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- SULFONYLI NDOLE DERI VATI VES, THEI R PREPARATI ON AND
THEI R USE AS 5-HT6 LI GANDS The present invention

woeb@rm|3de’e new sul f onam de derivatives, of geneCa&EP2004/008516

formula (la, Ib, Ic), R(lal Ib, Ic), optionally in
formof one of their stereoisoners, preferably
enantioners or diastereoners, their racemate, or in
formof a mxture of at |east two of their

stereoi sonmers, preferably enantionmers or

di astereoners, in any mxing ratio, or their salts,

2oL St Dok el R CORRES BRI VA BERR Yog g s-ums sacwms

processes for their preparation, to their application

as medi canents in human and/or veterinary

t her apee present imaention réferp tanews salfonamidecdaenparives pofsgeneral
ont?é{]i gl Ltsem The new conpounds of the present

TR 1'8n ' be used in the pharmaceutical industry

as internediates and for preparing nedi canents. The
superfam |y of serotonin re&EepCHy)ABRHT) conprises 7

cl asses (5- HT1-5-HTRg Whilch coyer 14 human

subcl asses [D. Hoyer, et ‘ ophar macol ogy, 1997,
36, 419]. The 5-HT recept 3 <
serotonin receptor i ' H 1 ecular cloning in
rats [FJ. Monsna, et ., Nbl. PRargpcol ., 1993, 43,
320; M Ruat, et al., BioclgmaoBwphys. Res. Conmmun.,
1993, 193, 268] as well as in%u% [ R Kohen, et

al ., J.Neurochem, 1996, 66, 47],/ Th8 conpounds with
an affinity for the 5-HT recept are useful in
treating different disorders of the Central Nervous
System and of the Gastroint ed@ilRalC)system as well as
the irritable bowel syndrone. The conpounds with an

S o 3 o S, B Sy T
g@%@r%ﬁer@,tthéi? race?ﬁ‘z%re, N?]( irﬁ%?rﬁ-of 2Chixtdrd%E: 8t$@§192t é\%‘b’f their

. Bourson, et al. J. Pharnacol ., 199¢ o _
steeeoisomers, preferably enantiomers or diastereomers, in any mixing ratio, or

their salts, preferably their corresponding, physiologically acceptable salts, or
corresponding solvates; to the processes for their preparation, to their
application as medicaments in human and/or veterinary therapeutics, and to the
pharmaceutical compositions containing them.

The new compounds of the present invention can be used in the
pharmaceutical industry as intermediates and for preparing medicaments.

The superfamily of serotonin receptors (5-HT) comprises 7 classes (5-
HT1-5-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.,
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.



10

15

20

25

30

D.C. Rogers, et al., Br. J. Pharmacol. Suppl., 1999,
127, 22P; A. Bourson, et al., J. Pharmacol. Exp.

wohers/1391995, 274, 173; AJ. Sleight, et al., Beb@EP2004/008516

Brain Res., 1996, 73, 245; T. . Branchek, et al.,
Annu. Rev. Pharnmacol . Toxi col-2, 2000, 40, 319; C.
Rout | edge, et al., Br. J. Pharnmacol., 2000, 130,

MRP s F990 48, 4 %T% olfiboluifs bR A HrIARD (R e B F

ﬂa‘d‘epmrtaref&éfdl e treatifiy difeesritalisortiBrs of tRetCentedl N?érvousl System
Pharnacol Ther., 1994, 268, 140

and of fre Gaﬁféglntesilgggsysiemggg well aﬁ th%gﬁgbleé}ovéﬁl synﬂ)mme The

E}g@b% }Mthia@ﬁ%fﬂnl forili%f I:|_'J]'_eh %‘oad*ﬁgfseﬂilfﬂﬁt’?‘éanhg anxiety,
dépriession dnut cadrtive iMémaey elmoa)derar ®. shidkaf, et at;,élam i Y Acad.
Sobettds, Bell 8% A BauRoh . d5 voPhardpacyl, 168, 125, 1562;

Br@rggg@f's et glooﬁr Jlﬁ'ﬂanﬁw Stpp /qugggd,12¢t2rgb A. %@sﬁn etal.,

Res Pr anzat el | Dr ugs of

:roalaqrmafomg hesg7gp95Péan1t73aﬁpﬂ |$Jalgh¢>,ret\m BehaveBmin

B 89873 HRCA, BRI 170, A, ey EimEeS P,

peo@r4mr39n 0. Rdutledge vettd)., BrHI PeRRRIcol,, 200R0180, SIB0E]. It has
acti vi ty Pat ent application EP 0 733 628 di scl oses

been shawndeat ta@rtvweal andatypicabprtirgychoticsfor treadibgpt or

t
304A98REAla 61 A ok oHAR) o h06 EdABRETBN, Hoty, otal. .
E’thnamYeEkprTlméraylsB% P68e1408;tE. Ciatksdtiabn Midl. Medd 1995, 1,

PG dENsiz et AL el ]Pwa%%%épe 9 45 520r T oubikals ot al, Am.

Jn/% agichel )’16993088“1 of. r%aé uﬁd!;ewﬁﬁ%htéfﬂﬁify Mrﬂﬁm HTe

all ages, since ese eseases I ncrease the risk

céce@wareplse@.lldomteeatﬁ‘@ intandileahyperkinesieoARDd aﬁe@mdeﬂcnt /

r ef er o) ar,

B BEA0LTeiEH RREH 0. M R B FHiistnach, 20006130, 797 C-
GE$ard0 ePER VBN FRWe 8RN Q99T STAQ) 207 MIRAPranziéNi abhey ss6f
active substances in nedicanents, preferably in
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-HTe 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 humans of all ages, since these dieseases
increase the risk of developing other serious and even mortal diseases,
preferably diabetes and coronary artery diseases.
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medi canments for 5-HT receptor regulation, for the

prophyl axi s and/or treatnent of a disorder or disease
woeb@toash74 0 f ood i ntake, preferably for the regarare@moossie

of appetite, for the maintenance, increase or

reduction of body weight, for3.the prophylaxis and/or

treatnment of obesity, bulima, anorexia, cachexia or

BB CEe Bl Ao MR8 PR pompouncs,
pdrtisulayly sﬁmablbl’& gutivphsybstdneea il frsdicareenisppteferfably in

astr0|ntet|n tract disorders ef er gabl irr e
? ﬁé@c%@wqglu{ﬁgloanm@ %6% aﬂﬁé’r?reatme”t

il é’Bf%)S"@é?'o? cﬁ‘é“égs%rreﬂt@@icpﬁﬂd |ﬁfak@' E%fgﬁmgfr éﬁ@ fegulation of

central nervous system anxiety,
atamtﬂas,sfoothe maarftemamej n‘mrmrteaor tecklctldmo{; body)g\mlghtybr the

WERR W ARV Feamiit oy BRrel) pURUR TSR rshiaga octype I

a#aw&&e(noﬁaﬁéwmwbeﬁdehwas@besmhannuw;sr@féramy&gpéﬂ diabetes
and/ or g’ e Scl erosis, schizophrenia 0si s or

caifseathy ebest efqruth@@r@pf{ywnd&océr@atmﬂn gaﬁtnomtestmal tract
BBt BB e S, ) AR . o

thiei mbhylamsﬁlﬂ@ﬁreatmnmmbajermf mepc@iteal algryoussystem,
humans. has been found,that the 1-sulfopnylindole
@@F‘?Wa??‘(}'é %ﬁf e%éﬁareaswr%‘@rehﬁb'noéﬁr érd&é%épgaﬁwe

com% &, t%lfélirée‘?éMeﬁﬁ’é Fé’tgelsge%'rgnéﬁﬁgé’%éﬂerafw@a%orders

ore suft r preparing a
preferablyehizhéiomnert hdispasg Rarkinsen'srdisease, Hmtimgtan'tlisease

di sor r di sease related to foqd intak f er abl

a0 fiitele SCETPSR, samzoniEenipepsYQiosisi HENte e knetia

A([Wllgaéﬂel%orf SR / 1D e@écthﬂ?)dlé@ﬁdéﬂ)tand 8thelr isorders mediated
ophgl axi s and/or treatnent of obeési ty, bulima,

Hils spaelesin eeceptarypbumangi aliséersis gnimals, peeferably in

%%ﬁﬁﬁ?@ g%?gﬁg@)lgﬁl 'étr'rwﬁgf oPrSL:r SPL%hwg; IsI and/ or

treatment of gastrointestinal tract disorders,
pr ef er abl syndrone, faor nitiv

irritable bo co
enhanlé Bﬁﬁ%’@e"ffevn‘i fat fhe mﬁfﬁﬂ”ﬁm’@d&'ﬂﬂSF'VQth@gtWeEﬁ| formulas

(Ia, Ib, Ic) described below show an affinity for the 5-HTs receptor.

These compounds are therefore suitable for preparing 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 |l 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, depression,
preferably bipolar disorders, cognitive memory disorders, senile dementia
processes, neurodegenerative disorders, preferably Alzheimer’s disease,
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di sorders of the central nervous system anxiety,
pani ¢ di sorders, depression, preferably bipolar

wdi2esrodsa7s, cognitive menory di sorders, senil ePdemEnioH/a08516

processes, neurodegenerative disorders, preferably
Al zhei mer 's di sease, Parki nsog-s di sease, Huntington's
di sease-and/or Miultiple Sclerosis, schizophrenia,

_ . i nf y Cnes ion
Efiheon s diec, AlhlnQoRSRESIIRES ot SRie Seldfilbrc.
selizaplenia; psyehdsisior irdamtile hiyperkiresid (ADHD, attention deficit /
nd/ or ..i| imals, preferably, in na ls, nore .
B eietify dRhNRhane thedsotisn s esty HEoHTs serotonin
etdoAdl if HPharkd'BndioP RRARHIM RéfeRaltly th FiHFEMG)d, #F
gogr?i%?: ve enhancenent. Thus, ane atggect of tLé pc?rg&:ﬁ{erably
imbemeananThese compoundssarst alge suitalleffor thel prepargtion-dta

X j represents a - NR R8 radical or a
R PEATIEP BRuVE PR onal 1y ot | east
nono- substituted, optionally at |east one heteroatom
as a ring nmenber containing cycloaliphatic radical,
WAHg ronfaspret of Hir RERSENHINVENHOR afeicampguads of general formula
gg aturated, optionally at |east nono-substituted,
ptiionally at |east one heteroatomas a ring nenber
contai ni ng nono- or bicyclic cycloaliphatic ring
system R2 R3, R4, R5 and RG, identical or different,
each represent hydrogen, hasogen,(ca,y,;mo, nitro, a
saturated or unsat ur atRsg hgear or branched al i phatic
radical, a linear or bra \oxy..radical, a |linear

nsat ur at ed

or branched al kylthio ragd
trifluoronethyl, a satRéfated or

cycloal i phatic radical, an gl kyk ##Donyl radical, a
phenyl carbonyl or a - NR R10 group, R7 and RS,
identical or different, each repres®&nt hydrogen or a
saturated or unsaturated, optionally at |east

nono- substituted |inear or branched aliphatic

(la)

wherein

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

R% R® R*, R®and R®, identical or different, each represent hydrogen, halogen,
cyano, nitro, a saturated or unsaturated, linear or branched aliphatic radical, a
linear or branched alkoxy radical, a linear or branched alkylthio radical, hydroxy,
trifluoromethyl, a saturated or unsaturated cycloaliphatic radical, an
alkylcarbonyl radical, a phenylcarbony! or a -NR°R"® group,
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radical, with the proviso that R8 and RO are not
hydrogen at the sane tine, and if one of them R8 or

we2p0sie3%E4 sat ur at ed or unsaturated, |inear or bcamebmdpossie

optionally at |east nono-substituted Cl-C4 aliphatic
radi cal, the other one is a smfturated or unsaturated,
i near or branched, optionally at |east

nQ- $4sbst i t.ut e ' tic,.radi i I j
PO RhlEA G G e BBl IV diBoRh oh & Bl or
IMgateesd, Spdionaiy an I@a§tahUnaisadsmutemmaﬂoitmdnched allphatlc
optionally at |east nono-substituted, optionally at
1egigdl, one” further heteroatomas a ring nenber
cont ai ni ng heterocyclic ring which may be condensed
with a saturated or unsaturated, optionally at |east
with tisespravisauthet! R® apitli Rinarel notdtydragest atdhe sametime; andafsone of

i B8 TGS & Gl SRR S JRRSES! bl prtinaly a

igb&f ﬁ*\bﬁBIsu b%ﬂﬁﬁ?ed @W@%F@haﬁd Pécﬁ@ﬁ NtHar otﬂeﬁ @hé‘ i9h %’étlﬂéted or
unsat urated, |inear or branched, optionally at |east

wsasurated tlinear etibegrichad: ORtianadly ehleash mare-aukstituted aliphatic
t oget h it b th [ dgj itrogen atomforma
'@%ﬁﬁtbfwdéaﬂﬁygtcﬁgﬁgé%%t ionally at | east

nono- substituted, optionally at |east one further

het eroatom as a ring nmenber containing heterocyclic

@i ng which may be condensed with a saturated or
unsaturated, optionally at |east nonosubstituted,

gtl onally at | east one heteroatomas a ring merrber
ahleﬁ tagetberowitio thebbrigging oitrogencatbimploami zcsailun@ted or

em, A, an id nt
S SPLv R dptiomalin £6 ear bitond s Pt oS Pr SRl al RBSESRE further
g@bk@eﬂé}d s alringaAebEP BENEIHISG hbtér86ydiikirpigawhieh masy Bal
condensed with a saturated or unsaturated, optionally at least mono-
substituted, optionally at least one heteroatom as a ring member containing

mono- or bicyclic cycloaliphatic ring system,

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

or

R® and R, together with the bridging nitrogen atom form a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one further
heteroatom as a ring member containing heterocyclic ring which may be
condensed with a saturated or unsaturated, optionally at least mono-
substituted, optionally at least one heteroatom as a ring member containing
mono- or bicyclic cycloaliphatic ring system,
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A and B, together with the carbon atomto which they
are attached, forma saturated or unsaturated, but not

wanesaisaod optionally at | east nono-substit ut eBCT/EP2004/008516

cycloal kyl ring, and ni , 1, 2, 3, or 4, optionally
in formof one of their steregisoners, preferably
enantioners or diastereoners, their racemate or in
1205/ Bf iRt fi nf‘telalcﬁaragrets%t 9fsatdtstdd or unsaturated, linear
stereoi soners, preferdbly enantiomers or

or bsarehedneptionally adtgastimongsulsdtituted@liphataldditdier eof
preferably a correspondi ng physiol ogically acceptable
salt thereof or a correspondi ng sol vate thereof.

ppot her aspect of the present invention are conpounds
of general formula (Ib) (Ib) whereinRlL is a - NR R8
radical, R2, R3, R4, R5 and R6, identical or

) € B Baot el B EHRRG AR 15 8 RGeSl & Chorm =
ghiuphed o urkatiated, dut hoegrontbticPbpieigl Al nono-substituted
radi cal, a linear or branched al kylthio radical,

ﬁyﬁpéwyfnmgdfluoronethyl, a saturated or unsaturated
cycl oal i phatic radical, an al kyl carbonyl radical, a
phenyl carbonyl or a - NR R10 group, R7 and RS,
addntical or different, each represent hydrogen or a
saturated or unsaturated, optionally at |east

nono- substituted |inear or branched aliphatic radical,
R9s and, K19, origlentical or different, each represent
hydrogen or a saturated or unsaturated, |inear or
branched, optionally at |east nono-substituted

%Higﬁéaw if f&%qio? 8|ne of their stereocisomers, 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 are compounds of general
formula (Ib)

R6

(CH,)7R1
R5
N re
R4 N
/\S;O
R3 0=
D~
A
(Ib)

wherein



10

15

20

25

30

or RO and R1L , together wth the bridging nitrogen

atomforma saturated or unsaturated, optionally at
woOeesto150mo- subst it ut ed, optionally at | east ORET/EP2004/008516

further heteroatomas a ring nenber containing

het erocyclic ring which may bg condensed with a

saturated or unsaturated, optionally at | east

R G P8 a & ning mono- or bicylic

cycl oal i phatic ring system A and B, identical or
dif ferent , each. represent a saturat ed or unsaturat ed

R oR m&%é@pnt@a{ podiFerantagaghtepresent hydrogen, halogen,
%,?H%tdé biffed ol Hﬁﬁéfmﬁatéﬁd rﬁéﬂy r P bfaddid Igfg\%ﬁggggnﬁal,a

ecar on atom are attac
metonmamheﬂalkox)atadleal,eailmdemtorrbrandneﬂratkytthio radical, hydroxy,

t i onal at Ieat nono- subst i t ut ed | oal k ring,
ffuoferetayy ¥ satiReq BRURSAHRIRd CVSRISTAC RGO AT of
éﬂ(?lcéﬂﬁflﬂpl'a?ﬂé@ré phBhPIES VoeaaNR R g8

di ast ereodners, thelr racemate or in formof a mixture
of at least two of their stereoisoners, preferably

Eﬂ %gﬁit@ﬁcgqﬁ'@ggl 8' cﬂﬁ%neeﬁgb«%%:rhsregh%eﬁ%Xﬁ?ﬁ#@%rraagét%ratgﬁ or

physturited) Gstionailpat RRkaonosalbistituied tiiearorcbranched Cis

correspondl ng sol vate thereof. Yet, another aspect of

alirhaticaadical,i nvent i on are conpounds of general formula
(lc) R (CH) - - R R.O

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

radical,
or

R® and R"?, together with the bridging nitrogen atom form a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one further
heteroatom as a ring member containing heterocyclic ring which may be
condensed with a saturated or unsaturated, optionally at least mono-
substituted, optionally at least one heteroatom as a ring member containing
mono- or bicyclic cycloaliphatic ring system,

A and B, identical or different, each represent a saturated or unsaturated, linear
or branched, optionally at least mono-substituted aliphatic radical

or
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R3 (lIc), wherein Rl represents a - NR R8 radical or a
saturated or unsaturated, optionally at | east

woums/3siIst i t ut ed, optionally at | east one het eCoaPLIOMH/008516

as a ring nmenber containing cycloaliphatic radical,

whi ch may be condensed wth agsaturated or

unsaturated, optionally at |east nono-substituted,

RRBA h}étr%{g WifiRe Aol Bl hARIARC oF ga?gﬁé@%rm a

satsta&eu is? un%turﬁéd bt rm‘tdara&atld e:mtlomlly at ledist fr&mzmubstltuted
ﬁ epresent hydrogen hal ogen, cyano, nitro, a
ewleRlkyldider unsaturated, |inear or branched aliphatic

radical, a linear or br anched al koxy radical, a |inear

or branched al kylthi o radical, hydroxy,

andfl uoronmethyl, a saturated or unsaturated

cycl oal i phatic radical, an al kyl carbonyl radical, a

phenyl carbonyl or a - NR R10 group, R7 and RS,

h@eot1calz er4di fferent, each represent hydrogen or a

saturated or unsaturat ed, optionally at |east

nono- substituted |inear or branched aliphatic radical,

gétlcﬁqa"? fait a?f é’ﬁ%wﬁé sf@ré&s@lﬁgréj gr%%ona h%gﬁ&ﬁlggsg em

unsat ur
diastereudmets tthéie mcemmtecmalh Formaof & eaxture) ofeaf leashtvo of their
heteroaton1as rin er con aln het erocycl.i.c
FleHRPISPIMETs. RgforDIY BRABNABArS, P iastereAPts, dyagy Mixing ratio, or

H%%ﬁttHér%bP qarefé‘?ékblg Reddrve E@S[Sh S§iEam) hé r%lee salt therof

optional Ty "at t one mas~a ring

obatcaimespgnding solvate th'&rg@ﬂ | c cycloaliphatic ring
system R9 and R10, identical or different, each
represent hydrogen or a saturated or unsaturated,

e efiotifdr JepebEbffie presénaldntiontare@@dipounds of general formula
nono- substituted aliphatic

(Ic)
RO (CH,)—RH
R5
N Ro
R4 N
_§=0
R3 0=
B
A
(le),
wherein

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

system,
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radi cal, or RO and R10, together with the bridging

nitrogen atomforma saturated or unsaturated,
wopbisonzd7hy at | east nono-substituted, optionaPCYy/ERR004/008516

| east one further heteroatomas a ring nenber

cont ai ni ng heterocyclic ring-ghich may be condensed

vvi th a saturated or unsaturated, optionally at | east

PSR CUhS (OO TS ilcBi 5901 BB IR LR Bgon,

o altiay leeddtaratéd or ayisataratéd; alméaB,or ibc@mﬁedaéhpmnc radlcal a
i fferent, each represent a saturated or unsaturat

lingss & bganghegalk @, raslinal.om inear ofibreaghqd alkylthio radlcal hydroxy,
{F@UB@@%&E% h@a{‘?ﬁra?ed BEQﬁéeﬁuFéié*d E?é Iiﬁﬁ}tﬁg%dgraé an

e carbon atomt
alh;nldarhonslbradlnl,sapheaylealrbonyLmt-Mi%Réngrdmpx; not
aromatic, optionally at |east nono-substituted
cycloal kyl ring, and 1, 2, 3, or 4 optionally in form

RY afA R%fdénﬁ@elrorsdlﬁér@h't Séamrréprersreﬁt ﬁy fgxénememéatgméé or
or di astereorrers their racemate or or m of

wnsaturadedfoptionatyst |elaﬁbm®ﬂ0t9ﬂ@8fltl§@éhle@ﬁirs‘@ﬂﬂﬂ§9hed aliphatic

&gﬁggrably enantioners or diastereoners, in any mXxing
or a salt thereof, preferably a corresponding

physi ol ogi cally acceptable salt thereof or a

correspondi ng sol vate thereof. f one or nore of the

fbi eties R -R10, A and B, represent an al kyl radical,

an al kenyl radical or an al kynyl radical, which is

substltuted by one or nore substituents, each one of

Rhesd I%aumgetlnerewiﬂs ﬂteahrlqiglag @ltaigep atoncforsen satuatedher

onsi Iln rox en, IJne
GnsalbriSd orionfly At edbf ey b:subBHBAGH optolE, flaast one further
hbtasHtoRY a@é fm\@hﬁgm@er @oﬁl%" ﬁlhg' fefabkydlic riig"\RAichGhay be
condensed with a saturated or unsaturated, optionally at least mono-
substituted, optionally at least one heteroatom as a ring member containing

mono- or bicyclic cycloaliphatic ring system,

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

or

R® and R, together with the bridging nitrogen atom form a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one further
heteroatom as a ring member containing heterocyclic ring which may be
condensed with a saturated or unsaturated, optionally at least mono-
substituted, optionally at least one heteroatom as a ring member containing

mono- or bicyclic cycloaliphatic ring system,
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branched CrC perfl uoroal koxy, or an optionally at
| east nono-substituted phenyl radical. f said phenyl

woadisgabo7ks substituted by one one or nore subBCTER2YS0S8516

as well, each one of these substituents can preferably
be chosen fromthe group consigsti ng of fluorine,
chlorine, bromne, a linear or branched CrC al kyl, a

[ r .
i, RepEaNg B sBbfiep ol 8ol Y AERSAI, incer
orbiianehednoptionaiR aRleast atinoadubstititee ialiphtic ridal 2,
identical or different, are defined as R7 and R8. f Rl
is a saturated or unsaturated, optionally at |east one
geteroatomas a ring nmenber containing cycloaliphatic
radi cal, which is substituted by one or nore
substituents and/or if Rl conprises a saturated or

nsa aII | east e, het er oat a

AR o BB Her St Pibtaral hior 55 Wikl indy e 88h 8 Forfh 2
§ymka}abId@mmtsamréteagbat/ﬁéteéfbmaﬁbcapﬁcﬁwaﬂgWéésﬂh%dnyubsntuted
one or nore substituents, each one of these

symealkylu#'® s can, unl ess defined otherw se, preferably
be chosen from t he group consisting of hydroxy,

fluorine, chlorine, bromne, linear or branched C -C
ah#&yl, linear or branched C -C al koxy, |inear or
branched - C perfluoroal kyl, |linear or branched C -C

per fl uoroal koxy and benzyl, nore preferably fromthe

QPpP1cONSistt4 ng of linear or branched C -C alkyl and
Eénzgl 'ﬁe hét eroat oms of the cycloal i phatic radical

and/ or of the nono- or bicyclicc cycloali phatl c ring

|nde endent ne another ref r
RGBT REORY ol T reolets: PritebBLAreiaiers o
aRdtRsyBers, thsir @aé&rﬁét@ﬂﬁbﬁ Yorf bf Qﬁﬂﬂtu‘ré of BPRB8t Bvo 8f their
het eroatom Said cycl oal i phatic radical may contain O,

stepeqjsomer nieissallyenantierears eudiesieecarnerss IneRy mjxieg ratio, or
ch%ﬁ@'ﬁe ‘;R?{aﬁegéyl Ioaz/%&rrre %nﬁ‘i%g Opiaijsu%glgawglgéecb%ﬁ’lg%alt thereof

ora correspondlng solvate thereof.

If one or more of the moieties R%-R'®, A and B, represent an alky! radical,
an alkenyl radical or an alkynyl radical, which is substituted by one or more
substituents, each one of these substituents can preferably be chosen from the
group consisting of hydroxy, halogen, linear or branched C4-Cs alkyl, linear or
branched C;-Cs alkoxy, linear or branched C4-Cg perfluoroalkyl, linear or
branched C+-Cs perfluoroalkoxy, or an optionally at least mono-substituted
phenyl radical.

If said phenyl radical is substituted by one one or more substituents as well,
each one of these substituents can preferably be chosen from the group
consisting of fluorine, chlorine, bromine, a linear or branched C4-Cg alkyl, a
linear or branched C4-Cs alkoxy, a linear or branched C4-Cg alkylthio, a
trifluoromethyl radical, a cyano radical and an NR'"'R"? radical, wherein R'! and
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f R7 and R8 together with the bridging nitrogen forma
saturated or unsaturated, optionally at |east one

woéuodsieso7het eroat om as a ring nenber cont ai ni NGCT/EP2004/008516

heterocyclic ring, which is substituted by one or nore
substituents and/ or condensedyqwith a saturated or
unsaturated, optionally at | east one het eroatom as a

R Foeats Rl SRR aR A E bt 1 ut ea by

one or nore substituents, each one of these
substityents can, unless defined otherw se, preferabl

be chb&erseraaturated gF umiat@laﬁﬁ@qi,sqntmaﬁy ahlp@sbaye hetroatom as
E'rt@{meﬁbe? I&bﬂfdlrﬂﬁg ﬁélﬁgf d;ﬂ‘%rtl& n'aﬁ@%f V\ﬂ{l?lp fsaélftg?ﬂjted Gy one or

near or I near Or
hrore shbdht@en@mrd/bmmRéa:bMdnseb |a"@ﬂrabed br &ns;hwtecbt@d Gptionally

erfluoro | koxy and benpz re ef.er abl mth

D loast St Beterodionbas A THeLeBIbas caREE0 Sroto-4riky chag
E?dgééﬂlphaftlctrﬁg :ﬁ;f% t&hoRMichiis s bﬁﬂu\%é‘arﬁrfbﬁ@o Hf‘or@rsuﬁgﬁtﬁents
ad t 0

onal oat ons, and nono-
bady ohée @f theaﬁsuhahttmnhs oar, wlessdefinest @ﬂweavlsaspretferebe/ be

hetero can, inde ende{1 3 one a@ot er i
B'P%%eé} 5% sareﬂ%geﬂs' Tghe W@/ra’r% E}OE'Hﬁs? pling kypmine, linear
ar bFzdhBd @,Ud',‘pélkyl mﬂébr(bNﬂQﬁehéHJC%O%Veﬁicﬁ(yathamﬁtiréﬁ@ll?ed Cq-
is chosen as a heteroatom Said heteroca;gl ic ring

@eﬁeﬁlu@r@ﬁlkylzIlra)ear@ratmawhetsh@t Qapediusnipal xwaa@&enﬁvlo%ore
i |
&Fkﬁe D! oa %%'8?888 cgéﬁgﬁnq ﬁf el 3 bYancghe%o@t @ar%ﬁ(ﬁ aﬂ{l

osen from ove nentione
benay. al i phatic radical, i.e. an alkyl, alkenyl or
al kynyl radical, substituted by one or nore
substituents, each one of these substituents can

Wﬁgfh%rté’r%bﬁorﬁ§ of fHeS lcféh?ﬂ%ﬁ@ﬁac@éé?% FSHTItRE n‘ﬂﬁndlfor bicyclicc

r oxy, ogen, nea anche -C alk
bydearprmtlcwmrnammc@peﬁdahﬁwfmm cbmeneaoth@r mweﬁerehlgdaeCchosen

e Fesrtp Rans o 2 AERbeBnsyiPfUSAT skigen, more preferably
ARRReRUS Shbseh 88 anaidatsmdi cal .

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 form a saturated or
unsaturated, optionally at least one further heteroatom as a ring member
containing heterocyclic ring, which is substituted by one or more substituents
and/or condensed with a saturated or unsaturated, optionally at least one
heteroatom as a ring member containing mono- or bicyclicc cycloaliphatic ring
system, which is substituted by one or more substituents, each one of these
substituents can, unless defined otherwise, preferably be chosen from the
group consisting of hydroxy, fluorine, chlorine, bromine, linear or branched C1-
Cs alkyl, linear or branched C+-Cg alkoxy, linear or branched C4-Cg
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f said phenyl radical is substituted by one or nore
substituents as well, each one of these substituents

woamsmpss7er abl y be chosen fromthe group consi BCTHEG20H#/008516

fluorine, chlorine, bromne, linear or branched C -C
al kyl, l'inear or branched C -f3-al koxy, |inear or
branched al kylthio, a trifluoronethyl radical, a cyano

' dy; AC i 4
PR e et ape EhSaRoR nd R oge
peefarably frotrathecgroagiconsisting ef limsaralrkyanctasdti CalCs atityl and
al kenyl radical or an alkynyl radical, which is
98R3Yli tut ed by one or nore substituents, each one of
these substituents can preferably be chosen fromthe
group consi sting of hydroxy, hal ogen, |inear or
Hrthe dletatoCyclic ririgkgdntains mea@roranoter additienhl Getcdabiary,, and/or if
linear gr branched C.-C perfluoroal kyl, |inear or
B8 R hatlh mere- pb pioyls: B oot ee, oY Bisre bitTPg s, these
hefsbatdbiPcay hsdépaHdRatp RORY bné aRbe®r; plefsrabf keRyden from
radi cal is substituted by one or nore substituents as

e groupeemsistingst nitrrgen, syiphun end ©Xxygen.pnerepegherablienitrogen
fro p consisting of fluorine,
%ﬁhﬁogéﬁeé,s gp%ﬁ%%ﬂg{&bjl near or branched C -C al kyl,

i near or branched CrC al koxy, linear or branched CC

al kyl ghi o, a trifluoronethyl radical, a cyano radi cal

and” aSRIY hatereqyslic Hng W?‘é?tﬁ'nF&SLa?n‘éf Ragditippalhetergatoms
. ’ ) | . ) l

? g%%iferrsﬁ%haﬁvg rﬂg'ﬁﬂtl)on a@%h’? t %I%\Tﬁia?ﬁ, Itt E%@taare E{)Aded

heteroatoses chegendram theshove merdionbdtgrogp. ar omati c,

cycl oal kyl ring, which is substituted by one or nore

substituents, each one of these substituents can

pr ef effgp|sya gligHERaadicaR Met A8 aqmtmk@fgnsr étldyﬂ?l 1@ldical,
hydrpx%,@| hal ogen, |inear or branched C al kyl, linear
subglituiesiHatome oomare sxbstituentsacaeh ope of dhrrae stibstituents can

BRI 52 5tkon LDRERe BEBRRG, 1L hlose, inar o

brarehedsT-Cyaikgl, lihearydr bradtlked CfCoalkakyp lineat or v@inehéd C4-Cg
is substjtuted by one or nore substituents as well,
pgriyoroalkyl, linear or branched C4-Cg perfluoroalkoxy or an optionally at least

mono-substituted phenyl radical.

If said phenyl radical is substituted by one or more substituents as well, each
one of these substituents can preferably be chosen from the group consisting of
fluorine, chlorine, bromine, linear or branched C4-Cg alkyl, linear or branched
C+-Cs alkoxy, linear or branched C1-Cs alkylthio, a trifluoromethyl radical, a
cyano radical and an NR'R" radical, wherein R*™ and R™, identical or different,
are defined as R” and R®.

If B is an aliphatic radical, i.e. an alkyl radical, an alkenyl radical or an
alkynyl radical, which is substituted by one or more substituents, each one of
these substituents can preferably be chosen from the group consisting of
hydroxy, halogen, linear or branched C4-Cs alkyl, linear or branched C4-Csg
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one of these substituents can preferably be chosen
fromthe group consisting of fluorine, chlorine,

wonrasins74l i near or branched C -C al kyl, | i neaPCOMEP2004/008516

branched - C al koxy, linear or branched C -C _
al kylthio, a trifluoronmethyl xadical, a cyano radical
and a NR R18 radical, wherein RL7 and R18, identical

S, iAo paneade € A5 hetudtbalyl iar br fdfcfien e
cperfuencatieny adi arh aplienaliydit dedst naond-selastitatedptrmghedical.

al koxy radical or a linear or branched al kylthio
radi cal, the carbon chain may have preferably 1-6,

"ﬁfséldeﬁérWI@Qdmz&aljis %uB@t" Ry ?‘r\! 8hHE Oﬂ)&ﬁ@ h g%ﬂté 8s 1R, each

art understand that the term "cond ense
1o oft the stibatitiestsdacan prgferahlyrlee obosent inan’m tbaegramm n:on§ ibting of

(e, ERBHF it oA ShibraiEhed  Pe 14 Tentpubranchec

fco.r -Gy latkoky Alineir @r pF i chiedeC,-Cylaiythid, Blrifl @RroRfRAYISadical, a

NR R8 di I ted or unsat urat
&y@neﬁé&pélc%d g:ré\H%t R?b%@?@emghew @%Rqondemtgpaépr different,

I ®mas a ring menber cont ai ni ng 5- or
aqréfe%%‘gggg cyf%@ﬁl i'phatic radical, which may be

condensed Wth a saturated or unsalt Iurat edI optionally
tituted, t t. | east one

net er S AR [&Rergh s st porBB BA e g Gioxce bonded form a

aturatddCocyitdRatatéd Hut ot éﬂﬂnéthS ﬁ%a@?ﬁ%ﬁ@ﬁ i$ 5M8tituted

of the ring systemare 5-
Byeang beilnpF€R§Ub%tﬁueﬁiene@cl'aomlRoRBlelsatﬁubatltuentsacaraﬂre:falrany be

TRBSEN bhPIRE NBuB RMRistR B ﬁydrog(y,o Ifwalogen,ghnea? of BaricHed C1-Cs
alkyl, linear or branched C4-C¢ alkoxy, linear or branched C4-Cs perfluoroalkyl,
linear or branched C4-Cg perfluoroalkoxy or an optionally at least mono-
substituted phenyl radical.

If said phenyl! radical is substituted by one or more substituents as well, each
one of these substituents can preferably be chosen from the group consisting of
fluorine, chlorine, bromine, linear or branched C+-Cs alkyl, linear or branched C;-
Cs alkoxy, linear or branched C+-Cs alkylthio, a trifluoromethyl radical, a cyano
radical and a NR"R" radical, wherein R'” and R'®, identical or different, are
defined as R” and R®.

If one of the substituents R?, R%, R*, R® and R® represents a linear or branched
aliphatic radical, a linear or branched alkoxy radical or a linear or branched

alkylthio radical, the carbon chain may have preferably 1-6, more preferably 1-3
carbon atoms.
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R19 wherein, if present, the dotted Iine represents an
opti onal chem cal bond, and R19 represents hydrogen, a

woOiosan3os branched al kyl radical or a benzyl padiE@2004/008516

preferably hydrogen or a C -C al kyl radical and R -R6,
RO, R10, A B and n are defineql as above. Sul fonam de
derivatives of general fornmula (la) are al so

prefe i “l LCa .
o o ot SKIBAT 1 iy ey ccfbhied plcaes
rlhatrtb; ma)nti'enseﬂ lrif(ogs bl;\aea’(rj\ené t:ltiahydr}d adnt. athe tgrmw‘fﬁméulated” or
hr anche -6, al keny. adj cal, a | jnear or branche

f e§| RAY\AISe QaiUésﬂ,fO%\{h'% pgof bongdingachedal koxy, a

| i near or branched al kyl thi o, hydroxy,
trifluoronmethyl, a saturated or unsaturated 3-8
cycl o&ulfohamide derivatives of gehershforouldilaparepreferred, wherein R’

BTSSRl SN BP B difnrip St P UhmallafRsopfiohall at least
inﬁ’@rﬂﬁ—bﬁl@étit@ﬁedgb&ﬁcﬁ{eﬁlvta}t |&t bnedEie®Ridm ds dringmetiobr
NH or a C1-2 alkyl radical and Rl, R-R10, A "B and n
soatairing fe @r Ssmahbeeed Fyeloalinhatiedadieal, wdviehingy be condensed

4] e, 503, BB R difof S ptonaly

@htdast epe deterbatond asgering emdmiveracontdiinimganohedor bic?/clic
a

optiopally at | east no-supstituted al kyl radica
o8Nty Tiaeraan, BRRTemAPByIngS ¢idagfind system are 5- Or 6-
TRaAbardept i tuted C2-10 al kenyl radical, or a linear or
branched, optionally at |east nono-substituted C2-10

al kynyl radical.with the proviso that R8 and R9 are

AererRseEY L rehranetie BRI APARA ha PR FaLsIGen rom the
lfr s Bekistaiyf oonal 'y at | east nono-substituted, Cl-C4
al i phatic radical, the other one is a saturated or

unsat urgted, |inear or branched, optionally at |east
noNo- Sti re al i phatig/tadiycal with at |east five
carbon atons, or R7.,and R8\together w:th the bridging

nitrogen forma saturated or \R19

LN : —O and _C‘\l
“<\:/(j /N SRte

R19

wherein, if present, the dotted line represents an optional chemical bond, and
R represents hydrogen, a linear or branched C4-Cg alkyl radical or a benzyl
radical, preferably hydrogen or a C4-C; alkyl radical and R%-R%, R?, R™®, A, B
and n are defined as above.

Sulfonamide derivatives of general formula (la) are also preferred, wherein R?,
R% R* R°and R®, identical or different, each represent hydrogen, F, Cl, Br,
cyano, nitro, a linear or branched C1.¢ alkyl radical, a linear or branched Cs
alkenyl radical, a linear or branched C.¢ alkynyl radical, a linear or branched C;.
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unsaturated, optionally at |east nobno-substituted,
optionally at |east one further heteroatomas a ring

worniz@i3oent ai ni ng 5- or 6- nmenbered het er ocycl PCT/EP2@®4/008516

whi ch may be condensed with a saturated or
unsaturated, optionally at |east nono-substituted,
optionally at |east one heteroatomas a ring member

%%ﬂ% nbwﬂegp Pbreﬁ'&:h@& &Gl tt Crlya?& 'ﬂﬁ[do?o% % saturated

syst e ere e rings o dystem are
@ unsatirbtededs. sacbcblcwliplhatic Radicat] a, llnear & hrathched s alkylcarbonyl

defi ned,as abov Parti off1d referred are
§89P8ﬁ£ﬁ?8¥'°a&q%?f @%5&# ia'{geé » formula (la),
wherein R7 and R8 identical or different, represent

hydrogen or a ear of branched Cl-C10 al kyl radical,
\m@ne @"ﬁf;erﬁbld\ﬁst R&tRRend iy, kentieal m@ﬁwotWrapresentH

IIEREE, WM 60, o PRy SDIRT, % Bang n ao otn a

labewehed, optionally at |east nono-substituted Cl-C4
aliphatic radical, the other one of themrepresents a
saturated or unsaturated, l|inear or branched,

Wﬁ'!h%%bl’é’ stifoh&dde Hé’r‘\%’cﬁ@@%ﬁgé%r%@ @Hlﬂg ?Ihg S{é Qg%)&%ferred

gast five carbon ato
wihemeintR” and &Jj ldgnhcalrmxgha‘feranbmabbrrepraaseaﬂhymbgehpa tinear or

gﬁ%nm 'f%de 6’% % Yy aqq%?ﬁ éEQ h%’l}%@e% 1o§||§yl ﬁ@glpagla linear or
yravisHerl oﬁtloﬁ%ﬂ@rl é‘t&léaét&ﬁbﬁ@%u@ét:t@té@le@%%' allﬁé}ﬂ}l ‘Fé&ilcal or a linear

pref erab %/ rogen, or a radi cal RI-
R6 brwhengylop anallez %tn\@asi m@reo-a@mtﬁe@da@z akablwnyl radlcal with the

p%wﬁ?m%@)arzdstsﬁ SFEABLf 5603 BB (MRSt s o e

emd RYis arsatifated entnsatdeinéd dmlead br drafrfoﬁbﬂnbptl@ﬁallly at least

resent en, a linear, or branched, optional
ﬁ%ﬁ%@s Wég &%&talmﬁﬁe rasicaly he-other opg is @élaturatedy or

'u'n@ﬁt%lrra o W@é?g?%n%ﬁod %PEBIH%I,yaét I6&&Shono-substituted aliphatic

nono- su sf I'tuted
radical with at least five carbon atoms,

or R” and R® together with the bridging nitrogen form a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one further
heteroatom as a ring member containing 5- or 6-membered heterocyclic ring
which may be condensed with a saturated or unsaturated, optionally at least
mono-substituted, optionally at least one heteroatom as a ring member
containing mono- or bicyclicc cycloaliphatic ring system, whereby the rings of
the ring system are 5- 6- or 7-membered and R'-R%, R®, R'™®, A, B and n are
defined as above.

Particularly preferred are sulfonamide derivatives of general formula (la),
wherein R” and R®, identical or different, represent hydrogen or a linear or
branched C4-C+ alkyl radical, with the proviso that R® and R® are not hydrogen
at the same time, and if one of them, R® or R%, represents a saturated or
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radical or a linear or branched, optionally at |east
nmono- substituted C2-Cl0 al kynyl radical or RO and RO,

woaostonsa74wi t h bridgi ng nitrogen atom form a saCumERL@®d/008516

or unsaturated, optionally at |east nono-substituted,
optionally at |east one furthgt heteroatomas a ring
nmenber containing 5- or 6-nmenbered heterocyclic ring,

an S 0 .
RSBy JRaE B PERERR bbt uT 2 e FlouBEevbstitugo cre
aliptagiaahdicanthé et opecfhRéRIrepiadentsa safurad®nirdaturated,
cont ai ni ng nono- or bicyclicc cycloaliphatic ring . )
lnearanbiarehas) optienallynaideast mﬁ@QﬁSHBStﬂygde@iMCEad'Gal with at
%rgsgﬁ\ﬂée 'bﬁdat?l[?\g. K-R8, A B and n are defined as
above. Particularly preferred are sul fonam de

derivatives of general fornmula (la), wherein RO and

R10, jédentigcal or different, each, represent. hydrogen

or n R B R Gpoghehuibdhe BrisgR e kpEEn SR 4 g apsal chosen
£06h BeQrotifeeh&istingof N the bridging nitrogen atom form

a radi cal chosen fromthe group consisting of - N -
-N\ -—Nand \ _7 wherein R2Q, if present, represents
hydr. | hed\al kyl

Rgen, Ieﬁzgear or bra radi cal or
benzyw/z!\?? , preferabl &Mgen, or ,a Cl-€2Nal kyl
radi cal, and R1- R8, A B n are defined as a g

Furt hernore, sul fonam de derivatives of general
fornmula (la) are preferred, wherein A and B identi cal
or different, each represent a linear or branched C -

al kyl radical, a linear or branghed al kenyl radical

a linear or branched al kynyl radital, nore prefer

A an@ dentical or diffégrenk, dach gﬁﬁrese_nl

| i neax or} branched al kyt—Madi caV, or A™and BtogtheyN
Wth t carbon attomto whi hey are bonded, f a
wherein R%, if present, represents hydrogen, a linear or branched C4-Cs alkyl

radical or a benzyl radical, preferably hydrogen, or a C4-C; alkyl radical, and R’-
R® R®% R', A, B and n are defined as above.

Furthermore, sulfonamide derivatives of general formula (la) are also preferred,
wherein R® and R'?, identical or different, identical or different, each represent
hydrogen, a linear or branched, optionally at least mono-substituted C4-C1¢ alkyl
radical, a linear or branched, optionally at least mono-substituted C,-C1o alkeny!
radical or a linear or branched, optionally at least mono-substituted C,-Co

alkynyl radical or

R® and R'?, together with bridging nitrogen atom form a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one further
heteroatom as a ring member containing 5- or 6-membered heterocyclic ring,
which may be condensed with a saturated or unsaturated, optionally at least
mono-substituted, , optionally at least one heteroatom as a ring member
containing mono- or bicyclicc cycloaliphatic ring system whereby the rings of the
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saturated or unsaturated, but not aromatic, optionally
at | east nono-substituted cycloal kyl ring, nore

wonrefsaahy A and B together with the carbon aPOWMEP2004/008516

whi ch they are bonded forma C -C cycl oal kyl ring,

even nore preferably A and B-ipgether with the carbon
atomto which they are bonded form a cycl ohexyl

rd - R-apd ' v t her
BRARe a1S 3257 o GnBEIe AR R T AY Bl it BhSa e
pbef/erred, wherein nis 0, , 2, 3 or 4; preferably n

is O or ; nore preferably nis 0 and RL to R10 and A
and B are defined as above. Those nost preferred
ARG Rlfe968 SF&5ulf b@ deridhtiPese LR

t he gr%&;pcoﬁsgstrnguoﬁﬁ] I oﬁ@éﬁé‘r&%r uftla).
wheyeindRieach BY) lidentidal 6F differart hgachLiepresantttadragardonainear or
ridine-4-yl)-5; nitro-s1Hindole, [2]
?-r%ﬁ‘ﬁh&fjo%bé%/%ﬁkéﬂﬂr&?%s‘m fonyl - 3- (1-net hyl -1, 2, 3, 6- t et
rahydropyridi ne-4- yl)-1Hindole, [3]

5- Ami ng- 1-&@ ohexanesul fonyl -3-(1-nmethyl-1,2,3,6-tetr

ahydr FoyanddR netogetignwith-therrisiging aigropen atom form a radical
e ~h-{lporo-3-(1, 2, 3,5, 8, 8a- hexahyd

%B%%@pﬁﬁﬁ‘%ﬁhbwg'fﬁpé rcl)gol e hydrochloride and their

corres ing salts and sol vates. Sul f onam de

deriyativ IQ\I\_A%zogener al forsul a\ Ib) are al so

pref ekr ed rein R2 R34, and R6, iden++phl or

differ , each represent h ogen, F, C, Br, cyano

nitro, a linear or branched C - alkyl radical, a
| i near or branched radical, a linear or branched C2-6

al kynyl radical, linear or branched C - -al koxy, a
| i near or branched G -6-al kylthio radical, hydroxy,
trifluoronethyl, a saturated or aturat ed

cycloafTphatic radical, a |lfnegr of branched C -
-a car ponyl radical, piNnyl cdronyl apd a -mrRNR1O N
gr oup, p:'erably R2, R3, RAR5/and R6, identical
different, each represent H F O,

wherein R?, if present, represents hydrogen, a linear or branched C4-Cg alkyl
radical or a benzyl radical, preferably hydrogen, or a C4-C; alkyl radical, and R'-
R, A, B and n are defined as above.

Furthermore, sulfonamide derivatives of general formula (la) are preferred,
wherein A and B, identical or different, each represent a linear or branched C;.
Ce alkyl radical, a linear or branched C,.Cs alkenyl radical or a linear or
branched C,.Cs alkynyl radical, more preferably A and B, identical or different,
each represent a linear or branched C4.C; alkyl radical, or

A and B, together with the carbon atom to which they are bonded, form a
saturated or unsaturated, but not aromatic, optionally at least mono-substituted
cycloalkyl ring, more preferably A and B together with the carbon atom to which
they are bonded form a Cs-Cg cycloalkyl ring, even more preferably A and B
together with the carbon atom to which they are bonded form a cyclohexyl ring
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N, NHor a C. alkyl radical, and Rl, R -R10, A B
and n are defined as above. Furthernore, sulfonam de

wdeoniswasd7ves of general formula (1b) are al so PCT/EP2004/008516

preferred, wherein R7 and R8, identical or different,

each represent hydrogen, a |iqgear or branched,

optionally at |east nono-substituted Cl-C4 al kyl

radi@galioand R - . R9, R10. A B and n are defined as

ﬁﬁg\l?\efaé nggirbﬁfesﬁ??fy’eﬁ{r%‘cf WG are sul fonani de

derivatives of general formula (1b), wherein R7 and

R8, identical or different, each represent hydrogen or

Ruthermerelgpifopamideferivatives oh gepedl famuladia) are grefered,
hydroge . | a = 1

e S 172 R of s o8BI 8 O 1B i eratly it ® and &

suRFosrahAdi B rHire alefines asfabgeeeral fornula (1b) are

al so preferred, wherein RO and R10, identical or

different, each represent hydrogen, a linear or

br anc | '

al iyl T ot BRGTpirkd Torigkplis TRRENSHP it ) ke Sofcted

froasthergraop sobsistingioéd al kenyl radical or a linear or

branched, optionally at |east nono-substituted C2-Cl0

al kynyl radical or RO and R10, together with the

prji dgi ity o HexaaeBulds st @Liethys-a!2)8 B-etrabydropyridine-4-yl)-5-

unsaturated, optionally at |east nono-substituted,

opt i oRifior{HAmdeleast one further heteroatomas a ring

menber containing 5- or 6-nmenbered heterocyclic ring,

whi ch may be condensed with a saturated or

[2]s at B+CHlerd-1-@ytiobeadhesuifonlleds 1-methpl- 6,28 6itemakeytropyridine-4-

option%l _nﬁg | east one heteroatom as a ring nmenber

cont aY! 456' Ifo- or bicyclicc cycloaliphatic ring

system whereby the rings of the ring systemare 5- 6-

or 7-menbered and R -R8, A B and n are defined as

3] ov e5-Arainior telyephexanesiulfonyeB-at-mathylf b2 x¢-detrahydropyridine-4-

deri V?]S-i'IY'F-TQI”]d%ie geper al formula (IDb),

[4] 1-Cyclohexanesulfonyl-5-fluoro-3-(1,2,3,5,8,8a-hexahydro-indolizine-7-
y)-1H-indole hydrochloride

and their corresponding salts and solvates.

Sulfonamide derivatives of general formula (Ib) are also preferred,
wherein R?, R®, R*, R°and R, identical or different, each represent hydrogen,
F, Cl, Br, cyano, nitro, a linear or branched C1.¢ alkyl radical, a linear or
branched Cz.s alkenyl radical, a linear or branched C,¢ alkynyl radical, linear or
branched C4.s-alkoxy, a linear or branched C4.s-alkylthio radical, hydroxy,
trifluoromethyl, a saturated or unsaturated Cs.g cycloaliphatic radical, a linear or
branched Cs.g-alkylcarbonyl radical, phenylcarbonyl or a -NR°R' group,
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wherein RO and R10, identical or different, each
represent hydrogen or a linear or branched Cil-Cl0

wabboslo1sadi cal , orRO and R10, together with theCcT/EP2004/008516

bridgi ng nitrogen forma radical chosen fromthe group
consisting of - NR20 - - - wwerein R20, if present,
represents hydrogen, a linear or branched C -C al kyl

radical @p | r.ag . I ro r
pltelly RS, % 50 BertidS s RrmioBLSY GrBnt, i GREserth. %, o1
NES, Ne b drsa Bhouikyl FadiddneantoRE, RSRI'Y, g BraAe ndsrel definku es

of general fornmula (Ib) are preferred, wherein A and
gboYeientical or different, each represent a |inear or
branched al kyl radical, a Iinear or branched C -C

al kenyl radical, or a linear or branched al kynyl

r adi cEurthemedre;, sblifgnanide rdesivativeshoiagerierdl formGlaaflb)are also

i cal, A anpd B, t h i.th th b t t
arsteresneheri R ande’, TR Londtrantcera represert Rydfogen, a
HRSAL O tgbﬁehed? Lﬂé)tiﬁﬂéll)ﬁéﬂgﬁét' hon8Rubstidtdy Cic,l A radical and
nmpno- subst 1 tuted cycloal kyl ring, nore preferably A
RIRBR 0B, e B and b araelefined@s abioym t o which they are

bonded form a cycl oal kyl ring, even nore preferably A
and B together with the carbon atomto which they are

bondepaftiufaryy siefdridtestd sulforania dBrivativaicofiyediegal formula (Ib),

defined as abgve. Furthernore sul fonam de derivatives
whegrindt aand B rideatiqal gy diffeseny epeh Ferresapidiiragen psad;+-Cz

: : i M o B e :
AUyl iy L AR Mgl Snfl g JRSARERAARG Koo e,
ahd R -BYIR% Rk AleB dedinvare definedfasyavmreal formul a (1 c)
are preferred, wherein Rl represents a - NR R8 radi cal
or a saturated or unsaturated, optionally at | east

1o FURBbAHAESur Bl SESUNARETLR 0] 40
oyefeuetl wharsin R°znddR|°, idenfical areljfferent me¢brrepeesent hydrogen, a
linear or branched, optionally at least mono-substituted C4-C1o alkyl radical, a
linear or branched, optionally at least mono-substituted C,-C1¢ alkenyl radical or
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, optionally at least one further
heteroatom as a ring member containing 5- or 6-membered heterocyclic ring,
which may be condensed with a saturated or unsaturated, optionally at least
mono-substituted, optionally at least one heteroatom as a ring member
containing mono- or bicyclicc cycloaliphatic ring system whereby the rings of the
ring system are 5- 6- or 7-membered and R'-R8, A, B and n are defined as

above.

Particularly preferred are sulfonamide derivatives of general formula (Ib),
wherein R® and R'%, identical or different, each represent hydrogen or a linear or
branched C4-C1¢ alkyl radical, or
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with a saturated or unsaturated, optionally at |east
nono- substituted, optionally at |east one heteroatom

wa0@/01391¢g menber cont ai ni ng nono- or bicycl i cPCT/EP2004/008516

cycloaliphatic ring system whereby the rings of the
ring systemare 5- or 6- neniggred, nore preferably Rl
represents a NR R8 radical or a radical chosen from

the gﬁg%fi ngléé%aiehgg\nﬁ’tfw the bwdgﬂnéﬁﬂg gﬂg%r | g:gg{ji@al éHosen from

pr esent ne repr

theegrouplcopsisting@fid R19 represents hydrogen, a linear
or branched C -C al kyl radical or a benzyl radical,

prefer hydrogen or a d- | kyl radical and R -R6,
R9__Ri8?+XN_§?ﬁnd n are dﬁ(fﬁggias above. Sul fopam ye
derivatives of general fo EELgv lc) are, al so—N
preferred, wherein R2, R R&FE—R5 and R, identic

di fferent, each represent hydrogen, F, C, Br, cyano,
nitro, a linear or branched al kyl radical, a linear or

branched 2-6 al kenyl radical, a |linear or branched

al kynyl radical, a linear or br nched al koxy, a lin
or branched al kyl thi o, hydr i fl uoronethyl,
saygj. d]jor unsat ur at ed -8 cloaléﬁgatlc e |cw

ali or branched aIF—N arb
phenylcarbonyl or 'an - gr oup, nor e prefera
R2, R3, R4 R5 and R6, |dent|cal or different, each

M\BF@ﬁW |pr'_eseﬁ’( reb@sen dyHrerrQa ﬂn@ér‘@f'bréﬁ&hé‘cﬁ@@%dalkyl

n are i ned as above. )
Fadlcaiexrraob@zyé mdlmiametﬂ@abb'rhmog%w@ Coéneallgyl radical, and R'-

Rer RuBhild bl s BbSTS" T ¢

Furthermore, sulfonamide derivatives of general formula (Ib) are
preferred, wherein A and B, identical or different, each represent a linear or
branched C4-Cs alkyl radical, a linear or branched C4-Cs alkenyl radical, or a
linear or branched C4-Cg alkynyl radical, preferably a linear or branched C4-Cg

alkyl radical, or

A and B, together with the carbon atom to which they are bonded, form a
saturated or unsaturated, but not aromatic, optionally at least mono-substituted
cycloalkyl ring, more preferably A and B together with the carbon atom to which
they are bonded form a Cs3-Cg cycloalkyl ring, even more preferably A and B
together with the carbon atom to which they are bonded form a cyclohexyl ring

and R'-R"°and n are defined as above.

Furthermore sulfonamide derivatives of general formula (Ib) are preferred,
wherein nis 0, 1, 2, 3 or 4; preferably n is 0 or 1; more preferably n is 0 and R’
to R' and A and B are defined as above.
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wherein R7 and R8, identical or different, each
represent hydrogen, a linear or branched, optionally

wanods@asd74 nono- substi tuted al kyl radical, a |i REMMEP2IV4/008516

branched, optionally at |east nono-substituted, 2-10
al kenyl radical, or a linear .p1- branched, optionally
at | east nono-substituted, 2-10 al kynyl radical, or R7

and %Lﬁfgﬂ Hlfédé\ﬁ\}ahlv{eggf Béhgn%h ﬂgrprlé g??? ér%rfg?rgd wherein R’

sat ur at e unsat ur a i-ona
mepresentssd -NR'RE radipali orr’aa!sdatwaéd loe axatsatum@teﬂubpﬁ’tﬂmlly at least

SRRy aRUGE, Bty 5 le45t grameteromigm e < tna Sraher
\Wohthifin @-%%tﬁgrrﬂieréﬁ‘ﬁ Aiﬂ%l&ﬂ%‘ﬁclr%khpw érﬁnﬁé{r%eg?(gﬁrgensed

mono- su st ituted, optio east 'one
adthea samyahedrmremsehnawdn pptiomallycat leastimaye-substituted, optionally

S R B a2 2 S Pl oBaco Pt

Iaszaoaﬁphﬁloermg §ys'<!ém %@rétgdth@&lr@@%ﬁhe ﬁﬂgtsiy@térﬁralrd 5- or 6-

preferred are sul f onani de derivatives of géner al
fmbeRd | c), where R7 and R8, identical or different,
represent hydrogen or a linear or branched Cl-Cl10

al kyl radical, or R7 and R8 together with the bridging

mmmeq:geferamwﬁ‘f representsidINRIR adianof a eadithleciwysenrfrom the
consi stin - N NN- -wherein R20, if present,

ﬂé%%g%?ﬁ'%'r}%/‘afrogen a linear or branched al kyl

radlcal or_a benzyl radical, preferably hydrogen, or a

a Kyl radl cal, and RYr , RO, R10, A, B and n
ar e 'nedNssR¥bove. F er re, sulfonam de
deri vat| of genefal for W (lc) are also

preferred, wherein RO and R10, F$aent|cal or different,
identical or different, each represent hydrogen, a

| i near or branched, optionally at | east

nono- substi tuted Cl1-Cl10 al kyl

. N : -(j and '—G\l
A<“:/(j F/:?’ \R19

wherein, if present, the dotted line represents an optional chemical bond, and
R" represents hydrogen, a linear or branched C-Cg alkyl radical or a benzyl
radical, preferably hydrogen or a C4-C; alkyl radical and R*-R®, R° R'®, A, B
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, F, Cl, Br,
cyano, nitro, a linear or branched C4. alkyl radical, a linear or branched C..5
alkenyl radical, a linear or branched C..s alkynyl radical, a linear or branched C;.
6 alkoxy, a linear or branched C1.s alkylthio, hydroxy, trifluoromethyl, a saturated
or unsaturated Cs g cycloaliphatic radical, a linear or branched C1.¢ alkylcarbonyl
radical, phenylcarbonyl or an -NR°R"° group,



10

15

20

25

radical, a linear or branched, optionally at |east
nmono- substituted C2-Cl0 al kenyl radical or a |inear or

wonrersohed4 optionally at | east nono-substitut edCCEPEDA/008516

al kynyl radical or RO and R10, together with bridging
nitrogen atom form a saturategd2or unsaturated,
optionally at |east nono-substituted, optionally at

I heys petps i : r
b T Rrefner . hi L e\ ArABERE pactreppesent H,
fayClbd QeoNiteres @dCy alvybrasivalnad Y, & -RifisA Brarided are defined as
oa@ti gnhal |y at | east nobno-substituted, optionally at

1%P2YE" one” heteroatomas a ri ng nmenber contai ni ng nono-

or bicyclicc cycloaliphatic ring system whereby the

rings of the ring systemare 5- 6- or 7-nmenbered and R
-me%emoee,awonam@ derivaives of gaperad forruda ilehbea algo preferred,

red 8S 1. dg j vatj f ner al .
Bl R AR Bk 5380 B PGB,  inear o
dirdfetvezh)optienally atdpastsaohoBuBsttaRId OF 4,3alkyltadicaRfa linear or
\?ﬁr an rgf%g Cl-Cl10 al kyl radical, or RO and R10, together.

r?fh&l opfioerRy|ViRt IgastrogRersHPSlitHtesk Ge-w alkenyd sadisaboea linear
f Sk d 2 e -~ o ks
BRI sl on i T4l
lor &t caretiR4tagetheraxtictie tridgind aitgenrferh eadaturated er abl y

hyd , . - | Kyl di cal , d R1- . A B
e fifeo. Bhuchally ar.Sasend b el eliSnaib s ibatiwe further
¢téroatony 88 éDﬁnBcjl ARPhSer doPtaTHIng &-! ?)6-ﬁfe?nl5§r@§ﬁ{ert&%cyclic ring

wherein A and identical or different, ea
véliek Byt bexcondrnsedovitiha satistedoraineatunatat], aptionally at least

l : NGhe - I, radical or_a lineaf or
Sh SRR RGPy o it S e el e, Bng e Rhe
Bontaiing incerio-ar bidyidies epdloalistelicripigr 8&esth, whetdlsatheQings of
?ranched C -C a ké(l radical, or 1 o6 =9 10

he ring system are 5- 6- or 7-membered and R'-R°, R”, R, A, B and n are

defined as above.

Particularly preferred are sulfonamide derivatives of general formula (ic),
where R” and R®, identical or different, represent hydrogen or a linear or
branched C4-C+¢ alkyl radical, or

R’ and R® together with the bridging nitrogen atom form a radical chosen
from the group consisting of

N MR N D | __: >
—NO | *—N/_(Nj and ——N/_O N



10

15

20

25

A and B, together with the carbon atomto which they
are bonded, forma saturated or unsaturated, but not

wanesaisaod optionally at | east nono-substit ut eBCT/EP2004/008516

cycloal kyl ring, nore preferably A and B together with
the carbon atomto which theysare bonded form a
cycl oal kyl ri ng even nore preferably A and B together

Whereih B eaan S Spit T od e e s BPatcell Gt atky

r%reréaher @Ude?r ura‘drmrpr@erdswl Hy@ik by orzpfa (gramaraatyr fadioall and R'-

é E erred wherein n is O, 4,

r 18 B ang rpager defingsk as gb@¥esr abl y n |s 0 and R1

to RlO and A and B are defined as above. Anot her aspect

of the present invention are conpounds of general
Forthasindore| siiifor(dnsifle defnigatives dtlgerepaldeamula (o) are also preferred

wﬂfe?etrur Aol R’pHengpﬁl %9(? &ereg?sréerﬁt&%ﬂ)glr tg{gf%ger“ eagh represent
hl Qhﬁéérco hE d, |'0F|QII ¥lcB8t ﬁ%ﬁéiédb%&@e@mfcm alkyl
hdieon, Jbe 2

group an condensed with
ra;hd:aireﬂnegrcd:rdzrenplhed |ozptuona@y athleast mososubstituted Cz-C1o alkenyl

(R 28 Bimean.or Birianelr Obfidhiany ot fod nidslo SEhdifaER ¢

B ?ﬁﬁ&gakahyﬂrogen represents H, fluorine, chlorine,
ifro or a - N ,9R10group, and R>10 each represent
hydr ogen, A and B together with the carbon atomto

Woi-RR RPSY B BRRASHdiRg Rtdgen atom form a saturated or

unsaturated, optionally at least mono-substituted, optionally at least one further
heteroatom as a ring member containing 5- or 6-membered heterocyclic ring,
which may be condensed with a saturated or unsaturated, optionally at ieast
mono-substituted, optionally at least one heteroatom as a ring member
containing mono- or bicyclicc cycloaliphatic ring system whereby the rings of the
ring system are 5- 6- or 7-membered and R'-R®, A, B and n are defined as

above.

Particularly preferred are sulfonamide derivatives of general formula (Ic),
wherein R® and R'®, identical or different, each represent hydrogen or a linear or
branched C4-C4 alkyl radical, or

R® and R, together with the bridging nitrogen atom form a radical

chosen from the group consisting of



10

15

20

25

saturated or unsaturated, but not aromatic, cycloal kyl
ring, nore preferably forma cycl ohexyl ring, and n i

wo 2005018918l |y in formof one of their stereoi SBARER2004/008516

preferably enantioners or diastereoners, their
racemate or in formof a m xtage of at | east two of
their stereoi soners, preferably enantioners or

di astereoners, in any mxing ratio, or a salt thereof,
prefeyably a cor r espondi ng /pfiysi ol ogi cal | y accept e
sattN her d&¢—Ree a correspgndi ng) sol vate thereof \/ Those

nost preférred compounds ok_gefieral fornula (I cs\' are
selected fromthe group consisting of [1]
1- Cycl ohexanesul fonyl - 3- (1-net hyl -1, 2, 3, 6-t et rahydr opy
ridine-4-yl)-5- nitro-1Hindole, [2]
5- Chl or o- 1- cycl ohexanesul fonyl -S- O
-met hyl -1, 2, 3, 6-tetrahydropyri die-4- yl)-1H| nd;liO
[3]
5- Amippio- 1} cycl ohexanesu) f - met Bpd- 1, 2-3N6-t ety
ahydr dine-4- yl)-1 H\ndo
1- Cycl ohexanesul fonyl -5-fl u -3-(1, 2, 3,5, 8, 8a- hexahyd
ro-indolizine-7- yl)-1Hindol e hydrochl oride and their
correspondi ng salts and sol vates. The present invention
i kewise refers to the salts, preferably the
physi ol ogi cal |y acceptable salts of the conpounds of
aln2h I f

FERRER 1f ecint rBhrcRON Pty fin B BN rERPRECy Gy al!
eaxdicsl, orreobenzyt eddicalppreferfabhyhlydrogémrara E¢iGh, alkyl radical, and R'-
%déogro I C_aci d.acclad Bhosphori c acid, sulphuric

i & BANG R gre,deinedas aPA%e sal ts of organic acids,
nore preferably of citric acid, maleic acid acid,
fumaric acid, tartaric acid or their derivatives,
Fusheemerauisplionamide derivatives of general formula (Ic) are preferred,

wherein A and B, identical or different, each represent a linear or branched C;.
Cs alkyl radical, a linear or branched C,.Cg alkenyl radical or a linear or
branched C,.Cs alkynyl radical, more preferably A and B, identical or different,
each represent a linear or branched C1.Cg alkyl radical, or

A and B, together with the carbon atom to which they are bonded, form a
saturated or unsaturated, but not aromatic, optionally at least mono-substituted
cycloalkyl ring, more preferably A and B together with the carbon atom to which
they are bonded form a C3-Cg cycloalkyl ring, even more preferably A and B
together with the carbon atom to which they are bonded form a cyclohexy! ring
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 0 or 1; more preferably n is 0 and R!
to R'" and A and B are defined as above.
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15

aci d, net hanesul phoni c acid, canphorsul phoni c aci d,
etc. Below, the expression sul fonam de derivatives of

waqgemsriaso7iornmula (1) refers to one or nore conNpoumEs008/008516

general fornula (la) and/or to one or nore compounds
of general fornula (1b) and/eps5to one or nore
conpounds of general formula (lc), respectively and
optionally in formof one of their stereoisoners,
preferably enantioners or diastereoners, their
rPanodinert aspect of thef presentfineentiort aneecopiipaindsesisgerianal fofmula (Ic),
their stereoi soners, preferably enantioners or
di astereoners, in any mxing ratio, or a salt thereof,
preferably a correspondi ng6p 'Panipally accept abl e
salt thereof, or a %grres "

-

sol vate thereof.
Anot her aspect of t . \\vention consists of a
process for preparing t R i ves of genera
formula (1), wherein B g~A./ B and n have the
previ ously indi cat eéd4neanng, ap%%gding to which at
| east one conpound of ge 85a +£8 la (Il). - B (H
wherein A and B have the previously nmentioned neaning
and X is an acceptabl e | eaving _drowp, preferably an
hal ogen atom nore preferably Rhlorine, is reacted
with at | east one substituted indole of general
formula (111)R4 (IN) whereile),R -R6 and n have the
previously indicated neaning, or one of their suitable
protected derivatives, and, if necessary, the
MWhsrelt i ve groups are renoved in order to obtain the
correspondi ng sul fonam de derivative of formula (1),
whi ch can be purified and/or isolated by neans of
®RImeprasentsin eshtnistekinoptionaily tah deast ione rdtrogen atom as a ring

member containing 5- or 6-membered cycloaliphatic radical, which may be

substituted by a methyl group and/or which may be condensed with a 5-
membered cycloaliphatic ring, more preferably R' represents a -NR’R® radical
or a moiety selected from the group consisting of

= =
and
N N
CHs
R?, R% R*and R® each represent hydrogen,

R°® represents H, fluorine, chlorine, nitro or a -=NR°R™® group,

R® and R each represent hydrogen,
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The reaction is preferably carried out in the presence
of a suitable strong base, for exanple, |ithium

wdizosopsopyl am de, butyllithium sodi um hydri deCcTmP2004/008516

sodium bi s(trinmethylsilyl)am de in an inert solvent,
preferably tetrahydrofurane, .dgexane or
di net hyl formam de. The nost suitable reaction

e tures. r e fr -
AR 09k 1A Hhe Kot b ¢/ Meh R8N aE0BGHdd tefim 2
SatQpdted dr and4turateds buflihet drostatio) €5-©graydloatkdrihg omdrer e
sodi um hydride in dinethyl formam de at approxi mately
pxeferphly %é@uﬂ evelghe fibBani de derivative of general
formula (1) can be purified and/ or isolated according
to conventional nmethods known in the prior art.
Bnéf erably, the sulfonam de derivatives of general
formula (1) can be isolated by evaporating the
reacti on nedi um adding water and, if necessary,
qué?sti ng the pH so that a solid which can be isol ated
y filtration is obtained; or the sulfonanide
derivatives can be extracted with a water i mm scible

. t . f bl hl. f or d i fied.
DRttty dmparin gt Bie PLERSO SRl PhofiSh obfe Bty phgidtters or
aRisR8bmERS, thePAcETIAASte T I8 #0eH B a nikitné af Gt Idasttveo of their
commercially avail able or can be prepared according to

stespeispmens tiie@saiin GRANTioMereonLdiagierapmers, dp apy Amying ratio, or

Pi)’stagﬁég%%z, %ﬁ&mé @%%dﬁ'@%{@ﬂ@ggc;ﬁllﬁﬁﬁ%table salt thereof
6r a.cBrrespiding sblvatd ¢erebedr on 1994, 35 (32),

5935-5938; L.N. Aristarkhova et al., J. Og. Chem
USSR, 1970, 6 2454-2458; E. . Gl bert, Synthesis,

1969, Thde midit gg&’g?gg ] ﬁun@@@b@hef&‘f@#ﬁtﬂag@ lake 68Rcted

al so be prepar rding to standard netho known
inont the grouprcoasistingof exanpl e, nmethods sinmilar to
those described in the literature. Substituted
aromati ¢ 5-HT1lf agoni st, W00846570. Pi peridi ne-indole

£ TP oY T bassiahe sbiforylB-@t fnethyin, 2, B8 -tiehy drspyridiriesd-yl)-5-
respective descriptions in the literature are
i ncor ptiical ddn@gler ef er ence

[2]  5-Chloro-1-cyclohexanesulfonyl-3-(1-methyl-1,2,3,6-tetrahydropyridine-4-
yl)-1H-indole,

[3]  5-Amino-1-cyclohexanesulfonyl-3-(1-methyl-1,2,3,6-tetrahydropyridine-4-
yl)-1H-indole and

[4] 1-Cyclohexanesulfonyl-5-fluoro-3-(1,2,3,5,8,8a-hexahydro-indolizine-7-
yD)-1H-indole hydrochloride

and their corresponding salts and solvates.
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and formpart of the disclosure. Another aspect of the
present invention consists of a process for preparing

woheosraesw7gsul f onam de derivatives of general foPQUIER2004/008516

(1), wherein one or nore of R2, R3, R4, RS or R6 are
reducet to an am no group by_gseduction of the nitro
group of derivatives of general fornula (IV) by

o e SRR K ool o o BT
A GBS o308 s NI )

(Ib) andi/en oﬁgenenaUngpq’gqla (Ick prefgmmddmptp saltg gf\Eg'neral acids,

%@W DMBNBﬁg%ﬁm h&WO&@Ygﬁaﬁ_%%mﬁpﬁonc acid,

19827&:%;0@4 Mtn% EgiUE%fthe shlfs %f ﬁfrg];Ahlc add%ﬂo@mﬁerably of citric
903 t he

A0l tnalkle 2ol s asisAgn Jaari Aes SRR arVBNesE- o

HWérfeé?ﬁfoo éé‘l@s mhd Wb HINRE £68 E€amBRErsulghonic acid, etc.

necessary, protective groups are renoved In or der
to obtain the correspondlng am ne of general fornula

GIETEY N R

Fcﬂé&el@tdné?oﬂ P @bmli)@uﬂ% of ehéranforaiuta (1ay angfer & ede by more
reference and formpart of the disclosure. The salts,

perperads ¢f gaaenehfostula db)and/es i ane or :reompauRss of general
TR DE% BtpFBaind iy 0 oY oREoPEERRA R omors.

prefémmbémarmomaaodrl diasteiddmersnthedr r@cemazitel, orrim ferm of a mixture
preferably by reaction with héfé &Iorl [

d, .
f/atf I8BP LM ALOLbElE SRESHRIT cP SnEntigliagh of iasteregmers,
Hl)kl{j% "f‘éﬂbij ord sl thefet! br‘é‘ﬁeﬁéfby‘a %ﬁég;bé“ncﬁﬁg ‘ﬁ:ﬁysmloglcally

pre 'y by reaction with tric acid,
acceptabbemaih theraxifdoraa cdiresponding solvate thereof.

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

compound of general formula (l1).

o, 0

S
\r\x

B

A

(in

wherein A and B have the previously mentioned meaning and X is an
acceptable leaving group, preferably an halogen atom, more preferably
chlorine, is reacted with at least one substituted indole of general formula (lil)
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acid, or their derivatives, p-toluenesul phonic acid,
nmet hanesul phoni ¢ aci d, canphorsul phonic acid, etc., in

wa 2805103k e sol vent, preferably nethanol, ethaROI/EP2004/008516

diethyl ether, ethyl acetate, acetonitrile or acetone,
and obtaining the resulting 3alts by using the usua
techni ques for the precipitation or crystallization of
the corresponding salts. The preferred physiol ogically
acceptabl e salts of the sulggonam de derivatives of
general fornula (1) are thq addi #@R*tal ts of ninera
aci ds, nore preferabl sf Medredhl oric acid,
hydr obrom c aci d, phosph i Y—na2l phuric acid acid
or nitric acid, and t addifFref salts of organic
acids, nore preferably citrlic aBid, maleic acid,

fumari c acid, tartaric aci ® or t heir derlvatlves,
ptoluenesulphonic aci d, met hanesul phoni ¢ aci d,
canphor sul phoni c acid, etc. gﬁ sol vates, preferably

t he physiol ogically acceptabl %olvates, nor e
preferably hydrates, of the sul fonam de derivatives of
vyhemaR 't} and a have the pogviously insticasegd snernigg, or one of their

I Ll tabl e
SRS o B R e ERE, Ay T IR ST iR GPe g W are
FRMGRR] inCordepLosamh thessridapenaingi sulfohamide gervedtiverofdbrmula
the suitable reagents used, it may be necessary and/or

dpavhielycantbe mrrtfle@l@ndé@rngmataﬂebbmqeéﬁcqf.%vaam?sl me{hods
m&& ﬂ,{ l,re?ﬁ_&oérecul es used. This can be carried out by
LRl us€ of conventional protective groups
preferabl y those described in the literature
Protective Qups anj c em tr ed. J.F. W
oot ENe et IppEeteTbhy §aMen qyt T i Rissghe of @ suigle strong
@ L8 §6F %X:%r@eoEf?ﬁ.uh@ll%&%ﬁy%n@aé%ﬁt&mhuﬂroﬁadl\%{ ﬁydrfde or

ons e prot ective groups can be renoved

sa@usubrsetbmetmewqmﬁ |ma@g@m§olmm9t%‘emw¢etrahydrr§urane

Rhos Bt dimanagorFERGien e st PRIE ROk Brhf¥inies range

floRtLP30Cet0 r%ohh%n@péréﬁﬁéf@ﬁiftwea‘eﬁbm viffe pief@rabBr @mprises
fornula (1) are obtained in for
from 5 minutes to 24 hours. The most preferred conditions are sodium hydride

in dimethylformamide at approximately 0°C.

The resulting sulfonamide derivative of general formula (I) can be purified
and/or isolated according to conventional methods known in the prior art.

Preferably, the sulfonamide derivatives of general formula (1) can be
isolated by evaporating the reaction medium, adding water and, if necessary,
adjusting the pH so that a solid which can be isolated by filtration is obtained; or
the sulfonamide derivatives can be extracted with a water immiscible solvent,
preferably chloroform, and be purified by chromatography or recrystallization of

a suitable solvent.
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of a m xture of stereoisoners, preferably enantioners
or diastereoners, said m xtures can be separated by

worensd18974 st andar d processes known in the pri OPCafEP2004/008516

for exanple chromatographi c nethods or crystallization
with chiral agents. Another agpect of the present
invention is a nmedi canent conprising at | east one

1-sul | i ndol

oot | P EgTitangs of GptEted idintla BEost BE R Alaliable or can
BE Preparetyacebrdihg eBtandard fetsddy IVt iy thet;mdr@@emt@cample
or in formof a mxture of at | east two

by aneibpds pisnilar tp thaserdanoyibed amtheoliferajues [KHANNA V.;
i §[§E\’/§Z\N $ .. KRLAN ts!;‘%.ﬁe E{AEL tiﬁ T&th’?eo%ﬁ 488RO84 [ 58),

ogi cal'lI'y "accep 'er eo
BQBS-SQBGMJNIQAMMBD% eheal ebergamtreaptLll@@Rl, 9706 23454-2458;

e itk e a6 1587 TRE copSNAE gl danp i formyta (1) can
gf&% lfH B@P‘ékgt%‘ggccfl’gﬁ{gc’tb ds‘té&?érﬂ‘?ﬁéth%s &nBWvRAh @ﬁ’é pﬂbr art, for

| Sease I nt ake r ef eraby
ergmple, invethods amtanto ehoa‘ecxdestdmbedﬁm theehiaraisre |Sm8§a§@d

et B e o Wl EA7o. Bierkiie-RggB dofitbtnds having 5-
pﬁ@mhw QIS 6y183,287.di abetes (non insulin dependent

di abetes nellit us) preferably type Il diabetes caused
by obesity, for the prophylaxis and/or treatnent of

gast r gf,at, sc'ﬁécﬁi% oteseﬁﬁtlﬂssiﬂrtﬂgrl%raﬁlrrgfa% ﬁ*?:'{)-‘é?drﬁ]ééf B t&erence

bowel syn foneg, Tor cognitive enhancene

thﬁdjﬂh@arta)falmelbmcldsuwt ment of disorders of the
central nervous system anxiety, panic disorders,
depression, preferably bipolar disorders, cognitive

memor )&nﬁh%‘?%@?éét’ oﬁﬁ@ rEscifRh Wétritl?n I%%%?sséﬁa process for

neur odegenerati ve rders, preferably Al zhelnmer '
Orepsaig, theaew aslfnnasmdesieaszatuveamftge@ralrfbsnuias(é)awereln one

SR e c B0 RoeR et 8° aikyeRECaf BEA Aty aRRuE (Y Rducton of
W@ﬁﬁr@%ﬁo\ﬁprtdf derigaivEarof gum@ralttoenulei (ROY Siemethadd ldickeh in the

serotonin receptor in hunans and/ or

@ﬁpﬁaﬂsfor @%@M%BW\TT@N&%;I ROTih & Dr ERIMED - 1;(2 UNANGST,
%gagpeé?%}%gﬁ;g@ﬂﬁféoqﬁsf@? PIREFGs. | FNGBHAENES, B.;
CHTCHEGLOV, D.; J Prakt Chem/Chem-Ztg, 1996, 338 (8), 731-737.
KUYPER, L.F.; BACCANARI, 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,

(CHR1

) 4@§
N+
o// N\

—0
o=]"

B
A

(V)
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| east one 1-sulfonylindole derivative of general
formula (la), optionally in formof one of its

weters@eswoners, preferably enantioners or PCT/EP2004/008516

di astereoners, its racemate, or in formof a m xture
of at least two of its stereojsoners, preferably
enantioners or diastereoners, in any mxing ratio,

Anfi Pt BABPS K05, P Rl @ ohd sPERGRAT RightRlcl) meaning, or

Bk iod fredit derdrRfives sﬂﬁélﬁy@ﬂ@t@ﬁmahdcmhbyessa?gpmétﬂretectlve
adj uvants. This nedicanent is suitable for

gEUBSt e reayed in grdertgobtain the spHeSRANCING ARiRS of general
?c%’frgﬂée';ﬁ?,twﬁ’i h?:aﬂib%oéw.?rﬁfetdoé o%rslg Rfed BY gﬁé%gwst& éd?\Q/@nponal

prefrera henreuatlon appetite, tor
hiethods kn@mancthe priarrashse or reductl on of body wei ght,
for the prophyl axis and/or treatnent of obesity,

bul i m a, anorexia, cachexia or type Il diabetes (non
i nsul *I'ﬂe%ﬂf‘é&l@@tllté}bﬁﬁéb%%cﬂ&iddsté#é)lnc&bSFaQéé‘bWefé@ﬁce and

|| diabetes caused by obesity, for the prophylaxis
foron part of the disalosdfe. gast roi ntestinal tract disorders,
preferably irritable bowel syndrone, for cognitive
enhancenent, for the prophylaxis and/or treatnent of

di SO”Fﬁé%aﬂé prbeeraalytm@rmeéuma ek mbleiﬁaltﬁbﬁ/the
pani c di sorders, depressi on, erab bi pol ar

epm@paedg of geaeral farmuia thripay Bgcnra@a@d byemepss @f gaRygntional
ﬁféiﬁ&?ss Rowh SIS 'E‘Lgfrﬁfé‘?atﬂk %gr gﬁét?on RItR AR acid, more
| Sease,

einer s di sease I NSO
praferabdy by reaciloslemﬂehwmcblonb’lddd plydratorbmioacisl, phosphoric acid

B R AL U, o Bt W BB EAS or
?Péfepé I b dbSionskith BEsE a¢i8dmReié EEIdedTﬁaﬁ@EQU%I@ tartaric

ecept or n humans and/or in aninals, preferably in

aaidhar meummre/q@wes,e@-gﬂugnesulwfmm ecidometianasuphorioacid,

CRERREHP T 34 Biond 2 IR SEREDEPLTaRHLy Petpgrol ethanol,

dRtaytthéx, éfh?w abetatd, aicetdriirieorhedtons, aid abRaiing ehe féB“uItlng
t he mai nt enance, increase or reductjon of body

salts by élslmdbﬁwsé\'ﬁl technigues f‘t)rrTé‘&tﬁf@ﬁ'P“@FO'bBé@WﬁP"'za%on of the
BT b IR 4T abetes ml 11ue). preferably fype
di abet es

The preferred physiologically acceptable salts of the sulfonamide
derivatives of general formula (l) are the addition salts of mineral acids, more
preferably of hydrochloric acid, hydrobromic acid, phosphoric acid, sulphuric
acid acid or nitric acid, and the addition salts of organic acids, more preferably
citric acid, maleic acid, fumaric acid, tartaric acid, or their derivatives, p-

toluenesulphonic acid, methanesulphonic acid, camphorsulphonic acid, etc.

The solvates, preferably the physiologically acceptable solvates, more
preferably hydrates, of the sulfonamide derivatives of general formula (1) or of
the corresponding physiologically acceptable salts, may be prepared by
methods known in the prior art.
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caused by obesity, for the prophyl axis and/or
treatnment of gastrointestinal tract disorders,

wonrefs@izohy irritabl e bowel syndrone in humansPanaPer4/008516

in animals, preferably in manmals, nore preferably in
humans. Anot her aspect of thgqpresent invention is a
nmedi canent conprising at | east one 1-sul fonylindole
derivative of general fornula (Ib), optionally in form
of one of its stereoisoners, preferably enantioners or

di ast E[Jﬂﬁg%bﬁwe d)fttﬁe s?ﬁfﬁﬁib%e qfénéds d€sdhbRd & lthfé Bfébaration
of at t two of s stereoi soners, preferab

eﬁmsmwbiasre@gedtm@ daney be ﬂetﬁeéw}’rﬁfbd/@fgdﬁt%lta)&ﬁ tgprotect

il Op A Ug o RUR AR BN TERRRI BB Thlp oan be carried

oot bp’ddng offtiee Qse @b@nwﬁmroﬁabpmwwb’graup@ pt@fbrably those
adjuvants Thi s nedicanent is SUIt efor recept or

deseribed iprihe fitgraure [%rloé?mwmgp%. ganic Shemisky.gid. o -F.W.
?Acﬁﬂﬁ%ébléﬁurﬁﬁéésseld ?thGtrQe&?qu.q;WWutspP%t%Eﬁ% Broups
or ce

regul atrond o efite nt enan

imOrgardie OduemletdyJ,cldhonNdéy &cﬁlgnsoﬂlggﬂl Trfeoprdtdmtlve groups can be
treat ment, of obes

h d
FrroPesd B e uitaklesuieayRa! TieaiSaBsinots Bribdne prior art
@‘?‘B%&w@'lﬁéﬁhﬁé d&bh;bﬁdifs) areRh&PbAREY biyBferbhce and form

| abet'es caused by obesity, for the prophyl axis and/or
pagaf fee disclosyesst r oi nt estinal tract disorders,
preferably irritable bowel syndrone, for cognitive
enhancenent, for the prophyl axis and/or treatnent of

di sor ffehs sfooriérﬂld©€dérrv@hvé@bf/Qel$eraywrmma (ﬂ)la'reebbftained in form
pani c_ di sorders, depression, preferably aolar

af aanigtuirg of @t@gﬂmﬁpwrmfeyawﬁaaa?@er%eh legieienmers said
ﬁlﬁ Qﬁ?éssgg‘n bg %gf)gfﬁ@& B?ﬂﬁé%( §01détéﬁa%i% S@ggé%ﬂseﬁrﬂﬂw in the prior

zhei nmer sease I nson

birtn forrexamples chiaeategraphic oretivtds optrystadizatios ivgth chiral agents.
schi zophreni a, psychosis or infantile hyperkinesia

(ADHD, attention deficit / hyperactivity disorder),

and ohh%{héil'a%ﬁé%ﬁh@?ﬁé@érﬁ%@ht'bhﬁs a rh@@?céﬁfe‘h‘t @Bhiprising at

receptor 1 nhumans and In animals, preferably in
ieastene 1-sufanyjindsle desivative ohgensare| formiia @)iapiibnally iyform of

fo(r%re o?otgr]s'tér'e\éfeso(reﬁ]er}gnﬁr%?&'gblyé e{ntﬁ)‘:h ?B@/sll&)é ﬁ'ne"‘?‘gdlltso r
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, and
optionally one or more pharmaceutically acceptable adjuvants.

This medicament is suitable 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 |l diabetes (non insulin dependent diabetes mellitus),
preferably type |l diabetes caused by obesity, for the prophylaxis and/or
treatment of gastrointestinal tract disorders, preferably irritable bowel syndrome,
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treatment of disorders of the central nervous system
anxi ety, panic disorders, depression, preferably

woi2pisloas7di sorders, cognitive nenory di sorder sPCSER2(I08/008516

denmenti a processes, neurodegenerative disorders,
preferably Al zheinmer 's di seage, Parkinson's di sease,
Hunti ngton's di sease and/or Miltiple Sclerosis,

. oni . . , , o
FALAEARLE R BRYER OBt BB R RE RS Psorters o
fhereastral méhesus sysienrahsietyp pehierdisoryers) depression, prefezably
preferably in humans. Anot her aspect of C}he [ esent
ibm%ﬁﬂ¢'§¢rd?§s&°9€ﬂhv§m9%@'ﬁﬁ 2 ganilgt qr@@ﬁtta Blpgesses,
%é?%&e%’é}ﬁbfé?@%lo‘?saﬂé#é{ gfréf\é??w ABARRREE s i dBYe2 PahiGhson’s
option y 1nh formo ne of 1ts stereoi soners,

uiisslse aHUptirgtan'si disease and/di dsitiple Soteresisj schizeptweniae,
SourisShrntie Rupeiiisl Ubr BeptoituShct /fyperactivit
disyré ) 2PERItRer diBorfaYs Hedidted byithe 5-kT, 8efRbhipTBEEstORth
physiologically acceptable salt thereof or a

domansptiomig animale, erefreatdyin mammalst menaiprefesatdy 81 humans.
nore pharnaceutically acceptabl e adjuvants. This

medi canment is suitable for 5-HT receptor regulation,

for tpgofierrizpeakbithamptésenttinesaitioarns aahedicdsemt dempoising at

di sease related to food intake, &rge{q?rag] $or the, .
leastioae; baulfnylipdeledesivative of genefal farew lia). qutiepalsin form of
%rngrcﬁ%cétér%gis%‘}n&@dkfre‘kﬁ@faﬁw enegrﬁ{on{é?’g oF Rl &S, its

and/or treatnent of obesity, bulima, anorexia,

cacdmaaieq ooin foymeofdi midtiresof( atdeastrtwol af itsddprenitomers, preferably
di abﬁt es nel |l t%JS% ref.erabI{A/. t épe 11 _di abetes caused
SPaBHRTPLS 0T FIgRITFAMBIS Jh oM SNggGor g S eiandlid
%ﬂ?&ibwg?éeﬁl?tdc%btdﬁlé%lt FHerB618 S coPESIGHIRY ¥olvatd hehdst, and
owel syndrone, for cognitive enhancenent, for the
wptiphgllyasne oamdre pharrsacewivally aceepisbl@aadiuvantshe

central nervous system anxiety, panic disorders,
depression, preferably bipolar disorders, cognitive

M Mediiapesries suitaisie ifbres-tHTEateptop raastias for the prophylaxis

&%@%&Ee?a?%k%‘iﬁg 3@%&3 grr greé igéasloer reeflaqtgeg % ¥00Ac|l izntgée lierr%rre%e?ably 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,
for cognitive enhancement, for the prophylaxis and/or treatment of disorders of
the central nervous system, anxiety, panic disorders, depression, preferably
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), and other disorders mediated by the 5-HTs serotonin receptor in

humans and/or in animals, preferably in mammals, more preferably in humans,
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di sease, Huntington's disease and/or Miltiple
Scl erosis, schizophrenia, psychosis or infantile

woayppsrodsatesi a (ADHD, attention deficit / PCT/EP2004/008516

hyperactivi tydi sorder), and other disorders nediated
by the 5-HT serotonin recept@a.in humans and/or in
animals, preferably in manmals, nore preferably in
humans. The nedi canent obtai ned according to the
present invention is particularly suitable for the

ﬁ‘fé‘)’ﬂé 8i)8d118 FOronHTR reBep®t ﬁegD ulaxan %ﬂﬁe@#ﬁpﬁ&ﬂax@%d/or treatment

nmedi canent can pref erabl e admnistered to all

a
gi@d;s@rdefaafedls;eawellaieérﬁo fepsbintakes preferatly fardhe segu ation of

apPe o BRE e fonkith BATRER of RUERULRD bodh eide e
plaphyRIXis Siidot treamnérﬂrdhotbiasm&)mfma tancrbrineoactwria sr type Il
preferably enantioners or_ diaster

@qabptes]c(@pnql@sfum depangest diabgtes @gﬁlfungmgre@qra yStyperrPélabetes
g&ﬂ&%ﬂ?ﬂ@él f@ﬁﬁé%@%ﬁﬁ?ﬁé‘ ARk P HRatmeht of ?astromtestlnal tract

ast er’‘eoner ng ratio, or a correspondi ng
dispedevs qgeﬁabbw iErttaprthMQi syaditomé iy lkwnhans aad/or in animals,

corre ondi n | vat e t f.or _the manufacture of
Br%ﬁ a'ﬁ‘éﬂ?ws’f@“%pr @g’&@rh% (f-ation, for the
prophyl axi s and/or treatnent of a disorder or disease

related to food intake, preferably for the regulation,
of appoothes aspeet aftihe @E@Sﬁné inMepEoN iisha mee@ieament comprising at

g%h%ﬂt-s@\{o g@@%ql%\@eﬁgé |vé & ’ériaéﬁglﬁ{gﬁﬂgpél @Bgéﬁgﬁ&qélgﬂn form of

bM@@f ltb serabigbaters rmeferaslvlerrandem entlisdterbotress, its
mellitus), preferably type Il diabet sc use

Eanesmate, of orfofar Briopiyeptial leash fue %F@HlSOH%/efS preferably
gﬁﬁﬁtl'ic%grts d&gdr%gé’tje][éérﬁ&ts H é.%%gﬁ ré’ﬁ&fo?raa@é yeéﬁdddhfgbl e

or cogni ft ancement ,
phsa@blxolgwallly aanehbtablet salttherenf arfa cbrmpmelldmga$olva’r@ thereof, and

ceptr nervous s anxi dj.sorders,
BBB‘P@Q’ dK Orp'ianee I%%%‘&?E\f X%q%ggl&lg JOVaFi ti ve
menory di sorders, senile denentia processes,

neur odegener ative disorders, preferably A zheinmer 's _
Thisomedicamantissditabie fardehide recamion ﬁﬁguzﬁiw@ fnrdbgsophylaxis

BOER v i BRGEIE s RN o A Brderdtyfor
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 |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, preferably
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), and other disorders mediated by the 5-HTg serotonin receptor in
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hyperactivity disorder) and other disorders nediated
by the 5-HT serotonin receptor in humans and/or in

wanbiswizmz4preferably in mammal s, nore pref er abPgTiER2004/008516

humans. Anot her aspect of the present invention is the
use of at |east one sul fonanizgde derivative of the
previ ous general forrmula (la), optionally .in form of

one of its stereoisoners efera antio

Rirhafe Abtisia hivas, BiEiapR i ohbARale TBG: pETRBNCh Jumans,
of at least two of its stereoisoners, preferably
enantioners or diastereoners, in any mxing ratio,

mote suisalpe don fieg cpanitve ephareaMontaiardpe asprhyaxis and/or

h . ' . . he
R B A, ML Sl s
g_@m@bglbhppref%mbly hiporarlfamiwgatsl scfagmitiﬁan;etmaaytdiemﬁecé, ki@nile

i sorder or di sease rel ated, ,

o e ettt ot i ke KL
g@%gﬁé‘ﬁfarﬂns%%%éé’éb @-furﬁiﬂ?tbri’?ﬂ%@asef %édrrl\_ﬂul_tiple Sclerosis,

yl'axi's an r treéatnment of oesH;?, ul1ma,
achizeptirenia; peiehosis or infaniide hyperkinesiceARHBR attastion deficit /

ependent di abget e L1t f.er abl L]
hiiracodtydinditirEp Mhwans gdipe P SRSy belaad o mamges.
Hopareakably irdRSinaAsNt estinal tract disorders,
preferably 1rritable bowel syndrone, for cognitive

enhancenent, for the prophylaxis and/or treatnent of

Aypfts” doDePle e gRiyRor ¥ 8 R¥akFenf SElrEloked of t least
8hs acslefonylindglsiderivativeeobgeneataliormalss(ic)s eptibralyeimdatm af one
processes, neurodegenerative disorders

af ks stereeisomness, Jualase bipghaPHQPErs; oy |§§fggéc’r)r%];$sr, al"(%l récemate, or
G iy éie&slﬁaﬁﬂ\%%f i%}éﬂe@isﬁﬁ’iggﬁé%bly enantiomers

scni zophrenl a, psycnosis or i1 n anti ki nesi a
bABIBEerabimens i io ngehixirig ratio hgipe caresponding iphysiomgicalyd

O e B P 7 BEnb L Y o 66 B T ooty one o

harmBBeatdHIgTRcaplapld Sdjuvames, preferably for the
manufacture of a medi canent for 5-HT receptor

regul ation, for the prophylaxis and/or treatnent of a

q'ihrc'sorrrgg{ca%enqiisc' Sitablé %r%—?ﬁ'e trcgcg;ﬂ&dregula’[ion, 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 |l diabetes (non insulin dependent diabetes mellitus),
preferably type |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, preferably
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
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i ntake, preferably for the regulation of appetite, for

t he mai nt enance, increase or reduction of body weight,
woéanostohe7pr ophyl axi s and/ or treatment of obesi PEI/EP2004/008516

bul i m a, anorexia, cachexia or type Il diabetes (non

i nsulin dependent diabetes neid.itus), preferably type

Il di abetes caused by obesity, for the prophyl axis

Rordiraar oer pisgroctE ey o astoBhirecEhin s
ADRYaPE dndl/ @ ThrEdirhalsh pasterabll i manmeaspmdre pRsfErably in humans.
preferably in humans. Anot her aspect of the present

invention is the use of at | east one sul fonanm de

IRE nieliufHeAt obfindy SRR IE T Bredeht IleRtioh W particularly
ptionalTy tnh tormof one 97 G PET ST 601 'SONBr &,
puitdise &b heertministrakion to mathmatss irciuding humans. dbemaedicament

gglg:pggffp%gg’a%ni]g&éjrrgg|t§fag%$’gﬁt@§,gnm%pglfy, E:I!ii?dren, adolescents
ghagd@lftgorrers, in any mxing ratio, or a correspondi ng
physiol o

gically acceptable salt thereof or a
correspondi ng sol vate thereof, for the manufacture of

di - i : ' ,
A TR of B Pt A Y5t 2ot Bigapamice
delidhif dfgdriepdl forhaleg(l), Bpebedigah Yofnebf bhe of &8 stertbigomers,
of appetite, for the maintenance, increase or

peefaablyanantigoess eidigsiereanaers; e raraspaier akinsfosmf@ mixture of
B BTV of i S0 el e RSt BB e,
el Iniking) ratipy ef @ calveypdndieg physidlgiatly acaep@bldyalt thereof or a

obesity, for th rophyl axj s and/.or, treatnent of

gaereiiag eohale feseer i dbe sruraciig GFagepivahprtior &r 5
£.00n

bty tecPHBElRaticrf fol B ropAa s sarsH ReHmene by bdfsorder or

diseaselrelated tofooslyistalm prefixiabtyfor genregutitioor ofeappetite, for the

SR PSR Rl S BE 8 OB anaror
RRRtRER0S sty VBulhia0BAcTeXia, Baeh&Xiadr typ i ldbsres (1fon insulin
di sease, Parkinson's disease, Huntington's di sease )
seaendenfdiabees neellish fireferalliityrsp diaheaies payearbBy gbesity, for
i BRIy BREA BEStRent S dRstBIiEN P frabEdisEiders, preferably
irritable bowel syndrome, for cognitive enhancement, for the prophylaxis and/or
treatment of disorders of the central nervous system, anxiety, panic disorders,
depression, preferably 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) 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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hyperactivity disorder) and other disorders nediated
by the 5-HT serotonin receptor in humans and/or in

wanbiswizmz4preferably in mammal s, nore pref er abPgTiER2004/008516

humans, preferably for the manufacture of a nedi canment
for cognitive enhancenment, fagg-t he prophyl axis and/ or
treatnment of disorders of the central nervous system

Aurer2seREl PP e DERIENE: JoaLaF legblond syfonamice
denpaiiveoPtheqResiets g@ﬁéf&?ﬁ@ﬁﬂﬂé(l@g ofstiohiafi@ irflfiréh of one of its
preferably Al zheiner 's disease ar ki nson' s di sease,

sierepisgmars sPreferablyenaniipmersar diasteseemess.dts racemate, or in
?%BL@PQ Bhi fUr of E? %%EPMfoPﬁ%é@Fé&é %Er{%?&rek%ﬁlg%'n?ntlomers or

yperacti vi di'so
aiiastaie@mqrs,emgmhhwmmramﬂnabmrnespenqungfmryakdlqgmaﬂy

humans, Anot aspect of the e ven
aseopibla SaIbHerSOiE S enespintig SRVAgPERRTor figmandfacture
%%?Hféaﬁ%‘i‘ﬁf&'s H%%%egat&ﬂ @gma%w f5#2hé Yroph n’é Sidafb/or

one of Its stereol soner erably enantiorers or
dicadmentoie disordersorrdisaaset related to foo‘cbntak@f peefatrabilyifar the
of at.lea St remsomars ree

Shadibrioh 87 rbsa tor e mlrPEShGS, T Ras of b of bogly
Qvéi@ﬁtf ﬂﬁﬁﬁé@r@%%&@ aAbRe teathnBetsidsith| Buliaial anorexia,
thereof or a correspondi ng sol vate thereof, for the

washedaitypetl diahaies (arhsulindependent sizgsates mellitus),

ST Yhe (| fatldhs PARRR P BbeeiR] forthe HhEAMIERE Silidt
fiwatinbat okgasteadintestind] tagpdisotders f mfel’ablylmtablermvw syndrome,
i ncrease or reduction of bod

5%@%%\4@ %n%mﬁmentr@aﬁhﬁeﬂeoyp@pﬁa&énq/9r befiient.of disorders of

gﬂé) ir4l n he Xl sef, aﬁ)(@f}/ Ijantt éﬁ? ?(dlé?i?'eééiéh” préferably
ependent etes mel l1tus), preferabl’y type I

doipddar @soums eczbgmtlvebnemoyy dfsorderaesw@mwhamla; peaogsees,

P PR RGP SThIePa) B 32iek, ppnson's
dEiec PRAtinglod’s dibsasy andyst Mlple SHarosis! selinptireaia,

di sorders of the central nervous system anxiety
paticlosis op infantie hypprkdnasia (ADHD, attention deficit / hyperact|V|ty

disorder) and other disorders mediated by the 5-HTg serotonin receptor in

humans and/or in animals, preferably in mammals, more preferably in humans,

preferably for the manufacture of a medicament 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 |l diabetes caused by obesity, for the prophylaxis
and/or treatment of gastrointestinal tract disorders, preferably irritable bowel
syndrome receptor in humans and/or in animals, preferably in mammals, more
preferably in humans.



10

15

20

25

30

preferably bipolar disorders, cognitive nmenory
di sorders, senile denentia processes,

waewsmdegener ati ve di sorders, preferably Al zhePQEMEP2008/008516

di sease, Parkinson's disease, Huntington's disease
and/or Miltiple Sclerosis, sgfizophrenia, psychosis or
infantile hyperkinesia (ADHD, attention deficit /

h t di d h

oy P AR ether slastiaine blestBb rSeRfion i & B8 & dlifadt it

ﬁﬁ\fcﬂﬁnﬁde RIceil/at \i’é’bﬁ’thlerpréﬁﬁ'ﬂ"ﬁb%nefm If@rrrlillléglﬂzf) adyptioriatly in form of
unans. The preparation of the correspon

pheofiiis sterecisbmessiieierally enastiogers aéd@ﬁtqrﬁ@mers its

E%:?\r,},“é@‘t §r ‘Qﬁgﬂﬁﬁgﬁﬂ&ﬁ'ﬁg% a??e%%ﬁfv% Sﬂth H{er?éﬁs?ﬁ@ﬁ tbferably

enaiirfersissdigsteredniers iIndamemixing Htlmronmorm:tesp@nd'ﬁge
Sci ence of Dosage Forns" cond Editi og Aul t

pmlolegmaﬂmmpemabteﬁg?é&taﬁ[@ B8l ier RSO tﬁ@zﬁfjlvate théfeo, for
g@*@%ﬁh&%@%%ﬁ meaﬁgmw e §P1T6Tssé}§te+ @Emat.cﬁfe onfle

and Mar cel
axid and/or\limamm qu@sgwdefr mdaeasemalemtquodsﬂtake

PR e RabhEDE s ToguRINE #Rnsitid, 18 e e rane, Tirgass, o

?élfhc? bAGf by Q\feléﬁtdfb?tthé plo Yi®amd/or treakient of obesity,

Li eber man” H. Kani g (Eds.), Lea & Febig
bhimnaa;l @nprexa, (cmbe)aa ortigpe dsfiaketes énon insulin @ﬁ@endent diabetes

LA B Sl A Sl 5, oo

Qggmgi’eﬂdgltmﬁﬁt oﬁagas&@ﬁte?lﬁwal ltnacf dlsordets;epfefemdbtyanﬂabls bowel
red accor

BT Sy et G2 W en 8 apon

fé&%é'}]s JrREUbAAl rierv %ﬁg@h‘ )énklgef ?’aﬁl@&s&%r@fdéﬂréssmn,

ereol soners, prerera nanti o
@refetably bipaiar, disdrdersacognitive nmemory disordess, senite xtementia

of at |east t f ereoi so r abl
Srmssanorurfoasnerplive SRS R oM BRSNS gisegse.
@’a?ﬂhé@?@%a%@ POMERGLAS di§éésé asd/epiviiife Stldrosis,

thereof or a correspondlnq sol vate thereof,

sthizophrenia, psychosis or infantile hyperkinesia (ADHD, atten?lon 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,

preferably for the manufacture of a medicament for cognitive
enhancement, for the prophylaxis and/or treatment of disorders of the central
nervous system, anxiety, panic disorders, depression, preferably 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) in animals, preferably in mammals, more preferably in humans.
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conventional auxiliary substances known in the prior
art, preferably excipients, fillers, solvents,

wdizbosansw¢4 dyes, coating agents, matrix form ngCamenios/008516

and/ or binders. As those skilled in the art also know
the choice of the auxiliary gjgbstances and the anounts
t her eof depends on the intended adm nistration route,

|t r ARG 2RSSt EEAEN RO i g of fJBdgone

%@l?’drfa%‘?‘ﬁ@to%ri%éwé@f el reviousgendral fomiulaticyroptiohally @i form of
exanpl e, tablets, coated tablets, capsules or

oué of ﬁalstereqlsatr@ss me@rreblmﬂn@ngem esdigstesepmers its
%e@g%g 4 @fgﬁh E% x&&g%‘?n $hA8 of s tsf’ek?‘la&tsﬁm(—:fré | 6xﬁﬂarably

t I ons,  suspensi
sHahtdhers cbrculasteredmascmﬁy mnaug rati, @rfaomormmmdmgal

DL i SibPnah b R oo R TS o

fiEmen BfiGe Y ﬁ'%@@h?&ﬁ*ﬁéﬁfs waaféb?ptef VegQII@tRJ’H %H {PBS

and so sprays. canents suitable for oral
mptMaameand/ouaeatmenircﬁl adiserden or sigcfasaaatatied tqusvduﬂtﬁé(e

o R P8k b At o B SSTBDA e, Ao o

t|6|'1|df beal %l@lﬂom the p?di}ﬂ]yﬂ’ém@ Bnéalor trﬂaﬂ’nﬁﬁﬁbf obesnty,
sul tabl e sus ainéd release forns, as well as th

batlmla ainorexia, cashewsiasorrtype {lrdiabetes {nen insylin N@P@Bfienfatﬂlébetes

S5 b Bl R LRl b

Bﬂﬂf&mr&tmb’hﬂ of ddd@imtbstinal iragh dlsBcdmsl preféfaBly itrizdble) bowel
Mar cel Dekker nc.

SRS 01 GRS RARANGANGRY 954 Q&Wﬁ@%ﬂg@?@@tmem of
[a&org dqf)tlae gr@ﬁﬁgll %?%lﬁs%ysté@g an%%w/ I&I i did6R1Srs, depression,

Irvery", c Concept’s,
lﬁrefelebl;ﬁblpoldr&ﬂsorde@?lognmye memory dlsomraa&&mﬂe(dp@w)ua
Takada, K. an

d
BivsRspy netatogensIatye SRerd . prsferanh A BpeBitlek dispase
b Eh?&‘h 't Hiscase( FtinlingtdARNiY8A8y akd/6p Multigl® Sclerdeid,

schlzophrenla 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.

The preparation of the corresponding pharmaceutical compositions as
well as of the formulated medicaments can 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.,
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Vol . 2, 728-742; Fix, J., "Oral drug delivery, small
intestine and col on", Encycl opedia of Controlled Drug

woebiswasyd Mathiowitz, E. (Ed.), John WIey & BOMA&P2004/008516

Inc., New York (1999), Vol. 2, 698-728. The respective
literature references are inggrporated by reference
and formpart of the disclosure. The nedi canent of the

ElsBaien Husrgitcatia Joftode ) et Geflper o BlndtipiERLS40)" The
Fe%’fo@bﬁvé’fte?éthﬁe §8sdripigns bRe intefbdrateds 838fdp@nce and are part of
hrough the stomach w t hout dissolving, and the

timﬂtsgmgre;f general formula (1) are only released in
the intestinal tract. The enteric coating preferably
di ssolves at a pH of between 5 and 7.5. The materials
and nEhé @ﬂarmacéﬁl@aecémpogtlemrasngele as ¢hé foronaatedgs

PRl RS Peapared S IG fi 1er RroE AL Tiaichee n additon to at
S%%Igfbhé %uffér?é(]”gn’detébr%%@ ¥Bh&ai fd?fmﬂ’é‘ﬁ&%pti@h)bﬁy in form of one

onam d rivatives of “general for
of itsrstéfedisordRes, tpyefmatghenehtmnermr dissterecroers, etﬁtrscemate or

e bR Ute T8 et one S el PRECRT P e g el g fiomers
bhﬂlaétﬂfbam‘éifé aﬁ AP riRikgeratid Ner & Bdﬁréé}ﬁdlﬁﬁn@bﬁlyélbbglcally
severit he di sorder. Usuallyfroml to 2 of

accmﬁabé Sﬂﬁéhgtﬂqf@ﬁ@rﬁQﬂ@S@@ﬂﬂmﬁtSQh@t@ﬁh%@% rogmnrbﬁ%sathsr

G gBE L 3B BEDATTh R e, Bt

fillergpssivets edillidms, nyesytoatirlg a@mg,dsnatrﬂd ﬂNDhN@ dgerisiEnd/or
5HT SEROTONI N RECEPTOR HEK- 293 ce

|| -
émeé%ﬁ%@%ﬁékﬂ@édﬂﬂ"%ﬁﬁta SR e @B‘P'S? e Ao auxiliary
§HB§lah ?Md SRS SRRt dﬁh‘é'r Eh@s b‘ﬁctﬁﬁtl%nded administration

concen Ion 1 n sal s I's 2.18 pnol/ng of
pmuieefom ea(amplmefep’uabtneﬁrawe]mmsemﬁnaaerltmeat isirarpugeulat, intranasal,
eri ntal protocol follows the nethod of B.

Rl SR pr raa.

Medicaments suitable for oral administration are, for example, tablets,
coated tablets, capsules or multiparticulates, preferably granules or pellets,
optionally subjected to compression in tablets, filled in capsules or suspended in
solutions, suspensions or suitable liquids.

Medicaments suitable for parenteral, topical or inhalatory administration
can preferably be chosen from the group consisting of solutions, suspensions,

quickly reconstitutable dry preparations and also sprays.

Medicaments suitable for oral or percutaneous use can release the
sulfonamide compounds of general formula (I) in a sustained manner, the
preparation of these sustained release medicaments generally being known in
the prior art.
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Roth, S.C. Craigo, MS. Choudhary, A U uer, F.J.

Monsma, Y. Shen, H Y. Meltzer, D. . Sibley: Binding of
wopepisoaso7and At ypi cal Antipsychotic Agents to BET/EP2004/008516

Hydr oxytrypt am ne-6 and Hydroxytryptan ne-7 Receptors.

The Journal of Pharnmacol ogy apd Experi nent al

Ther apeutics, 1994, 268, 1403 wth slight

ngl 2': ﬁ%t{r%ﬁ;uw St‘ﬁgm?‘ﬁﬁ??ﬁﬁs%fﬁ%g?es ig\'(s?"msr&\e mg‘érlals and
HRAIALF e BredebEThotast, drciinguim rthilreer el from

a concentration of . nM the final

thﬂ mdteebe:f ﬁuoﬂﬁ(edrﬁ{eleaae g |Dﬂhlvee'gT¢@nwogad dRathbroe, M.J,

E{ag )‘J aﬂa?‘?e%er% Ms SSB%SS f‘g& r&%‘ 'ﬁ'gé %ﬂeYork (2002);

g aME KU rmatelticdl ToMpdlledReélogse wclcmlog *, Wise, D.L.
filtration_in a Harvester Brandel Cell throug

{Eddrarcst Dekker drc. dYew Neorist40a; ‘Mm&eé@fus@elmery” Vol. |,

B G hRE tuck S JERRCM Brédhe I’ Baca Reton (1983), and by
g’b][(?@a JK el \ﬂ?ﬂm_%\lvafldl ,[TOrali ﬂ)nungelmefy”SEnnM:IEISpedlaH(thontrolled
A )
Yof . %3@}%8%423 G B8l dr L@rkfel‘(/b %nﬁllﬂn{&fclheta(hd colon”,

equl ate severa our s rlor to their countla?
Etmcyclmp&dla\MIOQIdrdVledﬂwltD@llvesy:|M1athidvut2i, (Eddndein Wiley &

3500 0S5 Ve P01 05, o2 25 ok R SATRCC

téfeRdriceate indpbried by ireferarmuesamdidim art ofthe diselosure.
cal cul at ed by non | i near regression analysis using the

EBDA/ LI GAND pr ogram [ Munson and Rodbard, Anal yti cal

Bi ocheyr A 7 ]: g E

nees HERMederelter dipee s inp et i s A et oo

fehtéﬂlsl-ajlfthmg, whioh diss@vess according todhs pht. dsaz cesutbofi thisdcoating,

to the housings duri | east 5 da |or bei

é,reﬂb icameny cawp@@ptg?we@we %ﬂ?ﬁ@ Without s@PPfy And the

uﬁd@ro? BRESR @org'\lﬂa ) @Pé’énﬁ{reféa‘é@)j ih thé frﬂé‘é’cldé‘F fatkt. The

gsvmt tera bitu The aninmals are

m&;rtoembettmgl mdferablluailssmma atp p of between Stand 8.5 Mhematerials

to the, t

and metho%s suitable for preparing enteric coatings are also known in the prior

art.

Typically, the pharmaceutical compositions and the medicaments
comprise from 1 to 60% by weight of one or more sulfonamide derivatives of
general formula (1), and from 40 to 99% by weight of one or more excipients.

The medicament 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 can be administered to the patient in one or more

doses.
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The acute effect of the sul fonam de derivatives of
general fornmula (lI) used experinentally on food

wongsasom in rats in fasting conditions i s dePermiPzmwd008516

as follows: The rats are kept in fasting conditions
for 23 hours in their individydal cages of origin.
After this period, the rats are orally or
intraperitoneally treated with a conposition
conprising a sul fonam de derivative of general formula

Phhrmaceufifal Mefissds:ng conposition (vehicle) w thout
sai d sul fonam de derivative. Imediately after this,

the rat is left with pre-weighed food; the accumnul at ed

i ngg | 'ﬁa d 6 h
Eﬁﬁ@“ﬂ"go ﬁ-r%%g i8n§éﬁ€§ggﬂlﬁ£}R%{EﬁTgﬁzgnal SO glu;il osed
IPR t hHElKE-Z% @iﬂigmrgﬂg??bsw aésslngatneapeambirtalrrt inaimarf 5SHTs
ar macol o t
ISR NeeRPPlSd, 57 Bighy: THAGersBE EpPeRNIRiopdn said
gﬁﬁ%ngg%ﬁ'@tbrﬂﬁﬁm?goﬁ r%'?‘&%?d &nd ﬂ{é)ﬁlfb@élﬁtc%%céﬁtrétlon is 9.17

er ence art of the disclosure. The
mgémhr‘léﬂe expezrfmelm prohpen) mjbwsdtlerrﬂeﬁh@dtclf B.heRoth et al. [B.L.

RO¥F 5 oo Grabo, RESSRpSlahdy,fr Hikse Bt BorSiE R el Hv.
M&tz@ﬁ'[?ﬂ fsltﬁleyngulnaﬁ\ga@rprym@dw le@dtAtypical AntRsyehdtic dgents to 5-

the invention, are described. The exanples indi cated
bydeaxytryptespings and HydietvitryptaraingsiaRereptosh o 1e/eHNALO!

Wﬂbﬁ%g&%ﬁgﬁg&%ﬂénﬁ%érgﬁgﬂﬁdso 19642568 efto3PRP fght

gnct@ﬁdﬁmgﬁsa'nm gbﬁmﬁ%‘l‘clalin(e‘mhsrehbyi; d[lutéd511 810 dilution) with the
etra ro i di ne 8
binsting Beff frefb 5B Ur'ﬁ-h@HQiEWMQ?%% '%@Qig(&?'%%é%e

: Q8 yily
SRR ST P S B 270, el voume
bieirigo200-h. heibation be@ind byadding yidOqu f the membrane suspension
di net hyl f ormani de, and _the m xture was I%Qt fo,stir

(o 2280heroh esebrangaotein)4agd & Projenasiskion émnvéﬁﬁ/?t a
?%Bélla(é&re\'@frﬁ%. Incubation ends by quick filtration in a Harvester Brandel
Cell through fiberglass filters of the Scheleicher & 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 m! 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].
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added, and the stirring continued for 3 hours at room
tenperature. Water was added and evaporated to

wdanyis@dn74 The resul ting crude was treated w t hPeDaiP2IOH/008516

bi carbonate and was extracted with chloroform The
organi ¢ phase was dried w th_gglhydrous sodium sulfate
and evaporated to dryness; the resulting solid was
purified by chromatography, obtaining 900 ng (57% of
1-

NMEASUREMENTS OPEOST INGESTION{BEHAGIORMODELS)PYT i

di ne-4-yl)-5-nitro-1 H ndole as a yellow solid.
Exanmpl e 2. -

5- Chl gr Q- ! : 4, i
et r aliAl ¥R RIEZAP A NArES SATHeNsad The el are,
m?maﬁ?ﬂ tootmechousingsr duririef atileast 5 days griér todbdidg $@bjected to
0 . : . . .

@né’rgX@PHU@nG-lDH@?%WS perod the @rimalgaie fiaueedilinerpups pf five) in

: _ :
SrsREahoadtitwitd hteriartbalMBitdmTgod Y Pho IR e LaRfted to
indisidaaltedusing ableadt 2k hoptsepriar-to the tests.
-Am nQs i - I | f | -S- O nethyl-i ., 2, 3, 6;:
Lot r e PREREOAS spiG e eates obpsagial fagmela ()
\Msbl(a f&ﬁﬁﬂﬂe‘a‘iﬁ'”" & foot ingestiondel edtstif fastify séndiony isdfEtermined
gd’ﬂ'ﬁp\/@)ﬁexanesul fonyl -3-(1-nethyl -1, 2, 3, 6-
ot 4 e A vl )« B nids ae LE ; _
o e AR A g e 4t AR, hngRhdligee
aaged opsriginl Afteethis perod ethesats2freluraliys or iNr@petitomeally treated

Ak Eop ahoni s o BRSS G A e S ) o
Zor ot Ponting (nBBRLGGRHGETRIGR SR pubidthick uctvatve.
ImByediatebxaitershis, treytatbs feftueitto pe-weighed), fopd; Behaocanydated
20%@@& l I f?éﬁgégﬁ’%b?ﬂrﬁeﬁz ??giﬁ%géﬁ?%s(;g%é gf 8ahexahydr

]9; O:m n @gi% fdc%b?igéeyﬂian das0HRY etk isPdIbaidiesbs idrtheiliterature
(Kask et al., é‘uropean Journal of Pharmacology 414 (2001), 215-224, and
Turnbull et al., Diabetes, Vol. 51, August, 2002). The respective parts of the
descriptions are herein 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,
are described. The examples indicated below, given as an illustrative example,

should in no way limit the scope of the invention.
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mvbl ) of
5-fluoro-3-(1, 2, 3,5, 8, 8a- hexahydro-indoli zi ne-7-yl)-1H

woizodois7and 3.42 g (18.76 nmvbl) of cycl ohexanesuiEPeyi08516

chl oride by neans of the process described in Exanple
. Then 2 m of a 6N ethanol/H@. solution were added to
a solution of .95 g (4.85 mwl) of

1- cycl ohexanesul fonyl -5-fluoro-3- (1, , 3,5,

, 8a- hexahydro-i ndolizine-7-yl)-1Hindole in 20 m of
EkBAiples: precipitating a solid which was
recrystallized fromethanol, obtaining .5 g (71% of
the nentioned conmpound as a white solid The yiel ds

EXErP s WebFrh 319 EE e St ot A b - Z 6
tetelydfopynidirss 4wy )e5- nttl'm1blen¢olends of the present

invention are indicated in the following table.C CMD E
TOXOx NCMcl | CNIIl CMNXNOO. - LTTXOCM

TN X 468:'?4191_ (9.!3 mMVol) of 50% sodium hydride in oil were added at 0°C to a
solution of 1.0 g (3.9 mMol) of 3-(1-methyl-1,2,3,6-tetrahydropyridine-4-yl)-5-
nitro-1H-indole in 50 ml of anhydrous dimethylformamide, and the mixture was
left to stir for 30 minutes. Then 2.14 g of cyclohexanesulfonyl chloride were
added, and the stirring continued for 3 hours at room temperature. Water was
added and evaporated to dryness. The resulting crude was treated with sodium
bicarbonate and was extracted with chloroform. The organic phase was dried
with anhydrous sodium sulfate and evaporated to dryness; the resulting solid
was purified by chromatography, obtaining 900 mg (57%) of 1-
cyclohexanesulfonyl-3-(1-methyl-1,2,3,6-tetrahydropyridine-4-yl)-5-nitro-1H-
indole as a yellow solid.

Example 2.- 5-Chloro-1-cyclohexanesulfonyl-3-(1-methyl-1,2,3,6-
tetrahydropyridine-4-yl)-1H-indole

900 mg (74%) of the mentioned compound were obtained from 770 mg
(3.12 mMol) of 5-chloro-3-(1-methyl-1,2,3,6-tetrahydropyridine-4-yl)-1H-indole,
and 1.7 g (9.36 mMol) of cyclohexanesulfonyl chloride by means of the process
described in Example 1, as a yellow solid.
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Example 3.- 5-Amino-1-cyclohexanesulfonyl-3-(1-methyl-1,2,3,6-
tetrahydropyridine-4-yl)-1H-indole

200 mg of 50% Pd/C with a humidity of 5% were added to a solution of
403 mg (1 mMol) of 1-cyclohexanesulfonyl-3-(1-methyl-1,2,3,6-
tetrahydropyridine-4-yl)-5-nitro-1H-indole in 200 mi of ethanol. The resulting
suspension was hydrogenized at 25 psi of overpressure for 20 hours. Then the
catalyst was filtered and evaporated to drying. The resulting crude was purified
by chromatography and 150 mg (40%) of the mentioned compound were

obtained as a solid cream.

Example 4.- Preparation of 1-Cyclohexanesulfonyl-5-fluoro-3-(1,2,3,5,8,8a-
hexahydro-indolizine-7-yl)-1H-indole

1.95 g (78%) of 1-cyclohexanesulfonyl-5-fluoro-3-(1,2,3,5,8,8a-
hexahydro-indolizine-7-yl)-1H-indole were obtained as an oil from 1.6 g (6.25
mMol) of 5-fluoro-3-(1,2,3,5,8,8a-hexahydro-indolizine-7-yl)-1H-indole and 3.42
g (18.76 mMol) of cyclohexanesulfonyl chloride by means of the process
described in Example 1. Then 2 ml of a 6N ethanol/HCI solution were added to
a solution of 1.95 g (4.85 mMol) of 1-cyclohexanesulfonyl-5-fluoro-3-
(1,2,3,5,8,8a-hexahydro-indolizine-7-yl)-1H-indole in 20 ml of ethanol,
precipitating a solid which was recrystallized from ethanol, obtaining 1.5 g
(71%) of the mentioned compound as a white solid.

The yields 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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Pharmaceutical particulars:

Binding of the new compounds of general formula (1) to the 5-HTe
receptor was determined as previously described.

The binding results for some of the compounds of the present invention
are indicated in the following table:

Table
Example % Inhibition K (nM)
10° M
1 59.8 + 3.0
2 98.2
3 55.1
4 191

The daily posology in human medicine is comprised between 1 milligram
and 2 grams of medicinal product which can 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
medicament substance (compound of general formula 1), and 40 to 99% by
weight of the suitable pharmaceutical vehicle compatible with the medicament
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:



Ex RLRZ RB R4 RS Ren Salt mp. Ccm1 d (solvent)
3376, 2937, 1.00-1.90 (m 10H); 2.40 (s, 3H; 3 HHH
waaes1d784, 2.54 (m 2H); 2.66 (m 2H); 3.13 pay/ERRV0H008516

- 75 1455, 1363, 3H); 6.16 (m 1H); 6.71 (dd, 1H,
(deconpos 1342, 1158, J=8.8 Hgg- J'=2.4 Hz); 7.09 (d,
1H, ition) 1127, 987, J=2.2 Hz); 7.23 (s, 1H); 7.67
(d, 1H, 617, 565. J=8.8 Hz). (CDCl ) 3424, 2941, 1.18
(m 3H; 1.38 (m 2H); 1.54 (m 4 HHHFHHCI 263
B4Qfhpl@ 6Bformbd pedtablet( m 5H); 2.01 (m 2H); 1466,
1445, 2.31 (m 1H) 2.80 (m 1H); 3.09 (m (deconpos
1371, 1348, 2H); 344(m 1H) 368(m 2H) ition)

57, 3.76 (m 1 H); ; 6.39 (s,
ﬁ‘?ﬁ‘p'% 9, 1H; 7.28 (m 1H); ]é';"%](m 2H) 619. 7.90
5 d_édtosaaH J=9.0 Hz, J'=4.6 Hz);6(Q @ISO d6) Phar naceuti cal

ul a Bi ndi ng of the ney conpounds of general
ﬁ (qejal ulo§et he 5- HT recept% Mias determ ned as

;p;rowjoq,léquodescrl bed. The bindjpfgy results for some of
t he conpounds of the present invention are indicated
iPregé¢latinized staraly t abl e: Tabl e Ehpl e % I nhibition (M

totdidh EiidoR dfoxts 2 3 951 4 1Pfhg
10  Magnesium stearate 1 mg
Total weight per tablet 100 mg
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The daily posol ogy in human nedicine is conprised
between 1 mlligramand 2 grans of nedicinal product

wohoeshisEam be administered in one or several deeTEP200h®©08516

conpositions are prepared under fornms that are
conpatible with the adm ni strggi on route used,
preferably tablets, coated tablets, capsules,

p tories, solutions or suspensions. These
Mti ons are prepared by nmeans of known net hods

and conprise from1l to 60% by wei ght of the nmedi canent
subst ance (conpound of general fornula Ig, and 40 to
doos bypuliengmide compeunds phgererpharmuda(le).cal vehicl e
conpatible with the nedi cangt substance and the
physical formof the conposition (f8t®! The fornul a of
a tabl et containing a prQdu the invention is
provi ded by way of exanpl f e 0of, formul a per
tablet: Exanple 1 g Lacto g/Crystalline cellul ose
25 g Povidone K 90 g PRegel fitinixed starch g Colloi dal
silicon dioxide 1 ng MagnesgiinpstSgarate 1 ng Tot al
wei ght per tablet 100 ngCLAI M5 . -\Sul f onam de
conmpounds of. general formula (IaY, 6B(CH - R-R2 (la)
wherein Rl represents a - NR R8 radical or a saturated
or unsaturated, optionally (13)

a

~
Pors

wherein

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

R?, R® R* R®and RS, identical or different, each represent hydrogen,
halogen, cyano, nitro, a saturated or unsaturated, linear or branched
aliphatic radical, a linear or branched alkoxy radical, a linear or branched
alkylthio radical, hydroxy, trifluoromethyl, a saturated or unsaturated
cycloaliphatic radical, an alkylcarbonyl radical, a phenylcarbonyl or a —
NR°R" group, A

R’ and R®, identical or different, each represent hydrogen or a saturated
or unsaturated, optionally at least mono-substituted linear or branched
aliphatic radical,
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at | east nono-substituted, optionally at |east one
heteroatom as a ring nenber containing cycloaliphatic

woadisgady74 whi ch may be condensed with a sat ur aPewEB2004/008516

unsaturated, optionally at |east nobno-substituted,
optionally at | east one hetetgrgpt om as a ring nenber
cont ai ni ng nono- or bicyclic cycloaliphatic ring

21 Ty o S S PR o, s

sat ur ghe f @iert nR&er RAfiech sétum@d ooUnbatambagnméarwmamhed
r adi cal a |inear or branched al koxy radical a

or brgnﬂ%ly@tﬂwqtﬁn@qq-ggb@gwe fg*d Q@yphatlc radical, the otl[mer one
triflyo I

cycl o égﬁﬁ‘{r{é%cédroz{ r%%?ﬁégtr?eg yI car Eh% ,fcg)élloggll¥ agleast
pheny htzmdawbdtltlﬂed aliphatidNRJRHD withcatpeadtfivercarB8) atoms,
identical or different, each represent hydrogen or a
saturated or unsaturated, optionally at |east

mono- gpbstituted |inear or branched aliphatic

radi cal ,wwth the proviso that R8 and R9 are not

hydrogenat the sanme tine, andif one of them R8 or R9,

is a turgaornar i

opt ; ofaidTst 5 pectB” AbHOR% Bienb1fEben tistiolfha seturated or
r adi Cahsat‘ui’@cedt btior2§ ot feadt sedro-alissdit@ed Logtinaligtat teast one
| i nearor branched, optignal | yat | east, nmono-subst| tuted

al i phétdfwrrfw@f@atomﬁsrﬁhﬂng gxginber cantaigingdhetgrenyslic gpg which
R7 an?naﬁgh& LORGE IR Wit B stalﬂ?rgfgd glguﬁgbtpﬁatté@Qﬁﬂloﬁbﬁy”ht least

ra edor unsat urat ed, optionallyat
m)no sdrel-stibstitated ppplianadly lay itast easthetereatam tasea ring member

het er oat om .as arin ont het cyclic
g SRMGNIRG oo~ Gt MraRUe Y e e st
unsaturated, optionallyat |east nono-substituted,
optional | yat | east one heteroatomas a ri ng menber

¥

cont aRtiangl RUpigenticaloraditierent, @ashoepreseat hydiogey or a saturated
syst % unsaturated, linear or branched, optionally at least mono-substituted

aliphatic radical,
or

R® and R, together with the bridging nitrogen atom form a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one
further heteroatom as a ring member containing heterocyclic ring which
may be condensed with a saturated or unsaturated, optionally at least
mono-substituted, optionally at least one heteroatom as a ring member

containing mono- or bicyclic cycloaliphatic ring system,

A and B, identical or different, each represent a saturated or unsaturated,
linear or branched, optionally at least mono-substituted aliphatic radical

or
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R9 and R10, identicalor different, each represent
hydr ogenor a saturated or unsaturated, |inearor

wonrersohed4 optional | yat | east nono-substit ut edPCT/EP2004/008516

aliphatic radical, or RO and R10, together with the
bridging nitrogen atom form azgaturated or
unsaturated, optionally at |east nobno-substituted,
optionally at |east one further heteroatomas a ring
menber containing heterocyclic ring which nmay be

condepssel Bi idyetharalith feeshrbon dfsatd wHicH the9dreGtdided, form a

at | east nono-substituted, optionally at |east one

het er satusatedoransafiyaiegnbit neloriomatichgrienally ajdeast mono-

bi cycl j I [ .o ring system A and B,
i dent ﬁgg?tﬁ}é{rédgﬁg)fc#%@l{'ﬁ%ach represent a saturated or
unsaturated, |linear or branched, optionally at |east

nono- substituted aliphatic radical orA and B, together
with @8R8 carbon atomto which they are bonded, form a
saturated or unsaturated, but not aromatic, optionally
at | east nonosubstituted cycloal kyl ring, and nis O,
optiomaklly in formof one of their stereoisoners,
preferably enantioners or diastereoners, their
racemate or in formof a mxture of at |east two of

t hei r oplih&IR} IRGORN OFf olfié;Q)ffﬁ’feilbét}zér;éiﬂékm’hlalfli‘,ﬂplr@feﬂiibl)(1 enantiomers or
di astereoners, in any mxing ratio, or a salt thereof,

pr ef edigatgreamess, bejssaermateprisifermp gf adniuraaf abieast avo of
| t i . .
The. ok SedtoRefaERRRIE tnfomUR & dRStefdimets, in any
t hat Rixingratiscor & salt thekebiRBrafarkibtyh corresponding gthydicdogically
unsaturated, optjionally at | east ﬁno- ubs

B i B et 2o A s NS o

2. The compounds according to claim 1, characterized in that R' represents
a —-NR’R® radical or a saturated or unsaturated, optionally at least
mono-substituted, optionally at least one heteroatom as a ring member
containing 5- or 6-membered cycloaliphatic radical, which may be
condensed with a saturated or unsaturated, optionally at least mono-
substituted, optionally at least one heteroatom as a ring member
containing mono- or bicyclic cycloaliphatic ring system, whereby the rings

of the ring system are 5- or 6-membered,

preferably a NR'R® radical or a radical chosen from the group consisting

of
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whi ch may be condensed with a saturated or

wans@toasdt ed, optionally at | east nonosubstit uPE/EP2004/008516

optionally at | east one heteroatomas a ring nenber
containing nono- or bicyclic gycloaliphatic ring
system whereby the rings of the ring systemare 5- or
6-membered, preferably a NR R8 radical or a radica
chosen f t he group consi ng fN-R19 N R19 \,J and
/ RlQ—Ré%Z?}Efamn ifp ent the dotted line
represe an optionmal che bond, 'and R19
represents hydrogen, a linear ?g branched al kyl

radi cal or a benzyl radical, ?erably hydrogen or a
C -C alkyl radical. 3.- The conpounds according to

claim1l or 2, characterized in that R2, R3, R4, R5 and
R6, identic or different, each represent hydrogen,

F, d, yamo, nitro,_a Vimear or branched a
r adi a hj-pear or branc d -6 al kedyl radicyl N
l'inear r\ bf anched 'C2- 6 al k)hhyl radical, a |ineal” 0Mpyg

branched 1-6 al koxy, a |IneRII9 or branched al kyl t hi o,
hydroxy, tr|fI uoronet hyl, a saturated or unsaturated

aI kyl mgiﬁy dé| {h@ddcﬁg%/l né%ar]re Pﬁnté’én%@%ﬁﬁﬁ&m&al bond,

group annrl%?)ereatdsyents hyirogen, aNlineditdrdranct@dl C2-CGal digyl radical or
E?g: (,:Tfal Qeqz‘yl gacp c&q{aprggqrggﬁéygﬁg&rg Iop g CE OCS gﬁ(yPrradIiTcParl.e

3.-  The compounds according to claim 1 or 2, characterized in that R? R®,

R* R®and RS, identical or different, each represent hydrogen, F, Cl, Br,
cyano, nitro, a linear or branched C4.s alkyl radical, a linear or branched
C.-s alkenyl radical, a linear or branched Cy. alkynyl radical, a linear or
branched C1. alkoxy, a linear or branched C1.¢ alkylthio, hydroxy,
trifluoromethyl, a saturated or unsaturated Cs.g cycloaliphatic radical, a
linear or branched C4. alkylcarbonyl radical, phenylcarbonyl or an —
NR°R™ group,

preferably H, F, Cl, NO2, NH; or a C4.2 alkyl radical.

4.-  The compounds according to one or more of claims 1 to 3, characterized
in that R” and R®, identical or different, each represent hydrogen, a linear
or branched, optionally at least mono-substituted C4.1¢ alkyl radical, a
linear or branched, optionally at least mono-substituted,Co-1o alkenyl
radical, or a linear or branched, optionally at least mono-substituted,C..1o
alkynyl radical or
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in that R7 and R8, identical or different, each
represent hydrogen, a linear or branched, optionally

wanods@asd74 nono- substituted C Qal kyl radi cal, aPCTme2004/008516

or branched, optionally at |east nono-substituted,
2-10 al kenyl radical, or a |limgar or branched,
optionally at |east nobno-substituted, 2-10 al kynyl

radi cagh? 8a L. dagi

et oo A R Rbolter iftdHe iadtha itldaBntohfiR Mlurateg or

at | eamsa’mateds wpdibhally etleasipmonoaubgtitated, eqptibnameat least one
r oat mas arin nber conta| ni ng 5- or

f he
b oncurbe! RRREOBYTRs 8 Toelibet FoREy G o oh demeepered
with %eﬁéﬁd&?@ﬁ@ﬂné’wmﬁlﬁﬁkw@ (%de‘?\%ﬂ W & ¥aRlraleofSt

nono- substifuted, optionally at |east one heteroatom
as a rlﬂnﬁ‘@tlﬁf@tmbrop@mala{ all lagsirmnog-subshtutgcbloptuonally at least one

cyclo the ri n

Y ng SeBltBlor A RudHimRr BRI MeRRL oF BBl rcloaliphati
accor munggsysteml ahereby tleairret ¢fitha @lﬂgls'?sféi\ﬁtarg?)- 80er 18,
identical or different, each represent hydrogen or a

| i nearmgmbgFeghched C oal kyl radical or R7 and RS,

together with the bridging nitrogen atomforma

radi cal chosen fromthe group consisting of N - -

) 5.N mﬂ'ﬁi&acmaﬁ()ndsdéccprlwdmrtb ckl)alm JhydTavgeterllzed i n?alR7<§lrnd RS,
ranc a cal or a benz radi ca efera

B R e Yt TR o rebaBs R 5o & 4Phes ot antned G

accordlbrég(nghcﬁm&r nore of claims 1 to 5,

characteri'zed in that RO and R10, identical or
di fferent, each represent hydrogen, a |inear or

o anhen B! B38biok B E R SRR Ay Sis chosen

| east framohe yhsip ¢¢ﬁﬁtm@20f010 al kenyl radical or a
| inear or branched, optionally at |east

monosubgtT Tyt ed /\

—N N—Rz20 , —N 0 | . : >
) Gl
G N N an N

; __/

wherein R%, if present, is hydrogen, a linear or branched C4-Cs alkyl
radical or a benzyl radical, preferably hydrogen, or a C4-C, alkyl radical.
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C2-C10 al kynyl radical or RO and R10, together wth
the bridging nitrogen atomforma saturated or

wans@toasdt ed, optionally at | east nono-substit BCEMP2004/008516

optionally at |east one further heteroatomas a ring
menber containing 5- or 6-nenggred heterocyclic ring,
whi ch may be condensed with a saturated or
unsaturated, optionally at |east nono-substituted,
optionally at | east one heteroatomas a ring nenber

gant aﬁ'ﬂb%nﬁ'&fmfdsoéccafdiﬁg kd BFe OY phdraldf RISl td B Scharacterized
system V\,her% rings of the ring systemare 5. 6-

or 7- imthab & @andR , idenécalorpliferest, @acbrepragend hydeggen, a

a1 ofpe STAERChed AEhel sGRatHBap SERHLZ Bico alky

br anchgdicél, a lird8r ot brdnchad] gistlonally aRiéash dwoﬂbOsubstltuted Co-C1o
t oget her wth the brj dgi ng nltrogen atomform a
radi calkeaybrasical pbﬁhl@e@r eubra@&hg septipnady at leasymenqy -

N V\heﬁgg&&rﬁ% ?%51 gﬁ@gﬁdfcagydr ogen, a linear or

branc or a benzyl radical,
preferably hydrogen or a C1-C2 al kyI radi cal . 8 - The

char abend & ogelibrowi i ot Bidoeti o ofiniasaihpated or
each [,ABARFSRH, apﬂldmgrat%as@h%]ﬁ?%s‘ﬁtﬁe@ deﬂloﬁéﬂl@/'aﬂéast one

a linear or branched C al kenyl radical or a |Iinear
or br fwrdraerdeterogtemiagrg ring amrnber cqiteiningadi §r Grmembered

or br r A t

u th CRE et whon PR o8 I Saeh PRSI

sat ur ahesgtupatednopliorizily e ledst imor- swstmmbdcopﬁmiallqrmlléast one

at | east nonosubstituted cycl oal kyl ring, preferably a

cycl o&rlgrpaianngs a ring member containing mono- or bicyclicc cycloaliphatic
ring system whereby the rings of the ring system are 5- 6- or 7-

membered.

7.-  The compounds according to claim 6, characterized in that R® and R'?,
identical or different, each represent hydrogen or a linear or branched C¢-

C1o alkyl radical, or

R® and R'°, together with the bridging nitrogen atom form a radical

chosen from a group consisting of

—N  N—R
/

>
()

e & e @

; /

(

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

radical or a benzy! radical, preferably hydrogen, or a C4-C; alkyl radical.
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nore preferably a cyclohexyl ring. 9.- The conpounds
according to one or nore of clains 1-8, characterized

woOnodshaso7e he conpound is sel ected from a gr oupPCT/EP2004/008516

consi sting of [1]

1- Cycl ohexanesul f onyl - 3- (1- rre]f,gwyl 1, 2, 3, 6-tetrahydropy
ridine-4-yl)-5- nitro-1H1indo

- Chl oro-i -cycl ohexanesul f onyl - S- O rret hyl -1, 2, 3, 6-
tetrahydropyridine-4-yl)-1Hindole, [3]

n i )
?2{“ r aﬂyg rwagﬁﬁ%{?'ﬁgwpﬁggr%%n&ﬂﬁﬁs 1-3; Bharacterized in
G-

1- Wcthﬂ’té&an@ﬁ;llderﬂy:la diffewend-eaghirepresent a linear or branched

hydro 1%6% @2 ﬁl&%ﬁ ﬁ\q' fg’F P%’B’E‘ﬁg %&%3&?&'}/“@ lcal or a linear

sol vabegrélr{bhedsigg C@amyh?qaamapounds of general fornula
(Ib), 6 ,<CH) R2 (1b) wherein RLis a - NR R8
radical, R2, R3, R4, R5 and R6, identical or

di ffeb?&&ratﬁﬁ‘énl{wﬁg%ﬁﬁ%&:h?d% d&kylh%bﬁ:%?rbr cyano,

nitro sa or unsaturate i near 'or branched
aliphatic radical, a linear or branched al koxy

radi cal , I'nerorbanchdal Ithlordlcal

hydr ofyand By lquahemiinine carbon@eriedvieh firyssts banded, form a
cycl oghjp @d' c‘r‘r Urdinated, Bt AbKNRLRO Bbhoﬁa'ﬂg‘ #abastdnono-
phenyl car or a - NR RLIO group, R7 and ,

i dent lsuhstltuteddﬂ:)fdwiﬂle)dtrmgeach represent hydrogen or a

saturated or unsaturated, optionally at |east
nmono- substituted |inear or branched

preferably a C3-Cg cycloalkyl ring,
more preferably a cyclohexyl ring.

9.- The compounds according to one or more of claims 1-8, characterized in
that the compound is selected from a group consisting of

[1] 1-Cyclohexanesulfonyl-3-(1-methyl-1,2,3,6-tetrahydropyridine-4-yl)-5-
nitro-1H-indole,

[2] 5-Chloro-1-cyclohexanesulfonyl-3-(1-methyl-1,2,3,6-
tetrahydropyridine-4-yl)-1H-indole,

[3] 5-Amino-1-cyclohexanesulfonyl-3-(1-methyl-1,2,3,6-
tetrahydropyridine-4-yl)-1H-indole and

[4] 1-Cyclohexanesulfonyl-5-fluoro-3-(1,2,3,5,8,8a-hexahydro-indolizine-
7-yl)-1H-indole hydrochloride

and their corresponding salts and solvates.



al i phatic radical, RO and R10, identical or different,

each represent hydrogen or a saturated or unsaturated,
woOizosan30os branched, optionally at | east PCT/EP2004/008516

nono- substituted aliphatic radical, orR9 and R10,

together with the bridgi ng nigg.ogen atomform a

saturated or unsaturated, optionally at | east

no- gu ' e ' e further
ﬁgt'er %é'ﬁ%ﬁr#'i’!éeag?mﬁgﬁrkfg]n‘g‘]eéé/ncegélt#gﬁﬂﬁ%g@@ét erocyclic
ring which may be condensedmmﬁth(a*gggurated or
unsat ur at ed, optionaJug at nﬂho-substituted,
optionally at | east one™Nge Qom as a ring nenber
cont ai ni ng nono- or bicyd Rz phatic ring
system A and B, identj.e? ghTferent, each
represent a saturated or u satuﬂqggﬁ, i near or
branched, optionally at |ed&8t ofoRo- substituted
aliphatic radical or A and B, togsetper with the carbon
atomto which they are bonded, Aorma saturated or
unsaturated, but not aromatic, optionally at | east
nonosubstituted cycl oal kyl riqg and n is O;
optionally in formof one of i Q st ereoi soners,
preferably enantioners or diastereoners, their
racemate or in formof a mxture of at |east two of
theirwﬁkﬁéﬁoisoners, preferably enantioners or
di astereoners, in any mxing ratio, or a salt thereof,
preferably a correspondi ng physiol ogically acceptabl e
sal t er of correspondi ng sol vate thereof..- The
conpot] d%aaég%?giﬁﬂﬂﬁi claim 10, characterized in that
R2, R3, R4, R5 and R6, identical or different, each
repr esent h%gro en, £, d, Br, cyano, nitro, a linear
or br &cREoRAIRYang RAi idantical or diftesento eaph senesant hydrogen,

halogen, cyano, nitro, a saturated or unsaturated, linear or branched

aliphatic radical, a linear or branched alkoxy radical, a linear or branched
alkylthio radical, hydroxy, trifluoromethyl, a saturated or unsaturated
cycloaliphatic radical, an alkylcarbony! radical, a phenylcarbonyl or a —-
NR°R" group,

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

C1.4 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,

or
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al kenyl radical, a linear or branched al kynyl radical,
a linear or branched C -C6-al koxy, a |inear or

wonrersohed4 C - C - al kyl t hi o, hydroxy, trifl uor oneChP200a/008516

saturated or unsaturated C -C cycloaliphatic radical,

a linear or branched C C -al kgycarbonyl radical,

phenyl carbonyl or an - NR R10 group, preferably H F,

C, NLg NH qQip a C.C al radical . .12 - The conmpounds
accor B 8 fogefiefit ing, Baddih miiden Sicm oS satrated or
R8, i %@btuﬁéﬂed?fbpﬁ’d)ﬁéll?reﬁ%ast‘h‘i@i@hﬁbﬁﬁut@@?oﬁﬁ@nally at least one

identical or differen each represent hydrogen, "a

| i neafuidnerheiawaten asp ring anembar cordaiing heterocyclic ring which

nonos ' - (4..al_kyl ' ab

nyar odbay b s i a4 pRd Pl RER ey at east

t hat Riordulbstitated, optiortligren geast dhetHteat@ntds® rind Inember
The conpounds according to one or npre of clainms to

12, cleepiainiagimenp-id Ridkglic Ryclaatiphatis, indieyRie®al or

di fferent, each represent hydrogen, a |inear or

branched, optionally at |east nono-substituted Cr

al kyl A and Balidendichi oradiffermnt,braohciepds semp bi satadatgd at unsaturated,
| nealng" B BiaoREe. opsenafiut (Fasf Mopeeslibstitied SipRati radical
nmono- substituted C2-C10 al kynyl radical or R9 and R10,
together with the bridging nitrogen atomforma

satur®&ed or unsaturated, optionally at |east

nono- substituted, optionally at |east one further
heteroatom as a ring nenber containing 5- or

6- menbreard B) edgithenwith therbabbnraymie witiok énsedrebéridedl, form a
saturated or unsaturated, optionally at |east

mono- SabYatad rnsadyptech AUt poharaneails, opiienalbt alrlgasigrago-

arin el nmono- or bicyclicc
cycl o%lu?gﬁfgﬁdc |Inégk)2yrs ém whereby the rings of the
ring systemare 5- 6- or 7-nenbered. 14.- The

conmpounds according to claim 13, characterized in that

RO and"®10,
nis 0;

optionally in form of one of its sterecisomers, 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 therof or a corresponding solvate thereof.
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identical or different, each represent hydrogen or a
linear or branched C C o al kyl radical, or RO and

werms/onsget her with the bridgi ng nitrogen at onPCOMERR@4/008516

radi cal chosen froma group consisting of - - . - N
and - wherein R20, if presentggrepresents hydrogen, a
i near or branched al kyl radical or a benzyl radical,
preferably hydrogen, or a alkyl radical. 15.- The
conmpounds according to one or nore of clains to 14,

ofjar aqtRr dorsbouriyst dording e C%Imt’rm%hbﬁicté\‘hiéh ihBat R2 R RY,

car bon atomgo whi ch they are bonded, form a sat urat ed

or und¥tandRaddentical podifierentacaeh repsesemdydjogen. R4k Br,

21; Qlo o}&gﬁ{) nﬁ ﬁégg |Iﬁ%§ 8@%&?%%?)3 Cgpillfjl ‘?éﬁigw @qln%ar Gr branched

ring. 15.Gs dkenyleadisal, @rlinebt ar branﬁ:hadﬂa c[:@am deradical, a linear
derivativeof general formula (la) and/o

accor @ PR esHai-Gp-atkop¥on lineal %Qrapghq@ Ci. Ce)-alkylthlo hydroxy,
h t
char a‘?ﬁﬁﬁrﬁ?@%@l an gé%@éﬁepgﬁ?&stggﬁ?fé‘ar@gég @Yaéam(carjad ical, a

for mul rotec

der i védineaesr, branche® OQ]EMkylealrboﬁyhmﬂlcml Hehenyiderbonyl or an —
nmeani r@qﬁ%@ordl ng to one or nore of clains 1 to 15

andX i @&t abl e | eavi ng group, preferablyan

hal ogen atom nore preferably chlorine, is reacted

Wi th at | east one substituted indol eof general fornula
(111) preferably H, F, Cl, NOz, NH; or a C4.C> alkyl radical.

12.- The compounds according to claim 10 or 11, characterized in that R” and
R8, identical or different, wherein R” and R®, identical or different, each
represent hydrogen, a linear or branched, optionally at least mono-
substituted C1.C4 alkyl radical,

preferably hydrogen or a C4-C; alky! radical, with the proviso that R’ and
R® are not hydrogen at the same time.

13.- The compounds according to one or more of claims 10 to 12,
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,-C4o alkenyl radical, or a linear or branched, optionally at
least mono-substituted C»-C4¢ alkynyl radical or

R® and R, together with the bridging nitrogen atom form a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one
further heteroatom as a ring member containing 5- or 6-membered
heterocyclic which may be condensed with a saturated or unsaturated,
optionally at least mono-substituted, optionally at least one heteroatom
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(I'1'1) wherein R-R6 and n have the neani ng accordi ng
to one or nore of clains 1 to 15, or one of their

weubisanse4 pr ot ect ed derivatives, and, if necessarfEP2d0ne08516

protective groups are renoved. 7.- A process for
obtai ning a sul fonam de derivapive of general fornula
(la) and/or (Ib) according to one or nore of clains

1- 15, r.ei [ tituents.R2, R3 . R4. R5

or b Feprbaufibe Bl B bh BRBcH sylepiphain Ano

a sul feyredth ARherRIby\BE irngs of tHDFiRG SPSteeh 8k 9e.ehr-membered.
formula (la) and/or (Ib) is reduced to a sul fonam de
derivative of correspondi nggeneral fornula (la) and/or
({14). | ' i 10
14k, RECSRCRE, Bbodie HURTH 14°0k5a 8 edin By e v
pr eparidegfidaher different, paci seprbsenttHyelrpdurs boh digeaadt branched Cq-
accept blailﬁal s of the compounds of general formula

(1a) dnBY! (a¢i¢al. Qkcording to one or nore of clainms 1

to 15, consisting of reacting at |east one conpound of

t he gengeral f1or mula (la) and/or at |east one conpound

of theRgem@Ril, tegether witl thy briglging aindge alonatirt aradical
organi ¢ acid in _a suitable.solvent. 19.- A nedi canent
conprici\Oﬁé”g'EOW‘é‘agJP”BﬁS”%'BH%%Bﬁd according to one or

nor e of inms 1 to 9 and optionally t one or nore

phar macal ogigal . accept abl € excj pients. 20.- A

medi camgnt cording to cr&ym 18 for 5-HT receltor

regul ati om,~” for the prophyl axt+€ and/ or treat nent a

di sorder or disease related to food intake, preferably

for the regulation of appetite, for the maintenance,

i ncrease or reduction of body weight, for the

prophyl axi s and/ or treatnent of esity, bulim a,

anor exi a,~cachexia or type | { abgt es (non insuyv'-n-(__:>

dependeqt diabetes nellitusgy, p rabbydt ype—N N
_/

di abet es\calised by | \ /

wherein R?, if present, represents hydrogen, a linear or branched C1-Cg
alkyl radical or a benzyl radical, preferably hydrogen, or a C4-C, alkyl
radical.

15.- The compounds according to one or more of claims 10 to 14,
characterized in that A and B, together with the carbon atom to which
they are bonded, form a saturated or unsaturated, but not aromatic,
optionally at least mono-substituted cycloalkyl ring,

preferably a Cs-Cg cycloalkyl ring,

more preferably a cyclohexyl ring.
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obesity, for the prophylaxis and/or treatnent of
gastrointestinal tract disorders, preferably irritable

woawslo1symdr ome, for cognitive enhancenent, foPCTHE®2004/008516

prophyl axi s and/ or treatnment of disorders of the
central nervous system anxiegy. panic disorders,
depression, preferably bipolar disorders, cognitive

ry disorders, .senile denent] rocesses,
i odeBEEsaenAbtaItg & shEonaipideAeRaIVae] heng! formula (12)
di Seasa?rdlcf’ﬂ!ﬁa' Qé&fr'dﬁ\gqb_scﬁ%s@r’ mbkEnbf Q18I 1 S0 455 8RS cterized in
and/or multiple sclerosis, schizophrenia, psychosis or
i nf antthateatigasirateneynpoynmbeiyenarakiormola dis orcone of its suitably
hyperactivity . disorder),preferably for 5-H 6 receptor
r egul ﬁr?{t?ﬁ?e#/%?” ag'ggg’r ophyl axis and/or t treatnent of
a disorder or disease related to food intake,
preferably for the regul ation of appetite, for the
mai nt enance, increase or reduxtia of body weight, for
t he prophyl axis and/or tregtne iof obesity, bulima,
anorexi a, cachexia or type abet¥s (non insulin
dependent diabetes nellitus)g preferably type 11
di abet es caused by obesity, 1Bor t he prophyl axi s and/ or
treatnment of gastrointestinal tract disorders,
preferably irritable bowel symdrone. 2 . - The use of
at | east one conpound according to one or nore of
clainms 1 to 9 for the manufacture of a nedicanment for
5-HT receptor regulation. 22.- The use of at |east one
conpowtteraincA ratidri) have dmee meaning acanirdinpdo mmelontraose ébelaims 1

t he nuf act uyr,e of a medicament for the pro | axi

and o adsiichirs BBrateSaiabls g orarb SretereBhiard laiogen atom,
food iRbaKSreferdbly cHIGris & Alaciéd WRASH |€R¢ opeMBupAfited indole of
according to one“or nore of clains 1 to 9 for the

manuf ggeneral fofmualarBbi canent for the regul ati on of

appetite. 24.- The use of at |east one conpound

according to one or nore of clains 1 to 9 for the

manuf acture of a nedi canent for the nmai nt enance,
i ncrease RG (CH=R1

RS
N—r2

R4

pe 24

R3

an)

wherein R'-R® and n have the meaning according to one or more of
claims 1 to 15, or one of their suitable protected derivatives, and, if
necessary, the protective groups are removed.

17.- A process for obtaining a sulfonamide derivative of general formula (la)
and/or (Ib) according to one or more of claims 1-15, wherein one or more
substituents R?, R%, R*, R® or R® represtent a nitro group, characterized in
that a sulfonamide derivative of corresponding general formula (la)
and/or (Ib) is reduced to a sulfonamide derivative of corresponding
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or reduction of body weight. 25.- The use of at |east
one conpound according to one or nore of clains 1 to 9

woanostohs7sanuf act ure of a nedi canent for the PCTI/EP2004/008516

prophyl axi s and/ or treatnment of obesity. 26.- The use
of at |east one conpound according to one or nore of
clains 1 to 9 for the manufacture of a nedi canent for

use oroaerpCbbmut e RindblRb HesPmiatly otmare Substhtivs R° R,
of cl aRhR%ort RS fereserith ammef getpr e of a medi cament

t he prophyl axis and/or treatnent of anorexia. 28.- The
use of at |east one conpound according to one or nore

| aj / f N ]
21851 T BRocossdol piddarhdfnaBas ikt fofy ind RESLRANEy
The usacoebtatile lsalis bf thieecampmundsdofagererdi fogmula @aearad/or (1b),
nor e of clé\lirrslto9for themaufilcture of

.o a .
medi caARGNIINGI0 ORE PRI LRIMShin by, gansigtingnf reacting at least
tvoe | . . . .
P, dngbaRpoa G Y8 BrEBESEhag) a6k Eone compound
obesi tgof.the @enenai doumsda ¢ib) atith @ ainerah acideormrganic acid in a

accordi n%bgo olne or nore of claims 1 to 9 for the
manuf att' %‘?ngrmdi canment for the manufacture of a
medi canent for the prophylaxis and/or treatnent of

gastroi ntestinal tract disorders. 3 .- The use of at
| €&st Admedieamenhernpdsindiahlpash oba cospawndeacsordingiterone or

or ophy T2 & RAET 1 3t ifnafly TERe (i fimiatSiogicaly

syndr caszeplble ekbtipiamts: of at | east one conpound
according to one or nore of clains 1 to 9 for the
manuf acture of a nedi canent for the prophylaxis and/or

20.- A medicament according to claim 19, 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 |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, preferably
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),



treatnment of anxiety. 33.- The use of at |east one

conpound according to one or nore of clains 1 to 9 for
woheosmasaai act ure of a medi canent for the prophpCagiPs004/008516

and/or treatnent of depression.34.- The use of at

| east one conpound according - one nore of clainms 1

to 9 for the manufacture of a nedi canent for the

prophy, ' ot T ' ' .

P he RO S eER ledlaiin T e RraBh gk S artor
mor e dfeath@intef 4 disorferf @rdisdesemetateddd fosd ftalee, preferably for
medi capent for. the prophyl axis and/or treatnent of

cogni tiNG ECGWALPR ObipRRAUHE: for thsmainirranss, ngregpe P& saquction of
one CATRANEGRE f8r MelfobyIBRS /i atient bROBBsity, bllitia,

for t ufadture canent for
pr ophydrexexiaacathexia oretypadhdiabétesgnoh éinsidimadepeadent diabetes

7.-_.Th f.at .l t d
P boor dneltuss wratstapviigre fidketss 2alsed By SORRR e the
manuf %‘b?hﬁa% ahdrerctiSarrnt of §astidifteRtifRA disora&, Preferably
treatment of Al zheiner's Disease. 38.- The use of at

| east igitabledigyelsunad®see.di ng to one or nore of clains
1to 9 for the manufacture of a nedicament for the
prophyl axi s and/ or treatnment of Parkinson's D sease.

3.~ The uselobét latst mcor?peun%:ap@mrﬂd}gat@omejbn?dr@ opokims 1
or nore of clains 1 to 9 for the manyfacture of a .
medi céﬁ&w{orﬂaﬁ "ﬁﬁ‘él%ﬁﬁt'érﬁlﬁ | aameglcamrsgort 5'&E'Eerf€ﬁﬁp‘i9r regulation.
Hunti ngton's Di sease. 40.- The use of at |east one
conpound according to one or nore of clains 1 to 9 for
t2i2- marhe ase of at leAstoneeddropoend atcordiruetopprepby inaxé of claims 1
and/ or, treatnent o ltiple Sclerosis...4 .- The use
ot tp LR U adiasiiline R SRR RIS E 1BPP g ndior

cl ai mgreatment of a disorder or disease related to food intake.

23.- The use of at least one compound according to one or more of claims 1
to 9 for the manufacture of a medicament for the regulation of appetite.

24.- The use of at least one compound according to one or more of claims 1
to 9 for the manufacture of a medicament for the maintenance, increase
or reduction of body weight.

25.- The use of at least one compound according to one or more of claims 1
to 9 for the manufacture of a medicament for the prophylaxis and/or
treatment of obesity.

26.- The use of at least one compound according to one or more of claims 1
to 9 for the manufacture of a medicament for the prophylaxis and/or
treatment of bulimia.
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to 9 for the manufacture of a nedi canent for the
prophyl axi s and/or treatnent of denentias in which a

woaosioisore deficit predom nates. 42.- The use oPCatEP2004/008516

| east one conpound according to one or nore of clains
1to 9 for the nmanufacture of _gg-nmedi canent for the
prophyl axi s and/or treatnment of psychosis. 43.- The

¢ _of ne or_nor.e
cI a'lrﬁ% u%s %t Sﬁﬁ%Bmab %%rggrd?lgg tt%oﬁg Qr Mors of claims 1
f or t hio @fmuhglmufaetnué of a mextitarmeht the propayibkisaand/or
hyper k%ne& a ADHD attention deficit / hyperactivity

di sor déf¥ QOo anpieXide of at | east one conpound

according to one or nore of clains 1 to 9 for the

manuf acture of a nedi canent for the prophylaxis and/or

t 2§at meine use ofiat eagtoge sbmpoeind accoeding & voe ®r sysreashclaims 1

of at ast oun cor di to on
o or @ Bforing e ol AR foR i ias Shdor
medi caigstindmof cBehdigphy!l axi s and/ or treatnment of
schi zophreni a. 46.- The use of at |east one conpound

according to one or nore of clains 1 to 9 for the
f h t
TR0 54850 O PR30 Bl s 80N U5 pBE R0 s 4
accor ohoi@]fdrdhe nearufactoresofod m‘dcﬂctalrme@t foﬂ@ﬂrdmylta)‘(ﬁéhd’/or
st _.one or nor col ogi ca accepta
oxci p BHAGITE B PR theRhelimondosaAoRendsTe Fidtetay melltus),
for 5 §fErdraBRRYeE IIREbLRLIANsed BY dpgipr oPhy! axi s

and/ or treat sor er 0 se related to
f ood |ntake preferably for the regulation of
etl nt enance, .incre e or reductio

el et A EaRToRk SARBRR0s ZeraiiGIchne Bo ity claims 1

Of obetsid for tie! mMaAufactaRosEX hibdicREEPfoPtHY mta}ﬁg%dt hre of a
di abetes (non insulin dependent diabetes nell

pr ef errapfigamgsé fon thgipsepidaxie andia tigatment of gastromtestmal tract
disorders.

31.- The use of at least one compound according to one or more of claims 1
to 9 for the manufacture of a medicament for the prophylaxis and/or
treatment of irritable bowel syndrome.

32.- The use of at least one compound according to one or more of claims 1
to 9 for the manufacture of a medicament for the prophylaxis and/or
treatment of anxiety.

33.- The use of at least one compound according to one or more of claims 1
to 9 for the manufacture of a medicament for the prophylaxis and/or
treatment of depression.
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obesity, for the prophylaxis and/or treatnent of
gastrointestinal tract disorders, preferably irritable

woawslo1symdr ome, for cognitiveenhancenent, for PCIAEP2004/008516

prophyl axi s and/ or treatnment of disorders of the

central nervous system anxietgsd- pani c di sorders,
depression, preferably bipolar disorders, cognitive

MBADT YTHE 586 SfbfleadfOhd H@%ﬁ i i
neurodegenerativgagﬁsorggr , QPe g?g@ﬁiﬁiﬁg%grﬁgfﬁpgmns1tog
di seasfor treymeanuganture of s pesicamenttfontieqprophyasieaarl/or treatment
and/ or i.ple sclerosis, schizophrenia, psychosis or
infant?{%bé?ggpfﬁﬁg§ia (ADHD, attention deficit /
hyperactivity disorder), preferably for cognitive
enhancenent, for the prophylaxis and/ or treatment of

dP2or dEne use of Atleashenacompound acsgrsingrio amxbemgare of claims 1

pani ¢ i ' f | v, bi polar, .

i sor A2 0 e rarRA RSO Gl o el ReRYais andior

pr ocestsestment of coggtivee menmorg dissrderers, preferably

Al zhei mer 's di sease, Parkinson's disease,

Hunti ngton's di sease and nmultiple sclerosis,

STl z ;
(O, s 50 81 aDRUSLON Bofibpliid Akt MRGIC LI RENS of claims 1
49. - TR fos éheMmanufaeharst ofen medingroentdonthequrophylakis antor

or norge. Q ' to,for the manufacture of a

nedi catr?ree "eﬁg&ggni—'f? JIpeptia,ProcesteSt i on. 50.- The use

of at |east one conpound according to one or nore of
claing_9 to 15 for the manufacture of a nedi canent for
tHe- priphysaef at laash @ie cormpeurs acesrdingliosenaler mere of claims 1
di sea ' - Ihe use pof at

| east Stg r%ﬁt g%n%g]l? hg'f%lcg@%rdcﬂgr@lé?gcag'ﬁe@tJ?Ptﬁﬁng °B$y|@f('§i gpd/or

to foriregimentoliAlzbeimer'oDiszagedi cament for the

regul ati on of appetite. 52.- The use of at |east one
conmpound according to one or nore of clainms to for the

eyl aeiss 6f afd aﬁddmgaﬁ v ' [SHAG i

i ncrease or r e%lugt Ion o0 %?jlf/mwgl&gtﬁtd@l% ercﬁg(ree 8F claims 1
at | edet fonthecmapufacturacd @ niedigatmenirier the propkylakis and/or
clai MRreatment of Parkinson’s Disease.

39.- The use of at least one compound according to one or more of claims 1
to 9 for the manufacture of a medicament for the prophylaxis and/or
treatment of Huntington’s Disease.

40.- The use of at least one compound according to one or more of claims 1
to 9 for the manufacture of a medicament for the prophylaxis and/or
treatment of Multiple Sclerosis.

41.- The use of at least one compound according to one or more of claims 1
to 9 for the manufacture of a medicament for the prophylaxis and/or
treatment of dementias in which a cognitive deficit predominates.
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to for the manufacture of a nedi canent for the

prophyl axi s and/ or treatnent of obesity. 54.- The use
woho@to1bgast one conpound according to one or ROTEP2f04/008516

claims to for the manufacture of a nedi canent for the

prophyl axi s and/or treatnment os-bulima. 55.- The use

of at | east one conpound according to one or m)ref of

chai_ns nent for

LD SR uER dfk 197 oB RenR M Bprdng 8 ofil B fhore dglaims

use of tcad fordhetmameacione ofia thedicamehior tife pr&bHYaxI®ERd/or

of cl ajns tof r the nmanufacture of a nedi canent for

t he pr%ﬁﬂg/ PENHIVYS t r eat mrent of cachexia. 57.- The

use of at Ieast one conpound according to one or nore

of clains to for the manufacture of a nedi canment for

t ﬁ%--prlilpwrsaﬂfgt laast one tcpafmomedtaocbrdiweo bhe dir atereasf claims 1

non| betes el litus), preferabl
type 1 BrinP B TECbee < Bileaentist Mernlorhu iy ador

| east woatnetd infaniile 49he eI (A’Dﬁlmratt@ﬁhSn @Efn&i't PhSeractivity
to for the manufacture of a nedi canent for

pr ophy#i8RFderhnd/ or treatment of gastroint est|nal tract

di sorders. 59.- The use of at |east one conpound

according to one or nore of clains to 15 for the

mvhuf atheiuse of aaleasuonanammoﬁnd acberdii® fhyh&r tncte &f @laims 1

d 60. - The use of
2t 1 Bl Bitehe AR Ve ts ”qr%é’r%}?ferme propBylaws and/or
ol al W&réélnfé?ﬁo?ﬁ%of@é“r%fd?%é‘é@n | R t_for the
prophyl axi s and/ or treatnent of anxi ety .- The use

of at |east one conpound according to one or m)re of

h facture of di canent for
J?we g?gﬁp u%é;gf g{ Ig%af %l?éa cgmpound acCordil ngn{3 0 one or more of claims 1
to 9 for the manufacture of a medicament for the prophylaxis and/or

treatment of schizophrenia.

46.- The use of at least one compound according to one or more of claims 1
to 9 for the manufacture of a medicament for cognitive enhancement.

47. A medicament comprising at least one compound according to one or
more of claims 9 to 15 and optionally at least one or more of
pharmacologically acceptable excipients.

48.- A medicament according to claim 47 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 |l 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
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treatment of depression. 62.- The use of at |east one
conpound according to one or nore of clains to 15 for

woheosmasaai act ure of a medi canent for the prophpCagP2004/008516

and/or treatnent of bipolar disorders. 63.- The use of

at | east one conpound accordi gp-t o one or nore of

clains to for the manufacture of a med! canent for the

r ophy babtarscerietOfor thée praBHWax¥ af@BP iebiRe MBS Yi¥orders of the
gi sorders. 64.- The usg of "at least one corrpounaO

accor dferjral desyrusosysiemeantiety, panis disordbrs, aeptéwsion, preferably

17 cat neRp e eorfi s ChaRTT e for iEaBeRt shnfe shriarte

of at pegetses)hetesdsyenerfeadisbiders, Hrereally ABNENRY s disease,
cl ai rrspt .15 for the manufacture of g)rredl cament ?%r

the prBaMNSoK sdigaaseHuntington:s dissesalandénmultiple sclerosis,
Di seasgnhi rerliBC p&iih : t 0 .
accor dﬁhéﬁggl rgﬁlg A m?%[es @?'”tﬁf%ﬁbgk@%g%o@%% attention
manuf adefiitd hyfpesactiwily dasoeadr)f or t he prophyl axi s and/ or
treatment of Parkinson's Disease. 67.- The use of at

| east one conpound according to one or nore of clains

to forprefstaBRTdf 86§Mfive BhhandBRGe M2 the bPSpHYMkis and/or
0 o

prophyl axi s and/ or™ treat nent unting  Disease.
68. - Ttreatmest of digorderaof themeentratpenvalisssysterd] anxitty, pasic

' h fact. fa ..
e coiedtdef Hefeddor Mieleln TBRRIAISb e, dsnitive memory
Ml t i pdisorBerssrseslle démentidRosssseaf né‘&rddégéﬁel‘é‘w? disorders,

_conmpound_accordi ng to one or nore of clains to

manuf fEfRrebAlZzhetmer sHisease;, Markineoms sligeasex Huntingtoorts

' ' ich. [ tive defici.t .
o B oA 3R A AL e e
accor diypgritinesiadADHDy@tientibn defitit® hyperactivity disorder).

49.- The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for 5-HTg receptor regulation.

50.- The use of at least one compound according to one or more of claims 9
to 15 for the manufacture of a medicament for the prophylaxis and/or
treatment of a disorder or disease related to food intake.

51.- The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for the regulation of appetite.

92.- The use of at least one compound according to one or more of claims 10

to 15 for the manufacture of a medicament for the maintenance, increase
or reduction of body weight.
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to for the manufacture of a nedicanent for the
prophyl axi s and/or treatnent of psychosis. 7 .- The

wageosofizEs | east one conpound accordi ng t o onePOT/ER2I0&/008516

of claims to 15 for the manufacture of a medi canent
for the prophylaxis and/or tregtnent of infantile
hyper ki nesia (ADHD, attention deficit / hyperactivity

d550r OpRd usd Bf at IEHEt HRE CSFT‘,O% HeR B{ogﬁﬁgc? 8§$ %trJ %ore of claims 10

according to one or nore of clains {
manuf aiot 16 fordhe smaredactarecoft a frisdiddmentrfoptnd prophyRIXEY rid/or
treatnent, of di.sprders of the central nervous system

73. - T‘iﬁ%atU%eé"tG’FOE?s' Yeast one conpound according to one

or nore of clainms to for the manufacture of a

medi canent for the prophylaxis and/or treatnent of

sehr zophe uae &f avwasf ong eompeundl agcolditag to one oc ongewfdiaims 10

ot 28O 197 398 el che P inepClhecnanvianis andor

treatment of bulimia.

95.- The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for the prophylaxis and/or
treatment of anorexia.

56.- The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for the prophylaxis and/or
treatment of cachexia.

97.- The use of at least one compound according to one or more of claims 10
to 15 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.

58.- The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for the prophylaxis and/or
treatment of gastrointestinal tract disorders.

. 89.-  The use of at least one compound according to one or more of claims 10

to 15 for the manufacture of a medicament for the prophylaxis and/or
treatment of irritable bowel syndrome.

60.- The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for the prophylaxis and/or
treatment of anxiety.
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61.-

62.-

63.-

64.-

65.-

66.-

67 .-

68.-

-68-

The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for the prophylaxis and/or

treatment of depression.

The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for the prophylaxis and/or
treatment of bipolar disorders.

The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for the prophylaxis and/or
treatment of cognitive memory disorders.

The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for the prophylaxis and/or

treatment of senile dementia processes.

The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for the prophylaxis and/or
treatment of Alzheimer's Disease.

The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for the prophylaxis and/or
treatment of Parkinson’s Disease.

The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for the prophylaxis and/or
treatment of Huntington’s Disease.

The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for the prophylaxis and/or
treatment of Multiple Sclerosis.
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69.-

70.-

.-

72.-

73.-

74. -

-60-

The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for the prophylaxis and/or
treatment of dementias in which a cognitive deficit predominates.

The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for the prophylaxis and/or
treatment of psychosis.

The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for the prophylaxis and/or

treatment of infantile hyperkinesia (ADHD, attention deficit / hyperactivity
disorder). '

The use of at least one compound according to one or more of claims 10
to 15 for the manufacture of a medicament for the prophylaxis and/or
treatment of disorders of the central nervous system.

The use of at least one compound according to one or more of claims 10
to 15 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 10
to 15 for the manufacture of a medicament for cognitive enhancement.



