, attention
?Wﬁ?@%@itgﬁﬁy&agﬁl Sn@othdF AOS bRs MUY By thé 5-HT,
serotoﬁin receptor in humans and/or in animals, preferably in mammals, more
preferably in humans.

It has been found that the indol-5-yl sulfonamide compounds of general
formulas (la, Ib, Ic) described below show an affinity for the 5-HTg receptor.
These compounds are therefore suitable for the manufacture of a medicament
for the prophylaxis and/or treatment of a disorder or disease related to food
intake, preferably for the regulation of appetite, for the maintenance, increase or
reduction of body weight, for the prophylaxis and/or treatment of obesity,
bulimia, anorexia, cachexia or type 1! diabetes (non insulin dependent diabetes
mellitus), preferably type 1l diabetes caused by obesity, for the prophylaxis
and/or treatment of gastrointestinal tract disorders, preferably irritable bowel
syndrome, for cognitive enhancement, for the prophylaxis and/or treatment of
disorders of the central nervous system, anxiety, panic disorders, depréssion,
bipolar disorders, cognitive memory disorders, senile dementia processes,
neurodegenerative disorders, preferably Alzheimer’s disease, Parkinson’s

disease, Huntington’s disease and Multiple Sclerosis, schizophrenia, psychosis
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nmedi ated by the 5-HT serotonin receptor in humans

w@eas501397n ani mal s, preferably in mammal s, norBCT/EP2004/008511

preferably in humans. t has been found that the
i ndol -5-yl sul fonam de conpounds of general fornulas
(la, I'b, Ic) described bel ow show an affinity for the

By e kB ind s LD FRIeAEn Hefich Bl erctvy tlsSRleh) and
ptIliscrders aediaed g&/gﬁé BEHTs Sérotofth TRESSEr i mBhRfRaRe

related to food int preferably for the regulation
srclugipg hiumans: Jhesa sompowndr e @/sa siitakds fordhe preparation of a

Eﬁé&f ' Y2 [ t he prophyl axi s and/ or

rea n@%ﬁtfé?cggg@y%nﬂgh?ﬁ\ngét anorexi a, cachexia or

type Il diabetes (non insulin dependent diabetes

mel | i {]_ S%’ preferably type |l diabetes caused by

obesi E’P fie apReq 0h i PESSESt Kventien are sompounds of general

gﬁﬁﬁ{,g?g’zesti nal tract disorders, preferably irritable
owe yhdronme, for cognitive enhancenent, for the
prophyl axi s and/or treatnment of disorders of the

central nervous system anxjety, @ﬁyir‘q di sorders,

depr essi on, bipolar digordeks, cégnitive menory

di sorders, senile gfme@t' &
neur odegener ati ve dhNgdr dg =y
di sease, Parki nsom-§ tyseasg, Fhti ngton's di sease and
Mul tiple Sclerosis, schizophrenil, psychosis-Aor

infantile hyperkinesi aR{ ADHtY, attention deficit /

hyperactivity disorder) and other disorders nedi ated

by the 5-HT serotonin receptg& in mammal s, including

humans. These conpounds are Igo suitable for the

preparation of a nmedi canent for cognitive enhancenent.
one aspect of the present invention are

TEush
WBRSdlinds of general

R represents a -NR®R® radical or a saturated or unsaturated, optionally at least
mono-substituted cycloaliphatic radical, which may optionally contain at least
one heteroatom as a ring member and/or which may be condensed with a
saturated or unsaturated, optionally at least mono-substituted mono- or bicyclic
cycloaliphatic ring system, which may optionally contain at least one heteroatom
as a ring member,

R? R’ R, R%and R’, identical or different, each represent hydrogen, halogen,
nitro, alkoxy, cyano, a saturated or unsaturated, linear or branched, optionally at
least mono-substituted aliphatic radical or an optionally at least mono-

substituted phenyl or an optionally at least mono-substituted heteroaryl radical,

R® represents hydrogen or a saturated or unsaturated, linear or branched,
optionally at least mono-substituted aliphatic radical,
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formula (la), R4 (la) wherein Rl represents a - NR RO
radi cal or a saturated or unsaturated, optionally at

WO e@sH1390no- substi t ut ed cyci oal i phati c radi cal PCTPIIN4/008511

may optionally contain at |east one heteroatomas a
ring nenber and/or which may be condensed with a

saturated or unsaturated, optionally at |east .
nono- substituted nmono- or bicyclic cycioaliphatic ring
system which nmay optionally contain at | east one

IrSt S{PRE A8t AfcA oF 'dﬂ‘ﬁar@ﬁfﬂé% EpresBit h){aﬁﬁggﬁ o"i"édsﬂrated or

i dentical or different, eac represen
h@lsegﬁatednlmear Oratbrhoﬁlyed opdionallynatisbst aond- substltuted aliphatic
rat ed, linear or branched, optionally at | east
% % ubstituted al i phatic radi cal or an optionally at
| east nonosubstituted phenyl or an optionally at |east
nono- substituted hetergaryl radical, R5 represents
Nyl thganowiso dhataR Land &% ase non bydagenat the isaew time, and if one of

A ProtSar 2lPse 2 s EBRe SR Bl ala dhfrpurenches

equnalmtaasstt mbresepstitutsd @1@talrpabﬁs rédicHN S/ ok efe
| i near or branched, optional]l east

RRRIESeis ﬁ@w{@édaﬂn%ﬁatur@tqdaﬁn@%n or hienehedheopgtionally at least
o S R P BB G el of
unsat ur at ed, I i near or branched, optionally at |east

P B St ST B e i & Ll
Gh@ﬁﬁﬁ@l@d, 8pfidrIg dt Ye&dt hh&Rbubstituted heterocyclic ring, which may
contain at least one additional heteroatom as a ring member and/or which may
be condensed with a saturated or unsaturated, optionally at least mono-
substituted, mono- or bicyclic cycloaliphatic ring system which may optionally
contain at least one heteroatom as a ring member,

A represents an optionally at least mono-substituted mono- or polycyclic
aromatic ring system, which may be bonded via an optionally at least mono-
substituted alkylene, alkenylene or alkynylene group and/or which may contain
at least one heteroatom as a ring member in one or more of its rings

and
nis0,1,2, 3or4;

optionally in form of one of its stereoisomers, preferably enantiomers or
diastereomers, its racemate or in form of a mixture of at least two of its
stereoisomers, preferably enantiomers or diastereomers, in any mixing ratio, or
a salt thereof, preferably a corresponding, physiologically acceptable salt
thereof, or a corresponding solvate thereof.



10

15

20

25

nono-substituted aliphatic radical with at |east five
carbon atons, or R8 and RO together with the bridging

woRaosoen at om f orm a sat urated or unsat ur at edPCT/EP2004/008511

optionally at |east nono-substituted heterocyclic
ring, which may contain at |egst one additional
heteroatom as a ring nenber and/or which may be

ondensed wjth a saturated or unsaturated, optional

AT RRat slnR rereh Bveniareoabayads ef e goneraPformula
¢lpg! oal i phatic ring system which may optionally

contain at |east one heteroatomas a ring nenber, A
represents an optionally at |east nono-substituted

nmono- or polycyclic aromati® ringcgystiem which nmay be
bonded via an opti onalgg | eas?’ nbnosubstituted
al kyl ene, al kenyl ege of

may contain at Ieasﬁbﬁne
in one or nore of A4 SN , 1, 2, 3 or 4
optionally in formof dne o t er eoi soners,
preferably enantiomers®r diastereoners, its racemate
or in formof a mxture of at least two of its

stereoi sonmers, preferably en?ﬁ}ioners or

di astereoners, in any m Xxing tio, or a salt thereof,
preferably a correspondi ng, physiologically acceptable
salt thereof, or a correspondi ng sol vate
Wﬁ@ﬁ%@f.ﬁmother aspect of the present invention are
conmpounds of the general forrmula (Ib) (CH) -RL 4 (Ib)

Rs a ring nenber

R' represents a -NR®R?® radical,

R? R’ R*, R® and R’, identical or different, each represent hydrogen, halogen,
nitro, alkoxy, cyano, a saturated or unsaturated, optionally at least mono-

substituted, linear or branched aliphatic radical, or an optionally at least mono-
substituted phenyl radical or an optionally at least mono-substituted heteroaryl

radical,

R® represents hydrogen or a saturated or unsaturated, linear or branched,
optionally at least mono-substituted aliphatic radical,

R® and R®, identical or different, each represent hydrogen or a saturated or
unsaturated, linear or branched, optionally at least mono-substituted,
C4-C4 aliphatic radical,

A represents an optionally at least mono-substituted mono- or polycyclic
aromatic ring system, which may be bonded via an optionally at least mono-
substituted alkylene, alkenylene or alkynylene group and/or which may contain
at least one heteroatom as a ring member in one or more of its rings,
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wherein Rl represents a - NR RO radical, R2, R3, R4,
R6 and R7, identical or different, each represent

whyasowsn, hal ogen, nitro, al koxy, cyano, a sapC¥/BPmd4/008511

or unsaturated, optionally at |east nonosubstituted,
l'inear or branched aliphatic radical, or an optionally
at | east nonosubstituted phenyl radical or an
opt,ionally at | east nono-substituted heteroaryl

@ i'?:?la(,g’ 1)iég’rt:‘)e(ﬁfr‘gsents hydrogen or a saturated or
unsaturated, linear or branched, optionally at |east
nmono- substituted aliphatic radical, R8 and R9,
opEanalbsin formdif oheraf s, stereoisanegrse peaierabjydenarionoersaor

ot Scs PREERSR Y L ere priswre Xatieas et i

stste6Rbmets | Srieft8BRhatiofRirs P didte@oméiasSih any. mixing ratio, or
nono- substituted nmdono- or polycyclic aromatic ring
ayadlidheradii preferablybe corasieending, physiglogioaly hgceptableast

t lLky] ene kenyl ene or al kynyl ene
g?%géﬂg’ié/%‘?f'}?%g’.‘%ﬂ"ﬁaif’q\é%tﬁﬁh?@oﬁt | east one heteroatom
as a ring nenber in one or nore of its rings,and nis
g( , 2,3 0r 4, 0 tionaII%/_in formof one of its
ebranqthemnaseect pf reset vantion A eopounds of general formula
g'b?stereomers, its racemate or in formof a m xture of
t”l east two of its stereoisoners, preferably
enanti omers or di astereomsr7 in any mxing ratio, or
a salt thereof, preferably'™dfcorre W
physi ol ogi cal |y acc% abl e pal't thgre n or1a
correspondi ng sol va anot her aspect of
t he present |n\@i\t| of Fgfneral formul a

wherein

R' represents a —-NR®R® radical or a saturated or unsaturated, optionally at least
mono-substituted, cycloaliphatic radical, which may optionally contain at least
one heteroatom as a ring member and/or which may be condensed with a
saturated or unsaturated, optionally at least mono-substituted mono- or bicyclic
cycloaliphatic ring system, which may optionally contain at least one heteroatom
as a ring member,

R?, R®, R*, R® and R, identical or different, each represent hydrogen, halogen,
nitro, alkoxy, cyano, a saturated or unsaturated, linear or branched, optionally at
least mono-substituted aliphatic radical or an optionally at least mono-

substituted phenyl or an optionally at least mono-substituted heteroaryl radical,
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(lc), (CH) RL R4 R3 (lc), wherein Rl represents a -
NR RO radical or a saturated or unsaturated,

wo@piosomart y at | east nono-substituted, cycl oal PEITEP1004/008511

radi cal, which nmay optionally contain at |east one
heteroatomas a ring menber apgl/or which may be
condensed with a saturated or unsaturated, optionally
at | east nono-substituted nmono- or bicyclic
cycloaliphatic ring system which may optionally

R%épm@eﬂte hRE6He R bf ahRitGriatsd 6%ﬁ§at?rétle8 ghmrbrarll:@]ed
R3, R4 and R7, identical or erent,

PEB@%‘B&@" |ﬁ§§tr@g@%suhﬁilf@wallpha’tmadnmkoxy, cyano a
saturated or unsaturated, l|inear or branched,
optionally at | east nono-substituted ali phatl c radical

& zanl RYtidemtidal yr differ@sts bacik FeysreBEnt RyHredem Bf E%Jatl.%téH‘or
Etl onal | y at | east nono-substituted "heteroaryl
H

gritiEates! 'W%ﬁf%ﬁﬁﬂ@‘%%@@ﬁ“b@t leagbmonatsedpstituted aliphatic
pequr ated, linear or branched, optionally at |east
mono- substituted aliphatic radi caI R8 and R9,
identical or different, each represent hydrogen or a
saturated or unsaturat ed, l'inear or branched,

tionally at |east nmono-substituted aliphatic
radi cal, or R8 and RO together with the bridging

nitrogen atomform a saturated or unsaturated, _
and?&ﬂogemerwﬁsmammy@ hiftagent atdmhfelrer ® sxickated or

ﬂh@a&uravf’gb optlon\élly at least mono-substituted heterocyclic ring, which may
contain at least one additional heteroatom as a ring member and/or which may
be condensed with a saturated or unsaturated, optionally at least mono-
substituted, mono- or bicyclic cycloaliphatic ring system which may optionally
contain at least one heteroatom as a ring member,

A represents an optionally at least mono-substituted mono- or polycyclic
aromatic ring system, which may be bonded via an optionally at least mono-
substituted alkylene, alkenylene or alkynylene group and/or which may contain

at least one heteroatom as a ring member in one or more of its rings
and
nis0,1, 2, 3or4;

optionally in form of one of its sterecisomers, preferably enantiomers or
diastereomers, its racemate or in form of a mixture of at least two of its
stereoisomers, preferably enantiomers or diastereomers, in any mixing ratio, or
a salt thereof, preferably a corresponding, physiologically acceptable salt
thereof, or a corresponding solvate thereof.
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contain at |east one additional heteroatomas a ring
menber and/or which may be condensed with a saturated

wo@eoosis®rur at ed, optionally at | east nonosubstPCT/ERIN4/008511

nmono- or bicyclic cycloaliphatic ring systemwhich may
optionally contain at |east oog heteroatomas a ring
menber, A represents an optionally at |east

g U TN o A AL
rahphamtbﬁddléalt it &, lanl £k, aRbKADH aﬁmwfacﬂbéﬂ bR r?suflbstltuted

oup and/ or whi ch may contain at |'east one heter
g’é( UG PHFORR ﬁﬁ'é’i»t'mﬁnf@n@a@? oneof thgse substltwgﬁs amay preferably be
in, formaof one
ShavennisabenBR AR KnlinerBl8 coPSRuRt orharor,

duedhe, cdoms, brofring aﬁemmmr@memylf ormof a mxture of
at least two of its stereoisoners, preferably

enant i omsrs or diastereoners, in any mixing ratio, or

g@gﬂlst g s Cﬁ%pyorg[pgéﬁ{rgﬁdy oggﬁgﬁél yﬁ%tqggg' nrg-:*r heteroatom as a ring
owmeapeoTdaining oyoledliphitie radital, Wmmls@ublfgglg?%)})g:dg% or more

gPiP%‘hl %E‘E%r Clg&ﬁ%ﬁ%]éql 3/' S%gétﬁt@e}gd%fmu@ﬁwa@d optionally at
e

RicY Do HoetoRim W8Iz Hnd eitibal cortb Bt thollet of higfBhe

py@lealinttsitic rng eytsberenwhich is ssibstifuéedby endefrimend sdbstitients,

R PR A RS TR % 88 Ehasam, it afherwise
defiedd) ek the Qﬂid@é&iéléﬂ@tof' rﬁ@%x MohRE gé@arltlﬁénvmﬁnﬁne linear

ring nenber containing cycloaliphatic rai
P%b%"&@ﬁd&ur@dalkyl tinearer branehediBatG4alkmtys linadf or biawiched C.-

| |
Bgﬁfﬂl%?galmllt hn@a o?‘tb%ﬁl((, edd 8r_dénsa l%r%taﬁ( oXxy a?ttdlboerl]'l%yl 4
preferably from the group consisting of linear or branched C4-Cg alkyl and
benzyl.

The heteroatoms of said cycloaliphatic radical and/or of said mono- or bicyclic
cycloaliphatic ring may, independently from one another, preferably be chosen
from the group consisting of nitrogen, sulphur and oxygen, more preferably
nitrogen is chosen as a heteroatom.

Said cycloaliphatic radical may contain 0, 1, 2 or 3 heteroatoms chosen
from the above mentioned group, preferably it contains 0, 1 or 2 heteroatoms
chosen from the above mentioned group.

If R® and R® together with the bridging nitrogen atom form a saturated or
unsaturated, optionally at least mono-substituted heterocyclic ring, which may
contain at least one further heteroatom as a ring member and/or which is
condensed with a saturated or unsaturated mono- or bicyclic cycloaliphatic ring

system, which may contain at least one heteroatom as a ring member and/or
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| east one heteroatomas a ring nenber containing nmono-
or bicyclic cycloaliphatic ring system which is

wG@apsniwot ed by one or nore substituents, eachPOnEPWN4/008511

these substituents may preferably be chosen, unless
ot herwi se defined, fromthe gxgup consisting of
hydroxy fluorine, chlorine, brom ne, |inear or

SRR bd by RS B BRI Prige s 08 i gbciubstivents
Wﬁﬂiy bmi@@N(l@éEh@é@h henasd oth@hﬁﬂ‘séro%lﬁhédf r@ﬁﬁ‘ th@?r@ﬂﬁ UBnsisting

si,;sting of |inear or branched -
@gﬂz groxyriigonng, @h&ammrwrmiuae@w brancmm01fcgaluylpMear or

n
Bt e alkoRPy e or NGt XS Tt dibatio ipeaFor
btmmedf%@ebbeflu@:mamozyoaau Yenagl, prefeidblPish theldrahp"
nore preferably nitrogen is chosen as a
ﬁ@f‘%’?ﬁ'ﬁBﬂ(‘n%M krgeehed Cpitwaleyl eadihenzylay contain 0,
, 2 or 3 heteroatons chosen fromthe above nenti oned

group, preferably it contains O, 1 or 2 heteroatons

choself the beterbeydlicaing centainsred o mors afldif8narnsetBatoms,
nitrogen atomforma

éﬁ?’fw JT ‘él?w%'trb?} ki brfléfqga Ui PAYSic dingisygtam contain one or
FﬁUF@ﬁé‘t’e’%btdrﬁ% QHe&@h@fé?SXﬁ'nﬁscn{a'yn%d W@h&@ntﬁgﬁrr%&omeaéﬂother

at |l east one further heteroatom as a
prefewblybe ehosen fronuthesgroupi dolmsmtlagtaﬁ natc&gjarp sulphur and oxygen,

0- clic cycloaliphatic ring
sys??vé@v%q%ﬁ}%&%?n '8#8?%”5?%%%’?{ % @pheteroatom as a
ring nmenber and/orwhich is substituted by one or nore
substituents, each one of these substituents nay

pr ef ePall Retatocyrliz BRg may earndaint het, @ o3 adﬂl’tlngldl, héteroatoms
f | chl orin
S 608, (50 BB0% e Rine oY pretpiBly T Bonaiis Bior T

heteroatoms chosen from the above mentioned group.

If A is a mono- or polycyclic aromatic ring system which may be bonded
via an alkylene, alkenylene or alkynylene group and/or which may contain at
least one heteroatom as a ring member and/or which may be substituted by one
or more substituents, each one of these substituents may preferably be chosen
from the group consisting of nitro, -O-phenyl, -O-C1.¢ alkyl, -C(=0)-C .5 alkyl,
hydroxy, halogen, linear or branched C4-Cg alkyl, linear or branched C1-Cs
alkoxy, linear or branched C4-Cg perfluoroalkyl, linear or branched C-Ce
perfluoroalkoxy, an optionally at least mono-substituted phenyl radical and 5- or
6-membered heteroaryl, more preferably from the group consisting of nitro, -O-
phenyl, -C(=0)-C.¢ alkyl, linear or branched C4-Cg alkoxy, halogen, linear or
branched C4-Cg alkyl, an optionally at least mono-substituted phenyl radical and
5- or 6-membered heteroaryl, even more preferably from the group consisting of
nitro, -O-phenyl, -O-CHjs, -C(=0)-CH3, fluorine, chlorine, bromine, linear or
branched C4-Cg alkyl, an optionally at least mono-substituted pheny! radical and
5- or 6-membered heteroaryl.
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branched al koxy, |inear or branched C -C
perfl uoroal kyl, |inear or branched perfl uoroal koxy and

whewzpl3o7preferably fromthe group consisting PET/EP2V&008511

or branched C -C al kyl and benzyl. f the heterocyclic
ring contains one or nore addij4i onal heteroatons,
and/or if one or both rings of the nono- or bicyclic
ring s%sten1contain one or nore heteroatons, these

het er dhCBREOT HBYFE 9fribe pegaaiths Manomas Relysyelihaiomatic ring
@pgﬂ‘e@ﬁ %Qhﬁéirpﬁnﬁ %ngfﬁqueota%ngrmxéee %%fabégnq&_ﬁa@(e the
n p erably ni

trogen, su ur and oxygen, nore pre rogen
ineteroatans abapréndoesipanentiordal 5+ dra-aremlyercdhetenaryasdical —
contain O, 2 or 3 additional heter ato?s,chosen from
Y Bisdombhihe cBhesn fPBLie GPUPERRBINING OF BETAGRT SulhGF and
bxpgésr oat ons chosen fromthe above nmentioned group. f
A IS a nono- or polycyclic aromatic ring system which
may be bonded via an al kyl ene, al kenyl ene or

et L APRFrBuS8 HREh el b ERsC BhS Sonfiila 8 6ne or
sdretdubetiR@nby @R dle BAh8sé Qﬁg%ﬁthgﬁt%trﬁay BASHr

paf
these substituents may preferably be chosen freg{yt hé:hosen
fosuheaivspsansistiog ofifiuedne, chiprieewhromi,dinear af kyanched C-

TO) -1 C- vAr I hinear .
Sl diiear opbisfened et Ba ks BHER arledtied G-yt
ItriifrIEnﬁmgth)kb ramedﬂefd)l/eﬁmo @ol@%lfdnm qasztw? réc?i!lﬂél?f/vth@rein Rt12 and

rngnche - C _perfluoroal koxy, an optionally at |eas
%Sﬂd- %@}B@? Pt gtf@derﬁh Esresenidiispoemar 8-lingar ef hiansbed €1-Co
g&&ﬁroaryl, nore preferably fromthe group consisting

of ‘nitro, -Ophenyl, -C(=0-C _ alkyl, linear or

branched C -C al koxy, hal ogen, linear or branched C -C

;alalélylc mﬁglpgg\}iciﬁsn? Irrllélntl%tneldea S;Ieﬁg,nﬁkesrgjy?esrtlé E)ll'J gﬁ(g/nyelgﬁg%roup is
substituted by one or more substituents, each of these substituents may
preferably be chosen from the group consisting of hydroxy, halogen, linear or
branched C4-Cg alkyl, linear or branched C4-Cg alkoxy, linear or branched C4-Cg
perfluoroalkyl, linear or branched C4-Cs perfluoroalkoxy or an optionally at least
mono-substituted phenyl radical.

If said phenyl radical is itself substituted by one or more substituents,
each one of these substituents may preferably be chosen from the group
consisting of fluorine, chlorine, bromine, linear or branched C4-Cg alkyl, linear or
branched C4-Cg alkoxy, linear or branched C4-Cg alkylthio, trifluoromethyl
radical, cyano radical and a -NR'?R" radical, wherein R'? and R'®, identical or

different, represent hydrogen or a linear or branched C;-Cg alkyl.

If one or more of the substituents R?, R®, R*, R® and R’ represents an

alcoxy radical, said radical may have 1 to 6, preferably 1 to 3 carbon atoms.
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5- or 6-nmenbered heteroaryl, even nore preferably from
the group consisting of nitro, -O phenyl, -0 CHS3,

wOo gGos39CH , fluorine, chlorine, brom ne, |inekCT/BP2004/008511

branched C -C al kyl, an optionally at | east
nono- substituted phenyl radlch and 5- or 6-nenbered
heteroaryl.1f one or nmore of the rings of the nono- or

ot or G porsRIBHAL e et IS8T 14tk tema anras ogicates
tHatahe Coutionsdd inGeIhaRAAoRs thih SndBidhi 'ﬂﬂe {zﬁm%r'gﬁr,wated» or

ical - may preferably be chose rom-t
cfb‘ﬁ@ij sy lesd baiused denthisstypprafbomdingxygen. f t he
previ ously nentioned phenyl radical is itself
substituted by one or nore substituents, each one of

Shfsramidestehivitives dﬁ?&én@faﬂcﬁhﬂhb Yidhars BP%feﬂer\W/HbFé?ﬁ R’

Prou consi stin | uori ne, chlorine

GRiesen §ra"b'r'\!ﬁ1 adical oca sekyrated ®mwasatuwatenl ,aptioedllCat least

N e P A —

cmatratr’adat Ieahtewrm heﬂét@atenﬂaﬁé?rmg tefibetaind®sr whith ‘Fﬁﬁnb
a linear or branched C - F

ﬁ@seg t]%/)dr ogen

Wit f ‘ProWé?cﬂtH'fai%’ é?iélonéllk éhLﬂthmO(mo substltuted
n

L e e —

It @m@begeroatom] as arrirfg oentier, @hemib)cth@%fg@ &fah€tring system

Y, al linear or branched al kyl, linear or
%ranc(ﬁed"% %gpko li near or branched C -C

per fl uoroal kyl , Ilnear or branched C -C

per fl uar oal koxy or an optionally at |east
e Peateably Rt E’RPrpsesmis an R ‘Riradicatar d radiealy¢hosedi fegrh the

Qrﬁubtc%ﬁgstlﬁakb?t ituted by one or nore substituents,

O . =0
H N ?
\
R10
: ,410 R10

wherein, if present, the dotted line is an optional chemical bond, and R'°
represents hydrogen, a linear or branched C4-Cq alkyl radical or a benzyl
radical, preferably hydrogen or a C4-C, alkyl radical and R? to R% A and n are
defined as above.
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each one of these substituents may preferably be
chosen fromthe group consisting of fluorine,

w@kiosoizee] brom ne, |inear or branched C -C al RgI/EP2004/008511

l'i near or branched C -C al koxy, linear or br'anch_ed C
-C alkylthio, trifluoronethyl_qsadical, cyano radical
and a -NR R13 radical, wherein R12 and R13, identi cal

SufenphfAEBbpvARR o Pnsp SR, B fteraiEd BlasSiod uuhprein B2
R, RR3R® RAd R idardicRior @ﬁem,%éc%p@é%myﬁﬁéi@g@ggr or

[ di cal h 1to6 referably 17t
Z’?%f?@r bggogﬁwﬁdyﬁfégg&rmﬂﬂ%’sﬂbﬁ itytribCs Caradkyl nadicalha linear or

" woioodi 3 densed ri.ngs .
RSB OERORN o L) BT e ar
'of bearhednpptidsallybat lessidnbns-substitutede,.of; | Ridtical,

Sul fonami de derivatives of general fornula (la) are
preferred, wherein Rl represents an -NR R9 radical or

2 # Ub® 7004 [ 1V | east
SRy O SR KU R0 el S rpresen
hyudiiogen akté lineareyr bupbchet lopjionaltt af Isast mbRssubetifited C,.Cq

tomas a ring nmenber and/or which nmay be
g@ﬁ&g@i@g with a saturated or unsaturated, optionally
at | east nono-substituted nono- or bicyclic

cycl oal i phatic ring syste whi ch nay optionally
G{ﬁﬂ maie prefesaldly %néhﬁ%,e‘iri%oamd)lfmcb represemé hipdtogen or a Cq.,

b N B Lie ri system are 5- or
é@ﬁ@%@ﬁ%ﬁlgﬁd%r (;k%p%e’f r’é})ﬁpgﬁl&%&iﬁ?@?&ﬁ%ﬁ%ﬁv% NR RO
radi cal or a radical chosen fromthe group consisting
_?{1 N- R}O N R10, . .

e use of sulfonamide derivatives of general formula (la) is also preferred,
wherein R® represents hydrogen, a linear or branched, optionally at least mono-
substituted C4-Cg alkyl radical, a linear or branched, optionally at least mono-
substituted C,-Cg alkenyl radical, a linear or branched, optionally at least mono-
substituted C»~Cg alkynyl! radical,

more preferably R® represents hydrogen or a linear or branched, optionally at
least mono-substituted C4-Cg alkyl radical,

even more preferably R® represents hydrogen or a C4-C; alkyl radical and R’-
R* R®-R® A and n are defined as above.

Furthermore, sulfonamide derivatives of general formula (la) are also preferred,
wherein R® and R®, identical or different, each represent a linear or branched,
optionaily at least mono-substituted C4-C1q alkyl radical, a linear or branched,
optionally at least mono-substituted C,_Cq alkenyl radical, a linear or
branched, optionally at least mono-substituted C,-C, alkynyl radical,

with the proviso that R® and R® do not represent hydrogen at the same
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and R10 R10 wherein, if present, the dotted Iine is an
opti onal chem cal bond, and R10 represents hydrogen, a

wo pevemr39or branched G -C al kyl radical or a beP@iEP2004/008511

radi cal, preferably hydrogen or a al kyl radical and R2
to RO, A and n are defined as 1above Sul f onam de
derivatives of general fornmula'(la) are al so

preferred, wherein RZ, R3, R4, R6 and R7, identical or
dime.canshif one#é fiherapRé sedtRh yapregents a saiurated airunsaturated,

Jr88f B Brar2ib gBionl at 85 imofRS S5 HRGHel 1 BE fepéic radical,
|tha Sitherure mmeéérttsta%htaidt@@w une@tucaﬁéd olin@rldrrbeamclrmd
branched, opti onal | east nono- subst ituted

aﬂﬂi‘?ﬁ\?l'y ab@aebmon@oﬁ@sﬁilgee aliphgticradioad, with at h@sgf-me carbon

@% tlcal or different, each represent hydrogen or
?lnear or branched, optionally at | east
nDno substitut ed aIkyI radi cal, even nore preferably
R4, each re resen drogen or a
g Rt dethorih 125 bRGMRETITRGEN AlogibTH & egtaalSthl
ft?ns%laﬁ fod, B%?Hélfy aneégtl rfnenargu% RS Bﬁbmﬁﬁerﬂﬁered heterocyclic
genera for I's al so pre erred ere
g whiehtreay gdntadgreaf least omeaddrbnonalrlaeterczaionn@ﬂ aaingl mgmber
nos bstituted, al r.adi.c

, | j .
GRRhicRIRaY bR Honpehssy B safBuéBior (Pphiia, Bptionally at
%5ﬁﬂﬁbné-@>db§tﬁhtecﬁmlohﬁe 8F bléS/cIR,r W@haﬂ@h‘n@@siém alvhich may

| east nonosubstituted C -C al k radi cal
mdicapBh roniRE atlgaskeng bew@la‘r@gbﬂs erring meﬁmr whereby the rings

be?H& ?iﬁg sygfetrn %P@bl B- 8? 7-membered and R'-R’, A and n are defined as

above.

Particularly preferred is the use of sulfonamide derivatives of general
formula (la), wherein R® and R?®, identical or different, each represent hydrogen

or a linear or branched C4-Cyy alkyl radical,

with the proviso that R® and R® do not represent hydrogen at the same
time, and if one of them, R® and R®, represents a saturated or unsaturated,
linear or branched, optionally at least mono-substituted C4-C4 aliphatic radical,
the other one represents a saturated or unsaturated, linear or branched,
optionally at least mono-substituted aliphatic radical, with at least five carbon

atoms, or

R® and R® together with the nitrogen atom bridge form a radical chosen

from the group consisting of
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| east nono-substituted C -C al kyl radical, even nore
preferably R5 represents hydrogen or a CrC al kyl

wo aos508d97and R1- R4, R -R9, A and n are defi nePCHEP2004/008511

above. Furthernore, sulfonam de derivatives of general
formula (la) are also preferrgd. wherein R8 and R9,
identical or different, each represent a linear or
branched, optionally at |east nono-substituted al kyl
radical, a linear or branched, optionally at |east

nono- stituted C _ C o alkenyl radical, a linear or
br a optionally at l/eask nono-substitute C

ed,
alkyy! NaiFar, mﬁth"rﬁ§L£L§9iso that R8 amii RO go
not r esent hydfogen at e sanetine, and i e of
them R8 and R9, represents a saturated or
unsaturated, |linear or branched, optionally at |east
nono- substituted CrC aliphatic radical, the other one
represents a saturated or unsaturated, |inear or
branched, optionally at | nono- substitute
aliphati¢ radical, with | egs fivg ﬁarbma to
R8 a t oget her with 't\he ? i dgi ng R t r ogen\at oMm
form a saturated’or unsat ed, optionally at | east
nono- substituted 5- or 6-nenbered heterocyclic ring
whi ch may contain at | east one additional heteroatom
ahegeiniR'Y, ifpréssnt aepresertd hgtirogen, Beineandeperhvld)-G; alkyl

saturated or unsaturated, optionally at | east )
galariz b Eedinan Bretaiably bydrogen@y@ GaiGzaia iradicalhgnd R'-

S hedRd NS Hefiyd Qgtabgpgl |y contain at |east one

het eroatom as a ring nenber, whereby the rings of the
ring systemare 5- 6- or 7-nenbered and R -R7, A and n

B R Sn AR Can b S o B ISreha ) e e

wherein A represents an optionally at least mono-substituted mono- or

polycyclic aromatic ring system, wherein the ring(s) is/are 5- or 6-membered,
which may be bonded via an optionally at least mono-substituted C_Cg
alkylene group, an optionally at least mono-substituted C,_Cs alkenylene group
or an optionally at least mono-substituted C,_Cg alkynylene group and/or

wherein the ring(s) may contain at least one heteroatom as a ring member,
preferably A represents an optionally at least mono-substituted mono- or
polycyclic aromatic ring system, wherein the ring(s) is/are 5- or 6-membered

and wherein one or more of the rings contain at least one heteroatom,

or a radical chosen from the group consisting of
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formula (la), wherein R8 and R9, identical or
different, each represent hydrogen or a |linear or

whe@soed? d- C o al kyl radical, with the provi SBCT/RP100FB8511

and RO do not represent hydrogen at the sane tine, and
if one of them R8 and R9, repgesents a saturated or

unsaturated, |inear or branched, optionally at |east
nono-substituted C -C aliphatic radical, the other one
represents a saturated or unsa;(urat ed, linear or x

branched, opti ohg aCH)East npNg b%ﬁcﬂmed
allphatlc radi Cc§ th at | ea$ ve carbon a i' D v
R8 andR9togé’t ith the ni 32N at om bri dge A

. 9 NNEN

a radical chose m t he groug Consi sting of -
N. - N and -N vvherel RJ f present, represents

hydr ogen, a |inear or b anched al kyl radical or a
benzyl radical, prefer mydr ogen Q1 _a

radi cal, and R1- R9, A N are defi

Furt her nor e, sulfonan1de dery yati v

formula (la) are preferred
optionally at |east nonp pstituted nono- o

pol ycyclic aromatic ring $tem wherein the X)
is/are 5- or 6-nmenbere vhi ch may be bonded viva an
optionally at |east nono-substituted - al kyl ene group,
an optionally at |east nono-substituted C C al kenyl ene
group or an optionally at |east nono-substituted C _ C
al kynyl ene group and/or wherein the rlng(sx may

contain at | east one heteroatom a b/ renber
preferably A represent s—acipt Lopal |y lat Eas;ft
nono- substituted nono- or N =

wherein X, Y, Z, independently from one another, each represent a radical
selected from the group consisting of hydrogen, fluorine, chlorine, bromine,
nitro, acetyl, linear or branched C4-Cg alkyl, linear or branched C4-Cg alkoxy,

linear or branched C4-Cg alkylthio, a trifluoromethyl radical, a cyano radical and
a -NR"R" radical,

wherein R' and R™, identical or different, each represent hydrogen or linear or
branched C4-Cg alkyl,

W represents a single chemical bond between the two rings, a CHy, O, S group
or a NR™ radical,

wherein R is hydrogen or a linear or branched C4-Cg alkyl,
mis 0,1, 2,3 or4 and

m1 is 1 or 2, preferably 2, and R'-R® and n are defined as above.
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pol ycyclic aromatic ring system wherein the ring(s)
is/are 5- or 6-menbered and wherein one or nore of the

WO R0Wg®13®0Nnt ai n at | east one heteroatom or a rBdi/ER1004/008511

chosen fromthe group consisting of CHH CH (CH wherein
X, Y, Z independently from ong-anot her, each represent
a radical selected fromthe group consi sting of

hydr o fluorine, chlorine, bromne, nitro, acetyl,

1 neaF Ushepmar lfonsmide Qywwanvreﬁ@érge@erqirfamw@dlw

I
?Jr %%ﬁédl‘ lg)r?% h'LpFa{%l cal aefach (%[a&arq%”?)élt ?écga o-gubsiityitad mono-
mqhodwlychwbmmauc g&i@ systénRizﬂ]erémmethtal rn'fgj(s)as/haﬂg 5t @r érembered,
repre ogen Qr r aor. branche
Sihich e e BPadel Ve 5 Spienallvist deasmobombERLtas 6t G
A R U SRS, ko o
br ap, otionally ah ledstrmianotsutrstijted it & seaikyny?eneagbuR] and/or

lisroin e Uee Ganepaais o [RAshonF BPtapatii abet feimember,
wherein A represents an optionally at | east

mono- substituted nmonoor polycyclic aromatic ring
serediefarpblyed representsrayy eptianallyeé Iefast morm-ae!miéwed mono- or

SOt Pl P RB ol s RT hr grmembored

lag@svhéreirons s mdrataf thérikg cptain ankkagt 6nd heferdstom,
opt i onal |y at | east nono-substituted C al kynyl ene

& dugdicahahesen from the group consisting of

X — X
X (CH )7 CH=CH—
z z

» w

Y

wherein X, Y, Z, independently from one another, each represent a radical
selected from the group consisting of hydrogen, fluorine, chlorine, bromine,
linear or branched C4-Cg alkyl, linear or branched C4-Cg alkoxy, linear or
branched C1-Cg alkylthio, a trifluoromethyl radical, a cyano radical and a -
NR"R" radical,

wherein R'? and R"?, identical or different, each represent hydrogen or linear or
branched C4-Cg alkyl,
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wherein the ring(s) may contain at | east one
heteroatom as a ring nenber, nore preferably A

WO e@sesdmt s an optionally at | east nono-substiPCE/ER2004/008511

nono- or polycyclic aromatic ring system wherein the
ring(s) is/are 5- or 6-nmenbergd and wherein one or
nore of the rings contain at | east one heteroatom or
radi cal , chosen fromthe group consisting of (
%VE%PFGS@PF%FW ghemigal hong betwiern Hiedva Npos.rakian®. S group
A NRM A represent a radical selected fromthe
group consi sting of hydrogen, fluorine, chlorine,
brom ne, |inear or branched C -C al kyl, l|inear or
branched,C - C al koxy, |.inear or hrapched -C
WNEPINHR o 18 ny’?qgﬁnuér%h‘é?qfﬁr WQBM&-Q ko radi cal
and a - NR R13 radical, wherein R12 and R13, identica
or different, each represent hydrogen or |inear or
@hdnched al kyl , Wrepresents a single chem cal bond
between the two rings, a CH, , S group or a NR14
radi cal, wherein is hydrogen or a |linear or branched C
nEisgd kyl2, aerdhi , 1, 2, 3 or 4. and R-R9 and n are
defined as above. Furthernore, sulfonami de derivatives
of general fornula (la) are preferred, wherein A
eS| t ry. I cal selected fromthe
é‘ﬁgﬁs’go%@?&é}%gfééﬁ‘%guésn%'?ﬁg%| , benzo[ b] t hi ophenyl
benzo , 2, 5] thi adi azol yl, thi ophenyl and

Furthermore, sulfonamide derivatives of general formula (la) are preferred,
wherein A represents a heteroaryl radical selected from the group consisting of
quinolinyl, benzo[b]thiophenyl, benzo[1,2,5]thiadiazolyl, thiophenyl and
imidazo[2,1-b]thiazolyl which may be substituted by 1, 2 or 3 substituents
selected from the group consisting of fluorine, bromine, chlorine, methyl, phenyl,
nitro, -C(=0)-CHs, -O-CH3 and -O-phenyl and/or which may be bonded via a C4-
2 alkylene group or a C, alkenylene group,

or a radical chosen from the group consisting of

X —
X (CH ) GH=CH— X
z z
X

S

Y
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i mdazo[ 2, 1-b] thi azol yl which may be substituted by ,
2 or 3 substituents selected fromthe group consisting

w@tooklowori ne, brom ne, chlorine, nethyl, phenyPCT/RP1004008511

-C(=0-CH, -OCH3 -0 phenyl and/or which may be
bonded via a O 2 al kyl ene gr_g%p or a C al kenyl ene
group, or a radical chosen fr t he group consisting
of CH=CH CH CH(CH ) wherein XY, Z, independently
from one anot her, each represent a radical selected
fromthe group consi st | ng of hydrogen flf?l ne,

chlorine, bromne, nitro, acetyl, br anched
al kyl, l'inear or branched-(CHg) y | ne
branched CrC al kylthio, a trifluo I dlcal, a

cyano radical and a -NR R13 radical, wherein R12 and
R13, identical or different, each represent hydrogen
or linear or branched CrC al kyl, Wrepresents a single
chem cal bond between the two ri ng{ a CHb, |, roup
avhereiR{4Y r Adngapendgntivdremmne arothok re@gbﬁeevessn? f rﬂ@glrcal

E)% er aﬁfthgz&oahg%ams@gangyﬁroaqfée,C!gél{l@é‘é Hg%ﬂ"%bé)\;ghne
lFutrc;s hesgetylf lmiarlo‘rdunamttéﬂ Geﬂe\aﬂtyl vle&aobr @mmd @pC@ull@xy,
la) are p eln.n
P@PéPbBT%FCEeg éfgealw?@" %ﬁ'@%?"é\egﬂﬂﬁwcﬁl §Y2“8rr adical and
qL#FE{mRtmrd@Caqnd A are defined as above. Those nost
preferred conpounds of general fornmula (la) are
sel ect ed

wherein R'? and R, identical or different, each represent hydrogen or linear or
branched C4-Cg alkyl,

W represents a single chemical bond between the two rings, a CH,, O, S group
or a NR" radical,

wherein R' is hydrogen or a linear or branched C4-Cg alkyl,

mis 0,1, 2, 3or4 and

m1 is 1 or 2, preferably 2, and R'-R® and n are defined as above.
Furthermore sulfonamide derivatives of general formula (1a) are preferred,

whereinnis 0, 1, 2, 3 or 4; preferably nis 1, 2 or 3; more preferably nis 2 or 3
and R" to R® and A are defined as above.
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fromthe group consisting of [ ]
N-[1-(2-pyrrolidine-1-yl-ethyl)-1H i ndol e-5-yl]-naphth

wab®@seiP7sul f onam de, [ ] PCT/EP2004/008511

N-[1-(2-pyrrolidine-1-yl-ethyl)-1Hindol e-5-yl]-naphth
al ene-1-sul fonam de, [ ] o
N-[1-(2-pyrrolidine-1-yl- ethylzs) 1H i ndol e-5-yl ] -

5-chl gro- 3- net hyl benzo[ b] t hi ophene- 2- sul f onam de,

[28] NhPsemoghpretned ¢rmaoyndsetgeneratiormul dakara gelected
b] t hi | e-5-sul f d 43

gro@?]ﬁ{klg aﬁﬁ%ﬁ U1- (]3- ( :oiarZJgriedi n?’ﬁ-y??f}["op; )Ell—l]-i

ndol - 5- vyl ) benzo[ b] t hi ophene- 2- sul f onam de, [ 44]

ﬁ@lz?@ur?ﬂﬁﬁer I Ighne-[]‘l z,;g]&tﬁyIS’EiY-f ?nd%g-5 r;/(I]iorllaphtf&{agI)ep1e-2-suIfonamlde,

N-Cl - CS- Cpi peridin-i-yOQropyO | Hindol -

-yOnapht hal ene-i -sul fonam de, [46]

61dnhl o-pi-(2-pyrroéiRtipeJeyliaedhyl)-1 Hyindplea pyi i ndighthaldné-15sytfonamide,
i mdazo[ 2, - Db]thiazol e-5-sul fonam de, [47]

4- phenyl - N- (1- (3- (pi peridin-1-yl)propyl)-1Hi ndol - 5-

TR PREM OB S PP SR 1

mtbﬂbaan&bhhmhane&esulfm]mn e,
4 phenoxy N-(1-(3-(piperidin-1-yl)propyl)-1Hindol -5-
yl ) benzenesul f onani de, [ 50]
&a dNe-@-pyrtolidind-3- wm»gﬁy-nmindére%-wr P8Yehlordlihidagsyz; 1-
benzenesul f onyl am de, [51]
4 5- dZ’BhlaéP ﬁsyﬁom@nﬂﬁ,peri di n-1-yl ) propyl ) - 1H i ndol -
5-yl )t hi ophene-2- sul fonanm de and

[43] 5-chloro-3-methyl-N-(1-(3-(piperidin-1-yl)propyl)-1H-indol-5-
yl)benzo[blthiophene-2-sulfonamide,

[44]  N-(1-(3-(piperidin-1-yl)propyl)-1H-indol-5-yl)naphthalene-2-sulfonamide,
[45] N-(1-(3-(piperidin-1-yl)propyl)-1H-indol-5-yl)naphthalene-1-sulfonamide,

[46] 6-chloro-N-(1-(3-piperidin-1-yl)propyl)-1H-indol-5-yl)imidazo[2,1-
blthiazole-5-sulfonamide,

[47]  4-phenyl-N-(1-(3-(piperidin-1-yl)propyl)-1H-indol-5-
yl)benzenesulfonamide,

[48] 2-(naphth-1-yl)-N-(1-(3-(piperidin-1-yl)propyl)-1H-indol-5-
yl)ethanesulfonamide,

[49]  4-phenoxy-N-(1-(3-(piperidin-1-yl)propyl)-1H-indol-5-
yl)benzenesulfonamide,
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[52] -chloro-NC ~S"piperidin-i-yQpropyl”i Hindol -
- yOnapht hal ene-i sul f onam de, and their correspondi ng

waead06m13md sol vates. Furthernore, sul fonam de PCT/EP2004/008511

derivatives of general formula (I1b) are also _
preferred, wherein R2, R3, R4p4R6 and R7, |dent|cal or
different, each represent hydrogen, a I|near

. . q
e e GG %%fméﬁa% yca?

| east yijrbenzéndkillfbhrlhﬁddéi,l kenyl radi cal or a i near or
branched, optionally at | east rmno-subst ituted C -C

al kynyl radical, nore preferably R2 R3, R4, R6 and

I, Aot i Rl 9P L B5Rol S .2
nono- sulfstarideeahdl Kyl radl cal, even nore preferably

R2, R3, R4, R6 and R7 each represent hydrogen or an
al kyl radical and R1, R5, R8, R9, A andn are defined

RO Mo NS5 b RGNS Ahneghilcher -
or br awédreinidept i onal |y at | east nono-substituted CrC

al kyl radical, a linear or branched, optionally at
| east nono-substituted C -C al kenyl radical or a

éh@ﬂ""é'r@é"@éwﬁ%sa@@é Qghkyedt | east

nono- subst i t'ut ed ynyI radi cal , preferably that
R5 represents hydrogen or a |linear or branched,

[ d | K d ,
0P Rkl SaRIrRAS BN Sty et il oL i
picferred adhein R%CR:RR“ R¥.and Rmderﬂicgpgr Hlf@F@ntdSé#H‘ Rébresent

as above. Further nor e, sul fonam de derivatives
Rsiegan. 4 breds er repghed . coptioselly etleast Bwno-substituted C1.Cs alkyl

radical, a linear or branched, optionally at least mono-substituted C2.Cs alkenyl
radical, or a linear or branched, optionally at least mono-substituted C,.Cq
alkynyl radical,

more preferably R?, R®, R, R® and R’ identical or different, each represent
hydrogen or a linear or branched, optionally at least mono-substituted C1Ce
alkyl radical,

even more preferably R? R®, R?, R® and R each represent hydrogen or an C;.,
alkyl radical and R, R®, R®, R®, A and n are defined as above,

Sulfonamide derivatives of general formula (Ib) are also preferred, wherein R®
hydrogen, a linear or branched, optionally at least mono-substituted C1-Cs alkyl
radical, a linear or branched, optionally at least mono-substituted C,-Ce alkenyl
radical or a linear or branched, optionally at least mono-substituted C,-Ce
alkynyl radical,
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wherein R8 and R9, identical or different, each
represent hydrogen or a |inear or branched, optionally

W@eooses®r7 nono- substituted CrC al kyl radical, BCT/Eonh«eoossn

proviso that R8 and RO are not hydrogen at tH‘é

time and R -R7, A and n are d?%r ned as above.
Particularly preferred are sulfonam de derivatives of

gener al formga (I'b) wherein R8 and R9, identical or
drefesatdnth até%crenr%w’éwqugﬁawrg%hnﬁrq twpached,aptionally at
f I evi (R8 and R9 are not
'@%tggdé"r'? \gyb%}ﬁh% %Q’Baﬁﬁ’f} R R7, A and n are

defi ned as above. Furthernore, sulfonanm de derivatives

f | f b ferred, wherein A
g relsreBi RofraTPsSs e taseioi Csasihiggisal and R'-
Wnﬁﬁﬁpp%dﬁyé%b'd‘eﬁﬁ%% Hovel NG System wherein the

ring(s) i s/are b- ered, which may be bonded
via an opti onaIIy at Ieast nono- substituted C _ C

ToiberR iPaaR i Betvaor 01 Bogr it Jomnula by are i pipferred,
HharemsR® AR RS leptibalrefiféreht Qid&}’rrhéb?éé%ng h9Hi%g%‘P|CUr‘H linear or

wherein the ring(s) may contai'n at | east

thsarghsst optiorally atilagsiranersubptitutast GiniGy adkyl erpd iesbnt s
an optionally at |east nono-substituted nono- or

pol ycyclic aromatic ring system wherein the ring(s)

wathathe gdrovieo thatRitasd &Y 18 hothgdRigenaitehe safe ﬁm@farfd“R1 R’ A
rings contain at | east one heteroatomor a radical

@ﬁ'@%ﬁref‘r’@cr‘ﬂqdr@ 8PeY® consisting of - CH CH X

Particularly preferred are sulfonamide derivatives of general formula (Ib)

‘wherein R® and R?, identical or different, each represent hydrogen or a C4-C,

alkyl radical,

with the proviso that R® and R are not hydrogen at the same time, and R'-R7, A
and n are defined as above.

Furthermore, sulfonamide derivatives of general fermula (Ib) are preferred,
wherein A represents an optionally at least mono-substituted mono- or
polycyclic aromatic ring system, wherein the ring(s) is/are 5- or 6-membered,
which may be bonded via an optionally at least mono-substituted C1_Cg
alkylene group, an optionally at least mono-substituted C,_Cg alkenylene group
or an optionally at least mono-substituted C,_Cg alkynylene group and/or

wherein the ring(s) may contain at least one heteroatom as a ring member,

preferably A represents an optionally at least mono-substituted mono- or
polycyclic aromatic ring system, wherein the ring(s) is/are 5- or 6-membered

and wherein one or more of the rings contain at least one heteroatom,
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(CH) - wherein X, Y, Z, independently from one
anot her, each represent a radical selected fromthe

wW@e@ap13onsi sti ng of hydrogen, fluorine, chl orPCEEP2004/008511

brom ne, nitro, acetyl, linear or branched CC al kyl,
l'i near or branched C -C al koxy, Iinear or branched C
-C alkylthio, a trifluoronet hyP radi cal, a cyano
radi cal ?nd a -NR R13 radical, wherein R12 and R13,
Of &fedical cRpsen ey BgigrodncRNFEERESENt hydr ogen or
l'inear or branched C -C al kyl, Wrepresents a single

chem cal bond b;tvveen the two gings, a CH, , S group X
or a NR14 radi c?@ G RL4 kahydfbgéHor a Fkes

or branched Cd|g [, mis G 3 or 4 andm Y
or 2, preferablV and R -R9 add# are definedla

above. Further , sul fonam de derivatives of genera
formula (1b) are preferged, wherein A represents an
optionally at |east nondgsubstituted nonoor polycyclic
aromatic ring system w n the rimg (s/are 5- or
6- nenbered, which may b gnded via an owal | y at
| east nono-substituted C goe gre
optionally at |east nong- titdted -
group or an optionally ast nono-substit
al kynyl ene group, and/o rein the ring(s)
contain at | east one heferoatomas a ring nenbetr, nore
preferably A represents an optionally at |east
nono- substituted nono- or polycyclic aromatic ring
system wherein the ring(s) is/are 5- or 6-nenbered
and wherein one or nore of the rings contakn at | east
one het er oat om =z \ﬁ

—(CH—— || T

AN F

wherein X, Y, Z, independently from one another, each represent a radical
selected from the group consisting of hydrogen, fluorine, chlorine, bromine,
nitro, acetyl, linear or branched C4-Ce alkyl, linear or branched C4-Cg alkoxy,
linear or branched C4-Cs alkylthio, a trifluoromethyl radical, a cyano radical an
a -NR'?R" radical, F

wherein R'? and R", identical or different, each represent hydrogen or linear or

branched C4-Cg alkyl,

W represents a single chemical bond between the two rings, a CH,, O, S group
or a NR' radical,

wherein R is hydrogen or a linear or branched C4-Cg alkyl,

mis 0,1, 2,3 0or4 and
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or a radical chosen fromthe group consisting of (CH)
- CHCH wherein X, Y, Z, independently from one
w@p@therd77 each represent a radical selected frme/EPfB)M/oossn

group consisting of hydrogen, fluorine, chlorine,

brom ne, linear or branched CoszC al kyl, linear or
branched C -C al koxy, |inear or branched aC .

al kylthio, a trifluoronmethyl radical, a cyano radical

and a - NR R13 radical, wherein R12 and R13, identical

on1 1 T beReplafersdB2 f i Riﬂﬂaﬁwﬁfa@@%ﬁﬁéd L5 2@RYeOr

branched CrC al kyl, Wrepresents a single chemcal bond
betvveenthetvvorlngs a CH, , Sgroup or a NR14
radi chMrtharmeeks, ﬁulf@namuﬂea@e}wauwea of geraral ﬁrrn’uﬂa(llbm afe

QL‘#* ¥hsa a‘gge'a%%é\e" epﬁ%ﬁ%’}ﬁ% Pntﬂpé'onew %@%ﬁt AR UbsHited @ono-
of paEBgEIR arbaiati! rmg(é)ﬁ;&erﬂr ﬁ/hBF&ﬁ % % éf"é 5‘- ﬁr 6-membered,

represents a heteroaryl radi cal

g/h&hbm@mbﬁ kendeg \ia mmwnaﬁy |at lea@ro nt:[r‘mj-smbsimhted)@1,__06

8958 ok B DR A ARt s o

@r an optiepdit attleastt rRofé!sepbiditdd Q:ﬂtﬁ%ll@h?lé‘he‘qmﬁgséhd}’gr
qurlne bromne chl ori ne,
E@ rmg sHMGYCHHgIn @Ipﬁ@trgne bﬁt@mﬁ«tomqa@a rirgymbember,

bonded via a Cr 2 al kyl ene group or a C al kenyl ene

gr oup,
more preferably A represents an optionally at least mono-substituted mono- or

polycyclic aromatic ring system, wherein the ring(s) is/are 5- or 6-membered
and wherein one or more of the rings contain at least one heteroatom,
or a radical chosen from the group consisting of

X —_ X
X (CH,)— CH=CH—
z z

Y

wherein X, Y, Z, independently from one another, each represent a radical
selected from the group consisting of hydrogen, fluorine, chlorine, bromine,
linear or branched C4-Cg alkyl, linear or branched C4-Cq alkoxy, linear or
branched C4-Cg alkylthio, a trifluoromethyl radical, a cyano radical and a -
NR'R™ radical,

wherein R and R™, identical or different, each represent hydrogen or linear or
branched C4-Cg alkyl,

QJ
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or a radical chosen fromthe group consisting of - CH
CH (CHWwherein X, Y Z, independently from one

wW@ewsle977 each represent a radical sel ected frpor/EP®04/008511

group consisting of hydrogen, fluorine, chlorine,
brom ne, nitro, acetyl, Iineq&5pr branched C -C al kyl,
i near or branched C -C al koxy; linear or branched C
-C alkylthio, a trifluoronethyl radical, a cyano

radical and a -NR R13 radical, wherein R12 and R13,

ViS880 28 shld S8 SO ERPRITA Y BFAGSLPL o, 5 aroup

onenNBA! raatical, bet ween the two rings, a CH, , S group
or a NR14 radical, wherein Rl4 is hydrogen or a linear
or branched CCalkyl, i , 1, 2, 3 or 4 and mis 1 or

§vhé? ﬁfﬁfﬁglhg/gfc?gé?{‘grglih%Mﬁﬂcﬁécfcq%ié] as above.

urthernore onam de rivatives of genetral formula
(Ib) are preferred, whereinnis 0, , 2, 3 or 4;
%rrﬂaferably nis, 2 or 3; nore preferably nis 2 or 3
Rl to RO and A are defined as above. Those nost

preferred conpounds of general forrmula (Ib) are

sel ected fromthe group consisting of [1]

KA [s10,( B-2lidet 4yl anmi noet hyl ) - 1H-i ndol e-5-yl ] -5-chl oro-3
- nmet hyl benzo[ b] t hi ophene- 2- sul f onam de,

and R'-R® and n are defined as above.

Furthermore, sulfonamide derivatives of general formula (Ib) are preferred,
wherein A represents a heteroaryl radical selected from the group consisting of
quinolinyl, benzo[b]thiophenyl, benzo[1,2,51thiadiazolyl, thiophenyl and
imidazo[2,1-b]thiazolyl which may be substituted by 1, 2 or 3 substituents
selected from the group consisting of fluorine, bromine, chlorine, methyl, phenyl,
nitro, -C(=0)-CHa, -O-CHj3 and -O-phenyl and/or which may be bonded via a Cs-
2 alkylene group or a C, alkenylene group,

or a radical chosen from the group consisting of

X — X
X (CH)=— CH=—CH—
YAgj/ Y Y
z z
X

B w

Y
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[ 2]
N-[ 1- (2-di net hyl am noet hyl ) - 1H i ndol e- 5-yl ] - napht hal en

we2@spudfonan de, [ 3] PCT/EP2004/008511

N-[ 1- (2-di net hyl ami noet hyl ) - 1H-i ndol e- 5-yl ] - napht hal en

e-1-sul fonam de, [4]

N-[ 1- (2-di et hyl am noet hyl ) - 1|2|-| ndol e-5-yl ] -5-chl orona

pht hal ene-1 - sul fonam de, [5]

N-[ 1- (2- di nmet hyl am noet hyl ) - 1H-i ndol e- 5-yl ] benzenesul

fonam de, [ 6]
[

N-[ 1- (2-di net hyl am noethyl )-1Hin > -yT/§§TqU| nol i ne-
8- sul fonam de, [7] —(CH)1—— | —_Y
N-[ 1- (2-di net hyl ami noet hyl )-1H-in - 4-

phenoxybenzenesul f onani de, [ 8]
N-[ 1- (2-di et hyl am noet hyl ) - 1H i ndol e-5-yl ] - 4-
net hyl benzenesul fonarri de, [9]

ok( oet hyl)-1H i ndol e-5-yl]-5-chl oroth
V\(j’{ﬂ{@l&ilex, dp @g ely f’_’Of}l one another, eac% represent a radical
%técﬁfrggfﬂ?\%%ag‘lﬁ?:ﬁgfsﬂﬁé ﬂ H}?l‘o@%ﬂ' fluorind, |G blorfine,

ona
Nitfd,-gcaty] lirestan mmmi -Ce Blkyi, Hithebe ob bydricheda®y-Ck alkxy,

W‘?é%@b@”ﬁ&‘i&l%a ggﬁﬂgﬁ% ftrq’ﬂ,_qrgms fél} écypTL g ayano radical and

& NRBRODFRMesul f onam de,
N-[ 1- (2- di et hyl ami noethyl) 1H-| ndol e- 5-yl ] - 3-
br onobenzenesul f onam de,

9@%@'&%@?&% %}d ?C[nr]'?%gf hlyéil?ferle%t ! enad ?1' repreé/er]t hydrogternogr inear or

NrédcHed 0j-Tgklkyt,ani noet hyl ) - 1H-i ndol e-5-yl ] -1 -
phenyl met hanesul f onam de,

W represents a single chemical bond between the two rings, a CH,, O, S group
or a NR' radical,

wherein R' is hydrogen or a linear or branched C+-Cg alkyl,

mis 0,1, 2, 3or4 and

m1 is 1 or 2, preferably 2,

and R'-R® and n are defined as above.

Furthermore sulfonamide derivatives of general formula (lb) are preferred,

whereinnis 0, 1, 2, 3 or 4; preferably nis 1, 2 or 3; more preferablynis 2 or 3
and R" to R® and A are defined as above.
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[ ] frans-N-
- (2-di net hyl am noet hyl ) - 1Hi ndol e-5-yl | - 2-

w@b@spimrhenesul f onam de, [ 20] PCT/EP2004/008511

[
r ot hi ophene-2- sul fonam de, [2%]

[ 1- (2-di et hyl am noet hyl ) - 1H i ndol e-5-yl ] - 4-
e

[

T2 (3OS TBTR rERRELppo Gds eramperatopmpla(i) are selected

N-
a

N-

ropmtHee gaipesotisigiimgrafde, [ 23]

N-[ 1- (2-di et hyl am noet hyl ) - 1H i ndol e-5-yl ] - 4-
nmet hoxybenzenesul f onam de, [ 24]

h
ik by MR e AR AP lgra-£" o7 o>
N- [ 1- eiethyibenhbyfbithiophenbyd-pulidhannide] e- 5-yl ] - 4- ni troben

zenesul f onam de, [ 26]
N-[ 1- (2-di net hyl am noet hyl ) - 1Hi ndol e-5-yl ] -4-fl uor obe

a1 Mo R yafThocthy)- 1Hindole-5-ylnaphthalepg 2 syifppamide,
dazo[ 2, 1-b] thiazol e- 5-sul fonam de [29]
Eﬁ] &12#1(%&1}%%11%”1 no&et“ny% 1)H-|n g-yl] napht%alg%ehf-gallfg#amlde

N-(1-(2-(diethylam no) et hyl ) - 1H i ndol - 5-yl ) - napht hal en
e- 1- sul f onam de,

f]( 1- N2[1(@@me,thﬁ[ann%nq@thhwﬁmmlmwl] -&chiloyedaptithalehbet -

nzene [ 32]
5 chl %l?ltc;r%}ﬁl?e(z (di met hyl am no) et hyl )-2-nethyl -1Hind
-5-yl)-3- nethyl benzo[ b]t hi ophene- 2-sul f onam de,

3
&ﬁ( ]1 N1 c@rdipetylaminestayin Hrindolee S yitberenesidfongnyide -

napht hal ene- 2- sul f onam de,

N-[ 1- (2-di net hyl am noet hyl ) - 1Hi ndol e-5-yl ]-4,5-dichlo
M

[6] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-quinoline-8- sulfonamide

I

[7]1  N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-4-
phenoxybenzenesulfonamide,

[8]  N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-4-
methylbenzenesulfonamide,

8]  N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-5-chlorothiophene-2-
sulfonamide,

[10]  N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-benzo[1,2,5]thiadiazole-4-
sulfonamide,

[11]  N-[1-(2-dimethylaminoethyl)-1 H-indole-5-yl]-6-chloroimidazo[2,1-
b]thiazole-5-sulfonamide,
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[ 34]

N-(1-(2-(di met hyl am no) et hyl)-2-nethyl -1H i ndol -5-yl) -
woapviarene- 1- sul f onanmi de, [ 35] PCT/EP2004/008511

6- chl or o- N (1- (2- (di met hyl am no) et hyl ) - 2- met Wy ¥ ntt * Y U B9

ol -5- yl)imdazo[2, -b]thiazabg-5-sulfonam de, [36]
N-(1-(2-(di methyl am no) et hyl ) - 2- nmet hyl - 1Hi ndol - 5-yl ) -

| f.
ﬁ%]p T\Q%a{’%iﬁ 2'%‘“@9‘%%611)11 g"d@]& R-38i ndol -5-y1)-2
(naphtdﬁﬂdmbbhzer%§7ﬁ8ﬁ§M|d@nam de, [38]
N- ( 1- ( 2- (di net hyl am no) et hyl ) - 2- met hyl - 1Hi ndol - 5-yI ) -

4- phenoxybenzenesul f onam de, [ 39]

B pram b ey ot -1

N(l brorhdbemidngsafomamridy! ) - 2- met hyl - 1H-i ndol - 5-yl ) b
enzo[ b] t hi ophene- 3-sul f onam de, [41]
N-(1-(2-(diethyl am no)ethyl)-1Hindol -5-yl)benzo[ b]t hi

L R P AR B FFhoela Rudr e simnaserospufaamice,

i ophene- 3- sul fonam de, and their corresponding salts

I | f de d t f I
R e o A P

-NR

Mh&%aﬁsuﬁoﬁ%méat ed or unsaturated,

opti onal 'y at | east nono-Substituted 5- or 6-nenbered
cycl oal i phat| c radi cal which may optionally contain at

I

ol ABRAGE - ORI Ros b P bl Bndkgn, " " ™

opti OﬁﬁéhWetﬁbnb%ﬁtndmae; substi tuted

[20]

[21]

[22]

[23]

[24]

[25]

[26]

N-[1~(2-dimethylaminoethyl)-1H-indole-5-yl]-4,5-dichlorothiophene-2-
sulfonamide,

N-[1-(2-dimethylaminoethyl)-1H-indole-5-yi]-4-
acetylbenzenesulfonamide,

N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-4-
bromobenzenesulfonamide,

N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-4-
methoxybenzenesulfonamide,

N-[3-(2-diethylaminoethyl)-1H-indole-5-yI]-5-chloro-3-
methylbenzo[b]thiophene-2-sulfonamide,

N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-4-nitrobenzenesulfonamide,

N-[1-(2-dimethylaminoethyl)-1H-indole-5-yI}-4-fluorobenzenesulfonamide,
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nmono- or bicyclic cycloaliphatic ring system which
may optionally contain at | east one heteroatomas a

wo 2evg/omdmber, whereby the rings of the ring syBCERPED£008511

5- or 6-nmenbered, nore preferably Rl represents an -NR
RO radical or a radical chosepgfromthe group
consisting of NANRLO N R1O and IsT R1LO R10 wherein, if
present, the dotted |line is an optional chem cal bond,
and R10 represents hydrogen, a linear or branched

112'#])" N—Pld(ZiéietIWIamlﬁbﬁi!ﬁM 1Hﬁﬁd§@-5 &Qr@kﬁlbﬂg}ﬁfdé‘ébgﬁ A%ithiazole-

radi cal and
deflnédi&@nabvd% Sulfonan1de derlvatlves of genera
formula (lc) are also preferred, wherein R2, R3, R4,
R6 and R7, identical or different, each represent

s owElstm(dnemgﬁmmb)émgm Hemdopetylpn@bmtha%et%aﬁonamude

nono-su i tut C -C al radi cal a linear or
branched, optionally at Ieast nono- subst ituted al kenyl

1351, B2 fptyRhinBa G Roy BB bt cBieet-Sffdpqmide.
R2, R3, R4, R6 and R7 identical or different each

epresent hydrogen or a |inear or anched, optlonally
iﬁﬁ| e 1-%&&@%@1@1@@@)}) -tH-indol- 5-y|) 4-phenylbenzenesulfonamide,

[32] 5-chloro-N-(1-(2-(dimethylamino)ethyl)-2-methyl-1H-indol-5-y)-3-
methylbenzo[b]thiophene-2-sulfonamide,

[33] N-(1-(2-(dimethylamino)ethyl)-2-methyl-1H-indol-5-yl)-naphthalene-2-
sulfonamide,

[34] N-(1-(2-(dimethylamino)ethyl)-2-methyl-1H-indol-5-yl)-naphthalene-1-
sulfonamide,

[35] 6-chloro-N-(1-(2-(dimethylamino)ethyl)-2-methyl-1H-indol-5-
yl)imidazo[2,1-b}thiazole-5-sulfonamide,

[36] N-(1-(2-(dimethylamino)ethyl)-2-methyl-1H-indol-5-yl)-4-
phenylbenzenesulfonamide,

[37] N-(1-(2-dimethylamino)ethyl)-2-methyl-1H-indol-5-yl)-2-(naphth-1-yl)-
ethanesulfonamide,

[38] N-(1-(2-(dimethylamino)ethyl)-2-methyl-1H-indol-5-yl)-4-phenoxy-
benzenesulfonamide,
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al kyl radical, even nore preferably R2, R3, R4, R6 and
R7 each represent hydrogen or a Cl-2 al kyl radical and

wWR0sBBB9I7R8, R9, A and n are defined as PCT/EP2004/008511

above. Sul f onam de derivatives of general fornula (lc)
are also preferred, wherein R Orepresents hydr ogen, a
i near or branched, opti onal 'YV at | east

nono- substituted C -C al k radi cal, a linear

582 c BeltdichiprodWAd i H(3-(dime a@mlﬁ@)eéhsé):gs’f\eﬂwl-éb! ladol eyl
al ken near or branched, optionally at
Ieast%ﬁegggé%@} aﬁﬂbéﬂ C - C al kynyl radical, nor e
preferably R5 represents hydrogen or a Iinear or

br anched, onal Iy at | east nono-substitu
38 Nl amethuati et es-sratbyly Hendes ukaolblthiophene-
hydro%eaﬂQ%a ife- C al kyl radical and R1- R4, R-R9, A
and n are derined as above. Furthernore, sul fonan de
derivatives of general forrmula (Ic) are al so

fadin° Neftallotiamineacthih- sk o/ Beplbuhan ene-o-

| east sﬁﬁﬁﬁadﬁlﬁéséhd uted C1-C Qalkyl radical, a linear
or branc , optionally at |east nono- substituted C

C o al kenyl radical, a linear or branched, optionally

R 2 R A e A e

sat ur aufensmhidgisaturated, optionally at |east
nono- substituted 5- or 6-nmenbered heterocyclic ring
which may contain at | east one additional heteroatom

i e e AN pv

nDno substituted nono- or bicyclic cycloaliphatic ring
system which nay optlonally contain at | east one

liengenidsrigsvativesiy ganeraliformar(iyyre eeterieds wherein R’
represents an -NR®R® radical or a saturated or unsaturated, optionally at least
mono-substituted 5- or 6-membered cycloaliphatic radical which may optionally
contain at least one heteroatom as a ring member and/or which may be
condensed with a saturated or unsaturated, optionally at least mono-substituted
mono- or bicyclic cycloaliphatic ring system, which may optionally contain at
least one heteroatom as a ring member, whereby the rings of the ring system
are 5- or 6-membered,

more preferably R’ represents an -NR®R® radical or a radical chosen from the
group consisting of
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of the ring systemare 5- 6- or 7-nenbered and R -R7,
A and n are defined as above. Particularly preferred

wae®@spwfonanm de derivatives of general fornulBCT/ERI0p4/008511

wherein R8 and R9, identical or different, each
represent hydrogen or a lineagqor branched alkyl

radi cal, orR8 and RO together with the nitrogen atom
bridge forma radi cal chosen fromthe group consisting
of - N - - NJ- Nand wherein R11, if present,

represents hydnogen, a |linear g Rranched C -C al kyl
radi cal beNZyR"r adi cal —f ef er abl y hydrogen or a
al kyl radi ca~and R1- R9, A akd-N) are defined as

above. Furthernore, sulfonam de dékhvatives of genera
formula (lc) are preferred, wherein A represents an
optionally at |east nono-substituted nono- or

pol ycyclic aromatic ring system wherein the ring(s)
is/fare 5- or 6-nepbered, which nay be bonded via an

optionally a I nono-subst ytufled C C al kyl ene /7
y at | east -subsentduted -7 Xy
N

group, an_ofti oka
al kenyl erie grouyp or an optionalf'y at | east R10
nono- substituted - al kynyl ene group and/ or wherein the
ring(s) may contain at |east one heteroatomas a ring
menber, preferably A represents an optionally at | east
nono- substituted nono- or polycyclic aromatic ring

system wherein the ring(s) is/are 5- or 6-nenbered

whdraineif presemtahedoteddinef is idncoptioha clhémical BoAd, AfpRYC

one heteroatom or_ a radical chosen fromthe group
ERRTepants hydmganp lingas @rbranched C1-Cg alkyl radical or a benzyl

radical, preferably hydrogen or a C4-C, alkyl radical and R? to R®, A and n are
defined as above.

Sulfonamide derivatives of general formula (Ic) are also preferred, wherein R?,
R? R* R®and R’, identical or different, each represent hydrogen, a linear or
branched, optionally at least mono-substituted C1.C¢ alkyl radical, a linear or
branched, optionally at least mono-substituted C,.Cg élkenyl radical or a linear
or branched, optionally at least mono-substituted C,.Cg alkynyl radical,

more preferably R?, R% R*, R® and R’, identical or different, each represent
hydrogen or a linear or branched, optionally at least mono-substituted C1.Cg
alkyl radical,

even more preferably R?, R®, R%, R® and R’ each represent hydrogen or a C1-2
alkyl radical and R, R%, R8, R®, A and n are defined as above.
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,CH CH (CH wherein X, Y, Z, independently from one
anot her, each represent a radical selected fromthe

wW@e@ap13onsi sti ng of hydrogen, fluorine, chl orPCEEP2004/008511

brom ne, nitro, acetyl, linear or branched CC al kyl,
| i near or branched CrC al koxy,,,l i near or branched CC
al kylthio, a trifluoronethyl radical, a cyano radi cal
and_a -NR R13 radical, wherein R12 and R13, identical .
sulfgnemide derivativas ofganesaliformylay de)areaise prafaredywherein R

. i nal ' .
N e
GyelCe alkyl rdticad] a likédr orsbriaynahed,eoptionatly lat feest nono-substituted Co-
O oS rShSal s o ok BBl efht oo SbBiuted .-
@GOMEJ(: | ? EqpPr e, sul fonam de derivatives of general
C
ReR i s

or mu are preferred, wherein A represents an
optionally at |east nono-substituted nonoor polycyclic

B REBORR T b RRbr B LV A oA NG SrpBRaTdypRioRaly at
ieagtimomeSubsintidd Of-ed afkyl rddigdiky! ene group, an

optionally at |east nono-substituted C C al kenyl ene
group or an optionally at |east nono-substituted

Syt PRt T Bt § & (e il ppd R
R RERY A aAd hedreaiufinbd agabigvel onal |y at | east
nono- substituted nono- or polycyclic aromatic ring

system wherein the ring(s) is/are 5- or 6-nenbered
Furthermore, sulfonamide derivatives of general formula (Ic) are also preferred,

wherein R® and R®, identical or different, each represent a linear or branched,
optionally at least mono-substituted C4-C1 alkyl radical, a linear or branched,
optionally at least mono-substituted C,_C+o alkenyl radical, a linear or
branched, optionally at least mono-substituted C,-C4q alkynyl radical, or

R® and R® together with the bridging nitrogen atom form a saturated or
unsaturated, optionally at least mono-substituted 5- or 6-membered heterocyclic
ring which may contain at least one additional heteroatom as a ring member
and/or which may be condensed with a saturated or unsaturated, optionally at
least mono-substituted mono- or bicyclic cycloaliphatic ring system, which may
optionally contain at least one heteroatom as a ring member, whereby the rings
of the ring system are 5- 6- or 7-membered and R'-R’, A and n are defined as
above.

Particularly preferred are sulfonamide derivatives of general formula (lc),
wherein R® and R®, identical or different, each represent hydrogen or a linear or
branched C4-Cq alkyl radical, or
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and wherein one or nore of the rings contain at |east
one heteroatom or a radical chosen fromthe group

weonsiosdorng of (CH) - CH CH wherein X, Y, Z, PCT/EP2004/008511

i ndependently from one anot her, each represent a

radi cal selected fromthe gr O_gg_ consi sting of

hydr ogen, fluorine, chlorine, bromne, |inear or
| i near or branched CrC al kox

branchgd al kyl , / . .
Iineafh'{ @%&%Fﬂﬂ% it iaitrogen atem bridge formaetadjeal chosen
i Cé@§ rcal and a - NR R13 radical,
m@#gﬁngr@f an %I@g,cgfi dentical or different, each
represent hydrogen or linear or branched CC al kyl , W
represents a single chem cal bond between the two
ringg/‘T\\, CH, , Sgroupgr—aNR14 radi cal, wh N
>HiN hydMoegen or a | Hrepr oo branched C - C_gf kyl ) and
mi \N1./2, 3 or 4. and R-R and n are defin&d
above. Furthernore, sul fonam de derivatives of general
formula (lc) are preferred, wherein A represents a
heteroaryl radical selected fromthe group consisting

of qui nolinyl, benzo[b]thiophenyl,
benzo[ 1, 2, 5] t hi adi azol yl, thi nyl and

i m da , 1-b] t hi azol yl ic be substit yp by,

2 -orN3 sjibst ituents setedted Mrom t hangr oup @ i ng

of fl I ne, bronine, chl\;-r-i_ﬁe, nmet hyl , phenyl ;i tro,
-C(=0-CH, -0-CH and - O phenyl and/or which may be
bonded via a Cr

wherein R", if present, represents hydrogen, a linear or branched C4-Cg alkyl

radical or a benzyl radical, preferably hydrogen or a C;-C, alkyl radical, and R'-
R® A and n are defined as above.

Furthermore, sulfonamide derivatives of general formula (Ic) are preferred,
wherein A represents an optionally at least mono-substituted mono- or
polycyclic aromatic ring system, wherein the ring(s) is/are 5- or 6-membered,
which may be bonded via an optionally at least mono-substituted C1_Cg
alkylene group, an optionally at least mono-substituted C,_Cg alkenylene group
or an optionally at least mono-substituted C,_Cg alkynylene group and/or

wherein the ring(s) may contain at least one heteroatom as a ring member,
preferably A represents an optionally at least mono-substituted mono- or
polycyclic aromatic ring system, wherein the ring(s) is/are 5- or 6-membered

and wherein one or more of the rings contain at least one heteroatom,

or a radical chosen from the group consisting of
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al kyl ene group or a C al kenyl ene group, or a radical
chosen fromthe group consisting of (CH) CHCH ,CH

w@kwhetdrn X, Y, Z, independently from one ancP¢IEEP2004/008511

each represent a radical selected fromthe group

consi sting of hydrogen, fluori ne, chl orine, brom ne,
nitro, acetyl, linear or br anched Cr C alkyl, linear or
branched al koxy, linear or branched C C al kyI thio, a
trifluoromethyl radical, a cyapo radical and a -NR R13

radi cal, wherei? T ] ahzum-dlffe
each represent ogen or Ii‘p br anched
al kyl , Wrepr esw bond bet

two rings, a ChfA< S group or X NR14 radical,

wherein R14 is Rydrogen or a I|near or branched aIkyI,

i , 1, 2, 3 or 4 and mfks_ 1 or 2, preferably 2, and R

-R9 and n are defined ag aby
sul f onam de derivatives
preferred, wherein n is B
is, 2 or 3: nore preferahly $
and A are defined as abg A
present invention are c@np
(lc), R4 (lc), wherein R:Fepresents a -
radi cal

wherein X, Y, Z, independently from one another, each represent a radical
selected from the group consisting of hydrogen, fluorine, chlorine, bromine,
nitro, acetyl, linear or branched C¢-Cs alkyl, linear or branched C¢-Cg alkoxy,
linear or branched C4-C; alkyithio, a trifluoromethyl radical, a cyano radical and
a -NR"?R" radical,

wherein R'? and R, identical or different, each represent hydrogen or linear or
branched C¢-Cg alkyl,

W represents a single chemical bond between the two rings, a CH,, O, S group

or a NR" radical,
wherein R' is hydrogen or a linear or branched C4-Cs alkyl,
mis 0, 1, 2, 3 or 4 and

m1 is 1 or 2, preferably 2, and R'-R® and n are defined as above.
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R2 represents hydrogen or an al kyl radical selected
fromthe group consisting of nethyl, ethyl, n-propyl

w@easis7propyl , nore preferably hydrogen or nRCTEP2004/008511

R3, R4, R6 and R7 each represent hydrogen, R5
represents hydrogen, R8 and Rsg identical or
different, each represent metlzwsyl, et hyl, n-propyl or
i sopropyl, nore preferably nethyl or ethyl, or R8 and
RO together with the bridging nitrogen forma 5- or
6- menthevidgrmete syifopamide gﬂ@vatwgwf eaeeal fpnyuladlonhare

i \ e _
PSP, DTEA O on BRGNPt mono-
gx’r mlyagylic gmnﬂiﬂt e djhg sxlzst}anpwqhbé‘éiﬁ gﬁelﬁiﬂggﬁ] ithire BhenBlmembered,
o[ 1, 2, i adi azol yl , |
i“%qé&hﬁvg?qbgq@@f? My Priignall a%a\@aqyién@mubﬂmm Gy—Ce
SIS SR RPN 8 4R oo
g@@gc%pt'ﬁﬂauy at]leEbFrrmm-subsm’hﬂed |Cga.ﬁ1y| er(bkyny‘tér(dﬂgmm, Bad/or
nded .vi a. a ene, group of a enyl ene group,
B 2 D] PSR % B8 e,

stereoi sonmers, preferably enantiomers or
di astereoners, its racemate or in formof a m xture of
morequsterably Aotepresenis anceptiomally sit lgast frerabsybstituted mono- or

BB RsTule MF G680 ISP BRUSTRHES” BF Blneberea
phvsiitdreli 658 by mides eptRDIiRgS abhtalr8l 1885t ok hateroatom,
correspondi ng sol vate thereof. The nost preferred

o6 Apadicat chesajeliremdhefasewn cangisting af e sel ected from

X — X
X (CH )7 CH—CH—
v.®/ Y Y
2 2z
X

Y
%

Y

wherein X, Y, Z, independently from one another, each represent a radical
selected from the group consisting of hydrogen, fluorine, chlorine, bromine,
linear or branched C4-Cg alkyl, linear or branched C4-Cg alkoxy, linear or
branched C4-Cg alkylthio, a trifluoromethyl radical, a cyano radical and a -
NR'R" radical,

wherein R' and R"®, identical or different, each represent hydrogen or linear or
branched C4-Cg alkyl,
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the group consisting of [1
N-[ 1- (2-di et hyl am noet hyl ) - 1H i ndol e-5-yl ] -5-chl oro-3

WO 20080iBprbenzo[ b] t hi ophene- 2- sul f onani de, [2] PCT/EP2004/008511
N-[ 1- (2-di net hyl am noet hyl ) - 1Hi ndol e-5-yl ] - napht hal en
e-2-sul fonam de, [3] -36-
N-[ 1- (2-di net hyl am noet hyl ) - 1H i ndol e- 5-yl ] - napht hal en

R 1AL AR e fidmisehyrad betwesn e t1a,inas A.GHas GnS aroup

phaR¥nedical, sul f onami de, [ 5]
N-[ 1-(2-di net hyI am noet hyl ) - 1H i ndol e-5-yl ] - benzenesul

f onami de, [ 6]

g/ﬂei f‘%\’dl'gﬂggﬁgg%&%ﬁrw&{r)dr%h&geod &; s My aui nol i ne-

fonam
N-[ 1- (2-di et hyl am noet hyl ) - 1H i ndol e-5-yl ] - 4-
phenoxybenzenesul f onam de, [ 8]
ROE1- (2- di met hyl ami noet hyl ) - 1H-i ndol e- 5-yl ] - 4-
met hyl benzenesul f onam de, [ 9]
N-[ 1- (2-di net hyl am noet hyl ) - 1Hi ndol e-5-yl ]-5-chl oroth
mosherk-2-3 aud.f onam de, [ ]
N-[ 1- (2-di net hyl ami noet hyl ) - 1H-i ndol e-5-yl ] - benzo[ 1, 2,
5] t hi adi azol e-4- sul f onam de,

A R'(R® ghgthtéhéldgﬁn@gec{gyﬂ,(?vell—l-l ]ndol e-5-yl]-6-chloroim
i dazo[ 2, 1- b]thiazol e-5-sul fonam de, [12]

N-[ 1- (2- di met hyl am noet hyl ) - 1Hi ndol e-5-yl ] - 3, 5-

TSR S AR ——

hersin #0 represenit enigetefaryl radical selected from the group consisting of
quinolinyl, benzo[b]thiophenyl, benzo[1,2,5]thiadiazolyl, thiophenyl and
imidazo[2,1-b]thiazolyl which may be substituted by 1, 2 or 3 substituents
selected from the group consisting of fluorine, bromine, chlorine, methyl, phenyl,
nitro, -C(=0)-CHj3, -O-CHj3 and -O-phenyl and/or which may be bonded via a C-
2 alkylene group or a C; alkenylene group,

or a radical chosen from the group consisting of

X — X
X (CH )7 CH=—CH—
z FA

» w

Y



10

15

20

25

[ ]
N-[ 1- (2-di net hyl am noet hyl ) - 1Hi ndol e-5-yl ] -3-ni troben

wQemeswfonan de, [ ] PCT/EP2004/008511

N-[ 1- (2-di net hyl am noet hyl )-1Hi ndol e-5-yl]-1 -

phenyl met hanesul fonani de, [ ] 37
N-[1-(2-pyrrolidine-1-yl-ethyl ;-1H-i ndol e-5-yl ] - naphth
al ene- 2-sul fonam de, [ ]
N-[1-(2-pyrrolidine-1-yl-ethyl)-1Hindol e-5-yl]-naphth
al ene- 1- sul f onami de, [ ] X
N-[1-(2-pyrrolidine-1-yl-ethyl)-1 n e\/§~ry|]-

5-chl or o- 3- net hyl benzofbi€hile -2-sul f o de, [ ]
fra/ 7S-N-[ 1- (2- di net hyl am noet hyl ' e-5-yl]-2-
phenyl et henesul fonam de, [20] N[1

- (2-di et hyl am noet hyl ) - 1H-i ndol e-5-yl ] -4, 5-di chl oroth
i ophene-2- sul fonam de, [21]

o AP R e
gblactad fbhi hedrBup-cbhbisfing BY Hg@%)%% ﬂeé%%’%nyﬁ bomine,

[ 23] N-Elé - (2-di net hyl am hoet hyl - 1H1n
mith Geghdninase onbramchedde-Cp 24Jy!, linear or branched C4-Cg alkoxy,

Vavd; ooRRbEhE Girrmenitle. < ieRaRefT daisgra SRt Fadical and
N-NR'€R! Thiagidhy | am noet hyl ) - 1Hi ndol e- 5-yl ] - 4- ni tr oben
zenesul f onam de, [ 26]

N-[ 1- (2-di net hyl am noet hyl ) - 1H-i ndol e-5-yl ] -4-fl uor obe

w&?ﬁ gi e yﬁg}%%é{ah@ﬁ (}iﬁﬁrﬁ"i’"neqa(ﬁhe[egf?ﬁﬁn_t dydragengr jinear or
bearafh2d1C b bikgtol e- 5- sul f onani de,

W represents a single chemical bond between the two rings, a CH,, O, S group
or a NR" radical,

wherein R" is hydrogen or a linear or branched C4-Cg alkyl,

mis 0,1, 2,3 or4 and

m1 is 1 or 2, preferably 2, and R'-R® and n are defined as above.
Furthermore sulfonamide derivatives of general formula (Ic) are preferred,

wherein nis 0, 1, 2, 3 or 4; preferably n is 1, 2 or 3; more preferably n is 2 or 3
and R" to R® and A are defined as above.
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[28] N-[1-(2-pyrrolidine-1-yl-ethyl)-1Hindol e-5-yl]-
]-6-chl oroi m dazo[ 2, 1- b]thiazol e-5-sul fonam de, [29]

WOR(FHO(R71 di et hyl ami no) et hyl ) - 1H-i ndol - 5- yl| ) - nB@ITEPRDLONS8511

e- 2-sul fonam de, [ 30]
N-(1-(2-(diethyl am no) et hyl) - 3kt i ndol - 5-yl) - napht hal en
e-1-sul f onam de, [ 31]

Mérz q&)%:qgﬁF a‘grrlﬁgg}'tce ltnognt) onlgtel gcgjrglpoung of generap lrrkr)l(ala (Ie),
5-chl oro-N-(1-(2-(di net hyl am no) et hyl)-2-nethyl -1Hi nd
ol -5-yl)-3- nethyl benzo[ b]thi ophene- 2-sul f onam de,
[ 33]
N- (1- ( 2- (di met hyl ani no) et hyRY- 2- me(@H, +Ridol - 5-y1 ) -
napht hal ene- 2- sul f m de [34] /
g -1H i ndol -5-yl) -

N-(1-(2-(di methylam

napht hal ene- 1 ul

6-chl oro- N ( 1- (2 f’neth B2 et hyl - 1+ i nd
ol -5- yl)imidazo[ 2, ¢ sul f onani de, [ 36]

N- (1-(2- (di net hyAam )ethy )-2-met hyl - 1Hi ndol -5-yl ) -

4- phenyl benzenesul f gm degyl 37] R3

N- (1- (2-di net hyl anmi no) et hyl’)- 2 met hyl - 1Hi ndol -5-yl)-2

-(naphth-1-yl)- ethanesul fonam de, [38]

N-(1-(2-(di met hyl am no) et hyl Xk%’ nmet hyl - 1Hi ndol - 5-yl ) -

4- phenoxybenzenesul f onan de, 9

3, 5-di chl oro- N (1-(2-(di et hyl am no) et hyl ) -2-net hyl - 1H

w’_ f&b 5-yl)- benzenesul fonam de, [40]
H% 2- (di met hyl am no) et hyl )-2-nethyl -1H i ndol -5-yl )b
enzo[ b]t hi ophene- 3-sul fonam de, [ 41]

B (arissehfe s RSl aqe] fv! ) - 1h+ i ndol -5-ylybenzof bl LN

R? represents hydrogen or an alkyl radical selected from the group consisting of

methyl, ethyl, n-propyl and iso-propyl, more preferably hydrogen or methyl,
R? R?* R® and R” each represent hydrogen,
R® represents hydrogen,

R® and R®, identical or different, each represent methyl, ethyl, n-propy! or iso-
propyl, more preferably methyl or ethyl,

or

R® and R® together with the bridging nitrogen form a 5- or 6-membered

heterocyclic ring, more preferably form pyrrolidine or piperidine,
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[42] _
N-(1-(2-(di met hyl am no) et hyl)-1Hi ndol -5-yl)benzo[b]th

w0 opheme7B8- sul fonam de, [43] PCT/EP2004/008511

5-chl oro-3-net hyl - N-(1- (3- (pi peridin-1-yl)propyl)-1Hi

ndol - 5- yl') benzo[ b] t hi ophene- Zgsul f onam de, [44]

N-(1-(3-(pi perl di n-1-yl) propyl)-1Hindol - 5-yl ) napht hal
sul nam

& Fere 38ts Aot haEidanyt igia) selactestibpodhigraup RRsisting of
Prendt, ThATHolirl onzofbithiophonyl, henzof 1.2 sithiadiazolyl
thigpheayand imiflazaf? 4zbltkiaselylwhichanaybe gubslituted by 1, 2 or 3

Mgﬁ%gﬁg@g@%ﬁgﬁrﬁ@ﬁ L E}%%irb %orYsugtPng gﬁ’#lt)orme [)romlneschlorme
Anéthghphbn; iltlo, Mo(-0f- 814 PIQ@Hféﬂd loygndMyPaNd/br WicH thay be

ol -5- yl)et anesul f onam

Jpoaﬂéﬁ g a1G¢alkgleppigsenp oF -Gz glkepylepgigredps i ndol - 5-

yl ) benzenesul f onam de, [50] _

3,5-dichloro-N(1-(3-(piperidin-1-yl)propyl)-1Hi ndol -

Bndyl ) benzenesul f onyl am de, [51] _

4,5-dichloro-N-(1-(3-(piperidin-1-yl)propyl)-1Hindol -

5-yl )t hi ophene-2- sul fonam de and [ 52] _

nq 20(5,03N-CI CS- Cpi peridin-i-yQropyO |l Hindol-
apht’hal ene-i sul fonanmi de, and their correspondi ng

sal ts and sol vates. The present invention |ikew se

RBLERRIHRJ08E of Ene o iR sTergRiERIS. BIe gAY enaToMRb "
Glﬁer%ﬁﬁﬂfé?é, its racemate or in form of a mixture of at least two of its
stereoisomers, preferably enantiomers or diastereomers, in any mixing ratio, or
a salt thereof, preferably a corresponding, physiologically acceptable salt
thereof, or a corresponding solvate thereof.

The most preferred compounds of general formula (lc) are selected from
the group consisting of

[1] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-5-chloro-3-
methylbenzo[blthiophene-2-sulfonamide,

[2]  N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl}-naphthalene-2-sulfonamide,
[3] N-[1~(2-dimethylaminoethyl)-1H-indole-5-yl]-naphthalene-1-sulfonamide,

[4]  N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-5-chloronaphthalene-1-
sulfonamide,

[5] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-benzenesulfonamide,
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(I'b) and/or of general formula (lc), preferably the
addition salts of mneral acids, nore preferably of

whyasociwori c aci d, hydrobrom c acid acid, phoR@iEP1004/008511

acid, sulphuric acid, nitric acid, and the salts of
organi c acids, nore preferablyqgof citric acid, naleic
acid acid, fumaric acid, tartaric acid or their

rivatiyves,. ptoluenesul pho ic |d met hanesul
1 o’ iERorbefukirectllah indio By Cauinpliee 8- Slfonamide,
expression sul fonam de derivatives of the general
formula (1), refers to one or nore conpounds of
§&ner N-[1G-dimethylaa)inaeitiytr1 H-ondobe-5eyl]-4or e conpounds
of gen ral fornul %Hw é and/or to one or nore
conpo® ago&begéﬁg? op 'a (1c), respectively, and
optionally in formof one of their stereoisoners,

preferably enantionmers or diastereoners, their
18lc e mit-K, {%dlm@thﬂ@mm@@thul)-rﬁHﬂnﬂoée@fylhé- | east two of

ai st SRUSHEPh R Bl .0 2t "o or a sal ¢ her eof.

preferably a correspondi ng physiol ogically acceptabl e
salt thereof, or a corresgondln sol vate thereof.

Kot hélr[1a@?pémetbvlann@o@ms dit-indeleAtylborchismethinphepe-2a

proce eparing the new derivatives of general
for nu?glf(%ﬁmla\%\’her ein R-R9, n and A have the
previously indicated neani ng, according to which at

st e,.conpound of formula (11), 10
8 NN hapTeastBubr Hrble- bbb el Agliniiazdles-
I's anggpsieihiakl e | eaving group, preferably an hal ogen
atom nore preferably chlorine;

[11]  N-{1-(2-dimethylaminoethyl)-1H-indole-5-yl]-6-chloroimidazo[2,1-

blthiazole-5-sulfonamide,

[12] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-3,5-
dichlorobenzenesulfonamide,

[13] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-3-
bromobenzenesulfonamide,

[14]  N-[1-(2-dimethylaminoethyl)-1H-indole-5-yi]-3-nitrobenzenesulfonamide,

[15] N-[1~(2-dimethylaminoethyl)-1H-indole-5-yi]-1-

phenylmethanesulfonamide,
[16] N-[1-(2-pyrrolidine-1-yl-ethyl)-1H-indole-5-yl]-naphthalene-2-sulfonamide,

[17] N-[1-(2-pyrrolidine-1-yl-ethyl)-1H-indole-5-yi]-naphthalene-1-sulfonamide,
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reacts with at | east one substituted 5-am noi ndol e of
general formula (I11),(CH)- RL R3 (I1l) wherein R -R7

w@pwsnidave the previously indicated neani ng, PCT/BPE0©608511

their suitable protected derivatives, and, if

necessary, the protective groyps are renoved i n order
to obtain the correspondi ng sul fonam de derivative of
formula ( rified and/ or isolated by

L%, whi ch nmay be puri |
8ihs Not-shventdited yirattd S-eelaror - Preieiordr ar
Th ' f | f I
() SR BRnsSiolRERenR # R Rl TFLE oy esence
of an organic reaction nedium preferably in the

f dial kyl her, ef bl y _di et hyl
Q9K r T Erdherslaminasho gt a2
t et j : hal ted [
e ra?’ﬁgbg{ﬁ?ﬁ%ﬂhﬁé%& yan al ogenat ed organic

hydr o nore pre nmet hyl ene chl ori de or
chloroform an al cohol, nore preferably nethanol or

el oR-11 T4 SRRy oSl bl flogo ighone 2
ot her gglbhaRidg. reaction nedium Naturally, mi xtures of
at least two of the classes of the mentioned conpounds

or at least two conpounds of one class may al so be

ool actihon i. L e carriy ed out in the
E?@gemfgﬁ é—gygmy{égbﬁggtggbg@m)%I%-gé)méﬁ-e, an inorganic
base, agBfyibéiAnesaldaraideal i ne netal hydroxi des and
al kal i ne netal carbonates, or in the presence of an

organi c base, nore preferably triethylam ne,

R R B AR PSR YRR D o =T ¢

bromobenzenesulfonamide,

[23] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-4-

methoxybenzenesulfonamide,

[24] N-[3-(2-diethylaminoethyl)-1H-indole-5-yl]-5-chloro-3-
methylbenzo[bithiophene-2-sulfonamide,

[25] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yi}-4-nitrobenzenesulfonamide,
[26] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-4-fluorobenzenesulfonamide,

[27] N-[1-(2-diethylaminoethyl)-1H-indole-5-yl]-6-chloroimidazo[2,1-blthiazole-

5-sulfonamide,

[28] N-[1-(2-pyrrolidine-1-yl-ethyl)-1H-indole-5-yl}- ]-6-chloroimidazo[2,1-
blthiazole-5-sulfonamide,

[29] N-(1-(2-(diethylamino)ethyl)-1H-indol-5-yl)-naphthalene-2-sulfonamide,
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tenperature, that is, approximately 25 C, and the

reaction tinme preferably conprises from5 mnutes to
wQ@200801937 The resul ting sul fonam de deri vati vePOF/EP2004/008511

general formula (1) may be purified and/or isol ated

according to conventional netheds known in the prior

art. Preferably, the sul fonam de derivatives of

general formula (1) may be isolated by evaporating the

reaction nedi um adding water and, if necessary,

Q@U)]USN-OQ(Z—ttﬁemy@nhB%th?l)ﬂN-ir@o%?ﬁf?é‘ﬁ%hgﬁgeg’msﬁffgﬁamide,

by filtration is obtained; or the onam
derivative may be extracted with a water inm scible

e : | y. r of d,b rified b .
B PRl G RnoB R By P DlpP By BB padsutonamice,
sol vent. ITIhe corrplouglds of gteﬂeral fo[)rrul a (Il)dare
0 rci avai | abl e, or ey may be prepare
Wérq@@é\léﬂéﬁdgmetha@)%hﬂhé-matr&ﬁ indok-5e/ }-3-
for eml, Py hose described in
the 11 terAtsﬁﬁ%o[w#éggépéleﬁgl%m%Si s, 1969, | , 3] I
The conpounds of general formula (I11) may al so be

di d hods k [ h
B G Rl S 3 ot ene 2
descr slagshdriigehe literature: Pigerol, Charles; De

Cointet de Fillain, Paul; Eymard, Pierre; \Werbenec,
Jean Pierre; Broil, Mideleine. (Labaz S. A, Fr.).

[0l (122 erarogify b meliad i g Bt aphtnaiene-1-

Pr epag@tdrizinigé, i ndol - 5-yl ureas and rel ated conpounds
for the treatnent of obesity and type Il diabetes. WO
0315769 Al 20030227. One of themconsists of nitro

BT oo BRI by B ey 20Shgrndet & ¢

yhimidazo[2,1-blthiazole-5-sulfonamide,

[36] N-(1-(2-(dimethylamino)ethyl)-2-methyl-1 H-indol-5-yt)-4-
phenylbenzenesulfonamide,

[37]  N-(1-(2-dimethylamino)ethyl)-2-methyl-1H-indol-5-y1)-2-(naphth-1 -yl)-
ethanesulfonamide,

[38] N-(1-(2-(dimethylamino)ethyl)-2-methyl-1 H-indol-5-yl)-4-phenoxy-
benzenesulfonamide,

[39] 3,5-dichloro-N-(1-(2-(dimethylamino)ethyl)-2-methyl-1 H-indol-5-yl)-
benzenesulfonamide,

[40]  N-(1-(2-(dimethylamino)ethyl)-2-methyl-1H-indol-5-yl)benzo[b]thiophene-
3-sulfonamide,
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exanple: BRATTON, L. D.; ROTH, B. D.; TRIVED , B. K ;
UNANGST, P. ; J Heterocycl Chem, 2000, 37 (5),

wae®se1087 FANGHAENEL, E.; CHTCHEG.OV, D.; J PrP@REP2004/008511

Cheni Chem Zt g, 1996, 338 (8), 731-737. KUYPER, L. F.;
BACI\/AYARI, D. P.; JONES, M L. 4 HUNTER, R N.; TANSI K,
R L JOYNER S S BOYTOS E M RUDC]_PH 's. K. ;

; H. M ; FRI EDVAN, H.
$41] E w 42-£dlwﬂwlamwetbgbﬂ H-ImiOd E)YI)f@g\ZOBﬂﬂs\lwe(ﬂevl}
wher ei n have the previously indicated
nmeani nsg"f&'a Zeagﬁl their suitably protected
derl vatives, and, if necessary, the protective groups

removed in order tq obtajn .the corresp?ndi ng am ne
ﬂz]geﬁ%(kﬂz'(@m%hﬂam'm)?th%? lArindielyo-yabenralbltiaPhere
i sol ates Wns of conventional nethods known in the
pri or ar? EF conmpounds of general formula (IV) nay
al so be prepared according to standard nethods knomn

3k o &Bvers-aanetw- R etV ihestprnd Honadls: ©
He 03- 108; 2000
Sc:w\(/e\nr Wﬁ%hﬁé&[ﬁ?ﬁ%‘ﬁ&é@%g- @?&@éﬁugéf ri ed; Cossel,

Mat t hi as. Preparatl on of indol -5-ylureas and reI ate

GAD o™ ileiat09inc!-SEP T b v PHiiFRe; 2 Suironamide,

Brough, Stephen; I\/bl nal Iy, Thomas; Mortinore, M chael;
Cl adi ngboel , David. Preparation of

Neak v 11-é&émaﬁﬂ@ne‘awmﬂyﬁe&lmleﬁqﬂbmﬁﬁhtb@;lene- -sulfonamide,
purinergi c P2Z receptor antagonists WD 9929660 Al

19990617 ; Pigerol, Charles; De Cointet
[46] 6-chloro-N-(1-(3-piperidin-1-yl)propyl)-1H-indol-5-yl)imidazo[2,1-

b]thiazole-5-sulfonamide,

[47] 4-phenyl-N-(1-(3-(piperidin-1-yDpropyl)-1H-indol-5-
y)benzenesulfonamide,

[48] 2-(naphth-1-yl)-N-(1-(3-(piperidin-1-yl)propyl)-1H-indol-5-
yl)ethanesulfonamide,

[49] 4-phenoxy-N-(1-(3-(piperidin-1-yl)propyl)-1H-indol-5-
yl)benzenesulfonamide,

[50] 3,5-dichloro-N-(1-(3-(piperidin-1-yl)propyl)-1H-indol-5-

yl)benzenesulfonylamide,

[61] 4,5-dichloro-N-(1-(3-(piperidin-1-yl)propyl)-1H-indol-5-ylthiophene-2-
sulfonamide and

[52] 5-chloro-N-(1-(3-(piperidin-1-yl)propyl)-1H-indol-5-yl)naphthalene-1-
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de Fillain, Paul; Eymard, Pierre; \Wrbenec, Jean
Pierre; Broil, Mudel eine. Indole derivatives. GCer.

W@RH08/0139¢1977) , DE 2727047 19771229. One of t hROT/EP2004/008511

consists of the alkylation of nitro derivatives of
general formula (V) by nethodg,known in the art, as
for exanple: BHAGMT, S. S.; DE, C ; Tetrahedron
Lett, 1994, 35 (12), 1847- 1850. BRATTON, L. D.; ROTH,
B. D. suffppgmigde, B. K. ; UNANGST, P. C; J Heterocycl
Chem 2000, 37 (5), 1103-1108R4 (V) wherein R -R7 and
n have the previously nentioned neani ng, or one of
taimeli the s worr@ispyngingtsadts ethddserivatesi ves, and, if
necessary, the protective groups are renoved in order
to obtain the correspondi ng anm ne of general fornula

(1) r‘é@eﬁfﬁ)‘nv@ﬁ%ﬁfk Vigéd ré‘l%?é tHeSé%ht%t S%f@ﬁé

of conve tiona ods known in e priof art.
mnypnlagimltyfa@epmtﬂe shlbs olithe QMpamrmds:oimm&rabﬂolrmula (la) and/or

2%3 g? " or fS{:{ﬁ%QF@p@re 5 E)Pyo cco({od tlcggs?lgsrof mineral acids,

U or%{/eﬁéﬁ@?ﬂﬁgﬂro&lorﬁz ac@( Ffi%)z@% aldA\g 66?4 gﬁh@;ﬁﬁonc acid,

cuipbric apid, r(ﬂmoquIda anokiml\zma of Krg&nic atists; arrarseferably of citric

ekfadhnalf i ap G iREo HEigelgEiNg feid ok ROt o

RolueREBUPh&Aic atid, Mhethdn&sWpkbeitacid Yamphorédiphdnic acid, etc.
5804-5812. FADDA, A. A ; Indian J Chem Sect B: Og

Chem | ncl Med Chem, 1990, 29 ( 1), 1017-1019.

KATR Bl fho ggPreWna%rde%Mﬁve?of thd Gertdr&Pformula (1),

refers to one or more compounds of general formula (la) and/or to one or more
compounds of general formula (Ib) and/or to one or more compounds of general
formula (Ic), respectively, and optionally in form of one of their stereoisomers,
preferably enantiomers or diastereomers, their racemate, or in form of a mixture
of at least two of their stereoisomers, preferably enantiomers or diastereomers,
in any mixing ratio, or a salt thereof, preferably a corresponding physiologically
acceptable salt thereof, or a corresponding solvate thereof.

Another aspect of the present invention consists of a process for
preparing the new derivatives of general formula (1), wherein R'-R®, n and A
have the previously indicated meaning, according to which at least one
compound of general formula (ll),

oy 0
A~ X

(in

wherein A has the previously mentioned meaning, and X is an acceptable
leaving group, preferably an halogen atom, more preferably chlorine;
reacts with at least one substituted 5-aminoindole of general formula (l11)
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(3), 357-363. Inada, A.; Nakanura, Y.; Mrita, Y.;
Chem Lett , 1980, 1287. The respective literature

wa@le®sni3ri ons are incorporated by reference aneCT/BP2U04/008511

part of the disclosure. Another aspect of the present
invention consists of a procegg for preparing the new
sul fonam de derivatives of general fornmula (1),
wherein R-R4, R-R9, A n and A have the previously

i ndi cated neaning and R5 i gyan al kyl radical,
preferably a linear or brafjched, @pFRbnal |y at | east
mono- substi tut ed al kyRéxgdisal be aIkyIatlon of a

sul fonam de derivative o
R-R4, R-R9, n and A hagA 7
meani ng, and R5 is a fiydrogen a‘on] with an al kyl

hal ogeni de o di al kyl | fake. THE al kyl ation reaction
is carried out preferably in the presence of a
suitabl e base, nore preferably in the presence of

al kal i ne net al hydroxides andllfl kal i ne net al

W@P@pgﬁﬁe apdin, hgw%ﬁ}gogr%ipug tlglgj alK ﬁﬁda%?ng,%\{%%erg%rtﬁelr
6AtabIBProcHR] daNgRNVREEARY |if fedcyZapY ﬁﬁé P @t\é@f‘ve?ﬁfo‘:q?s are

preferably butylllthlumor tert-butyll |um
ﬁ?@@é@@m ordeg o ebtainithe r:@raespcmdlrn@aulimnamnireeienvatwe of formula

,ﬁ&ﬁcﬁ?ﬁé’%glg?\.{%éd %}E@r lscgl %sgéfgoglgﬁlaétlona‘? mé/tkods

kadwahy theoprovartor di oxane, an hydrocarbon, even nore
preferably toluene, an al cohol, even nore preferably

nmet hanol or ethanol, a dipolar aprotic solvent, even

nor e r [

Tor e, ROB 85 SGREANE Hokao S BBl sy g1 ano (1) s
uedall;mamad wudln the pnexseuteeef aff odganie asdctionomediiuin@referably in

ﬁl as%%%agf 8&3@’1’%’? é@?ﬁ}%&%% fw’l};gd@@ﬁtetﬁgf or a oydlic ether,

more preferably tetrahydrofuran or dioxane, an halogenated organic

hydrocarbon, more preferably methylene chloride or chloroform, an alcohol,
more preferably methanol or ethanol, a dipolar aprotic solvent, more preferably
acetonitrile, pyridine or dimethylformamide, or any other suitable reaction
medium. Naturally, mixtures of at least two of the classes of the mentioned
compounds or at least two compounds of one class may also be used.

The reaction is preferably carried out in the presence of a suitable base,
for example, an inorganic base, more preferably alkaline metal hydroxides and
alkaline metal carbonates, or in the presence of an organic base, more

preferably triethylamine, N-ethyldiisopropylamine or pyridine.

The most suitable reaction temperatures range from 0°C to room
temperature, that is, approximately 25°C, and the reaction time preferably
comprises from 5 minutes to 24 hours.
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The nost suitable reaction tenperatures range from OC
to the boiling tenperature of the reaction nedium and

W b@soercti on tines preferably conprise from 1PCDER2004/008511

hours. Preferably, the resulting sulfonam de
derivative of general formulaygl) may be isolated by
filtration, concentrating the tiltrate under reduced

Phe: piteering sulBhadi envares § Gorer iUy May be
foukritied@n@ror |§ol9f§@éé@ﬁd| %o%ﬁvéh‘t‘ﬁr@ﬁ%tﬁ@d ﬁhb\){/ﬁtlh‘fﬁe prior

may be extracted wth ter imm scible solvent
@ref erably chl orof orm and be purified by

chromat ography or recrystallization of a suitable
solvent. The salts, preferably pharmaceutically

acce p'ﬁiéfe‘?aﬁl?' the fifohBmies AR EPRAIFbIh G?I'Ie\r”(!*)I rﬂay be

(), be prepared by neans of conventional nethod
miadiedu hy evapopating ther treachiere mediwny agdingeuater andwf nbcassary,

15535 P s R R 5T o s obtinc

@@itl@@suldonamllﬂsfde”rivatlw nthyobe Bkiracted aatHla waitePinmiscible solvent,
reaction with organic acids, nore preferably b

y
peeferatiy chlorefoam; and bﬁowrlﬂeﬁ%hy@ftroatat@grapbw|recra§taéllzatlon in

acid, or their derivatives,
p-toagzeézéeas%mﬁoni ¢ aci d, nethanesul phoni c aci d,

canphor sul phonic acid, etc., in a suitable SO|Vﬁnf,
f bl I h dieth th
B B s o e e oy may
'b%%h‘bbéf&i SRk dingYo ety "r‘l‘?etHéHéknB\‘fvﬁ R ! Florf 2t dﬂ‘op Bxample

precipitation or crystallization of e cor es on
byinethotia similartte rthe@% fayeibsiddgitbalitgrature @Iﬁﬂ:‘a@lllbeﬂasyrsthems

Sbeb SR S R o BT Ry R B Bl
ab@é:@ﬁ@ioystaﬁdeemdykﬁbvﬁﬂn%eWWr @PY, RIH SkatplE by methods
phosphoric acid, sulphuric

similar to those described in the literature: Pigerol, Charles; De Cointet de
Fillain, Paul; Eymard, Pierre; Werbenec, Jean Pierre; Broll, Madeleine. (Labaz
S. A, Fr.). Ger. Offen. (1977). DE 2727047 19771229. Schwink, Lothar:
Stengelin, Siegfried; Gossel, Matthias. Preparation of indol-5-ylureas and
related compounds for the treatment of obesity and type Il diabetes. WO
0315769 A1 20030227. One of them consists of nitro group reduction of
derivatives of general formula (IV) by methods known in the prior art, as for
example: BRATTON, L. D.; ROTH, B. D.; TRIVEDI, B. K.; UNANGST, P.C.; J
Heterocycl Chem , 2000, 37 (5), 1103-1108. FANGHAENEL, E.;
CHTCHEGLOQV, D.; J Prakt Chem/Chem-Ztg, 1996, 338 (8), 731-737.
KUYPER, L. F.; BACMAYARI, D. P.; JONES, M. L.; HUNTER, R. N.; TANSIK,
R. L.; JOYNER, S. S.; BOYTOS, C. M.; RUDOLPH, S. K.; KNICK, V.;: WILSON,
H. R.; CADDELL, J. M.; FRIEDMAN, H. S.; ET AL.; J Med Chem, 1996, 39 (4),
892-903.
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acid acid or nitric acid, and the addition salts of
organic acids, nore preferably citric acid, maleic

waedod/o1omaric acid, tartaric acid, or their PCI/EP2004/008511

derivatives, ptol uenesul phonic acid, methanesul phonic
aci d, canphorsul phoni c aci d, c. The sol vat es,
preferably the physiol ogical |y acceptabl e sol vat es,
nore preferably hydrates, of the sulfonam de
derivatives of general formula (1) or of the
correspondi ng physiologically aﬁceptgpl_ salts, may be
prepared by nmethods known in the priy it Duri ng
some of the synthetic sedﬁ-- edri bed or in the
preparation of the suitable ed, it may be
necessary and/ or desiraBk ’ ggt sensitive or
reactive groups in sone o |the nol egul es used. This
may be carried out by nmeams ofrt¢ he ®ée of conventiona
protective groups preferably those described in the
literature [Protective groups in Organic Chem stry,

ed. J.F.W MOnie, Plenum Press(I1973; T.W Greene &
P.GM Wits, Protective Goups in Organic Chem stry,
John VVIey & Sons, 1991]. The protective groups may be

emareroRI-Rtel 19 haV@HhEEpEEMmme ificzted geeaningresriurdsof their
known in the(grlor art. The _ respective literature

sedablygretacte ﬁ@”YﬂB’@ﬁp@F%t iE feeRSSakY. dhe preteghve giups are
@Fntov% if t6‘?dc—?1" 5 JHRSH tﬁ? Br@?éoﬁib&%ﬂb %‘Fgleﬂ ral rf]or{%L}l?n(lll),

er| vati vesof general are obt
m?hlah mayt lpe puuﬁecttaad/@m isdateddy meahsoflbbgventional methods known
nti qnmer sor diastereoners, said mxtures may be
é’é BII8GRY meansof standard processes knownin the
prior art, for exanple chromatographic nmethodsor
crystalli zatl on wth chiral agents. Another aspect of
the prideecamponnds olgenarabfonmulac@¥maycaise bespranamd according

:ctgaﬁqnc%ng |n)1ent9\8g§ ?Bﬁ\gplslﬁ trﬁ%o Bﬁg} g& f%? rexgrarl\tp'le\:/ gy ’cﬁocrl]é:3 rsﬁmlar to
those described in the literature: Journal of Heterocyclic Chemistry, 37(5), 1103-
1108; 2000; Schwink, Lothar; Stengelin, Siegfried; Gossel, Matthias.
Preparation of indol-5-ylureas and relate compounds for the treatment of
obesity and type 1l diabetes WO 0315769 A1 20030227; Baxter, Andrew;
Brough, Stephen; Mcinally, Thomas; Mortimore, Michael; Cladingboel, David.

Preparation of N-aryl-1-adamantaneacetamides and analogs as purinergic P2Z
receptor antagonists WO 9929660 A1 19990617 ; Pigerol, Charles; De Cointet
de Fillain, Paul; Eymard, Pierre; Werbenec, Jean Pierre; Broll, Madeleine.
Indole derivatives. Ger. Offen. (1977), DE 2727047 19771229.

One of them consists of the alkylation of nitro derivatives of general
formula (V) by methods known in the art, as for example: BHAGWAT, S. S;
GUDE, C.; Tetrahedron Lett, 1994, 35 (12), 1847-1850. BRATTON, L. D.;
ROTH, B. D.; TRIVEDI, B. K.; UNANGST, P. C.; J Heterocycl Chem, 2000, 37
(), 1103-1108
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formof one of its stereoisoners, preferably
enantioners or diastereoners, its racemate, or in form

w@Roosongt ure of at | east two of its stereoi SOPEF/EP2004/008511

preferably enantioners or diastereoners, in any m xing
ratio, or a corresponding phyggol ogi cally acceptable
salt thereof or a corresponding solvate thereof, and
optionally one or nore pharnaceutically acceptable

adj uvants. This nedicanment is ggitable for 5-HT
receptor regulation, for the prpphyl axis and/or
treatnment of a disorder orRéqj sease nel ated to food

i ntake, preferably for the rdg of _appetite, for
the mai ntenance, increaselof d [

A n or body wei ght,
for the prophyl axi s and/ or Nt reaynment\ of obesity,
bulim a, anorexia, cachexig or gype Rt diabetes (non

i nsulin dependent diabetes nellitus), preferably type
Il diabetes caused by obesity, for the prophylaxis

and/or treatment of gastrointestypal tract disorders,

preferably irritable bowel syndrone, for cognitive
enhancenent, for the prophylaxis and/or treatnent of

AeLidgEsRot nHWh%“e%re@%%%gﬁﬁ&%ﬁ@&’one of their

pani ¢ di sorders, depression,

saiably ipvetectotdd grivditives cends if seddssary] e prdtectVeogiotps are
neurod(i%ene at i vg di sorders, preferably Al zheinmer's
Hregyee ] %{%ﬂ?@ fain the seeEponding AR AT gererabiosmulamdln),

VA1 RS St BE BRI T PO OBl oo o
iniherpriariart.t y di sorder), and ot her disorders nediated

by the 5-HT serotonin receptor in humans and/or in
animals, preferably in mammals, nore preferably in

e o ane RO AInd3 T Henofd o RAIB 2 Bt GoEETCIERD abaiidble or
58y dJsabedueparadvacdordingfto gtanetaatl niethads &nowa)in the prior art, as
R ALY ANMASHKIN, S. A.; YUROVSKAYA, M. A.; Chem Heterocycl
Compd (N Y) 1999, 35 (12), 1426-1432, OTTON!I, O.; CRUZ, R.; KRAMMER,
N. H.; Tetrahedron Lett ,1999, 40 (6), 1117-1120. EZQUERRA, J.; PEDREGAL,
C.; LAMAS, C.; BARLUENGA, J.; PEREZ, M.; GARCIA-MARTIN, M. A.:
GONZALEZ, J. M.; J Org Chem ,1996, 61 (17), 5804-5812. FADDA, A. A.;
Indian J Chem, Sect B: Org Chem Incl Med Chem , 1990, 29 (11), 1017-1019.
KATRITZKY, A. R.; RACHWAL, S.; BAYYUK, S.; Org Prep Proced Int, 1991, 23

(3), 367-363. Inada, A.; Nakamura, Y.; Morita, Y.; Chem Lett , 1980, 1287.

The respective literature descriptions are incorporated by reference and
form part of the disclosure.

Another aspect of the present invention consists of a process for
preparing the new sulfonamide derivatives of general formula (1), wherein R'-R*,
R°R?®, A, n and A have the previously indicated meaning and R? is an alkyl
radical, preferably a linear or branched, optionally at least mono-substituted Cs-

Ce alkyl radical, by alkylation of a sulfonamide derivative of general formula (1),
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formof one of its stereoisoners, preferably
enantioners or diastereoners, itsracemate, or in form

w@Roosongt ure of at | east two of its stereoi SOPEF/EP2004/008511

preferably enantioners or diastereoners, in any m xing
ratio, or a corresponding phygpol ogically acceptable
salt thereof or a corresponding solvate thereof, and

aser R TREEC mamecm e 18 Bif ity diaish pneaning, and R¥is
LARIDGEN BESH! @gh %’Fva(ljlfé)?lrhéléb?erﬁ(']é’BPMI néug&gf or

treatnent of a disor or di sease relate 0 food
i ntake, preferably for the regulation of appetite, for

for t LS ARARGTAEATERS GaradibtRicTapy dn dis brpsente of a
RulthblebasN S iprefcFAN) & tie Sr*lfelsbﬁ% of blk‘é‘liﬁ@?ﬁ%?ly ﬁ@géides and

i nsulin dependent diabetes nellitus), prefera _
|lkadingegtes carboveateshynetbkblydridess oetaltatkqyidesydvaxi more

BPp Bty SR o8 3Py sHEPulafSe sibRer retaine
eohmotedeéverf Aioré PeeRrAN BLIBAItRIUANEY Rirt-bUGAKTBRL irPthe

disorders of the central nervous system anxiety,
pEesance; of arueiiganicregectiar madium; psiraprefiesably dialkyl ether, even

PR et IR UPE oy TE R, SRRT Migrd BpfiEsog

diéet{sm@d[eofugali br dioxahs, ali1|1q ﬁygmﬁ?gﬁn;@v@tr\gﬁ@%f%rrﬁbmome, an
i Z

grﬂobbfﬁ%@nﬁvg'[@?ﬁf:ei%g mamanol gt 9&1@59 @ dieplagaprotic solvent,

18185 419 RS Oty SRRSOy o

ahitalsle seagiicat medhing. Naturallyratisturesokatieademabdftherclasses of
ﬂgmﬂns . nore sui tagl e f?iﬁaS-lf_‘g recept or r$gul ation,

§t MANLORFY GRYIPAUNG'S QR GE IFast M CREROUBHS 9T e Glags Mgy also be
dsegase related to food intake, preferably for the
regul ati on of appetite, for the maintenance, increase
or reduction of body

The most suitable reaction temperatures range from 0°C to the boiling
temperature of the reaction medium, and the reaction times preferably comprise
from 1 to 24 hours.

Preferably, the resulting sulfonamide derivative of general formula (1)
may be isolated by filtration, concentrating the filtrate under reduced pressure,
adding water and, if necessary, adjusting the pH so that a solid which may be
isolated by filtration is obtained; or the sulfonamide derivative may be extracted
with a water immiscible solvent, preferably chloroform, and be purified by

chromatography or recrystallization of a suitable solvent.

The salts, preferably pharmaceutically acceptable salts of the
compounds of general formula (I), may be prepared by means of conventional
methods known in the prior art, preferably by reaction with a mineral acid, more
preferably by reaction with hydrochloric acid, hydrobromic acid, phosphoric acid
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wei ght, for the prophylaxis and/or treatnent of
obesity, bulima, anorexia, cachexia or type I

waele@b®13®37 (non i nsulin dependent di abetes nel | PCT/BP2004/008511

preferably type Il diabetes caused by obesity, for the
prophyl axi s and/ or treatnent %b gastrointestinal tract
di sorders, preferably irritabl'e bowel syndrone in
humans and/ or i n ani.mal s, preferably in manmal s

pﬁqﬁ SUlpfUFici asith QRBNEC ARk RE Bby seqion i PraaTie agils; more
doI é@? Byl réa?tfdgﬁ\gﬁr%ﬁ ?gﬁgtacfooarﬁt?{il\l?g é(;t?d Hunlefras etu%l&’ %ldI tartaric

eriv ‘gener al
(ach:), ,ord)lpelr dedVativesp pftoluenesulphenicfadid smeﬁmneeulmnafc&amd

referably enanti rs,or djaster rac
TR SHIRNGRC PG 1) B UlabI SR cBArapbgneanor. ethanol,
3{161 PAREF RISyl fREeite! 88it8nRMBYr 88 e, ¥hd obtainin It gresultmg

ereoners In any m Xxing rati o, of ‘a corres

[shaits ibyl lmmg:thel ysust teqitriduies foalthe prmmta‘tloorora:rystalllzatlon of the
correspondi n solvate t hereof, and optionally one or
POFESBRATIRESASI cal |y acceptabl e adjuvants. This

nmedi carrent is suitable for 5-HT receptor regul ation,

for the prophylaxis and/or treatnment of a disorder or

di seagélerm‘e%rtﬁtd plysiologically arzeeptgb@f ml@trbfythe@ulfoh@mde

g@g&é@%—% &oq?érbeﬁgﬁfg)hbh%e L%I{e th l m%ﬂ%pﬁejpg‘;??élraec? S, more
Pefepably o€ AYdRThigric d&?@&h;ﬁdr‘obl’@mbﬁbﬁi pﬁ@@pﬁéﬂm@amd sulphuric
cachexia or type Il diabetes (non |nsuI|n dependent

@%@@lé@rmm.x&ﬁndﬁh@fe&dgmrysqlgsﬁ qrgagic asids snerguyeterably
SHdf AER, malotcleid, En B, B ane Bl br NG dRRlES, o

tolwehesylphomioacid, onethagesulphenieEcit) campiiorsdiiphohibeacid, etc.
prophyl axi s and/or treatnent of disorders of the
central nervous system anxi ety, panic disorders,

depre i '
el j‘?\'e%l\ééé%ié’loée rrgﬁ/tql glge Al Fy' adcePEABIE ¥olvates, more
preferably hydrates, of the sulfonamlde denvatlves of general formula (I) or of
the corresponding physiologically acceptable salts, may be prepared by

methods known in the prior art.

During some of the synthetic sequences described or in the preparation
of the suitable reagents used, it may be necessary and/or desirable to protect
sensitive or reactive groups in some of the molecules used. This may be carried
out by means of the use of conventional protective groups preferably those
described in the literature [Protective groups in Organic Chemistry, ed. J.F.W.
McOmie, Plenum Press, 1973; T.W. Greene & P.G.M. Wuts, Protective Groups
in Organic Chemistry, John Wiley & Sons, 1991]. The protective groups may be
removed in the suitable subsequent stage by methods known in the prior art.
The respective literature descriptions are incorporated by reference and form
part of the disclosure.
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neur odegener ative disorders, preferably A zheiner's
di sease, Parkinson's disease, Huntington's di sease and

wordoslopdog7 Scl er osi s, schi zophreni a, psychosi s BCT/EP2004/008511

infantile hyperkinesia (ADHD, attention deficit /
hyperactivity disorder) and ogher disorders nediated
by the 5-HT serotonin receptor in humans and/or in

urmnd e S BoGtMile! e aIRBE Bt enPthl Tl db a eblaged in form
ohe mixQire)f stersoRBAMRS, brefdtbBR Endtitioth Tdi‘%ﬁa}t@rfeom@rs, said

central nervous system anxi etels’t pani ¢ di soraders,

aeesﬁ%%% M3y, b%ﬁ?ﬁﬂr atediby orepnssof stagardiprecessesrinown in the prior
SR SN G SPRN FuSNRHEBR ESptonani i agots

di sease, Parkinson's disease, Huntington's di sease and

Mil tiple Sclerosis, schizophrenia, psychosis or o
i nf an?‘inpg‘q{ﬁﬁ;épﬁﬁ ofcibe Presewimventiosrsicomedisaimsnt comprising at

i Vi i ) i ' ition,, f . .
ReareAshas sy et bMANDY ORGPl poteppy
farsoobens of mgﬁeeeqisomeré,cprdfe‘s@hjlgl@n%ntidm@wéﬁd@%geerﬁ?rlngrs, its

: _ 1 : d ’
%%gﬁ@b' ol ragésm%ggr @ r%o ka&f‘%éﬂ%ﬁ&%é”@%@eﬁ@%_ ners, preferably
erafsanbiorighe anon, i Ay phsERelh Rt

Bhysiclogivaliyiiasceptablensalt theréoffaard coreedpareling selsate thereof, and

ttention deficit /. hyperactivity disorder) in
éﬁ@ﬁa&'yg‘?{‘& %rrmgﬁe Bﬁ?fm%‘?m‘ﬁﬁﬁx @F%ﬁﬂ@blﬁrg%‘fﬁfﬁ?-s, nor e
preferably in humans. Anot her aspect of the present

invention is a medi cament conposed of at |east one
i ndol Thisynedigamenhisi suitabita for -HV e redeptemegalativar farltae

bbby 4903 ket ol 17 B BF o idete RSP Rt
prefenablyoformtted reyutationusfeagetied, foethet mbie®dndd, Sherease or
rsetd%rcﬁgli'l% gg{j; i;veliogrh(?c]c f%rr ?f?elz );;rophylaxis and/or treatment of obesity,
bulimia, anorexia, cachexia or type Il diabetes (non insulin dependent diabetes
mellitus), preferably type Il diabetes caused by obesity, for the prophylaxis
and/or treatment of gastrointestinal tract disorders, preferably irritable bowel
syndrome, for cognitive enhancement, for the prophylaxis and/or treatment of
disorders of the central nervous system, anxiety, panic disorders, depression,
bipolar disorders, cognitive memory disorders, senile dementia processes,
neurodegenerative disorders, preferably Alzheimer’s disease, Parkinson’s
disease, Huntington’s disease and Multiple Sclerosis, schizophrenia, psychosis
or infantile hyperkinesia (ADHD, attention deficit / hyperactivity disorder), and
other disorders mediated by the 5-HTg serotonin receptor in humans and/or in

animals, preferably in mammals, more preferably in humans.

Another aspect of the present invention is a medicament comprising at
least one indol-5-yl sulfonamide derivative of general formula (1a), optionally in
form of one of its stereoisomers, preferably enantiomers or diastereomers, its
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enanti omers or diastereoners, in any mxing ratio, or
a correspondi ng physiol ogically acceptable salt

wo b@sea7pr a correspondi ng sol vate thereof, aPCI/EP2004/008511

optionally one or nore pharnaceutically acceptable
adj uvants. This medi cament is.suitable for 5-HT
receptor regul ation, for the Pfophylaxis and/ or
treatment of a di sorder or_djsease related tq food

rﬁ@%neate o d Earebpla mxtugef ats'@aﬁfaw%ﬂf i3 SigppRIBPMETS. gpferably
t,
IehfanfiBiire B AERIoBAITETA oty hEE i) 0Pk ARBEBRAAG'

e prophylaxi's and/ o Prases
ipinysivlegicallyoaeceptable saliéherzobor amerelsboddmgeswsate tieareof, and

ns.ul dependent di abet es [ 1itus feraply type
aPlinae 088 oF Fite ey mase iy AcsPhians BRI <
and/ or treatnent of gastrointestinal tract disorders,

preferably irritable bowel syndrone, for cognitive
enhanddienedidamenttie spita:l;dB;fbaﬁﬂ-i;TeaMEptortregwlaﬁmmtfoofhe

%LSSS%W%I% a%fgiécﬁrglreage”t igt? lélg P %teggé gﬂja@'d o'food intake,

GRERIABIY %m&q@gu@méﬁ I Qbﬁetlt%efbﬂtﬁe %eéiﬁfetdaﬂcer m@ﬁé%%@scar
neur odegener ati ve di sorders, prefera y Al zheimer's

de@ufaw offiady weight, sfoathgem@@hylamtan@eoﬁeatnmrﬁ@égbeam

A A g

hry@ﬁtrmﬁ;tpréfdrabl@itym fedidbetad catibed bglo@é%ﬂy? Ifor RRAp@phdiaxis
he 5-HT serotonin receptor in humans and/or in

émﬂﬁw tecatpient of aaqstyo'ntesﬁaﬁlrﬁﬁa@ disaseersy pegferafty yritable bowel
Eﬁﬂ@ﬂﬁne for clégmtl&_%‘%nﬁsﬁé&ﬁgﬁ‘?orothéﬁraﬁﬁgﬁI x a%rn@/(ﬂ'qré;{i ent of

e presen ventionIs Icu
aisurderst ofdhe @entral nenvoas sysuenclamkletg, paatic disveders, depression,

g d ca ﬂéq%n%cygrn?tflv%r r%glr%ry dls%ggérgl géﬁ e gertn%nt% Iprcgjlceesses
neurodegeneratlve disorders, preferably Alzheimer's disease, Parkinson’s
disease, Huntington’s disease and Multiple Sclerosis, schizophrenia, psychosis
or infantile hyperkinesia (ADHD, attention deficit / hyperactivity disorder) and
other disorders mediated by the 5-HTg serotonin receptor in humans and/or in

animals, preferably in mammals, more preferably in humans,

more suitable for 5-HTs receptor regulation, for the prophylaxis and/or
treatment of a disorder or disease related to food intake, preferably for the
regulation of appetite, for the maintenance, increase or reduction of body
weight, for the prophylaxis and/or treatment of obesity, bulimia, anorexia,
cachexia or type Il diabetes (non insulin dependent diabetes mellitus),
preferably type Il diabetes caused by obesity, for the prophylaxis and/or
treatment of gastrointestinal tract disorders, preferably irritable bowel syndrome
in humans and/or in animals, preferably in mammals, more preferably in
humans.
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chil dren, adol escents and adults. Another aspect of
the present invention is the use of at |east one

waiosomani de derivative of general fornmula (1)PCT/EP2004/008511

optionally in formof one of its stereoisoners,
preferably enantioners or diaghereoners, its racemate,
or in formof a mxture of at Teast two of its

stereoi sonmers, preferably enantiomers or

di astereoners, in any m xing ratio, or a correspondi ng

physi g d]&ﬁég dség @%%Sntslf\{lé?ﬁ&? &P Mmeficanent comprising at

correspon ereo he manuf act ur
éheam dineain&dﬂlt-S-@/bsulﬁ)riiFnldewnsIahve ebgérérabformiuta (Ibheptionally in
ng gl aX| and/ or  treat ma@% g a di sorder or_disease
oeanNe @ f%@&?rﬁﬁtsﬁmerspp Cleie LY %P%"E'P"ﬁf@ or gipptareogers, its

%cé"rﬂ Fet 'o? g} fc{n;ﬁ{ oFé‘ﬁué@H‘BﬁQﬂ@S wd& lgﬁgréﬁlsomgysé Ipreferably

reduc ody wei or the prop XI's an
temaatmmers of dialsterebmerslh iamyanixangonaéing ar a a:an’eepbladiog

ERiolagisail cBialy yak Jikfepfofs boHraordlng SahgJe thereof, and
ashaly orfmé’brh’ftﬁe&fh%%ébé@fﬁc%ll?%é@btaﬂeeé& BhtsOf

gastroi'ntestinal tract disordeérs, prefera%wy Irritable
bowel syndrome, for cognitive enhancerrent for the

prophyl axi s and/ or tre i sarders of Lhe

Doty I Robthelias ShRAR For o3 6&8?2?@08(%%‘#'8@?% for the
PROHIRASKIS AndrRAAmeht 5P4 @wo?demgmséay@rérsﬂéartﬁ food intake,
di sorders, senile denentia processes,

meeictaldy frdhatregelatips of appstitepfastae ﬂﬂﬂ'?teﬂlaﬂﬁ@d iRefease or

%ﬁf@%ﬂg@%{d&@%ﬁ@ﬁs C@?ﬁ@%ﬁpg@%@ér{% ot 7 3BeSHY

nra, psyc 391'S Or

ibudimtd, i drioréyipecadienda er {ypBHDdiabbtes(noarinsigfn de;teddent diabetes
hyperactivity disorder) and other disorders nediate

eltitys) referally syrm fl rﬁjlﬁl%@ﬁpgpsﬂh by, ergsty. dAEINS PrOthlaXIs
%‘ﬁgﬁ@' featﬁfeﬂf BF §RltoihfesHRATTAS diBraErs? DREBFSN Hritdble bowel

syndrome, for cognitive enhancement, for the prophylaxis and/or treatment of
disorders of the central nervous system, anxiety, panic disorders, depression,
bipolar disorders, cognitive memory disorders, senile dementia processes,
neurodegenerative disorders, preferably Alzheimer’s disease, Parkinson’s
disease, Huntington’s disease and Multiple Sclerosis, schizophrenia, psychosis
or infantile hyperkinesia (ADHD, attention deficit / hyperactivity disorder) and
other disorders mediated by the 5-HTg serotonin receptor in humans and/or in
animals, preferably in mammals, more preferably in humans,

more suitable for cognitive enhancement, for the prophylaxis and/or
treatment of disorders of the central nervous system, anxiety, panic disorders,
depression, bipolar disorders, cognitive memory disorders, senile dementia
processes, neurodegenerative disorders, preferably Alzheimer’s disease,
Parkinson’s disease, Huntington’s disease and Multiple Sclerosis,
schizophrenia, psychosis or infantile hyperkinesia (ADHD, attention deficit /

hyperactivity disorder) improving cognition, for preventing and/or treating
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Anot her aspect of the present invention is the use of
at | east one sul fonam de derivative of the previous

w@emwsogdo7f ornmula (l1a), optionally in form of&gl?'@r@?zopz({msgllj VU

stereoi somers, preferably enantioners or _
di astereoners, its racemate, gg-in formof a mxture
of at least two of its stereoisoners, preferably

' ' J ny. m.xi ng rati o, Qqr
e N Sk TP BB eyl Papicbe/ et eniesdon
bipaarcdisoreieps udgnitiveahemoy HROFESS, séfile déentia processes,

ure of a nedi canent for 5-i—IT recept or

Hggtjﬂf‘%%ite!?ﬁ,rati“’Srdi%Wé‘eb?,d%ﬁ@ﬂr%bdb's‘\ldmim’stdimm Rarkifisan’s

i - di i.ntake,.. preferabl i
]Qgsr%‘é%ﬁ,gﬁyggn gtﬁﬁﬁg%#seéa%%cgﬂ/lltill‘gr?lé%g:?er'pﬁ@, ﬁ%’i"ﬁ{;%wgﬁ@e,ps chosis,
infentda swperkimesia QADbitD,cat‘ttelmth df&ﬁb%hhy?é@h’gﬁilﬁf%sgrder) in

' nment of obesity, ,
B3Rk e G-iBmiialso prelopRbly in EaNBas itomrefRsalblyin humans.
dependent diabetes nellitus), preferably type II
di abet es caused by obesity, for the prophyl axis and/or
t r eat ABothesBspestafdhatpessentaveantiaatis diraedidanfant composed of at

[ i , f t
B ) A g Bt et
forensfdsicsofis $terediSothed, p?@fbvﬁlg gﬁéﬁﬁ%ﬁérsﬂgﬁ(&l 85¥%reomers, its

pani c disorders, depression, _ - ordefs,
Esgmate e indesn pf @i rsixiureraf at deast :ctwo «bﬁ lll’B mtAlemﬁwpm§§@%ferably
rat.i Lsorders r.ef era zheiner's

e T e
siolphiealie hecastable sithaRIBTIO? SorrddpdRaRT] SolPhte thereof, and

wanp?l eﬂsﬁypeﬁi nesi a ( ADHD, attendt%iﬂgn gTeafl cit /

Wﬁ’é’laﬁﬂélopﬁQW“@'TGSMQTETG)CGUHCWWME@djuwandml mal s,

preferably in mammals, nmore preferably in humans,

preferably for 5-HT receptor regulation, for the

pr ophibhiaxedieardént istsuitableefol 5T arebepisrdeguRtiof] £ aSe

rel ated to food intake, preferably for the regul at ion

QfPPE}S'ﬁé'tSi %’Ef,/orffé‘?atm?é‘t@&iarﬂlwﬂﬁé er diseape aelatast to food intake,

Brefitablyaar fe fReHAtion of appetite, for the maintenance, increase or
reduction of body weight, for the prophylaxis and/or treatment of obesity,
bulimia, anorexia, cachexia or type Il diabetes (non insulin dependent diabetes
mellitus), preferably type Il diabetes caused by obesity, for the prophylaxis
and/or treatment of gastrointestinal tract disorders, preferably irritable bowel
syndrome, for cognitive enhancement, for the prophylaxis and/or treatment of
disorders of the central nervous system, anxiety, panic disorders, depression,
bipolar disorders, cognitive memory disorders, senile dementia processes,
neurodegenerative disorders, preferably Alzheimer's disease, Parkinson’s
disease, Huntington’s disease and Multiple Sclerosis, schizophrenia, psychosis
or infantile hyperkinesia (ADHD, attention deficit / hyperactivity disorder) and
other disorders mediated by the 5-HTg serotonin receptor in humans and/or in

animals, preferably in mammals, more preferably in humans.
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wei ght, for the prophylaxis and/or treatnent of
obesity, bulima, anorexia, cachexia or type I

wele@be1ms7 (non insulin dependent di abetes nel | PCTEP2004/008511 y

preferably type Il diabetes caused by obesity, for the
prophyl axi s and/ or treatnent %% gastrointestinal tract
di sorders, preferably irritabl"@ bowel syndrone in

humans_and/ or in animals, preferably in manmal s, nore

pr ef erfdis Medicameni ebtained ereerdingiacinegiresert ipyRrian is
IR A0 o 58 oo P RIS man. The

anédicamehy niay grefarably nadwinistesedteealbage greups, namely,

preferably enantioners or diastereoners, its racenate,

&hildrery, gdpleseentsand adéisnf at | east two of its

stereoi soners, preferably enantioners or

di astereoners, in any mxing ratio, or a corresponding
physi Arogheraddpechof thet prielsentialventidreisdbé use af at least one

FPBaAR dedbeie Gensesomylagth apftRinB IoAR &f ofe of s
%@?‘%?}egm Breféabn/t i@ﬂt@ﬁ\érs(?fr o@aéié%@fnﬁ’@r% RS r&ber@aeCor in

food inta preferably for the regulation
dornapp atmixéyrefaiat {dast imo of §8 sterepisomaregeferably enantiomers or

dyct i f. bod f th /
ieBingtierd; sl mghd aia. i 2 colfestiaiit Sivsiftefy
tad@@pidbléisalbmeeéoﬁm cbitespording BeNARNhcib & RIrdRie manufacture
mellitus), preferably type Il di abetes cause

mW'Caﬂtﬁntth&-b‘rT@ﬂﬁW@tﬁr gegidation, fer t@@tnf@ﬁhylgms and/or
|
SBRFRLDRE Hiatelh Tele RSB TR TR Wl i o

regulayibaxi appetitepfortthe atamizhante dhemaderar refuttion of body
central nervous system anxiety, panjc disorders,

ekt forghe %Pawlaaﬂsar@éqrd@%me@é@ﬁpbew kulimig, anorexia,
‘@a%ﬂbgﬁrosr tg;?(gp di%b :éggﬂédfé ths Jefiif ?@ﬁa ?tydlintﬁgirpr%IPtug),

neur odegen ive prefera
djrSMalely tWee Nidistmates caused by obesity, for the prophylaxis and/or

treatment of gastrointestinal tract disorders, preferably irritable bowel syndrome,

for cognitive enhancement, for the prophylaxis and/or treatment of disorders of
the central nervous system, anxiety, panic dis_orders, depression, bipolar
disorders, cognitive memory disorders, senile dementia processes,
neurodegenerative disorders, preferably Alzheimer’s disease, Parkinson’s
disease, Huntington’s disease and Multiple Sclerosis, schizophrenia, psychosis
or infantile hyperkinesia (ADHD, attention deficit / hyperactivity disorder) and
other disorders mediated by the 5-HTg serotonin receptor in humans and/or in

animals, preferably in mammals, more preferably in humans.

Another aspect of the present invention is the use of at least one
sulfonamide derivative of the previous general formula (l1a), optionally in form of
one of its stereoisomers, preferably enantiomers or diastereomers, its
racemate, or in form of a mixture of at least two of its sterecisomers, preferably

enantiomers or diastereomers, in any mixing ratio, or a corresponding

uJ
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di sease, Huntington's di sease and Multiple Sclerosis,
schi zophreni a, psychosis or infantile hyperkinesia

W@ 2005101392t t enti on deficit / hyperactivity di soPCEEP208410D8511

ot her disorders nedi ated by the 5-HT serotonin
receptor in humans and/or in ggimals, preferably in
mamal s, nore preferably in hunmans, preferably for
cognj tive enhancenent, for the rophyIaX|s an

inhyatolegiealb acheptabie salt dhererE ok érqqrraaspﬁeﬁdms \@3{% flagreof, for
3%'61?%%’ fa@t%?é BfQ'rﬁé’cﬁlggr[nént fli)‘?gr T8 hekbp Qh% Ufdltion, for the

i ve memnor ment i a
[proplegasgis, anmmwbigmm baa!dm)rdes or dsease pelaf&ﬂptfbyd intake,

C‘Hré%ié@”‘i&éém%%f%ﬂ%%@n?ﬁ{aéb% R ST ap i, oo &
y;agqbtﬂ o lZ(?/dF}}er b ?tﬂyﬁ%ghgﬁ%fé ﬁél@ﬂ?’@atrﬁéﬁtgﬂtdb%?ﬁy,

VI ty d humans an
amhrrah,sanqregiae catihgxia or typenthdigbates (enqmr ieSeliratiegendent diabetes

T R s e N
Fé'rf?%loﬁ’@atﬁ%iﬁ lRgab@6iRtestingl et di@éﬂd@?@'dréférébl? HrPasE bowel

one of Its St er eol soner s, preferab Yy enanti oners or
diyadrame oo icognitive anaaen@ment dor the prophylekxisand/af treatment of

Hstiots B belshyRl obbpuS Ep B ARG pE S Pdbt, deprossion

Disslar arpedsHsNeodiitied leptbrgalisordans; ephid dentsnltib processes,
t hereof or a corres ond| ng so|l vate thereof, for_the

mewiedegenasative dis rablyrAlzheimers.disease, Parkinson’s

| .
A, o ?‘g%%@%e%‘g?%mp RS 5Rlox 2 PBPhrdliathsychosis
farrinfantiler iegpdrkinesia (AfDI-ﬂDpaﬂtértt'mn d@ﬁcm/h‘wpemmlv&y aigoeder) in
i ncrease 9or reduction of body wei for the
SRERRDS ami/@rahammal%r@gf%hkvy'am%%a@'% ynomreﬁ@rably in humans,
anorexi a, cachexia or type Il diabetes (non insulin

dependent di abetes
preferably for 5-HTg receptor regulation, for the prophylaxis and/or

treatment of a disorder or disease related to food intake, preferably for the
regulation of appetite, for the maintenance, increase or reduction of body
weight, for the prophylaxis and/or treatment of obesity, bulimia, anorexia,
cachexia or type Il diabetes (non insulin dependent diabetes mellitus),
preferably type 1l diabetes caused by obesity, for the prophylaxis and/or
treatment of gastrointestinal tract disorders, preferably irritable bowel syndrome
in humans and/or in animals, preferably in mammals, more preferably in

humans.

Another aspect of the present invention is the use of at least one
sulfonamide derivative of the previous general formula (Ib), optionally in form of
one of its stereoisomers, preferably enantiomers or diastereomers, its
racemate, or in form of a mixture of at least two of its stereoisomers, preferably
enantiomers or diastereomers, in any mixing ratio, or a corresponding

physiologically acceptable salt thereof or a corresponding solvate thereof, for
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mellitus), preferably type di abetes caused by obesity,
for the prophylaxis and/or treatnent of

w@amsooont esti nal tract disorders, preferably PCYEPHbI/@8511

bowel syndronme, for cognitive enhancenent, for the
prophyl axi s and/or treatnent @f disorders of the
central nervous system anxiety, panic disorders,

depr essi on, ol ar di sorders, cognitive menory

dhe mW%CtU@ﬂF a gnerlinamenkiop Poid bs Eegeptor regulation, for the

Eﬂgﬁ@ggﬂs %?1 ZCSH t}l@atmeﬁ? Efjsro‘?soraéﬁéﬁ |%B%¥e 13 %J' B8bod intake,

I NSon I Sease on s di sease

\Bebferatie f(SCtlherregu&,noadﬁ iappptitecfordhe mﬁamtwmmepincrease or
infantile hyperkjnesia (ADHD, atfentjon deficit
o Pastion; @f\hqc{}/ \Welght.der heaw&pbv'ﬁé&s ek Herlnent @f é?dosalty,

Wikis atididxi ZEQ%ﬁ’éﬂlé‘ of F@%‘“ Pfab'e gﬁnﬁ?er aé)?éer‘ndbnt diabetes

ani mal’s, pre 'y 1n
huelhims) p'fbmrablgrlypalhd)abetés tchased byeﬂxesnw fogthe prophylaxis

AT Ertmert of GanEnPlesiag sa el olerergiriablg powel
%%Mﬁﬂﬁé %F‘l:ogﬁh Q‘éﬁhhﬁ@éﬁehf‘ féﬁlﬁegfrbﬁlﬁyléklts aridfor trehatment of

exanpl e, based on the I ndi ces of har maceut 1 cs:
stisarders offtheceatral Frevos sysieon ranxietyt pamic disdrdens, depression,
Li vi. ngst one, [Edi bur

ERIGESREHS, cTnA TRty Rirast: Rni< fementa pgagpsses.

E@dmwgen‘éﬁ@f\w Hisbrdets, @eeerbbly AMpheiter's dib6&se, PdYRIE6h's
Dekker, Inc. New York (2002); "Mdern Pharnaceutics"

risgase, Huntingion’ sadnsaase ene Muliiplerdlemsiscschizegbrenia, psychosis

'%E Jﬁ‘%h’gl%%rlgpégﬁ c{us HD, %%ﬁa?ig(&?ﬁcﬂ / ?’@geﬁa&ﬁlt{ﬁ%%rrc)fer) and

lotiedredisavaers nisadiatidbyghe.5- HE@Sebotohmare@e;Eleb irghumans and/or in
Phi | adel phia (1986). The respective literature

FoimaisyprefaEably i masyPalsy Aose Praferakivfehumassand ar e
part of this disclosure.

preferably for cognitive enhancement, for the prophylaxis and/or
treatment of disorders of the central nervous system, anxiety, panic disorders,
depression, bipolar disorders, cognitive memory disorders, senile dementia
processes, neurodegenerative disorders, preferably Alzheimer's disease,
Parkinson’s disease, Huntington’s disease and Multiple Sclerosis,
schizophrenia, psychosis or infantile hyperkinesia (ADHD, attention deficit /
hyperactivity disorder) in humans and/or in animals, preferably in mammals,
more preferably in humans.

Another aspect of the present invention is the use of at least one
sulfonamide derivative of the previous general formula (lc), optionally in form of
one of its stereoisomers, preferably enantiomers or diastereomers, its
racemate, or in form of a mixture of at least two of its stereoisomers, preferably
enantiomers or diastereomers, in any mixing ratio, or a corresponding
physiologically acceptable salt thereof or a corresponding solvate thereof, for
the manufacture of a medicament for 5-HTs receptor regulation, for the
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The pharmaceutical conpositions, as well as the
fornmul ated nedi canents prepared according to the

w@e@sem97i nvention, nmay, in addition to at | eaRCT/BPE04/008511

sul fonam de derivative of general formula (1),
optionally in formof one of ils stereoisoners,
preferably enantioners or di aster eoners, its racemat e,
orin formof a mxture of at |east two of

Prepldads aedior traadmankpf ¢ distuder endisgase tﬁla@@etpé‘@ﬁéwake
Fgﬂe%'?é( g'fé(r‘ tﬂ?l Efaﬂon%aﬁg@@%l f&ﬁﬁ@qﬁé}ﬁtenance increase or

SIO gl Ca accepta ereo
coduetkpoofchoty wenlghatfer theeprephylaais andi/opireatnsentfofidbesity,

SITREM TN NG TR T —
i) A9 30 OB AUtk b o

|amdémdmiatawmk of gastadintestinaltract disordersappéferable atitdble bowel
i ntraveno '

SHREEeLDT cayaive BibaheerTRnt sy ha PrORRYpLE A treatment of
%‘l&kdréérls‘301¢ thé c‘éh?rbl ﬁé’r%ﬂ‘s%%t@rﬁ ocfhﬁétr? , pAME dRGRIBYSE depression,

| ets, coated lets, Ccapsul es
rblﬂJQ|adeSDrdﬁHS,aaC@‘l,ltl\4ﬁ RBEICHH Idjsaydans. sesiledementiapsocesses,

PRSIkt G B eRTBbE e famsh < Jehiod makinspits

wséafstél Hdnltlﬂg!o@'ﬁs dllé(@é‘s@ angMsitiphe! Scﬂbio%lsf %bhﬁ@bﬁférﬁé 3hsychosis
t opi cal or inhal atoré adm ni stration may preferably be

e dfantilertomeriiaega do &Qr@teﬁtiongiailpltéaygeraﬁﬂylty disorder) and
%‘ﬂ@&%éb.‘&%?s n%ldfla&éég)yr tﬁ&%”fls tsHFcfl&El {:éé;gt%?ﬁp ﬁm‘rahg%%d/or in

SO Sprays rcamen Sul ora

riraalsapesfombhsin mayhmalsearee bheferably imanmeaasconpounds
of general fornmula (I) in a sustained manner, the
preparati on of these sustained rel ease nmedi canents

gener aliHeypRphRdioh¥he IcBrie8Fomiihg phakhaceutical compositions as
well as of the formulated medicaments may be carried out by means of
conventional methods known in the prior art, for example, based on the indices
of “Pharmaceutics: The Science of Dosage Forms”, Second Edition, Aulton,
M.E. (ED. Churchill Livingstone, Edinburgh (2002); “Encyclopedia of
Pharmaceutical Technology”, Second Edition, Swarbrick, J. and Boylan, J.C.
(Eds.), Marcel Dekker, Inc. New York (2002); “Modern Pharmaceutics”, Fourth
Edition, Banker G.S. and Rhodes C.T. (Eds.) Marcel Dekker, Inc. New York
(2002), and “The Theory and Practice of Industrial ’Pharmacy”, Lachman L.,
Lieberman H. and Kanig J. (Eds.), Lea & Febiger, Philadelphia (1986). The
respective literature descriptions are incorporated as a reference and are part of

this disclosure.

The pharmaceutical compositions, as well as the formulated
medicaments prepared according to the present invention, may, in addition to at
least one sulfonamide derivative of general formula (I), optionally in form of one

of its stereoisomers, preferably enantiomers or diastereomers, its racemate, or
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Sui t abl e sustained rel ease forns, as well as the

materi als and nmet hods for the preparation thereof, are
woewdnlions t he art, for exanple fromthe indi ceBCDEP2004/008511

"Modi fi ed- Rel ease Drug Delivery Technol ogy”, Rathbone,

JJI, Hadgraft, J. and Roberts,59M S. (Eds.), Marcel

Dekker, Inc., New York (2002); "Handbook of

Phar maceutical Control | ed Rel ease Technol o

[51 form etja ynixiyse O At Isarkiyo of e stexpalsyrieks. (p%(@@bly enantiomers

S A ergeRer Lt PRl oo, Wy comeFRnBIng e RR Qgialy

aicdepiabkakalt theréof amal cdioespdrading sblvate' theaéofDes @XClp|entS fillers,
,%1& n&Myqll EE;C glggp;o%t@g%g $ é{)gtlgg(ggﬁgqnagqg%ﬂté %@%’r binders.
Mt‘ﬁe(é(ﬂ%%) péf%bn irfthe/ 88 aYs‘band:Wé( thé chOIc@r éf'the‘;j rak!&llla

e |Very, Smi |nt eStl ne an CO on' ncyC Ope | a Of
Gubs’tanicee@nnrtbg abedunis tiyerenbdapend on th@ntembbd adtmhstration
W | & S
Foul®) 1 SARe, &ttal, REEvERoLs. iptadnton®y: infragfistif Sptranasal,

Q,ya|r pliecasrgopibgl. f orm part of the disclosure. The
nedi canent of the present invention may al so have at

| east one enteric coating, which dissolves according

1, Ry SR i R 5 e,

ichatexbinpiats déap@‘ulésa@amaltlpbﬂidmét@s apreferably graharseast pallets,
the intestinal tract. The enteric coating preferably

@pdigpalesubiectedip commiessier in tablels. filles ingapspaser S&n%)ended in
%Bﬂ;tﬁgh%%%ﬁgrgk{%resljﬂgbl@r ing enteric coatings

are al sb rior'art. Typically, the
phar maceuti cal con‘posn tions and the nedi canments

conpri.se, . from % b ht of ,one or
ol T olietioeRanrs lisblR lorhe R IOPIGH RMaalapr-administration
&b e b PBEchYs& i8R tref gr8lp BhsiEBhE of $6IURbRS! Suspensions,

quickly reconstitutable dry preparations and also sprays.

Medicaments suitable for oral or percutaneous use may release the
sulfonamide compounds of general formula (1) in a sustained manner, the
preparation of these sustained release medicaments generally being known in
the prior art.

Suitable sustained release forms, as well as the materials and methods
for the preparation thereof, are known in the art, for example from the indices of
“Modified-Release Drug Delivery Technology”, Rathbone, J.JI, Hadgraft, J. and
Roberts, M.S. (Eds.), Marcel Dekker, Inc., New York (2002); “Handbook of
Pharmaceutical Controlled Release Technology”, Wise, D.L. (Ed.), Marcel
Dekker, Inc. New York (2000); “Controlled Drug Delivery”, Vol. |, Basic
Concepts, Bruck, S.D. (Ed.), CRD Press, Inc., Boca Raton (1983), and by
Takada, K. and Yoshikawa, H., “Oral Drug Delivery”, Encyclopedia of Controlled
Drug Delivery, Mathiowitz, E. (Ed.), John Wiley & Sons, Inc., New York (1999),
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The active substance anpbunt to be adm nistered to the

patient varies according to the patient's weight, the
w@eivs/1®rT ati on route, the indication and the BEWEPI004008511

of the disorder. Usually from1l g to 2 g of at | east

one sul fonam de derivative of cgeneral formula (1) are

adm ni stered per patient per gay The total daily dose

d/(% be adm nistered to the patient in one or nore

% Tafar faddyt I« ZPraleryd dshivasy nenribintestingeang golon”,

e SR e B gD Ak, R RECE R £ iy 2

Bereping., Beal York. (1%@) mepta%-zwcm resiplective hltesatunb

menbranes is 2.18 rotein and the protein
oS ATEIRCOHODREH B TToNR ang{pin Pl dn6 SiRstasise
follows the nethod of B. . Roth et al. [B. . Roth,

S.C. Craigo, MS. Choudhary, A Uuer, F.J. Mnsm, Y.
Shen, THeYnetiehtrent of heRpreSeht 'myenﬁd)ml diaygaled haypiat ddast one

AL ALY BRINEROLE BRENL oL A o sl s coating,

The m&ﬁéﬁén%ai@ﬂs%ﬁ@u@ﬁ%hé%@brﬁé&? Wlﬂ‘i%[]ﬁéissolvmg, and the
Ther apeutics 268, 71403 [

eotifaungsiafrgenemal doxrowlad age an mla’ﬁasmbnutbe dntestiral tiact. The

f@? dcll\é%tin%n ei% t@BE[ﬁiscﬁ}s%d f %)olleqtfh%e ggpo#v] ? :Z@ E’S@dmatenals

iahdlméthodsdutabre 0P PEsHHrngt étBrie@ todtingdte élb@ kho®al in the prior
vol ume being 200 m. Incubation begins by adding 100 m

@t t he menbrane suspension ( 22.9 nmgy of menbrane
protein), and is prolonged for 60 mnutes at a
tenperature of 37 C. Incubation ends by quick

filtraypivallynthe pterrestaticdrcanig@sitioris aridiheunbdicaments
fiberglass filters of the Schleicher & Schuel| GF 3362

tCPHERﬂ?’&r fromgh tor 6@atkydwaiohhobore gsdmpeifppamids deriatives of
RhEFI 38rmdIB]1) hhd Fofn 86 %o W850'B¢ WdigiRf one or more excipients.

The active substance amount to be administered to the patient varies
according to the patient’s weight, the administration route, the indication and the
severity of the disorder. Usually from 1 mg to 2 g‘of at least one sulfonamide
derivative of general formula (1) are administered per patient per day. The total
daily dose may be administered to the patient in one or more doses.
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tines with three mlliliters of 50 MM Tris HCl buffer,
pH 7.4. The filters are transferred to vials and 5 n

woRoEoowei nt H liquid scintillation cocktail PCPERI€ESS11

to each vial. The vials are left to equilibrate for
several hours prior to their geunting in a 1414 Willac
W nspectral scintillation counter. The non-specific
binding is determ ned in the presence of 100 nmM of
serotonin. The assays are carried out in triplicate.

PrarmddditddAdMédieisant s (Kj, nM are cal cul ated by

non |inear regression anal ysis using the EBDA/ LI GAND

BINEHNG TOLRHEBHTSERMEGNIN RECEPTOR Bi ochenistry,
1980, 107, 220]. The respective literature
descriptions are incorporated by reference and form

part HER2O3dSIGhefbranddFaR e FecdrtbRahNdmmah @M T,
( BEHAVI OQURAL Mal e Wrats (200-270 g) from

Feeeriar WSFG\SUQFPI@QJ%%RGC&’D@F &iolegy.sThe ecapton cratcentrdtiomin said

R ARE102. 1R oL P et el s 0.7

ang/ra) Theegpbimeathl protoasidosws thd imedhod Bf BrLathcs%! [B.L.
%mg%es and_ have free access to water and fo

e & driaigns M&d GhoudhariAd ddves é:gés’\/laﬂsﬂnéa¥t Smn H.Y.

VRIS iRy EREATBE bt 681 el g3 ptppoois o5

iriyeldoxytnyptarnine-§ aod Hyatvdxytngtsiirnea7 lRede@t@rslh Thé al@tmm of
RN I S E T R T A
'n{tSHlf{ééiiéﬁls TRELDOMrAGCRI nfdthBraie llsgﬁ\ écﬂﬁ E@Hﬁutﬂfrﬁ with the

orally or intraperitoneal”™ treate
mﬁmbuﬁ@n 50onVaT ris-+tCla1@ o digBi.de. somiM EaxTA/(epHav 4). The

fidhne S5 ot LaPlp @ Fotsaiean ate: T Jae halotume

being 200 pl. Incubation begins by adding 100 pl of the membrane suspension

(= 22.9 pg of membrane protein), and is prolonged for 60 minutes at a
temperature of 37°C. Incubation ends by quick filtration in a Harvester Brandel
Cell through fiberglass filters of the Schleicher & Schuell GF 3362 trademark,
pretreated with a 0.5% polyethyleneimine solution. The filters are washed three
times with three milliliters of 50 mM Tris HCI buffer, pH 7.4. The filters are
transferred to vials and 5 ml of Ecoscint H. liquid scintillation cocktail are added
to each vial. The vials are left to equilibrate for several hours prior to their
counting in a 1414 Wallac Winspectral scintillation counter. The non-specific
binding is determined in the presence of 100 uM of serotonin. The assays are
carried out in triplicate. The inhibition constants (Ki, nM) are calculated by non-
linear regression analysis using the EBDA/LIGAND program [Munson and
Rodbard, Analytical Biochemistry, 1980, 107, 220].

The respective literature descriptions are incorporated by reference and
form part of the disclosure.
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I Mmedi ately after this, the rat is left with
pre-wei ghed food and the accunul ated food intake is

woreasoted7 after 1, 2, 4 and 6 hours. This foodPCT/EP2004/008511

i ngestion nmeasuring nethod is al so described in
publications of Kask et al. Egropean Jour nal of
Phar macol ogy 4 (2001), 215- 22 and Turnbull et al.
Di abetes, Vol. 5, August, 2002. The respective

bi bl i ographi ¢ descriptions are incorporated as a

EASHRIEMENTS 0FY Fb@lﬁnméfgssgé& {%ﬂéﬁﬁb%@ MOBEL)

prepar at| on of  new conpoun
invention is indicated in the follow ng exanples. The

The oM ot OB GO HHRUAT. & fn e BB o afimals are

HeRlimBYESd tPthe hSUHFOIARSS bt i%%@t 5 §B9s HriBFR Bélnlg subjected to

i ndi cated below, given as an Illustrative exa
alwdre}atmenhdi)wmg thisrperiodheths amirealsfareiteused (m groups of five) in

i nvept I 0 ﬂ%?%?‘iﬁ‘?ﬁ%gﬁ%ﬁcefﬁt? M@$$ @5 tﬂcﬂd c]‘fhe animals are

fh@@l@bb C”Ml fiovidod %a?;@@%ﬂlé’@st 251%&1 r§ Pri6p td@ﬁ'rﬂ ng?fhe treatment.

napht hal ene- 2- sul | ori de were ad
sol ut ilhe Qﬁutqgﬁep@of( edulfvpamidsg derlvatlves of formula (1) used

TR BCAPE AR g oMo i B lines o

T@I&)wgactl on mxture was stirred at the room
tenperature for hours. Then it was evaporated t

dr yneddie 18fs gie kgptan kasting; conditignsrfos 23 |h9h'f%lnc@ﬁb'dﬁ%it/l§’ ual
B:%g&%' Rfleis [Zé‘ti(fda%g oty ér% o\%‘l!y}ﬁé@éﬁéﬁéntﬁﬁ%a% 9‘@5 e%i with a

se was repeatedl'y wash
mbatdfammﬁpuhbmm)lbllaamn@armﬂfenahudefvdernm;x@r@ftgnhmdormula )]
dried with gnh dr ous od

S5 A {ATETRRAS! pg%l N (e It( urpa{?lgi]\ggéout said su fgnamlde derivative.

Immediately after this, the rat is left with pre-weighed food and the accumulated
food intake is measured after 1, 2, 4 and 6 hours.

This food ingestion measuring method is also described in publications of
Kask et al., European Journal of Pharmacology 414 (2001), 215-224, and
Turnbull et al., Diabetes, Vol. 51, August, 2002. The respective bibliographic
descriptions are incorporated as a reference and they form part of the
disclosure.

The preparation of new compounds according to the invention is
indicated in the following examples. The affinity for the 5HTg serotonin receptor,
as well as the galenic formulas applicable to the compounds of the invention, is
also described. The examples indicated below, given as an illustrative example,
should in no way limit the scope of the invention.
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and the resulting solid was purified by
chr omat ogr aphy, obtaining 187 ng (80% of

wWORG0FH(R7di et hyl ami noet hyl ) - 1H i ndol e- 5- yl | - nB@ITEP2DLO08511

e-2-sul fonam de. Exanple 10.- Preparation of

N-[ 1- (2-di net hyl am noet hyl ) - 1?—|ndole 5-yl]-

benzo-[1, 2, 5] t hi adi azol e-4-su Fonam de 4-sul fonam de 6
ng (0.66 mwbl) of benzo-[1, 2,5]thiadi azol e-4-sul fonyl

chI oride were added to a solution of 168 ng (0.6 mvbl )

gxagpﬂg no- 1- (2-di met hyl am noet hyl ) - 1Hi ndol e in 5 ni
dine and 3 mg of N-ethyldiisopropylam ne. The

reaction mxture was stirred at the roomtenrperature
for 2 hours it was evaporated to, dr

SRl b iaparaiarel ML {2 Omet TaasoNk B guplecs il
% hﬂ%‘él ﬁéﬁe&llw gﬁug‘%ﬂ oroform The organi c phase was

eate 'y “washe h wat er and saturated sol ution of
SOdI um b| carbonate, it was separ at ed and dried with

é\r%r O S%g)lcﬂ{ngfc’ ul f?éﬁl@n-r esﬁl ﬁpélglggflqrgn%d to a solution
kifQQtzeng‘Qb.td“mﬂficﬁ)t NB-aftiRGH -&b&ﬁ*\éihﬂgnﬂr%*etﬁ}?l)(ﬂ-ﬁﬂ%oﬁ in 3 ml of
[dimethydfoneamideand dd6rmg of NHethytihiisepspylgminen bereactian

]th gé(?qzsg%tﬁfgﬁd af tlﬁefrggfinrqe(;r?pérﬁ Ieffc())rn "f‘é‘h%ﬁrsEﬁER'.Fw%Z

Mviapofate@X6 Uﬁ}ﬁ&bnﬁlrghw' alldlinizod With isedRing bieaybdnate solution and
t hal ene- | f onani de 19943n (0.88 m\bl) of

mmctml wrtbcmlomﬁormny hecmg@rmp a@@rw&aSamp@@tht!y washed with

%tgtpﬁg S Lur%?éa g@lﬂlﬁ{ﬂ” ?f % %r'ialoﬁgﬁ%(?t n\,ﬂzaé %eparated and dried

WtHWhWtﬂobe@diLﬂesalf@teOTHé olf@rﬁé sblutiehlwasaevamoratéketo dryness
reaction mxture was stirred at the room tenperat

fétnd theuesulting selid wagsurifigddm ehromatagiamhy eab\RRIRG 187 mg (80%)
Qhﬁﬁﬁﬁﬂg%ﬁ‘@ggé@kgw S Fh(ﬁﬂéi-ﬁﬁghéﬁﬁtﬁgléﬂet Lo sulf01|1am|de

rret_-nec or gani ¢ se was repeatedly
washed with water and saturated soI ution of sodium
Example 10.- Preparation of N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-

benzo-[1,2,5]thiadiazole-4-sulfonamide 4-sulfonamide

116 mg (0.66 mMol) of benzo-[1,2,5]thiadiazole-4-sulfonyl chloride were added
to a solution of 168 mg (0.6 mMol) of 5-amino-1-(2-dimethylaminoethyl)-1H-
indole in 5 ml of pyridine and 311 mg of N-ethyldiisopropylamine. The reaction
mixture was stirred at the room temperature for 2 hours. Then it was evaporated
to dryness, slightly alkalinized with sodium bicarbonate solution and extracted
with chloroform. The organic phase was repeatedly washed with water and
saturated solution of sodium bicarbonate, it was separated and dried with
anhydrous sodium sulfate. The organic solution was evaporated to dryness and
the resulting solid was treated with diethyl ether obtaining 183 mg (76%) of N-
[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-benzo-[1,2,5]thiadiazole-4-

‘sulfonamide 4-sulfonamide.



bi carbonate, it was separated and dried w th anhydrous

sodi um sul fate. The organi c solution was evaporated to
waleopses®7and the resulting solid was treated WETEP2004/008511

di et hyl ether obtaining 264 ng (79% of

N-[1-(2-pyrrolidine-1-yl-ethyl)-1 -

i ndol e-5-yl ] -napht hal ene-1-sul fonam de as a soli d.

Exanpl e 29. Preparation of

N-(1-(2-(diethylam no)ethyl)-1Hindol-5-yl)-

accor;ge'ﬁnep rhddRNeN eé%ma&@E-Qgéngf@cm-gﬁ@%e%u-

Ing t e procedure gi'ven In
Mapbtheieng-1esulfonamide
5-am no-1-(2-(di ethyl am no)ethyl)-1Hindole and 0 ng
(0.66 mwbl) of 2-naphthyl-sulfonyl chloride were
r‘l@@%QSOtSS r%Mtﬁ) &f rﬁ@bt(tl‘l@le% 1Q§ulfchﬁ/| gBRYitedvéreRIEdtoaS solution

a sol | . Preparation 0
f 385(mg (@l%nmlmﬁ 576)@0%1%(52 pwrohdioe-‘sylyéathyl) -1H-indole i |n 10 ml

ht | T t d.
o B ARG tarhls HRR R4 IR e H TGERIENBR.1EF SRpsGRgite was
cOrredrdthe rédm temperature for 12 hours. Then it was shghtly alkallnlzed with
5-am no- 1- (2- (di et hyl am no) et hyl ) - 1H-i ndol e and ngy

codisen higarporate sofidism and exiracted withcmedlene thp@de The organic

‘ﬁ%‘éégﬂe %p%)et’eedl)}%ﬁgd &\ﬁff] v@te?fantdreeafﬂgr%?écﬁ €81LG8ARPYBdium

reparat i

&dﬂb?ﬁated it@tdwffgarate)d?ﬁqll_ﬁbledbhth@ﬂtydﬁoud godium sulfate The
enzenesul f onam de reaction was carrie
é’é 'alsﬁB’ tiop WaeyRRTatad @ ‘g’W%ﬁS ARd %Fﬁﬁl’iﬂng ﬁl@@ \gas treated

ATHINIREIA S ftaning 264 g O N GRyTeieng gt
@rﬂi(ﬁé—ﬁqwbh;apbmateqdawwfbmmdmamafsmmw chloride were .

reacted to give 181 ng (68 % of the desired conpound
as an oil. Exanple 32. Preparation of

Exa 96 2oNPrdpdrétio§oFRE AV 2MISRY RIAIMG JetifyI & HOKHOI-5-y1)-

naphthalene-2-sulfonamide

The reaction was carried out according to the procedure given in Example 1.
139 mg (0.6 mMol) of 5-amino-1-(2-(diethylamino)ethyl)-1H-indole and 150 mg
(0.66 mMol) of 2-naphthyl-sulfonyl chloride were reacted to give 115 mg (45 %)
of the desired compound as a solid.

Example 30. Preparation of N-(1-(2-(diethylamino)ethyl)-1H-indol-5-yl)-
naphthalene-1-sulfonamide

The reaction was carried out according to the procedure given in Example 1.
139 mg (0.6 mMol) of 5-amino-1-(2-(diethylamino)ethyl)-1H-indole and 150 mg
(0.66 mMot) of 2-naphthyl-sulfonyl chloride were reacted to give 160 mg (63 %)
of the desired compound as a solid.
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1H i ndol - 5-yl ) - 3- et hyl benzo[ b] t hi ophene- 2- sul f onam de
The reaction was carried out according to the

wEe@seere given in Exanple 1. 130 rrg (0. 6 nVvobPQT/BP2004/008511

5-am no-1-(2- (di net hyl am no) et hyl ) - 2- et hyl - 1Hi ndol e
and 186 ng (0.66 mwpbl) of

5-chl or o- 2- met hyl benzo[ b] t hi ogﬁene 2-sul fonyl chloride
were reacted to give 127 ng (46 9% of the desired
conmpound as a solid. Exanple 33. Preparation of

Pt EFERe BB MR e R Bl BEBict B st

PHengibepizehosulfahaniidepr ocedure given in Exanple . 130
mg (0.6 mvbl) of
5 am no- 1- ( 2- (di met hyl am no) et hyl ) - 2- met hyl - 1H-i ndol e

R AR o SR BB by e i .
ci3gpog(0. Ggml\ﬂ?lﬁ olf anﬁnamtaqu(c;iéthylar?ipa)etgﬂam I—bfnldoISe and 167 mg
I am no) e -2~ I ol.-5-.
;KP)GEH%' Ihal Fnbeny Beneenesmliaby erlonds piere e dded 18 ivectp1 mo
le .

E(ggﬁmrs@'%%ﬁe@l éd?'ﬁp(ﬂfrﬂ)c%%%llg' ven in Exanple . 0 g
5-am no-1- (2- (di net hyl am no) et hyl ) - 2- et hyl - 1Hi ndol e

d 150 0. 66 .mMvbl.). of I vl | Q1

SRR R e R R

W'ﬁ 3ameylsbnZBRsimbshetfe-2 BuBpaiden of

(1- (2-(di net hyl am no) et hyl ) - 2- net hyl -
1H i ndol -5-yl )i m dazo[ 2, 1- b] t hi azol e-5-sul f onam de The

rfh%c {?%Cﬁoﬁ&gﬁ%&lea %}'18 %3@&?89%9) n%%l p§r8c¢51?rep§|\9&? HHELample 1.

8016 (’rﬂ\z‘lélf}i bﬂstdimham (@] dtirethylairmethyl - 2hhdthylol H-indole
an
Gnchi 8 01 (6. 0. 7oMB) 2 by iprarmethylbanzalhythiophesp 2saufony

chloride were reacted to give 127 mg (46 %) of the desired compound as a

solid.

Example 33. Preparation of N-(1-(2-(dimethylamino)ethyl)-2-methyl-1H-indol-5-

yl)-naphthalene-2-sulfonamide

The reaction was carried out according to the procedure given in Example 1.
130 mg (0.6 mMol) of 5-amino-1-(2-(dimethylamino)ethyl)-2-methyi-1H-indole
and 150 mg (0.66 mMol) of naphthyl-2-sulfonyl chloride were reacted to give
142 mg (58 %) of the desired compound as a solid.
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were reacted to give 96 ng (37 %9 of the desired
conpound as a solid. Exanple 36. Preparation of

WOR(E0(R71 di nbt hyl am no) et hyl ) - 2- net hyl - 1H i ndedF/BP2004/008511

yl) - 4-phenyl benzenesul f onam de The reacti on was
carried out according to the ?éocedure given in
Exanple . 130 ng (0.6 )

b
%%gxrr%g% ?@%Iege ot a&%—&;oﬁ M‘%Hﬁ @&bri i1 Findol-5-
d ﬁal@ﬁéelé ﬂfﬁa%qldbo give 160 ng (62 % Of t he

corrpoun as a solid. Exanple 37. Preparati on
of N-(l (2- di net hyl am no) et hyl ) - 2- et hyl - 1H i ndol -

LA A
@8@%??0 6 %8)7& 8 QnﬁnHNbd.?)-sd%ethy)larg|no)eth))//l)-2 meth)gI 1|H -indole

5-am di met hyl am ho) e ?/ 1H i ndol e
and 15Bmyy 0(G6 edothof paptithyl-1-sulfonyl chloride were reacted to give 81

0 [ o fgand g Rl SRR ARS A S Conpound a5 a

sol i d. Exanpl e 38. Preparation of
N-(l (Zﬁ%dl met hyl am no) et hyl ) - 2- et hyl - 1H-i ndol -
yixanple angparéH@e@éﬁc@hl@r@a (ae(Za(ﬁénef@alamlaﬁ)emxl) -2-methyl-

AL Wi REBEA My o Ao o ven |

5-am no-1-( 2- (di net hyl am no) et hyl ) - 2-met hyl - 1Hi ndol e
and 7 n‘go (0.66 mwl )of 4- henoxy benzenesul f onyl
dieoierghoruas Gasted QHt %ccgrplm tgghaproessiue giver ViExample 1.

g R O P g T TR Aot A M indole

rapidiy10: dig- (OB mMiely by Sh:éifmenemdazfo@mam]ﬂnaﬂe-ﬁr- tdriybohloride
Ui Ratlotda 8te, 08 5% (it 40 B EEHEu R 52" b

5-am no-1-( 2- (di net hyl am no) et hyl ) - 2-met hyl - 1Hi ndol e
Example 36. Preparation of N-(1-(2-(dimethylamino)ethyl)-2-methyl-1H-indol-5-
yl)-4-phenylbenzenesulfonamide

The reaction was carried out according to the procedure given in Example 1.
130 mg (0.6 mMol) of 5-amino-1-(2-(dimethylamino)ethyl)-2-methyl-1H-indole
and 167 mg (0.66 mMol) of 4-phenylbenzenesulfonyl chloride were reacted to
give 160 mg (62 %) of the desired compound as a solid.

Example 37. Preparation of N-(1-(2-dimethylamino)ethyl)-2-methyl-1H-indol-5-
yl)-2-(naphth-1-yl)-ethanesulfonamide

The reaction was carried out according to the procedure given in Example 1.
130 mg (0.6 mMol) of 5-amino-1-(2-(dimethylamino)ethyl)-2-methyl-1H-indole
and 168 mg (0.66 mMol) of 2-(naphth-1-yl)-ethanesulfonyl chloride were

reacted to give 108 mg (41 %) of the desired compound as a solid.
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and 162ng (0.66 mwbl) of 3, 5-dichloro-benzenesul fonyl
chloride were reacted to give 81 ng (32 %9 of the

waele®sned7conpound as a solid. Exanple 40. PrepeCHEPIN4/008511

of N-(1-(2-(dinmethylam no)ethyl)-2-nethyl-1Hindol -5-
yl) benzo[ b] t hi ophene- 3-sul fongnai de The reaction was
carried out according to the procedure given in

Sxamlo 6. Proparstion i Nai-ioimegijerminglety -2 st Hsindol-5-

?p?%ﬁﬁgggs%ggn%é%é)}?@ﬁd@enzo[ b] t hi ophene- 3-sul f onyl

re reacte grve 82 ng (39 %9 of the
desi red conpound as a solid. Exanple 4 . Preparation

f N-(1-(2-(diethylanj thyl)-1Hindo| - 5- . .
ineRieE s o R U LA T Lt (BE PRAKES GiYestinyRamle 1.
E?g;@%o@@%}i% S'Jgﬂgng\]/%-lq)-(tﬂgﬁi|ﬂ§ﬂﬁ%ﬂf®)&h‘ﬁ@-iﬁéthyl-1 H-indole
&galsmSWomgT(@%q oMl hof aﬁhlfopﬂﬁ-lbﬁhxznemrliwwl dﬂaﬂ?le yx_Lege igacted

: enzo . - 3- )
Tecb Bl I GTER dasm Pasayra B o rea O
compound as a solid. Exanpl e 42. Preparation of

N-(1-(2-(dinmethyl am no)ethyl)-1Hindol -5- )
Frceple G Frepaptions! 3. sdichistarmi-it-(Hdimeshremino\etyl)-2-

ey A Hyo R GRS Rlpbfufdarkipgcecure of ven In

5-am no-1-(2-(di ethylam no)ethyl)-1Hindole and 8 ¢
0.55 mwbl ) of benzo[ b]thi ophene-3-sul fonyl chloride
aastien s@s: earged eubacerydingatodhe progedurg giyendiy Example 1.

SPERAATE SAMRTE S BB RROSVAR a1 ol
cmid- 162mg X 0.662mMo) )t dfi HPitictde - senemesifdeyl Théorideawereoreacted
SR oSl S0 BB Se0bd SoS. A28 KGR, o vor T

Example 40. Preparation of N-(1-(2-(dimethylamino)ethyl)-2-methyl-1H-indol-5-

yl)benzo[blthiophene-3-sulfonamide

| The reaction was carried out according to the procedure given in Example 1.

108 mg (0.5 mMol) of 5-amino-1-(2-(dimethylamino)ethyl)-2-methyl-1H-indole
and 128 mg (0.55 mMol) of benzo[b]thiophene-3-sulfonyl chloride were reacted

to give 82 mg (39 %) of the desired compound as a solid.

Example 41. Preparation of N-(1-(2-(diethylamino)ethyl)-1H-indol-5-

yl)benzo[b]thiophene-3-sulfonamide

The reaction was carried out according to the procedure given in Example 1.
115 mg (0.5 mMol) of 5-amino-1-(2-(diethylamino)ethyl)-1H-indole and 128 mg
(0.55 mMol) of benzo[b]thiophene-3-sulfonyl chloride were reacted to give 91

mg (43 %) of the desired compound as a solid.
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8 ng (0.46 nmwl) of _
5-am no-1-(3-(pi peridin-1-yl)propyl))-1Hindol e and

waa@smpofn. 51 mvbl ) of PCT/EP2004/008511

5-chl or o- 3- net hyl - benzo[ b] t hi ophene- 2-sul f onyl
chloride were reacted to giveg89 ng (38 % of the
desired conpound as a solid. Exanple 44. Preparation

ot 1 PRSP R SR E gt b
ghberaalb]thioppehe-t- Hidfopaatiddur e gi ven in Exanple . 8 ny

(0.46 mwbl) of .
5-am no-1-(3-(piperidin-1-yl)propyl))-1Hindole and 6

3 2_ syl i .
ThcSadio bbb BN oS 240 8 i
462 ang(ﬂ).sdnw'ﬁ*)au(;f_rﬂ-ar{ﬂr&i-1 Rng(ﬂmﬂ;ij_?I?&ﬁriuﬁ)?gl?xl)éT H-indole and 128 mg
W?% 3’3@?&%“%@@@@!@%}%&%@ /| chigrideonernaeastad foegive 91
?gi&%c%?/bbf;tﬂggégréd“&rﬁbeﬁﬁ@%% gigen 1n Exanple . 8 ng
5- ani no- 1- (3-(piperidi n-ll-yl)prlo]E)yI )I)-ltl;ll-i n_d(cj)l e and 6

- 2- ori wer e
E%aﬁ@éeﬁ*?%&i&%é’éoln”ﬁﬁg%ﬁiérw%—%k’ethsﬁ-i*—%iﬁ@a% iRpyheropyl)-1H-
imeloR 59)biethz pheh@-2-BuBddmideon of

6- chl oro- N- (1- (3-pi peridin-1-yl)propyl)-1Hindol - 5-
yl')im dazo[ 2, 1- b] t hi azol e- 5- sul f onam de The reaction

’@g ﬁ%@éetfc{ne\gag g_éq%%%c%gféiﬁg M B%%%SHFefg%X T Ifxgmple 1.
51&«@(;}.%16% Gwla\flélt)icqwnérdirfar-ﬁsi(bnpteﬂan‘nM)é%dwmlrﬁirﬂefb and 143
%‘9((:(%}%( BUVioH )Bfagrﬂhﬁ?@%meﬁh‘)élzbﬂr@oﬁllﬂfumhﬁm-Zﬁplfozyl @éloride

. ' 0 . of sjre ,
WBRErGRA61 89406 16 B8 ol 4 0Bl LA 569 s
4- phenyl - N- (1- (3- (pi peridin-1-yl)propyl)-1Hindol - 5-
%)I(gnt%?)[gfﬁeérlélpg?aqgg gfeN-(1 -(3-(piperidin-1-yl)propyl)-1H-indol-5-
yl)naphthalene-2-sulfonamide '

The reaction was carried out according to the procedure given in Example 1.
118 mg (0.46 mMol) of 5-amino-1-(3~(piperidin-1-yl)propyl))-1H-indole and 116
mg (0.51 mMol) of naphthyl-2-sulfonyl chloride were reacted to give 75 mg (37
%) of the desired compound as a solid.

Example 45. Preparation of N~(1-(3-(piperidin-1-yl)propyl)-1H-indol-5-
yhnaphthalene-1-sulfonamide

The reaction was carried out according to the procedure given in Example 1.
118 mg (0.46 mMol) of 5-amino-1-(3~(piperidin-1-yl)propyl))-1H-indole and 116
mg (0.51 mMol) of naphthyl-2-sulfonyl chloride were reacted to give 91 mg (44
%) of the desired compound as a solid.
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The reaction was carried out according to the
procedure given in Exanple . 8 ng (0.46 mwl) of

WG2@50m9771- ( 3- (pi peridi n-1-yl) propyl)) - 1H i ndoPET/BPZH04/008511

129 ng (0.51 mwbl) of 4-phenyl benzenesul fonyl chloride
were reacted to give 106 ny (_ﬁg_% of the desired
conpound as a solid. Exanple Preparati on of

Foaie 40 Pedpamtan ol Brataet i orhigeddibhwBRroB Hsindok5-
_rﬂ@sg%?; Bploldl5-sRifBREAHS 0f ven in Exanple . 8 g
5-am no-1-(3-(pi peridin-1-yl)propyl))-1Hindol e and
dieoRahon s Stk Bt FacAIRRE Banaprogadip iyen Ruxample 1
dnﬂ%' Mg‘éo%ﬂﬁﬂ!ﬁoﬁ@a%ﬁ@%@—(p@é@h—q -Abrop Yl ﬂqahd&a and 131

henoxy- N- (3-(piperidin-1 ? i ndol -
5ng|(() bé nané)mfla‘ -olnlarg-theidane]2; ‘eb]ihiazn am%anthhbprdﬂﬁ were

?‘%g%gg ,}Q/&I { Pa{f 9‘3 ﬁae geSI?ed comg)é A8 a% a s<§idtng

5- am no- 1- (3 (pi peridin-1-yl)propyl))-1Hindol e and
137 (0.51 mwl) of 4-phenoxybenzenesul fon
Einaonile ¢ TuBreparasin &l 4k a AL de hipipaBiny - hpropy)-1Hindol-5-

s a solid. Exanpl e 50. Preparation of
g'ﬂg)ehggrpﬁgoro Wci@(s-(pi peridin-1-yl)propyl)-1Hi ndol -
5-yl ) benzenesul fonyl am de The reaction was carried out

according to the procedure given in Exa
s l)eagpgn was carned out accord%g to thcla procecm?fe given |n(lgxample 1.

TR S o RN el g 12

wrg €0.54 anbod) dfm-gheleylﬁenmye(seﬂ‘oﬂﬁl abforideewdessiaasted to give 106
(of0) 0 a soli e 51. epar ati on of
@g?‘géjﬂl%ﬁaeléﬂ[ea§omoﬂ fias %SQ'P% Ypropyl)-1Hi ndol -

Example 48. Preparation of 2-(naphth-1-yl)-N-(1-(3-(piperidin-1-yl)propyl)-1H-

indol-5-yl)ethanesulfonamide

The reaction was carried out according to the procedure given in Example 1.
118 mg (0.46 mMol) of 5-amino-1-(3-(piperidin-1-yl)propyl))-1H-indole and 130
mg (0.51 mMol) of 2-(naphth-1-yl)ethanesulfonyl chloride were reacted to give
68 mg (31 %) of the desired compound as a solid.

Example 49. Preparation of 4-phenoxy-N-(1-(3-(piperidin-1-yl)propy!)-1H-indol-

5-yl)benzenesulfonamide

The reaction was carried out according to the procedure given in Example 1.
118 mg (0.46 mMol) of 5-amino-1-(3-(piperidin-1-yl)propyl))-1H-indole and 137
mg (0.51 mMol) of 4-phenoxybenzenesulfonyl chloride were reacted to give 86

mg (38 %) of the desired compound as a solid.
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5-yl )t hi ophene-2-sul fonam de The reaction was carried
out according to the procedure given in Exanple . 8 ny

W@ 0004013901 ) of PCT/EP2004/008511

5-am no-1-(3-(pi peridin-1-yl)propyl))-1Hindol e and
128 mg (0.51 mwbl) of 4,5-di c_I? or ot hi ophene- 2- sul f onyl
chloride were reacted to gi ve 68 rrg (31 %9 of the

desired conmpound. as ti
&xample 50. g?eparahon 0 5 dlcﬂloro [\iarq)@ (plpendlr e a Srop% 1H-indol-

d 1-yl [)-1H d | - 5-
yl_sﬁwfgﬁtgﬂg%@ﬁoer{y%rﬁqe?g%n: ge T%e) ngg%/l ZJH vvalsncgr ried
out according to the procedure given in Exanple . 8 ng
.46 mvbl) of | . . .
Gy, %vgs(carﬁs%q PHt Acergingdpdfs iPrgceryre givgndndnpmele 1.
. f
P ST (83BN Binife U e propy Afidole and 125
deg {Q.68 neMdof) ad ﬁoﬁ-dssrﬂo@bbnuenémdfoyyleam@e weretkacied {@give 79

and d for was made to i rove them The
fﬁgﬁ}rﬁg%ﬁ? gﬁﬁ'ﬁe 8@@898&?@03&' ‘a for identifying
some of the conpounds of the present invention are

indicated in the followwng table.4 Ex RlL R2 R3 R4 R5
RxarTple 5A. Rregparation efift B-dickiaro-Me (b (3Apipetdinsbiyherpyl)-1H-indol-

FritphehezadfyRm@eh, o ° Tas™ 321500 2

(m 2H); 7,50(dd, 1(CH)|\I-HHHHHH2717316O
J=8,7 Hz, J'=2,0 ?—é793d 1H, 1080, 862, J=2,
Ehe: reaction Was cartied putpgcorging todbe progsdsts @me@dnpaxanzple 1.

P}%S%gﬁ?)@%@}ﬂf‘oﬁ FhfinoS-B-@ideriirt NYRr6IP-Miiinddle and 128

(‘solv
mg (0.51 mMol) of 4,5-dichlorothiophene-2-sulfonyl chloride were reacted to

give 68 mg (31 %) of the desired compound as a solid.

Example 52. Preparation of 5-chloro-N-(1-(3-(piperidin-1-yl)propyl)-1H-indol-5-
yl)naphthalene-1-sulfonamide

The reaction was carried out according to the procedure given in Example 1.
118 mg (0.46 mMol) of 5-amino-1-(3-(piperidin-1-yl)propyl))-1H-indole and 133
mg (0.51 mMol) of 5-chloro-napthyl-1-sulfonyl chloride were reacted to give 81
mg (37 %) of the desired compound as a solid.

The vyields are indicative and no added effort was made to improve them.

The melting point and spectroscopic data for identifying some of the compounds
of the present invention are indicated in the following table.
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1156, b, 39(d,

1H, J=3,1 Hz);
HHHH2 126-128 1088, 973, J=8,6 Hz,
wWQ 203063971 H, 730, 654, J=3,1 Hz);

7,26(m 554, 538. 1H);

6,90 (dd, ,

7,57(d, 2H, J=8,3 Hz).

8 (CHN HH
J'=1,6 Hz);
7, 16- 7, 20( m PGHEP2004/008511
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Hz); 7,58(d, 2H, J=8,6 Hz); 7,89(t, 1H, J=1 ,9 Hz);
9,99(s, 1H). (DVBOd6) 1,38(m 2H); 1,52(m 4H);
wa®spmo7t 2H); 2,24(m 2H); 2,37(m 4H); 4, 168CT/ERIP4/008511

J=6,6 Hz); b, 42(d, 1H, 51 // 70-72 J=2,5 Hz); b, 89(d,
, J=8,6 Hz); | 7 32(s 1H); 7,34(d 1H, J=2,8 Hz);
7,43(d, 1H, J=8,6 Hz); 7,48(s, 1H). (DMSO d6)

13 1. 70 ictiQd(m 2H) D 2,68(m 2H); 2, 84(m

%‘E‘iﬁ ?%“C Ui m 2H): 6 22(d, , J=3,1 Hz):
e 71(m 1H); 7,10-7,18(m 3H); 52 92-96 7,52-7, 53(m
2H) 7,72(m 1H); 8,15(d, 1H J=7,3 Hz); 8,37(d,
.5 qu Jing®f itre aewqumgeimdss cpfzgenegag‘@(mg[a ﬂa-))and Ib) and (Ic) to

é@?(%l cuf fr;ler SQ%%%%SW'Q%{%Eﬁ%gé §rﬂzﬁd‘general

formula (la) and (Ib) and (lIc) to the 5-HT receptor

was determ ned as previously described. The bindin
r esul tiherjpdingreselts hﬁéomﬁv%hh%@rwow@ @rtbg digsent invention

'Y GHiERBAFh Td RGP nig the follow ng table:

Table

Example K; (nM)
3 94,2
4 112,4

11 1,89
12 104,6
13 82,5
20 84,8

The daily posology in human medicine is comprised between 1 milligram
and 2 grams of medicinal product which may be administered in one or several
doses. The compositions are prepared under forms that are compatible with the
administration route used, preferably tablets, coated tablets, capsules,
suppositories, solutions or suspensions. These compositions are prepared by
means of known methods and comprise from 1 to 60% by weight of the active
substance (compound of general formula 1), and 40 to 99% by weight of the
suitable pharmaceutical vehicle compatible with the active substance and the
physical form of the composition used.

The formula of a tablet containing a product of the invention is provided

by way of example:



Table Exanple ( M 3 94,2 4 112,4 11 1,89 12 104,6 13
82,5 20 84,8 The daily posology in human nedicine is
weowpoied between 1 milligramand 2 grans of PEOERiN&D08511
product which may be admi nistered in one or severa
doses. The conpositions are pigpared under forns that
are conpatible wwth the admnistration route used,
preferably tablets, coated tablets, capsules,
suppositories, solutions or suspensions. These
OaERsleldf Iom@aderiapat:ed by means of known net hods
and conprise from1l to 60% by wei ght of the active
substance (conmpound of general fornula I), and 40 to
@6b| wFight of the suitable Q?arnaceutical vehicl e
ggﬁﬁﬁ Pble with the active substHite and the physi cal
fleioregf the conposition used. §oangormula of a tabl et
contai ning a product of the invention is provided by
vaystgllinexeghlleseExanpl e of for ndbdanger tabl et: Exanple

bSliddsd RSy 60 9 Cryst alline ceé l,nLa ose 25 ¢

Pregelatinized starch 3 mg
Colloidal silicon dioxide 1mg
Magnesium stearate 1mg

Total weight per tablet 100 mg



Povi done K 90 g Pregel atini zed starch g Col | oi dal

silicon dioxide 1 ng Magnesium stearate 1 ng Tot al
waowioght3oper tabl et 100 ngCLAI M5 A sul f onam de POIPP20n41008511

of general formula (la) ,(CH ) -Rl (la) wherein Rl

represents an - NR R9 radical gar a saturated or

unsaturated, optionally at |east nobno-substituted,

m@g phatic radical, which nay optionally contain

t one heteroatomas a ring nenber and/or which

may be condensed with a saturated or unsaturated,

optionally at |east nonosubstituted nono- or bicyclic

c{jcl oa\ spifienansidei campyundeod gendrahfonmylaoga) onal |y

contain at | east one heteroatomas a ring nmenber, R2,

R3, R4, R6 and R7, identical or, di fferent, each

represent hydrogen, hal ogen, ni fro, HpeRY, cyano, a

saturated or unsaturated, Ré{ neay_orybranched,

optionally at | east nodo- 2ub$

or an optionally at |eay” no s/t uted phenyl

radi cal or an optionalAly ‘

heteroaryl radical, R5 re

L£sepss hysrogen or a

saturated or unsaturated, [inear or branched,
optionally at |east nono-substituted aliphatic
radi cal , (1a)

wherein

R’ represents an -NR®R® radical or a saturated or unsaturated, optionally
at least mono-substituted, cycloaliphatic radical, which may optionally
contain at least one heteroatom as a ring member and/or which may be
condensed with a saturated or unsaturated, optionally at least mono-
substituted mono- or bicyclic cycloaliphatic ring system, which may
optionally contain at least one heteroatom as a ring member,

R? R® R’ R®and R, identical or different, each represent hydrogen,
halogen, nitro, alkoxy, cyano, a saturated or unsaturated, linear or
branched, optionally at least mono-substituted aliphatic radical or an
optionally at least mono-substituted phenyl radical or an optionally at

least mono-substituted heteroaryl radical,

R’ represents hydrogen or a saturated or unsaturated, linear or

branched, optionally at least mono-substituted aliphatic radical,

R® and R?®, identical or different, each represent hydrogen or a saturated
or unsaturated, linear or branched, optionally at least mono-substituted
aliphatic radical,
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R8 and R9, identical or different, each represent
hydrogen or a saturated or unsaturated, |inear or

whe@soed; optionally at | east nono-substit ut eRPICT/EP2004/008511

aliphatic radical,with the proviso that R8 and RO are
not hydrogen at the same tinmeggand if one of them RS
and R9, represents a saturated or unsaturated, |inear
or branched, optionally at |east nono-substituted C
-C4 aliphatic radical, the other one represents a

sat ur afigptHer pr‘éO%@ttHéﬁR@%d'F'R"“&rérnd?'hg%f’qyfﬂﬁﬁhe same time, and if
optionally at | east nono- substituted allphatic radica
wi th el efabent, iR/anshRBoepeasents a saturateshor Wesatomedidinear or

ith th i dai i t t f tyrated or .
nsat v ardied: SpBRadly #{IREH PoBGie R Red Dartiaifatc radical, the
het er etNgl drfe FdpresenBisatified @Fhﬂéé‘tu?éteﬂ,em%ar%?%rﬁnched,
addi tional heteroatomas a ring nenber and/or whic

may b@ptionabnhatigas meng-sibstituied aliphatioradical aithdt least five
optio t nono-substituted, nono- or

bi cycl%lgkgéé@/%q%?e’?)ghati c ring system which may .
optionally contain at | east one heteroatomas a ring

menber_., A represents an optionally at |east
mono- SHRARd Rgff&ﬁthﬁrnwlth &he padgingditregen aiem form Arsgturated or

rono- stttk BB b deAhaneRuAR ATl EARG, which
gr oup neandéamtaishatdbastegnes addiionaldieteatdémersea finy eneaberand/or

asarilng E[r]ealer i n.one or, nore of s rings, and n i

. i )
1 2W SpeRdaed with af%}t%aEﬁJ ehdngAturated, optionally at
St er eqd£Q R o-s M SHteiedP MorRN 3P bR Sy@baliphatic ring system

which may optionally contain at least one heteroatom as a ring member,

A represents an optionally at least mono-substituted mono- or polycyclic
aromatic ring system, which may be bonded via an optionally at least
mono-substituted alkylene, alkenylene or alkynylene group and/or which
may contain at least one heteroatom as a ring member in one or more of
its rings,

and
nis0,1,2,3or4;

optionally in form of one of its stereoisomers, preferably enantiomers or
diastereomers, its racemate or in form of a mixture of at least two of its
stereoisomers, preferably enantiomers or diastereomers, in any mixing
ratio, or a salt thereof, preferably a corresponding, physiologically
acceptable salt thereof, or a corresponding solvate thereof.
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di astereoners, its racemate or in formof a m xture of
at least two of its stereoisoners, preferably

WE@p@svidner s or diastereonmers, in any mXxing rBCT/BP2004/008511

a salt thereof, preferably a corresponding,

physi ol ogi cal | y acceptabl e salgz_thereof, or a

correspondi ng sol vate thereof.Z2. A conpound according

t,o clajm, characterjzed in that Rl represents, ap -NR

% 1 adh EAINPGING 255o1ig IRicBim dnshptciaEed 1BYIALANISRySSents an
at | eagjrs i ' . SRR . i
cycl oam%p?;? ?élergg%ﬁ %g%ﬁﬁmﬁ%g hchrrlilar&aopt [ oﬁgﬁ)ltlgn%" n?talieﬁstarpono

| east sobetitubedboat Gmmembared oyrlodiphatic aadical whichahayraptionally
be conde?sed Yvith a saturated or unsaturated, . b
opt i orf AN 4t 16354 oe MStRIEAITIAS A BRY MsBbepandog whighymay be
cycl oalongBased withsatPatMor WUnisatura®d, eptibRAR! atleast mono-
contain at |east one heteroatomas a ring nmenber,

wher elubstigited mpnoopr bivycli¢ ayclegliphaticaing $ystem, which may

o o PRRal RRUET S e oA REERGRORLAS AllE i eato WRereby

R10 anfe Nngbtof thdfg BiStewharebNer 6iménmpersd,, the
dotted line is an optional chem cal bond, and R10

represents hydrogen, a linear or branched C -C al kyl

radi ey, ferati tﬂ@'r}é%ﬂes%ﬂfg SANRPRET£HiR! of @I ERo8n from the
ﬁy P4dt car

C-C
group consisting of

OIS
’ N 1]
\
R10
: and ¢
\ N y _(j ‘<:’\l
Cj ) g

R10

wherein, if present, the dotted line is an optional chemical bond, and R"°
represents hydrogen, a linear or branched C4-C; alkyl radical or a benzyl
radical, preferably hydrogen or a C4-C. alkyl radical.

3. A compound according to claim 1 or 2, characterized in that R?, R?, R*,
R® and R, identical or different, each represent hydrogen, a linear or
branched, optionally at least mono-substituted C4.Cg alkyl radical, a linear
or branched, optionally at least mono-substituted C,.Cs alkenyl radical or
a linear or branched, optionally at least mono-substituted C,.C¢ alkynyl
radical,
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3. A compound according to claim1 or 2, characterized
inthat R2, R3, R4, R6 and R7, identical or different,

we@awh/013pr esent hydrogen, a |inear or branchedpPCT/EP2004/008511

optionally at |east nono-substituted al kyl radical, a
l'inear or branched, optionall gt |east _
nono- substituted C -C al kenyl radi cal or a linear or

P KRR A Mg oo
i dent 'rﬁ/@m%n dF éfllﬁéﬁ%r bl%?i%he& %ﬁ%\g A YHLHShPEuBstituted C.

l'i near anched, optionally at

mono- Sdalkykradieal,G C al kyl radical, nore preferably
R2, R3, R4, R6 and R7 each represent hydrogen or G _
al kyl. 4. A conpound according to one or nore of

cl ai mmdre SreferabliRaRERZRY ahf RMdhc Hr@@érﬁ%ﬁ/gzgqen or Ciz

hydrogen a |inear or branched, optionally at

mono- €t i tuted C -C alkyl radical, a linear or
branched, optionally at |east nono- subst ituted al kenyl
radical, a linear or branched, optionally at | east

mpno- Sﬁubﬁmpbuhdféc@bidrﬂigl{o 66l bE Aore RF &ffmabl 4 Rcharacterized in
represents. hydrogen or a |linear or branched,

opt i ol §° Fﬁpfﬁé%@ﬁ hygrroen, Bdinearos Branabed), rptionally at least

radi c e 0

o C arignS B R PR b AR IR P B RgrcOufonail
nor e d)éasilmmmm-sﬂlbstuuﬂad (Cil@%adkeﬂﬁll ?aitﬂcalnamrléﬁr giBb@h@hed

R9, identic iffere each represen rogen,

| | neaPpHPnBﬁéﬁUﬁéa mSBPT%%ﬁPﬁ%erpztfga%l{(ynyl raglcal

nono- substituted CrC al kyl radical, a linear or

branched, opti onaIIy at | east nono-substituted C _ Co

al kenyblreferably R’ represents hydrogen or a linear or branched, optlonally at

least mono-substituted C4-Cg alkyl radical,
more preferably R® represents hydrogen or a C4-C; alkyl radical.

5. A compound according to one or more of claims 1 to 4, characterized in
that R® and R®, identical or different, each represent hydrogen, a linear or
branched, optionally at least mono-substituted C;-C1o alkyl radical, a
linear or branched, optionally at least mono-substituted C,_Cq alkenyl
radical, a linear or branched, optionally at least mono-substituted C,-C1
alkynyl radical,

or

R®and R® together with the bridging nitrogen atom form a saturated or
unsaturated, optionally at least mono-substituted 5- or 6-membered ,
heterocyclic ring which may contain at least one additional heteroatom as
a ring member and/or which may be condensed with a saturated or
unsaturated, optionally at least mono-substituted mono- or bicyclic
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radical, a linear or branched, optionally at |east
nmono- substituted al kynyl radical, or R8 and R9
wo ogeoiser7 wit h the bridgi ng nitrogen at om f or nBCT/EP2004/008511
saturated or unsaturated, optionallyat |east
nono- substituted5- or 6-nmembergd heterocyclic ring
whi ch may contain at | east one additional heteroatom

as a ring nmepber and/or which may be condensed with a
sat ur é%yég)%li’ﬂg% HOd Syslem. Whyeh i pptiepally coatain at least one

DNO- . ) . . . C
T B EPAGm USRS BF R g s
het er dat@rardsnmeembergdnenber, whereby the rings of the

ring systemare 5- 6- or 7-nmenbered. 6. A conpound

according to claimb5, characterized in that R8 and R9,

iglent | £ 8bnpoutiidRb/ilAg 16 8fin fa?@hgﬁa%?ériMihgaggR%na R,
I inear or branched C alkyl radical,or R8 an
t oget Hdentidal br difterent, égch gepresenlgeydragemof arlinear or branched Cs-

radic chosen.fromthe group consisting of - -N - -
and _a(}qo\ﬁﬂg/?gﬁlqicﬁﬁf if present, represents hydrogen, a
| i nearor branched CrC al kyl radical or a benzyl

radi cal, preferably hydrogen, or a CC alkyl radical.
7. A ddneediRd teaetberwith the bedgingrnitregen eforo faina radical chosen

6, chafF&ﬁttﬁé ég@ﬂ% {:gnglgﬁ{rgo& represents an optionally at

| east 'mMONoO-3 ute no- or

wherein R, if present, represents hydrogen, a linear or branched C¢-Cg
alkyl radical or a benzyl radical, preferably hydrogen, or a C4-C, alkyl
radical.

7. A compound according to one or more of claims 1 to 6, characterized in
that A represents an optionally at least mono-substituted mono- or
polycyclic aromatic ring system, wherein the ring(s) is/are 5- or 6-
membered, which may be bonded via an optionally at least mono-
substituted C1_Cg alkylene group, an optionally at least mono-substituted
C,_Cs alkenylene group or an optionally at least mono-substituted C,_Cg
alkynylene group and/or wherein the ring(s) may contain at least one

heteroatom as a ring member,
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pol ycyclic aromatic ring system wherein the ring(s)
is/are 5- or 6- nenbered, which may be bonded via an

wo@piosomariy at | east nonosubstituted C _ C al kKpCBRR2004/008511

group, an optionally at |east nono-substituted C C

al kenyl ene group or an optionglgly at |east

nmono- substituted C C al kynyl ene group and/ or wherein

the ring(s) may contain at | east one heteroatomas a

ring menber,preferably A represents an optionally at

| east | i | [

Fing Seaaly pE Rt R cialy i RSt g o2 @ithlitea mono- or
menbermsdycyatic aremaiic riog systermwherein theaing(s)is/areri-air G-

at least one heteroatom or a radical chosen fromthe

ar oup TEERDPLR] Fof WP eeRE o ool the S Catelrcatieastene
Z, ingeppsiddesthl y fromone another, each represent a

radi cal selected fromthe group consisting of

hydrogen, fluorine, chlorine, bromne, nitro, acetyl,

li Ce.- | Kyl . || . b hed CrC
al Kony" 3 A EHFSer raln s Sore oS Rindsr
trifluoromethyl radical, a cyano radical and a -NR R13

radical, whereig R12 and R13, ixdenticgl o _different, X
each represent dragelt 8F | i neXrxer br anched ald

represents a Si-ig chem cal Yo et ween the TV Y
rings, a CH, , N3 gtoup or a NR&Afadical, wheren
is hydrogen or a linear or brafched CC al kyl,

X

Cl W

Y

X

N
—(CHmi— | 2y
NN

wherein X, Y, Z, independently from one another, each represent a
radical selected from the group consisting of hydrogen, fluorine, chlorine,
bromine, nitro, acetyl, linear or branched C4-Cg alkyl, linear or branched
C4-Ces alkoxy, linear or branched C4-Cg alkylthio, a trifluoromethyl radical,
a cyano radical and a -NR'?R" radical,

wherein R' and R, identical or different, each represent hydrogen or
linear or branched C4-Cg alkyl,
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i, 1, 2, 3 or 4 and mis 1 or 2. A conpound according
to one or nore of clains 1 to 7 chosen fromthe group
W@ osiosorng of [ ] PCT/EP2004/008511

N-[1-(2-pyrrolidine-1-yl-ethyl)-1Hindol e-5-yl]-naphth
al ene-2- sul fonam de, [ ]
N-[1-(2-pyrrolidine-1-yl-et hyl% 1H i ndol e-5-yl ] -naphth

al ene-1 -

N[ - ( rﬁ?F‘?S(ﬁfi S

(25 NTEP

sul f nam dg‘ie%eéwﬂhbpng@thggnéhgt\wpngs aCH,, O, 8

¥ bemnzpl b] t hi ophene- 2- sul f onam de,
rg\gﬂ)q/iﬁrol [ g‘éﬂ]’e 1-yl-ethyl)-1H i ndol e-5-yl]-

]-6- chl oroi m dazo[ 2, 1-b] t hi azol e-5-sul f onam de, [43]
5-chl or,0- 3: l - 1-(3-(piperidin-1-yl 1Hi
ndol - SVNSJEI, ?1%[@%59%]%%%@”5%@ ‘Pré‘ﬁshgﬁﬁ-(?%k'l
N-(1-(3-(piperidin-1-yl)propyl)-1Hindol -5-yl)napht hal
ene- 2- sul fonam de, [45]

N- (1- (84 Bi pe2,idond Bndl ) pr opyl ) - 1Hi ndol - 5- yl ) napht hal
ene-1 - sul fonam de, [ 46]

6-chl or o-

N-(1-(3-piperidin-21-yl)propyl)-1Hindol -5-yl)

i m dazpf & 1orlPl t hi azol e- 5-sul f onam de, [47]

4- phenyl

-N-(1-(3-(piperidin-21-yl)propyl)-1Hindol -

yl') benzenesul f onani de, [48] o _
g.f gf"wwﬁ)?}b%& Acbrfing’td BAE SF hilr8 of iR PRY7 £rdser #9m the

group consisting of

[16]

[17]

[18]

[28]

[43]

[44]

[45]

N-[1-(2-pyrrolidine-1-yl-ethyl)-1H-indole-5-yl]-naphthalene-2-
sulfonamide,

N-[1-(2-pyrrolidine-1-yl-ethyl)-1H-indole-5-yl]-naphthalene-1-
sulfonamide,

N-[1-(2-pyrrolidine-1-yl-ethyl)-1H-indole-5-yl]- 5-chloro-3-
methylbenzo[b]thiophene-2-sulfonamide,

N-[1-(2-pyrrolidine-1-yl-ethyl)-1H-indole-5-yl]- ]-6-
chloroimidazo[2,1-b]thiazole-5-sulfonamide,

5-chloro-3-methyl-N-(1-(3-(piperidin-1-yl)propyl)-1H-indol-5-
yhbenzo[b]thiophene-2-sulfonamide,

N-(1-(3~(piperidin-1-yl)propyl)-1H-indol-5-yl)naphthalene-2-
sulfonamide,

N-(1-(3-(piperidin-1-yl)propyl)-1H-indol-5-yl)naphthalene-1-
sulfonamide,
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yl ) et hanesul f onam de, [49] 4-phenoxy-N (1-(3-(pipe
idin-1-yl)propyl)-1Hindol -5- yl)benzenesul f onam de,

WO 2®p/013977 PCT/EP2004/008511

3, 5-di chl oro-N-(1-(3-(piperidin-1-yl)propyl)-1Hindol -

5- yl)benzenesul f onyl am de, [

4, 5-di chl oro- N- (1- ( 3- (pi peri di n-1-yl ) propyl ) - 1Hi ndol -

5- yl)thiophene-2-sul fonanm de and [ 52]

5-chloro-N-(1-(3- (pi peri di n-1-yl)propyl)-1Hi ndol - 5-yl

) naphtrhgj e 1 pj J ]
their ﬁléj”?:gglg ng s?‘?géggthwp%éﬁrLﬁﬁé% rg If)lmldazo[21
sol vat es. A bjihidzotexbisidfooanmideind of gener al for rrul a

(Ib) (CH) -R1L R4 (Ib) wherein Rl represents a - NR RO
radical, R2, R3, R4, R6 and R7, identical or

di ffer[gﬂn} @ﬁﬁéh)ﬂﬂl(ﬁ%%lpﬁbl&’lh 22? d@)gﬁ-‘i’r‘m ddMs-r o,

al koxy, ‘cyano, a saturated or un optionally
at |east myhbeszenasufonsmide,i near or branched
aliphatic radical, or an optionally at |east

nono- substituted phenyl or an optionally at |east

NDNO- §4IS t I (HaptHetyd- KA Y(B-(paskrm-1 mrésm-qwmaél 5-
hydrogen or a saturated or unsaturated, |inear or
yl)ethanesulfonamide,

[49] 4-phenoxy-N-(1-(3-(piperidin-1-yl)propyl)-1H-indol-5-
yl)benzenesulfonamide,

[60] 3,5-dichloro-N-(1-(3~(piperidin-1-yl)propyl)-1H-indol-5-
yl)benzenesulfonylamide,

[61] 4,5-dichloro-N-(1-(3~(piperidin-1-yl)propyl)-1H-indol-5-
yl)thiophene-2-sulfonamide and

[52] 5-chloro-N-(1-(3-(piperidin-1-yl)propyl)-1H-indol-5-yl)naphthalene-
1-sulfonamide,

optionally in form of their corresponding salts or their corresponding
solvates.
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branched, optionally at |east nono-substituted
aliphatic radical, R8 and R9, identical or different,

wWe@2wh/013pT esent hydrogen or a saturated or unsBCT/ER1064008511

| inear or branched, optionally at |east
nono-substituted, C -C ali pha_t]'gp_ radical, A represents
an optionally at |east nono-substituted nono- or

pol ycyclic aromatic ring system which nmay be bonded
via an optionally at |east nono-substituted al kyl ene,

2 kenyA forimRic-0Mb IR Bf GetferdMRfudlbsh ey
contain at |east one heteroatomas a rihg nmenber in
one or nore of its rings,and ni , 1, 2, 3 or 4,

optionally in formof one of igys stereoisoners,
preferably enantioners or diadter eo;ﬁ‘if."h)sr,'“ its racemate

or in formof a mixture B¥\g cask two of its
stereoi soners, prefer@bly e RS
di astereoners, in any _MRXi D6 i or a salt therof,

preferably a correspéndiggb ysi o\ogi cal | y acceptabl e
salt thereof, or a corresgondrig sot¥vate thereof. 10.
A conpound according to claim9, characterized in that
R2, R3, R4, R6 and R7, identical or different, each
represent hydrogen, a linear or (bmanched, optionally
at | east nono-substituted C -C alkyl radical, a linear
or branched, optionally at |east nono-substituted

al kenyyhgrag cal, or a linear or branched, optionally
at | east nono-substituted al kynyl radical, preferably
R2, R3, R4, R6 and R7, identical or different, each

;?p{:z;gpleﬁomn%ngﬁg& | t8 e']&id%%-r or branched, optionally
R% R% R*, R®and R’, identical or different, each represent hydrogen,
halogen, nitro, alkoxy, cyano, a saturated or unsaturated, optionally at
least mono-substituted, linear or branched aliphatic radical, or an
optionally at least mono-substituted phenyl or an optionally at least
mono-substituted heteroaryl radical,

R® represents hydrogen or a saturated or unsaturated, linear or
branched, optionally at least mono-substituted aliphatic radical,

R® and R®, identical or different, each represent hydrogen or a saturated
or unsaturated, linear or branched, optionally at least mono-substituted,
C4-C4 aliphatic radical,

A represents an optionally at least mono-substituted mono- or polycyclic
aromatic ring system, which may be bonded via an optionally at least
mono-substituted alkylene, alkenylene or alkynylene group and/or which
may contain at least one heteroatom as a ring member in one or more of
its rings,
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C alkyl radical, nmore preferably R2, R3, R4, R6 and R7
each represent hydrogen or a Ci-2 alkyl radical. 11.

wo@snpeond according to claim9 or 10, char aceEr/ERm®a4/008511

in that RS represents hydrogen, a linear or branched,
optionally at |east nonosubsti b ted al kyl radical, a
i near or branched, optlonally at | east

nono- subst it ut ed alkenyl radical or a |linear or
branched, optionally at |east nono-substituted C -C

al kynyénd ﬁqlégall Zggpgr ably RS represents hydrogen or
a |inear br anche optionally at |east

m)no substltut ed C -C al kyI radi cal , nore Iorefgrabl y R5
esent r C.al kyl radlca 1

Egﬁ;osmaﬁe'ﬂ Jf%ﬁa o g Tisrstatsiolsameis Brafgraply gnantiomers or

char agfiftbre@hdrs, '&@Péce'ﬁgat@rlﬁl ifform QPQtnﬁ&fL‘flre of at least two of its

di fferent, each represent hydrogen or nea
br anc IséQremspmecm,apneﬁerabM erssttiommars o ldh&ﬂtextemhmfsm‘rm mixing

kyl d' f bl
ai 11 oraft & BsalPingi BbraRiud Shsmopending: bhsiaeinaly
r adi cacceplable sdlethereo 8PalddflespEndiRg Jo/-A¢ ¢ g
hydrogen at the sane time. 13. A conpound according to

one or nore of clains 9 to 12, characterized in that A

o Pt Bbedtafid b Fhim R Y N
ri ng(ahleS7/ itentical or differarésatebproder hydrogert 0RReRor
vi a agragfptf@]gna” at | east rmnosubstltut ed - al kyl ene

gr oup p pelienally afleagtaaenensHbstiuiesk C1-Ge @dkyl radical, a linear
al keny} E%&%@ugpfgﬁﬁ@l ALY sBbstERY C,.Cq alkenyl radical, or

nono- subst i t ut
a linear or branched, optionally at least mono-substituted C,.Cg alkynyl

radical,

preferably R?, R% R*, R® and R’, identical or different, each represent
hydrogen or a linear or branched, optionally at least mono-substituted C+.
Cs alkyl radical,

more preferably R?, R?, R*, R® and R” each represent hydrogen or a C1.,
alkyl radical.

11. A compound according to claim 9 or 10, characterized in that R®
represents hydrogen, a linear or branched, optionally at least mono-
substituted C4-Cs alkyl radical, a linear or branched, optionally at least
mono-substituted C»-Cs alkenyl radical or a linear or branched, optionally
at least mono-substituted C,-C¢ alkynyl radical,

preferably R® represents hydrogen or a linear or branched, optionally at
least mono-substituted C4-Cg alkyl radical,
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al kynyl ene group and/ or wherein the ring(s) may
contain at |east one heteroatomas a ring nenber

wpe@betabt y A represents an optionally at | easPCT/EP2004/008511

nono- substituted nono- or polycyclic aromatic ring
system wherein the ring(s) i_gg@are 5- or 6- nmenbered
and wherein one or nore of the rings contain at |east

one het er oat r adi cgl osen fromthe group.

consi gnpriegprg,?efabp re_p(re%na{ p %\W@(,@NSZ %gyl rabical.

i ndependently from one anot her, each represent a

radi cal selected fromthe group consisting

Hiydr ogbnompbuod iaceqrding tﬂ one or prasgial€)aimistS t@ 1 hahayacterized in

lai Egi;}h ’i ﬁéﬁa %{?e qeci{ﬁ%l E&lﬁerle;n't?eeﬁ%b r%brgge%?%ygpog%n o(% a linear
trifl upnparsied, opadhalp at Iéa@b’rﬂaﬂofs%@sﬁﬁhe@m @4 alkit redigal,

radi cal, wherein R12 and R13, identical di fferent,
each represent hydrogen or |inear or branched CC

fwo” + RETARV BETAHPRE i3bfl of oA, <BE febiRsefffldibGen or a
R14 i SC#&QEID@EI‘ad’bcra,I,a | i near or branched C -C éu kyl, i

, 1, 2, 3 or 4 and mis 1 or 2.14. A conpound
according to one or nore of clains 9 to selected from

th §
N Flg@“"th%é‘ﬁrﬁélaﬂﬁto'& ahehR® are,not hydragen at the same time.

13. A compound according to one or more of claims 9 to 12, characterized in
that A represents an optionally at least mono-substituted mono- or
polycyclic aromatic ring system, wherein the ring(s) is/are 5- or 6-
membered, which may be bonded via an optionally at least mono-
substituted C1_Cs alkylene group, an optionally at least mono-substituted
C,_Cs alkenylene group or an optionally at least mono-substituted C,_Csg
alkynylene group and/or wherein the ring(s) may contain at least one

heteroatom as a ring member,

preferably A represents an optionally at least mono-substituted mono- or
polycyclic aromatic ring system, wherein the ring(s) is/are 5- or 6-
membered and wherein one or more of the rings contain at least one

heteroatom,

or a radical chosen from the group consisting of
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nmet hyl benzo[ b] t hi ophene- 2- sul f onam de, [ 2]
N-[ 1- (2-di net hyl am noet hyl ) - 1H i ndol e- 5-yl ] - napht hal en

we@2@5/0839rf onam de, [ 3] PCT/EP2004/008511

N-[ 1- (2-di net hyl ami noet hyl ) - 1H-i ndol e- 5-yl ] - napht hal en
- sul fonam de, [4] 4-

1- (2-di net hyl am noet hyl ) - 1?—9| ndol e-5-yl ] -5-chl orona

hal ene- -sul fonam de, [5]

1- (2-di nbt hyl ami noet hyl) - 1Hi ndol e- 5-yl ] - benzenesul

am de, [6] X (CHy)e— CH=CH—

1-(2- dimet&/ et hyl) - e5y|] un
sul f onam de'

1- (2-di net hyI noet hyl ) - 1H; doI e-5-yl]-4-

noxybenzenes(l f onami de, [ 8]
1- (2-di net hyl am noet f 1H-|ndoIeSyI] 4-

[

e

[

t hyl benzenesul f onam dg ]

[ 1- (2- di et hyl am noet 1H i ndol e-F
i ophene-2- sul fonam de,

[ 1- (2- di net hyl ani noet hyl) - 1 CHdol e- 5°

n

[

a

- [

ic

[

1-

h

1- -

zo[ 1, 2, 5] t hi adi azol e yl f onam de, [

1- (2-di net hyl am noet 1H i ndol e-5-yl ] - 6- oXoi m
z Y

1

h

1-

(
E
o[ 2, 1- b]thiazol e-5; | f onam de, [12]
0
(

Z9ZO0

—
o

'Z370Z®Z

-a,-chl oroth

ZTZ

id

2-di net hyl am noet ﬁyl )-1Hi ndol e-5-yl]-3, 5-
robenzenesul f onam de, [
2- di met hyl am noet hyl ) - 1Hi ndol e-5-yl ] - 3-

z27

X

AN
—CHom— | 2y

NN

wherein X, Y, Z, independently from one another, each represent a
radical selected from the group consisting of hydrogen, fluorine, chlorine
bromine, nitro, acetyl, linear or branched C4-Cg alkyl, linear or branched
C1-Ce alkoxy, linear or branched C4-Cg alkylthio, a trifluoromethyl radical,
a cyano radical and a -NR'?R"® radical,

b

wherein R' and R", identical or different, each represent hydrogen or
linear or branched C4-Cg alkyl,

W represents a single chemical bond between the two rings, a CH,, O, S
group or a NR" radical,

wherein R™ is hydrogen or a linear or branched C4-Cg alkyl,
mis 0, 1,2,30r4 and

m1is 1 or 2.
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br onobenzenesul f onam de, [ ]
N-[ 1- (2-di et hyl am noet hyl ) - 1H i ndol e-5-yl ] - 3-

wordsodnzenesul f onam de, [ ] PCT/EP2004/008511

N-[ 1- (2-di met hyl am noethyl) 1H-i ndol e-5-yl]-1 -

phenyl met hanesul f onam de,

trans-N-[ 1- (2-di nmet hyl am noet hy?) 1H i ndol e-5-yl ] - 2-
phenyl et henesul f onam de, [ 20]

N-[l (2-di met hyl am noet hyl ) - 1Hi ndol e-5-yl ]-4,5-dichlo

i 7 GBI SHEORIREIS 6o of Mord drbidifiey P13 XeRRI rom
[22] Xh¢ Gré@p donsisting afri noet hyl ) - 1H i ndol e- 5-yl | - 4-

br onrobenzenesul f onam de, [ 23]
N-[1-(2-di rrethyl arri noet hyl ) - 1Hi ndol e-5-yl ] - 4-

met ho en - Lo
s gj_odi gﬂ'ﬁl 2L Bﬁ&Lasﬁ)no%ﬁ@])Q I lmdole <&-yil-5-chloro-3
-chl or o- SmﬁhV@mzo[h}ﬂudpmpbéheumemmmam de, [25]
N-[ 1- (2-di net hyl am noet hyl ) - 1H-i ndol e-5-yl ] - 4-

ni trobenzenesul f onam de, [ 26]

N-[ 1- (2} di W[h@-ﬂfﬁwé‘l‘h?tdﬂﬁ(hbetll )Lﬂwcﬁyle&wq néPhth_alene-Z-
fl uorobenzenesul f onam de, [2 N[1-(2 hyl am no

qt hyl ) - 1H- isnfenamiie;| | - 6- chl or0| m dazo[ 2, -

b] t hi azol e- 5- sul f onam de,

[3] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl}-naphthalene-1-
sulfonamide,

[4] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-5-chloronaphthalene-
1-sulfonamide,

[5] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-benzenesulfonamide,

[6] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yi]-quinoline-8-
sulfonamide,

[7] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl}-4-
phenoxybenzenesulfonamide,

[8] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-4-
methylbenzenesulfonamide,

[91  N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-5-chlorothiophene-2-
sulfonamide,

[10] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-
benzo[1,2,5]thiadiazole-4-sulfonamide,
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[ 29]
N-(1-(2-(di ethylam no)ethyl)-1H i ndol -5-yl)-napht hal en

we@2@5/08397f onami de, [ 30] PCT/EP2004/008511

N- (11-(2|-]£di et hél am'[ g(ﬂ et hyl ) - 1Hi ndol - 5-yl ) - napht hal en

e-1- sul fonam de, _10A-

N-(1-(2-(diethylam no) et hyl )-1?—?i ndol - 5-yl) - 4-

phenyl benzenesul f onam de, [ 32]

5-chl oro-N-(1-(2-(di net hyl am no) et hyl ) -2-net hyl - 1Hi nd

: 335 hAT SN-PRENAIREMTRIRhbBIHYB MY Sidu1s B-{IRBAHIGimidazo[2,1-

N-(l ( 2- ( dibjthidrplexbisuifoabmide,- 2- net hyl - 1Hi ndol - 5-yl ) -

napht hal ene- 2- sul f onam de, [ 34]

N-(1-(2-(dinmethylam no)ethyl)-2-nmethyl-1Hindol-5-yl)-

napht N@g-fi4-

i\ N-GN b %Hfrﬁ%ﬁp génﬁ'?]g e YR - 1k i nd
ol -5- yl)i .ﬁnqmczr@panzemsuiﬁoaaw@es sul f onami de, [ 36]

N-(1-(2-(dinmethylam no)ethyl)-2-nmethyl-1Hindol-5-yl)-

4- phenyl benzenesul f onam dq, [ 37]

N- (1- (23)i ma[h}yz ammwnhmbéth%r)nmh*,dolé-&ylpgol -5-yl)-2
-(naphth-1 - vy et hanesul f onam de, [3

N- (1- ( 2- ( dibreRDPAZENRSUWIPAMAE- net hyi - 1H-| ndol - 5-yl ) -

4- phenoxybenzenesul f onam de, [ 39]

3, 5-di chl oro-N-(1-(2-(di met hyl am no) et hyl ) - 2- net hyl -

-i ndol[1&} yIN-[1- (mdmethywnﬁunoeumyqa H-irt)le-5-yl]-3-

N-(l(2(d|[ret am no ethyl) 2-met hyl - 1H-1 ndol -

yl ) benzo[ b Fﬁ%@ﬁ@s@l anamfigdgani de,

[15] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl}-1-
phenylmethanesulfonamide,

[19] trans-N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-2-
phenylethenesulfonamide,

[20] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yi]-4,5-dichlorothiophene-
2-sulfonamide,

[21] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-4-
acetylbenzenesulfonamide,

[22] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yi]-4-

bromobenzenesulfonamide,

[23] N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl]-4-
methoxybenzenesulfonamide,

[24] N-[3-(2-diethylaminoethyl)-1H-indole-5-yl]-5-chloro-3-
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[41] N-C ~-Cdi et hyl am noJet hyO- 1 H-i ndol -
-yQbenzot bJt hi ophene- Ssul f onam de and [ 42]

WOR(30(R71 di et hyl am no) et hyl ) - 1Hi ndol - 5- y| ) beeiwBP19pa/6n8511

i ophene-3- sul fonam de, optionally in formof their
correspondi ng salts and theirqgfrrespondi ng sol vates.
15. A process for obtaining a sul fonam de derivative

[ to one
or more o meby ezl cE g 2 BhraBia n « na: o
| east one conmpound of general formula (I1), or one of
its suitably protected derivatives, N C (I Onaherein A
has t Ha5hed {2-disoethylanginpethyhel ldindnle®-di-4el ai ns 1 -
14, and X i s, an acceptabl e | eaving group, preferably
an hal ogen nét{ nzmslpgu@?r@rg bl y chlorine is reacted

with at | east one 5-am noi ndol e of general fornula

(I'11), or one of its suitabl rotected derivatives; 7
(O 26 ML RE-simethyiamineefolirl eindaie &4 have ¢ he

meani ng. acGRLHEhAReSfortimidR! ¢ Of

[27] N-[1-(2-diethylaminoethyl)-1H-indole-5-yl]-6-chloroimidazo[2,1-
blthiazole-5-sulfonamide,

[29] N-(1-(2-(diethylamino)ethyl)-1H-indol-5-yl)-naphthalene-2-
sulfonamide,

[30] N-(1-(2~(diethylamino)ethyl)-1H-indol-5-yl)-naphthalene-1-

sulfonamide,

[31] N-(1-(2-(diethylamino)ethyl)-1H-indol-5-yl)-4-
phenylbenzenesulfonamide,

[32] 5-chloro-N-(1-(2-(dimethylamino)ethyl)-2-methyl-1H-indol-5-yl)-3-
methylbenzo[b]thiophene-2-sulfonamide,

[33] N-(1-(2-(dimethylamino)ethyl)-2-methyl-1H-indol-5-yl)-

naphthalene-2-sulfonamide,

[34] N-(1-(2-(dimethylamino)ethyl)-2-methyl-1H-indol-5-yl)-
naphthalene-1-sulfonamide,

[35] 6-chloro-N-(1-(2-(dimethylamino)ethyl)-2-methyl-1H-indol-5-
yl)imidazo[2,1-b]thiazole-5-sulfonamide,
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claims 1 - 4 to obtain the correspondi ng sul fonam de
and optionally, fromthe |atter, the protective groups

woreapsoesorenoved i f necessary. 16. A process f oOPCT/EP2004/008511

obt ai ning a sul fonam de derivative of general formula
(la) and/or (Ib) according tqoi@he or nore of claims 1
- 14, wherein R -R4, R6- R7, n and A have the neaning

Fopr eduil s NP oty BriholBBA T2 snethi Tiaf0ak S Vs
one con‘poum)g]egylb%ﬁggﬁ ulforariyie, (1a) and/or at |east

one conpou general fornmula (lIb), wherein R-R4, R
-R7, n and A have the neaning according to one or nore

s T odtfoa N HEdR ARG GERR DT A EndgFS- -2 Thaphtn-1-
sul fate. . yf)-dthaR8SEfdrAMi@Eepari ng the salts,
preferably " the physiologically acceptable salts of the

conmpounds of general formula (la) and/or (I1b),

o et PP e SRl B sfetbnEl @RS S henony-
formul a (| penasdésilfonaniéest one conpound of the
general fornmula (Ib) with a mneral acid or an organic

acid in a suitable solvent.18. A nmedi canent conpri sing

t | i . .
ol ai midl ¢ 3 TR G ReRpEn Sy BB BREURL 1hfindok5-v)-
phar macol openaehysudfonapiidd] e exci pients. 19. A

medi canment according to claim, for 5-HT receptor
regul ation, for the prophylaxis and/or treatnent of a

di . i y af er abl
di sor g@]rgg\t af‘l&gcﬁﬁ\oeW|§Wb)bﬂ1ﬁ)92%étﬂg@hff_mcﬁ%ﬂ%f erably

appeti‘te,” for t mai nt enance,
i ncrease owl)benzalbjtbiopbeneSdsulfariaghide, f or t he
prophyl axi s and/ or treatnent
[41] N-(1-(2-(diethylamino)ethyl)-1H-indol-5-yl)benzo[b]thiophene-3-
sulfonamide and

[42] N-(1-(2-(dimethylamino)ethyl)-1H-indol-5-yl)benzo[blthiophene-3-
sulfonamide,

optionally in form of their corresponding salts and their corresponding
solvates.

15. A process for obtaining a sulfonamide derivative of general formula (la)
and/or (Ib), according to one or more of claims 1 - 14, characterized in
that at least one compound of general formula (I1), or one of its suitably
protected derivatives,

0\\ //0
~S<

(In
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of obesity, bulima, anorexia, cachexia or type II
di abetes (non insulin dependent diabetes nellitus),

wee@berabt y type Il di abetes caused by obesit ypCT/BP20041608511

prophyl axi s and/ or treatnment of gastrointestinal tract
di sorders, preferably irritahhggbowel syndrone, for
cognitive enhancenent, for the prophylaxis and/ or

treat nt of ders aof the c nervous

s coerefl By toE HiSariho Befo Y Kfong ok ol o CRiRE - 14,

di sor céﬁfdsx .@aa@cbey@bl@@wmgdgrégbdsfe?era%ﬂaﬁ BalfRIEAHtbA, more
processes, neurodegenerative di sorders, preferably

Al zheipreferablyiohinring is paated siith at leastare 5-anainpindgioaf general

psy cnaaraue D, PLixbe Bt fa SHLTRY Ridtos AR Y | or

deficit / hyperactivity disorgder), greferably for 5-HT
receptor regul ation, for the proph HiRS and/ or

C 8. rel ated to food
onrpf appetite, for

treatnent of a disorder R
i ntake, preferably for the
t he mai nt enance, i ncrease ok ion of body wei ght,
for the prophylaxis andrﬁr t rleat ment of obesity,
bulimia, anorexia, cachesi a ®s typ® Il diabetes (non

i nsulin dependent diabetes nellitus), preferably type
Il di abetes caused by obesity, for the prophyl axis
and/ or treatnent of gastr0|nt@Bl|naI tract disorders,
preferably irritable bowel syndrome. 20. The use of at
| east one congound according to one or nore of clains

1to 8vﬁe£re|ntﬂ’<1 Rfemdf mhaves m@fne@nn@a@cﬁﬂ‘ai’mb tb@neSorhbre of
receptor, regulation,2 . The use of at | east one

conpoRiMsctor ditp gbtain thrcofrespanding sulfenargide angl eptianally,

the R B4 Witer,dthe broftifa BRlIns My HaSoR M A¥kSssary.

16. A process for obtaining a sulfonamide derivative of general formula (1a)
and/or (Ib) according to one or more of claims 1 - 14, wherein R'-R*, R°®-
R’, n and A have the meaning according to one or more of claims 1 - 14,
and R® represents C4-Cs alkyl, characterized in that at least one
compound of general formula (la) and/or at least one compound of
general formula (Ib), wherein R'-R?, R®-R’, n and A have the meaning
according to one or more of claims 1 - 14, and R® represents an

hydrogen atom, is reacted with an alkyl halogenide or dialkyl sulfate.

17. A process for preparing the salts, preferably the physiologically
acceptable salts of the compounds of general formula (la) and/or (Ib),
according to one or more of claims 1 - 14, consisting in reacting at least
one compound of the general formula (la) and/or at least one compound
of the general formula (Ib) with a mineral acid or an organic acid in a
suitable solvent.
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treatment of a disorder or disease related to food
i ntake. 22. The use of at |east one conpound accordi ng

W0 2005/08390T nore of clains 1 to 8 for the manufBRCT/EP®OEH08511

a nmedi canent for the regul ation of appetite. 23. The

use of at |east one conpound gggording to one or nore

of clains 1 to 8 for the manufacture of a nmedi canent
|ncre reduction of b

o gh & B ERRRT GingrdiGh B Bask oph e iR A caraB dp e or
to onen@fe AOESINY 1¢b 8 4R épﬁ&]aﬂyfa%%e}&%n%}%é@w e of

a nedi canent for the pro | axi § and/ or treatnent of
obesi tBharrgcolpgically eiceep Gemjple@tﬁa conpound
according to one or nore of clains 1 to 8 for the
manuf acture of a nedi canent for prophyl axis and/or

trgeat e fiedidarheht A8odrdid§ to EREmMUES f@ﬂE 5fHTé r‘é%é%td?'? ulatlon for
conmpound according to one or nore of clains

t he néh@ma@WW@«@ﬁnd/Qfémaém@@hpf a disargler w@pew@mlated to food

and/ Ofink€0ARLaR] 1P AU Rt Patichy of HIAHS S aiiénance,
one corrpouh accordi ng e en'g‘ T?B e
for t hreacreaselbacéduwonfofa)omvdmei RE fibr fh@rprbbﬁylams and/or treatment
?
prophyl axi s and/or treatnent o cachexia. 28. The use

of at 9f QRSB RUIIFYRALRINTEXIA: 8GR Of BYRenk diabeies astinsulin

Che' pRckebefh el eI LY o o TSRS 08 o

(non iobesity, rfodﬁmpltd:@hyladlmm/estreaimemtuﬁ)gasn’oﬂft@é,tﬁidl Yract

| Shot At SR pETRALL Foie BoT8) BB emmSaSea, s

1 enhancement, for the prophylaxis and/or treatment of disorders of the
central nervous system, anxiety, panic disorders, depression, bipolar
disorders, cognitive memory disorders, senile dementia processes,
neurodegenerative disorders, preferably Alzheimer's disease,
Parkinson’s disease, Huntington’s disease and/or multiple sclerosis,
schizophrenia, psychosis or infantile hyperkinesia (ADHD, attention
deficit / hyperactivity disorder),

preferably for 5-HTs receptor regulation, for the prophylaxis and/or
treatment of a disorder or disease related to food intake, preferably for
the regulation of appetite, for the maintenance, increase or reduction of
body weight, for the prophylaxis and/or treatment of obesity, bulimia,
anorexia, cachexia or type Il diabetes (non insulin dependent diabetes
mellitus), preferably type Il diabetes caused by obesity, for the
prophylaxis and/or treatment of gastrointestinal tract disorders, preferably
irritable bowel syndrome.

20. The use of at least one compound according to one or more of claims 1

to 8 for the manufacture of a medicament for 5-HT receptor regulation.
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to 8 for the manufacture of a nedi canent for the
prophyl axi s and/or treatnent of gastrointestinal tract

wae@snddrs. 30. The use of at | east one conpouPdI/EP2004/008511

according to one or nore of clains 1 to 8 for the
manuf acture of a nedi canent f.gf§4the prophylaxis and/or
treatnment of irritable bowel syndronme. 3 . The use of

? | east one FogI'pOUﬂd accor di na to ocpe ?FE; nor e of lai

hi neThe HEe 8T phleaphane EATPQHPH AcCaF 391 ang QRErRresqf claims 1
the prigEsr i Matfdlrd sRRhTERIarRENBX iR PropBylaxidEnd/or
use of at |east one conpound according to one Or nore

of cl dreatment of 8 disardeher disnaseitelated toffoad ifakeanent
for the prophyl axis and/or treatnent of depression.
33. The use of at |east one conpound according to one

nzg.e ofheligé Bhatllehist Snd esmbbandRizdbafindg fCoRé of more of claims 1
nmedi canment for the prophylaxis and/or treatnment of

bi pol d¢ &ffos dheimanufaturerdfea masieament foe tha regiwdation of appetite.

conmpound according to one or nore of clains 1 to 8 for
the manufacture of a nedi canent for the prophylaxis

@8]/ orTHe asd otat least Gy odinpvand@izeoidint f0o0ke b8 matt of claims 1
The use of at |east one conpound according to one or

mor e dP &losithe manuiaciurepf a medigatnenider the wrinienance, increase
medi C%F‘j@&uétﬂfn 6%@;@@@“@“ s and/or treatnent of
S.

seni |l e denment1 a process 36. The use of at |east one
conmpound according to one or nore of clainms 1 to 8 for

f f ' f h hyl axi
g:zg / or! he Sgé o gt Igastaonrreegér%%gﬁrqé acgcr)rcj‘lné3 tdp (r)r?g o¥ m%xrclesc’)f claims 1
to 8 for the manufacture of a medicament for the prophylaxis and/or
treatment of obesity.

25. The use of at least one compound according to one or more of claims 1
to 8 for the manufacture of a medicament for prophylaxis and/or

treatment of bulimia.

26. The use of at least one compound according to one or more of claims 1
to 8 for the manufacture of a medicament for the prophylaxis and/or

treatment of anorexia.

27. The use of at least one compound according to one or more of claims 1
to 8 for the manufacture of a medicament for the prophylaxis and/or

treatment of cachexia.

28. The use of at least one compound according to one or more of claims 1
to 8 for the manufacture of a medicament for the prophylaxis and/or
treatment of type Il diabetes (non insulin dependent diabetes mellitus),
preferably type Il diabetes caused by obesity.
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treatnment of Al zheiner's D sease.37. The use of at
| east one conpound according to one or nore of clains

wdaz2das/08970r t he nanufacture of a nedi canent f oPCT/AR2004/008511

prophyl axi s and/ or treatnment of Parkinson's D sease.

38. The use of at |east one ceypound according to one

or nore of clains 1 to 8 for the manufacture of a ‘
| axi s .and/

{1 rgtles ShatigastoEgmplnY 26CaRing I BREBM e of claims 1
conpous® e G AHaAMIFARURNSF POt Bl ﬁiéT?p‘roFl]-)h?/léx% ad/or
the manuf acture of a nedi canent for the prophylaxis

and/ ortreategnhefgagfroiatestingli tiactidisakdesh a cogni tive
deficit predom nates. 40. The use of at |east one
conmpound according to one or nore of clains 1 to 8 for

t3te e asd of &t I@éslaoﬁ@d{bmfsﬁaﬁ@ alcBordin td6 e BY hidre f claims 1
and/or treatnment of Multiple Sclerosis. 4 . The use of

at | 48 ohthe Biapuiatiureceicr medicanserdifer te propaYlexis and/or
cl ai ”ﬁréq%ﬂh%n?ofﬁ’ﬁmé&%&%%ﬁ%&@% of a medi cament for
propny 0 tmen

t he "axrs an rtre of psychosis. 42. The
use of at |east one conpound according to one or nore
of clains 1t for the manufacture of a nmedi canent

8 . .
1t HHs A atiRs! oRISRMPPHEA ARERIIRG to RGAE Mass O claims 1
hvper ki . i it i
o Sor RS i A RireRiid edRBrhéinitot tieyipRf dnkor
accor dieggmeat ohanxietynore of clainms 1 to 8 for the
manuf acture of a nedi canent for the prophylaxis and/or

treatnent of disorders of the central nervous system
32. The use of at least one compound according to one or more of claims 1

to 8 for the manufacture of a medicament for the prophylaxis and/or

treatment of depression.

33. The use of at least one compound according to one more of claims 1 to 8
for the manufacture of a medicament for the prophylaxis and/or treatment
of bipolar disorders.

34. The use of at least one compound according to one or more of claims 1
to 8 for the manufacture of a medicament for the prophylaxis and/or
treatment of cognitive memory disorders.

35. The use of at least one compound according to one or more of claims 1
to 8 for the manufacture of a medicament for the prophylaxis and/or
treatment of senile dementia processes.

36. The use of at least one compound according to one or more of claims 1
to 8 for the manufacture of a medicament for the prophylaxis and/or

treatment of Alzheimer's Disease.
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44. The use of at |east one conpound according to one
or nore of clains 1 to 8 for the manufacture of a

woreasomyent for the prophyl axi s and/ or treat meP@T/BP2004/008511

schi zophreni a. 45. The use of at |east one conmpound

according to one or nore of chanms 1 to 8 for the

nanufacture of a nedi canent for cognitive enhancenent
| east one

aCCOr d db%%ggﬂ{e'e ?I gb 3 OUPQ %‘FQO@"P% Qngﬁﬁl HiSte of claims 1
0Pt | onald tr e hidtfactiie o a fiidiodtheMTBF fFRCAIORAVREAIS dnd/or

accept abl e excipients A nedi canent according t
cl ai mizgtment sf Eﬁrrl«mm Dnsaas@ul ation, for the

prophyl axi s and/ or treatnment of a di sorder or disease
related to food intake, preferably for the regul ation

@8. apprie tise of at lebStcor@bdin Baﬁééccbmﬁﬁ ﬁﬁ@né’br more of claims 1
reducti on of body weight, tfor the prop %/h axi s and/o
&t

t r eat g fopthemsauiactune ofiamedicaraentp ec@rmbxiaalsoﬁmdlor
type 't}e%‘{’l‘n%g% ﬁuﬁﬁ‘@ob%slﬂlsia?sgependem di abet es

mel |i era di abet es caused by
obesity, for the prophylaxis and/or treatment of

nt esti pal tract di sorders, preferably irritable
%’&m ?rga le@st QnsyFRMPQUNE AREPIdiNaEior onNg gF mare of claims 1

pr oph% %"fb? tRWaAlfdE SR TR neRicath SRTEEIR S&Egh{]l@ms and/or

central nervous system anxiety, panic di

depr edegatmenboipderaentihsiorwisich,a ccaggnil\te deficiigpredpminates.
di sorders, senile denmentia processes,

neur odegenerati ve di sorders, preferably Al zheiner's

digs easThe Y & A90AstOr EHABSuNdHBLARAHPLD Shdlbs

ﬁﬁﬁ@ of clalms 1
and/or nultiple sclerosis, schizophrenia, psychosis
i nf antt® Béohif}ﬁelmlanh@@ila‘e(oﬁla—medmmﬂ|f@mtheeﬁrophylakls and/or

hyper 3eLimbhY ot RbRCEerosis.

41.  The use of at least one compound according to one or more of claims 1
to 8 for the manufacture of a medicament for the prophylaxis and/or
treatment of psychosis.

42.  The use of at least one compound according to one or more of claims 1
to 8 for the manufacture of a medicament for the prophylaxis and/or
treatment of infantile hyperkinesia (ADHD, attention deficit / hyperactivity
disorder).

43.  The use of at least one compound according to one or more of claims 1
to 8 for the manufacture of a medicament for the prophylaxis and/or
treatment of disorders of the central nervous system.

44.  The use of at least one compound according to one or more of claims 1
to 8 for the manufacture of a medicament for the prophylaxis and/or
treatment of schizophrenia.
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preferably for cognitive enhancenent, for the
prophyl axi s and/or treatnent of disorders of the

w@eesns97ner vous system anxiety, pani c di sor dB€HFEP2004/008511

depr essi on, bipolar disorders, cognitive nenory

di sorders, senile denentia prgggsses, _

neur odegenerati ve di sorders, preferably Al zheiner's

di sease, Parkinson's disease, Huntington's disease and
mul ti ple sclerosis, schizophrenia, psychosis or

i48.antTHeeusy peatlenssore cOMPIPBUNatdcedidifg tdiBhé & mdre of claims 1
hyperactivity disorder).48. The use of at |east one

conpodf@® 8¢ e Manyfaduisnel  maedisament for apgmitive eoharcement.
for the manufacture of a medi canent for 5-HT receptor
regul ation. 49. The use of at |east one conpound

aftor dh npdicamerst comprisieg et Ielstbe Bmigbukd dordiRg to one or
manuf acture of a pedi cament for the prophyl axis and/or

t r eat FBRE Frclaimy Lép ddansronticnally @t leashoed or cndreof _
i nt ak%ha%acgﬁ@‘%ﬁiF%,Tcﬁ@%&"ef%%ja@ﬂ%- conmpound accor di ng

to one or nore-o or the manufacture
of a nedicanent for the regul ation of gppetite. 5.
T, e of .at | east one conpound according to one or,
Ce. of MEISARTY GEG0RIRS {IAFRAR 106 Buds Boegtor regulation, for the
nedi ¢ PiGHHylHas ahﬁ%r%d?ﬁﬁﬂ%f:gdiéd?ﬁéﬁ&scﬁsgésé RANRY tgrfood
of body weight. 52. The use of at [east one conpoun
accor dntalet prefargblyrfonthrecragiulationi ofsappetite, Tdr thermaiméenance,

(et Hnbags 8hufeigh SEBB0y st R Re rodadids addfor Freatment
coNpo6hBbesien billifga, idhd?8RaOtadixia 6f P@r@l{ ﬁ@b%tésf)(n%‘h insulin

for the manufacture of a nedi canent _
pr ophfieagndentitialptes recltiushtpreferablyitype ]l diabetes caused by

obesity, for the prophylaxis and/or treatment of gastrointestinal tract
disorders, preferably irritable bowel syndrome, for cognitive
enhancement, for the prophylaxis and/or treatment of disorders of the
central nervous system, anxiety, panic disorders, depression, bipolar
disorders, cognitive memory disorders, senile dementia processes,
neurodegenerative disorders, preferably Alzheimer’s disease,
Parkinson’s disease, Huntington's disease and/or multiple sclerosis,
schizophrenia, psychosis or infantile hyperkinesia (ADHD, attention
deficit / hyperactivity disorder),

preferably for cognitive enhancement, for the prophylaxis and/or
treatment of disorders of the central nervous system, anxiety, panic
disorders, depression, bipolar disorders, cognitive memory disorders,
senile dementia processes, neurodegenerative disorders, preferably
Alzheimer's disease, Parkinson’s disease, Huntington’s disease and
multiple sclerosis, schizophrenia, psychosis or infantile hyperkinesia
(ADHD, attention deficit / hyperactivity disorder).
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54. The use of at |east one conpound according to one
or nore of clainms 9 to 14 for the manufacture of a

woreasomyent for the prophyl axi s and/ or treat meP@T/BP2004/008511

anorexi a. 55. The use of at |east one conpound

according to one or nore of chass 9 to for the

manuf acture of a nedi canent for the prophyl axis and/or

t reat t achexja. 56, The yse of.at.|east one .
ool usk of ARG Gre RambPl HEeBicidy 1g RS 5r Rife ot olaims o
for the 1BoniRe ndnefadture ol hedi@imentdor 54T, receptor regulation.
prophyl axis and/or treatnent of type Il diabetes
(non-insul i n-dependent diabetes nellitus), preferably

type | ' it 7..Th of at, .
45, “pEba08) S1cRet R chNpBERY sl e U Rl faims o
9 to 14 ticfor tifemamotdagieisfea Aledicarbshtdantrt plophylalkR and/or
prophyl axi s and/ or treatnent of gastrointesti na?l tract

di sor degaimengof aglisqider off digease rplatedie feedtake:

according to one or nore of clainms 9 to 14 for the

manuf acture of a nedi canent for the prophyl axis and/ or
tGGkat e usd of atrlbaaltrzme b@mpguad adcomiing flond bEMt?é oftclaims 9
at | east, ,qne, conmpou according to one or nore of )
ol ai o g 4G e MaPUAGLIeRt HEdisaBat far ediesklation of @ppetite.
the prophylaxis and/or treatnent of anxiety. 60. The

use of at |east one conpound according to one or nore

di1.cl dihesuse obatfleastdree eampbdaod aceomingitonenk onmeme of akaims 9

th | axi d t t t of ion, 6 . .
The 48 oRiNe BRI el FyBeHipaRart ot 1 I Niprarise, increase
nore @ réd@dtivh & body weight.

52.  The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of obesity.

53. The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of bulimia.

54. The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of anorexia.

55.  The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of cachexia.
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to 14 for the manufacture of a medicament for the
prophyl axi s and/ or treatnent of bipolar disorders. 62.

wab@sus®7of at | east one conpound accordi ng t OPCHEPIIN4/008511

nore of clainms 9 to 14 for the manufacture of a

medi canent for the prophyl axi_gq@nd/ or treatnment of

cognitive menory di sorders. 63. The use of at | east
ound claims 9 to

ord to one Qr nore o{
B ¢ ek bt 8RSt o omBgling Asfierding tq fiae or more of claims 9
pr ophytb i for eedfrinufdRave ey rrféﬁnc%%#.t%ldﬁ{@&bgﬂylax.s and/or

processes. 64. The use of at |east one conpou
accor dTQ@gﬁmﬁGt ehbyperll dﬂ@be’taﬁ(nohahalﬂlredeperlderﬂMabétes mellitus),

manuf ment fo ophyl axi s and/ or
treat %Igh‘%ﬂ%ﬂ%@é B@E‘E‘% ggg Whe use of at
Ieast one conpound according to one or nore of clains

to 14 for the manufacture of a nedi canent for the
|§r7oph)T hedwse ainal/leastonscompeund apeeikingtmore dF seas of claims 9

66 T rding, to one

¢ o 17 e Rank R B FOR A 35E R pra Py R Enaror
rredl c &rsabrnehbof gdstraimteptiyalaict doders. t r eat ment  of
Huntington's Di sease. 67. The use of at |east one

conmpound according to one or nore of clains 9 to 14

.| haTRg 1058 o 8y ATIREI 0y g o o

68. The1dder the manufaatire afia med’pamecmt @Ctherr?ghyIQx@%d/or
or e manufacture of a
nedi c&%@ﬁpe'ﬁ%&l'{rﬁﬁblﬁr@ﬁﬂﬁ%sﬂ ©OM&d/ or treatnent of

denmentias in which a cognitive deficit predom nates.

59.  The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of anxiety.

60. The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of depression.

61. The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of bipolar disorders.

62.  The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of cognitive memory disorders.

63.  The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of senile dementia processes.
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69. The use of at |east one conpound according to one
or nore of clains 9 to for the manufacture of a

woreasomyent for the prophyl axi s and/ or treat meP@T/BP2004/008511

psychosis. 70. The use of at |east one conpound
according to one or nore of chayms 9 to for the
manuf acture of a nedi canent for the prophyIaX|s and/ or

AT T ufl BLALERELps SPEP e EeDring hangs repred laims 9
| east tgr@ wmmme@bﬁwmmﬁemﬁom@ %] h?lfdsr@nd/or

9 to 14 for the manufacture of a nedi canent f

pr ophytresiinenk aliAlrheimess Rissaset di sorders of the
central nervous system 72. The use of at |east one
conmpound according to one or nore of clains 9 to 14

f@8. t Eharagelbhat letist he donpBUAAERBIdiRY td H8e or more of claims 9
prophyl axi s and/ or treatnent of schizophrenia. 73. The

use oftod¢ for the manefaciuisoefraimesicanaenigor theoprepbylaxisr and/or
of cl &Hégﬁm%ni 8f %érl&r?éor@pl%%%g acture of a medi cament

for cognitive enhance

66. The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of Huntington’s Disease.

67. The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of Multiple Sclerosis.

68. The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or

treatment of dementias in which a cognitive deficit predominates.

69. The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of psychosis.

70.  The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of infantile hyperkinesia (ADHD, attention deficit / hyperactivity
disorder).

71.  The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of disorders of the central nervous system.
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72.

73.

-118-

The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or

treatment of schizophrenia.

The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for cognitive enhancement.



