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Carrern 11 0" 93-43, Of. 404 Bapoud Colombla Tel: (37 1) 6350813-Fax: (57 1) 6350824-Email:ciarkemonles @ clarkemoder.com.co

PODER
Yo (nosotros). abajo ficmante(s)

en mi {suesiro) cariicter de representante(s) legales de

nas sociedad organivads y exinente de acuerdo coa las loyes de

y en scunl eu de su objetn soclal, con damidillo en

por &l mlmﬂﬁﬁw/ﬂi;)pdﬂ-wlflm

de DILIA MARIA RODRIGUEZ D'ALEMAN, con Cédula de Cludads-
nia No. 41,634,882 de Bogoed, y 1tp. 20824 y CLAUDIA LUCIA
CARO RAMIREZ, con Cidula de Ciudadania No. 40.017.374 de Tunja,
¥y 1p. 36448, con domicilio en Bogotd, Colombla, para que actusndo en su
onden en nosnbve del (de la) atorganto le (1a) ropresenten ants cualquier
entidad, eutoridad y/o persons, especialmente ante lax del arden Adminls-
trativa, Cantencloso Adminlarativo, Judicial, Tribunales de Arbitramento
yio cualquier otro en lo referente a los sigulentes asuntos:

1) Saliciwr, tramiter, obtener y/o registrar cualquiern de lss modalidades
de Propiedad Industrial, tales como: patentes da invencidn, modelos de
wilidad; disefos industrisles, veriedades vegetales; mwrcas, [emas,
Mymmymmum uaf como sus
renovacianes, prdwmogas, trassferencins, cambios de nambre y/o domici-
lio, contratos ¥ licenciss.

) Solicitar, tumitar, obtener y/o registrar derechos de autor, en cuslquie-
m de sus presaninclonss asf como Ia proleccién do secrotos Industrisles y
know-haw.

| . . 2) Solicitar, ramitar, obtener yo registrar registros sanitarios, permisos

ylo licencins de funcionamiento; as{ como sus renovaciones o prérrogas,
tranaferencias, comblos de nombre y/o domicllio, contratos y licencas,

4) Elercer scciones de oposicidn, observacidn, reclamos, reconsideracidn,
repagicidn, spelacidn, cancelaridn administrativa o judicial, mulldad,
proteccidn ol consumider, concesidn de licencias, proteccida de necretos
indugtriales y demds acclones y recursos relasionados con derechos
derivados de los asunios wriba indicados y en contra do In compeiencia
deslcnl, acciones derivadas de I obtencidn o explotaclén de licencius,
acciones de indemnizcidn do perjuicios. También podri(n) intervenir e
juiclos civiles. comeriales, penales, contenciosn-sdministrativos, oieles
¥ de policia; en scclones o juicios promovidos por ¢l (Is) mandanie © en
contra el (elin).

5) Registrur nombres de dominio ante o entided competents,

6) En el ejareicio de este mandato Jos mandamrios arriba menclonados
quedan faculindos pars: concilior, cancelar, tanuigir, compromeler en
irbitros, desistir, recibir y tomar pasesidn de [a cosa objeto de lltglo y
renunciar o desistir a derechos concedidos © en curso de concesién,
admitir los hechos del proceso. J

7) Rutificar o no Ia agencia oficlosa.

8) Asl mlamo faculto (fecultamos) u los mencionades wpoderados para
recibir notificociones y dealgnar spodendos Judiciales o extrajudiciales,
sunitlr el presente poder y revoear los sustitucionss que hicieren.

Attomey

José Marfa RAFOLS FERRER

POWER OF A RNEY
I (we}, Jose Maria RAFOLS FERRER the undersigned Iegal
representative(s) of

umm«m}&.m'-s

an ?ﬁ"niﬂlu the laws of
SP

and in present exccution of its busingas activity, dosieiled at
AV, Mare do Déu de Montserrat, E-08041, SPAIN

do bereby grant POWHR OF ATTORNEY 1o DILIA MARIA RODRIGUEZ
D'ALEMAN, Identifiction card No. 41.654.882 of Bogotd, and tp. 20824 and
CLAUDIA LUCIA CARO RAMIREZ, tp. }6448, idemificailon cand No
40.017.374 of Tunja, residing in Bogotd, Colombia, to act in the order of their
appoiniment in behalf of grantor before any enlty, sutherity and/or natural or
Juridical person, specislly before those Adminlettive, Administrative-
Comentiovs, Judicisl, arbitration coorts, snd/or any other, In sll matters
conceming the following:

1) To apply, proceas, obtsin and/or register any of the modalitles of Industrial
Property, such as: Putents of Invemtion, Uility Models; Designs, plant
varicties; Masrks, Slogans, Trade Namea and emhblems and appellations of
Origin: as well as thelr rencwals, assignments, changes of name and/or
domicile, agreamanis and licenses,

2) To apply, process, obtzin and/ar reglster copyrights of any kind ss well ns
protection of industrisl sacrets or know-how.

3) To apply, process, obtain and/or register asnitary regiseations, opamting
suthorizations and/or liceases; a3 well as their rnewals or sasignments,
changes of pame and/or domiclle, sgreements and licenses.

4) To bring sctions af oppositian, observations, elaims, reconsideration, appea!
or logal remodies, cancellations, nullity, protection 1o the consumer, pianting of
Heenses, protection of tade secrets and other actions relmed with righs
derived from the above- mentionad matters and againn the unfile compeition,
actions resulting from the obtaining or exploltation of licenses, recovering
damages actions. They can also intervene or parteipate In Clvil, Commercial,
Criminal or Conlemtious-Admimistrative Trials; tha actiama for writ
mandarma, police actions; in ections, lawsults or litigations instituted by the
grantor or ageinst him,

5) To register domuin names befars the competant entlty.

6) To the effect of this mandste (he sbove-named praxy are cmpowered to:
conciliate, cancel, seitle, submil to arbitration, withdmw mmd 1o reecive and
take poszession of the Jitigation relsted objat and walve ar rencunce the righls
goanied or In process of granting, admit the facts of the case.

‘N To rutify or not the officlous agency.

8) 1 {we) hereby appoint the afore mentianed sttomeys with powsrms to reccive
notifications and 10 designate judicisl and extryjudicinl sitorneys, substitute
this Power of Attomey smd to revoke such sustittions.
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-GENCIA.- La extiendo yo, TOMAS GIMENEZ DUART, Notario del llustre

Colegio de Notarios de Catalufia, pama hacer fistar que |a firma que antecede
de DON JOSE MARIA RAFOLS FERRER, como apoderado de la entidad
“LABORATORIOS DEL DR. ESTEVE, S.A.%, la considero legitima por haber
sido puesta en mi presencia. Hago constar que tiene concedido un poder
otorgado a su favor, mediante escritura autorizada ante ml el dia 1 de febrero
de 2.000, bajo el nimero 480 de protocolo, que causé la inscripcion 80* en la
hoja nimero B-18079, folio 180 del tomo 21254, en el Registro Mercantil di

Barcelona, cuyo poder le facuita para este acto. -

Igualmente hago constar que la sociedad LABORATORIOS DEL DR. ESTEVE,
S.A., es una compafila mercantil de nacionalidad espatfiola, que se rige por las

leyes de Espafia, debidamente Inscrita en el Registro Mercantil de Barcelona, ™~

al tomo 21254 , folio 180, hoja nimero B-19079 , inscripcién 76 y con nGimero
de identificacién fiscal A-08-037236.

Y para que asi conste y surta efecto en Colombia, la extiendo en
Barcelona, a 31 de enero de 2005.
Asiento nimero 131, Libro indicador nimero 8 .
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e APOBTILLEI (;-l;é;lizacién finica)
(Conventidén de la Haye du 5 de octobre, 1961-Real Decreto/1978,
de 2 de octubre)
1. Pais ESPARA
El presente documento pfiblico
2. ha sido firmado por D. Tomféis Giménez Duart----------=eccau-
3. Actuando en calidad de Notario, en legitimacién de firma--
de D. José Maria Ridfols Ferrer, puesta al pie de un Poder,
en representacién de "LABORATORIOS DEL DR. ESTEVE, S.A.",-
libro indicador n®*. 131, de fecha 31 de enero de 2005.----
4. 8e halla sellado/timbrado con el de su Notaria.
CERTIFICADDO
5. En BARCELONA 6. El 01 de Febrero de 2005.
7. Por DON RAFAEL MARTINEZ DIE, Secretario.

8. Con el N* : -6155-

9, Sello/timbre: 10. Firma:

Rafael Martinez Die‘ 3

L Secretario "

. Indlany

Jf"' -|uﬁﬁﬁ$?
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W 2005013974 PCT/EP2004/008516

1-SULFONYLIKDOLE DERIVATIVES, THEIR PREPARATION AND THEIR USE AB 5-HT&¢ LIGANDS

The present invention refers to new sulfonamide derivatives, of general
formula (la, 1b, Ic),

RS (CH.)—R1
N

R4
oﬁio
B
(ia, Ib, Ic),

optionally In form of one of their sterecisomers, preferably enantiomers or
diastereomers, their racemate, or In form of a mixture of at least two of their
sterecisomers, preferably enantiomers or diastereomers, in any mbdng ratio, or
their salts, preferably their corresponding, physiologically acceptable salts, or
corresponding solvates; to the processes for their preparation, to their
application as madicamente 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-
HT4-5-HT7), which cover 14 human subclasses [D. Hoyer, et al.,
Neuropharmacology, 1097, 38, 418). The 5-HTe 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., Blochem. Blophys. Res.
Commun., 1993, 193, 268] as well as in humans [R. Kohen, et al., J.
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Neurochem., 1998, 68, 47]. The compounds with an affinity for the 5-HTg
receptor are useful In treating different disorders of the Central Nervous System
and of the Gastrointestinal system, as well as the Irritable bowel syndrome. The
compounds with an affinity for the 5-HTe receptor are useful for treating anxlety,
depression and cognitive memory disorders [M. Yoshioka, et al., Ann. NY Acad.
Scl., 1998, 861, 244; A. Bourson, et al., Br. J. Pharmacol., 1908, 125, 1562;
D.C. Rogers, et al., Br. J. Pharmacol. Suppl., 1989, 127, 22P; A. Bourson, et al.,
J. Pharmacol. Exp. Ther., 1995, 274, 173; A.J. Sleight, et al., Behav. Brain
Res., 1996, 73, 245; T.A. Branchek, et al., Annu. Rev. Pharmacol. Toxicol.,
2000, 40, 319; C. Routledge, et al., Br. J. Pharmacol., 2000, 130, 16086]. It has
been shown that the typical and atyplcal antipsychotics for treating
schizophrenia have a high affinity for the 5-HTg receptors [B.L. Roth, et al., J.
Pharmacol. Exp. Ther., 1984, 268, 1403; C.E. Glatt, et al., Mol. Med., 19885, 1,
398; F.J. Mosma, et al., Mol. Pharmacol., 1993, 43, 320; T. Shinkai, et al, Am.
J. Med. Genet., 1899, 88, 120]. The compounds with an affinity for the 5-HTg
recaptor are useful for treating infantlle hyperkinesla (ADHD, attention deficit /
hyperactivity disorder) [W.D. Hirst, et al., Br. J. Pharmacol., 2000, 130, 1597; C.
Gérard, et al., Brain Research, 1997, 7468, 207; M.R. Pranzatelll, Drugs of
Today, 1897, 33, 378).

Patent application WO 01/32648 discioses sulfonamides derived from bicycles
whereby each of the rings is 8-membered, aromatic or heteroaromatic rings with
5-HTs receptor antagonist activity.

Patent application EP 0 733 628 discloses sulfonamides derived from Indole
with 5-HT 1 receptor antagonist activity, useful for the treatment of migralnes.

Furthermore, It has been shown that the 5-HTg receptor plays a_role In
the Ingeation of food [Neuropharmacology, 41, 2001, 210-219).

Eating disorders, particularly obeslty, are a serious and increasingly
frequent threat for the health of humans of all ages, since these dieseasss
Increase the risk of developing other serious and even mortal diseasas,
preferably dlabetes and coronary artery diseases.
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Therefore, an object of the present invention was to provide new compounds,
particularly suitable as active substances in medicaments, preferably in
medicaments 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 maintenancs, Increase or reduction of body weight, for the
prophylaxis and/or treatment of obesity, bulimia, anorexia, cachexia or type II
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,
anxlety, panic disorders, depression, preferably bipolar disorders, cognitive
memory disorders, senfie dementia processas, neurodegenerative disorders,
preferably Alzhelmer’s disease, Parkinson's disease, Huntington's disease
and/or Multiple Sclerosls, 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.

it has been found that the 1-sulfonylindole derivatives of general formulas
(la, b, Ic) described below show an affinity for the 5-HTe receptor.

These compounda are therefore sultable 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 welght, for the prophylaxis and/or treatment of obesity,
bulimla, anorexia, cachexia or type |l dlabetes (non Insulin dependent dlabetes
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 Alzhelmer’s disease,
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Parkinson's dissase, Huntington's disease and/or Multiple Sclerosis,
schizophrenla, psychosis or infantlle hyperkinesla (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. These compounds are also sultable for the preparation of a
medicament for cognitive enhancement.

Thus, one aspect of the present invention are compounds of general formula
(ta),

wherein

R' represents a ~NRR® radical or a saturated or unsaturated, optionally at least
mono-substituted, optionally at least one heteroatom as a ring member
contalning cycloallphatic radical, which may be condensed with a saturated or
unsaturated, optionally at least mono-subsiituted, 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 alkyithlo radical, hyxroxy,
trtflucromethyl, a saturated or unsaturated cycloaliphatic radical; an
alkylcarbonyl radical, a phenyicarbony! or 2 -NR®R'® group,
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R’ and R®, identical or dlifferent, each represent hydrogen or a saturated or
unsaturated, optionally at least mono-substituted linear or branched allphatic
radical,

with the proviso that R® and R® are not hydrogen at the same time, and If one of
them, R® or R®, Is a saturated or unsaturated, linear or branched, optionally at
least mono-substituted C+-C, allphatic radical, tha other one Is a saturated or
unsaturated, linear or branched, optionally at least mono-substituted allphatic
radical with at least five carbon atoms,

or

R” and R®, together with the bridging nitrogen atom form a saturated or
unsaturatad, optionally at laast 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,

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, identical or different, each represent a saturated or unsaturated, linear
or branched, optlonally at least mono-substituted aliphatic radical

A and B, together with the carbon atom to which they are attached, form a
saturated or unsaturated, but not aromatic, optionally at least mono-substituted

cycloalkyl ring,

10 end

nis0, 1,2, 3, or4,

optionally In form of one of their stereolsomers, preferably enantiomers or

15 dlastereomers, their racemats or In form of a mixture of at least two of their
stereolsomers, preferably enantiomers or diastereomers, in any mixing ratio, or
a salt thereof, preferably a corresponding physiologically acceptable salt thereof
or a corresponding solvate thereof.

20 Ancther aspect of the present invention are compounds of genaral
formula (Ib)

25  whersin
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R'Is a -NR'R® radical,

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 alkyithio radical, hydroxy,
trifluoromethyl, a saturated or unsaturated cycloallphatic radical, an
alkyicarbonyl radical, a phenyicarbonyl 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 RS, identical or different, each represent hydrogen or a saturated or
unsaturated, linear or branched, optionally at least mono-substituted allphatic
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 & ring member containing heterocydlic 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 bicydlic 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
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A and B, together with the carbon atom to which they are attached, form a
saturated or unsaturated, but not aromatic, optionally at least mono-substttuted
cycloalky! ring,

and
nis0,1,2,30r4;

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
sterecisomers, preferably enantiomers or diastereomers, in any mixing ratio, or

a salt thereof, preferably a correspanding physiologically acceptable salt therof
or a corresponding solvate thereof.

Yet, another aspect of the present Invention are compounds of general formula
(ic)

B8 (CHp)—R1
RS
N\
R4 O‘io
B

(ic),

wherein

R! represents a -NR'R® radical or a saturated or unsaturated, optionally at least
mono-substituted, optionally at least onhe hetercatom 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 cycloallphatic ring
system,

¥
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RZ R, R*, R® and R®, identical or dlfferent, each represent hydrogen, halogen,
cyano, nitro, a saturated or unsaturated, linear or branched allphatic radical, a
linear or branched alkoxy radical, a linear or branched alkyithio radical, hydroxy,
trifluoromethyl, a saturated or unsaturated cycloaliphatic radical, an
alkylcarbonyl radlcal, a phenylcarbonyl or a -NR°R' group,

R” and R®, \dentical or different, each represent hydrogen or a saturated or
unsaturated, optionally at least mono-substituted linear or branched 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 contalning hetarocyclic 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 bicydlic cycloaliphatic ring system,

R® and R, identical or different, each represent hydrogen or a saturated or
unsaturated, linear or branched, optionally at least mono-substiiuted 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 contalning
mono- or bicyclic cycloaliphatic ring system,

)Y
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A and B, identical or different, each represent a saturated or unsaturated, linear
or branched, optionaily at least mono-substituted allphatic radical

or

A and B, together with the carbon atom to which they are bonded, form a
saturatad or unsaturated, but not aromatic, optionally at least mono-substituted

cycloalkyl ring,
and
nis0,1,2 3,0r4,

optionally in form of one of thelr sterecisomers, preferably enantiomers or
dlastereomers, thelr racemats or In form of a mixture of at least two of their
stereoisomers, preferably enantiomere or diastereomers, in any mixing ratio, or
a salt thereof, preferably a corresponding physiologically acceptable salt thereof
or a corresponding solvate thereof.

If one or more of the moleties R%-R'°, A and B, represent 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-Cg alkoxy, linear or branched C4-Cg perfluoroalkyl, linear or
branched C4-Csg perfluoroalkoxy, or an optionally at least mono-substituted
phenyl radical.

if sald phenyl radical is substituted by one one or more substituents as well,
each one of these substituents can preferably be chosen from the group
conelsting of fluorine, chiorine, bromine, a linear or branched C+-Cq alkyl, a
iinear or branched C-Cs alkoxy, a linear or branched C4-Cg alkylithio, a
trifluoromethyl radical, a cyano radical and an NR''R*? radical, whereln R'" and

%4
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R'2, |dentical or different, are defined as R” and R®.

If R' Is a saturated or unsaturated, optionally at least one heteroatom as
a ring member contalning cycloaliphatic radlcal, which Is substituted by one or
more substituents and/or if R! comprises 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 ctherwise, preferably be
chosen from the group conslsting of hydroxy, fluorine, chlorine, bromine, linear
or branched C¢-Cg alkyl, linear or branched C¢-Cq alkoxy, linear or branched C;-
Cs perfluoroalkyl, linear or branched C4-Cq perfluoroalkoxy and benzyl, more
preferably from the group consisting of linear or branched C-Cg alkyl and

benzyl.

The heteroatoms of the cycloaliphatic radical and/or of the mono- or bicyclicc
cycloaliphatic ring can, iIndependently from one ancther, preferably be chosen
from the group conslsting of niirogen, sulphur and oxygen, more preferably
nitrogen Is chosen as a heteroatom.

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

I 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 contalning mono- or bicyclice cycioallphatic 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 C¢-
Ce alkyl, linear or branched C¢-Cg alkoxy, linear or branched C4-Cq

]6
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perfiuoroalkyl, linear or branched C4-Cs perfluoroalkoxy and benzyl, more
preferably from the group consisting of linear or branched C-Ce alkyl and
benzyl.

if the heterocyclic ring contains one or more additional heteroatoms, and/or If
one or both mono- or bicyclic rings contain one or more heteroatoms, these
hetercatoms can, independently from one another, preferably be chosen from
the group consisting of nitrogen, sulphur and oxygen, more preferably nitrogen
ls chosen as a heteroatom.

Sald heterocyclic ring may contain 0, 1, 2 or 3 additional heteroatoms
chosen from the above mentioned group, preferably It contains O or 1
heteroatoms chosen from the above mentioned group.

if A Is an aliphatic radical, |.e. an alkyl, alkenyl or alkynyl radical,
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 C+-Cg alkyl, linear or branched C¢-Ceg alkoxy, linear or branched C-Cq
perfluoroalkyl, linear or branched C4-Cg perfluoroalkoxy or an optionally at least
mono-substituted phenyl radical.

If sald phenyl radical Is substituted by one or more substituents as well, each
one of these substituents can preferably be chosen from the group conslsting of
fluorine, chlorine, bromine, linear or branched C4-Cy alkyl, linear or branched
C1-Cp alkoxy, linear or branched C+-Cs alkyithlo, a trifluoromethyl radical, a
cyano radical and an NR'R™ radlcal, whereln R'™ and R, identical or different,
are defined as R” and R®.

if B Is an allphatic radical, l.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-Cg alkyl, linear or branched C4-Ce
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alkaxy, linear or branched C-Cq perfluoroalkyl, linear or branched C-Ce
perfluoroalkaxy, or an optionally at least mono-substituted pheny! radical.

If sald phenyl radical ls substituted by one or more substituents as well, each
one of the substituents can preferably be chosen from the group consisting of
fluorine, chiorine, bromine, linear or branched C4-Cs alkyl, linear or branched
C14-Cs alkoxy, linear or branched C4-Cq alkylthio, a trifiuoromethyi radical, a
cyano radical and a NR"R" radical, wherein R* and R, Identical or different,
are defined as R” and R®.

if A and B together with the carbon atom to which they are bonded form a
saturated or unsaturated, but not aromatic, cycloalkyl ring, which Is substitited
by one or more substituents, each one of these substituents can preferably be
chosen from the group conslsting of hydroxy, halogen, linear or branched C4-Cq
alkyl, linear or branched C,-Cs alkoxy, linear or blﬁnchad C1-Cq perfluoroalkyl,
linear or branched C4-Ce perfluoroalkoxy or an optionally at least mono-
substituted pheryl radical.

i sald pheny! 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-Cq alkyl, linear or branched Cs-
Cs alkoxy, linear or branched C-Cq alkyithlo, a trifluoromethyi 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® representa a linear or branched
aliphatic radical, a linear or branched alkoxy radical or a linear or branched
alkyithlo radical, the carbon chaln may have preferably 1-68, more preferably 1-3
carbon atoms.

12
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Those skilled In the art understand that the term “condensed” Indicates
that the condensed rings share more than one atom. The terms "annulated” or
“fused” may aiso be used for this type of bonding.

Sulfonamide derivatives of general formula (la) are preferred, wherein R!
represents a -NR'R® radical or a saturated or unsaturated, optionally at least
mono-substituted, optionally at least one heteroatom as a ing member
contalning 5- or 8-membered cycloallphatic radical, which may be condensed
with a saturated or unsaturated, optionally at least mono-substituted, optionally
at least one heteroatom as a ring member contalning mono- or bicyclic
cycloaliphatic ring system, whereby the rings of the ring system are 5- or 6-
membered,

more preferably R' represents a NR'R? radical or a radical chosen from the
group consisting of

whereln, If present, the dotted line represents an optional chemical bond, and
R represents hydrogen, a linear or branched C4-C alkyl radical or a benzyl
radical, preferably hydrogen or a Ci-C; alkyl radical and R2-R%, R?, R', A, B
and n are defined as above.

Sulfonamide derivativas of general formula (Ia) are also preferred, wherein R2,
R?, R%, R® and R®, identical or different, each represent hydrogen, F, Cl, Br,
cyano, nitro, a linear or branched C4.¢ alky! radical, a linear or branched Ca
alkenyl radical, a linear or branched Cz.g alkynyl radical, a linear or branched C;.

&
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salkoxy, a linear or branched C4.s alkyithlo, hydroxy, trifluoromethyl, a saturated
or unsaturated Cs 4 cycloaliphatic radical, a linear or branched C.s alkylcarbonyl
radical, phenylcarbonyl or an —NR°R™ group,

more preferably R, R?, R*, R® and R®, identical or different, each represent H,
F, Cl, NO2, NHz or a Cy.2 alkyl radical and 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, each represent hydrogen, a linear or
branched, optionally at least mono-substituted C,.4 alkyl radical, a linear or
branched, optionally at least mono-substitutad C; 1o alkenyl radical, or a linear
or branched, optionally at least mono-substituted C;.1q alkynyl radical,with the
proviso that R® and R® are not hydrogen st the same time, and If one of them,
R® and R®, Is a saturated or unsaturated, linear or branched, optionally at least
mono-substituted, C¢-C, aliphatic radical, the other one Is a saturated or
unsaturated, [lnear or branched, optionally at least mono-substitutad allphatic
radical with at least five carbon atoms,

or R” and R® together with the bridging nitrogen form a saturated or
unsaturated, optionally at laast mono-substituted, optionally at least one further
heteroatom as a ring member contalning 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
contalning mono- or bicyclice cycloalliphatic ring system, whereby the rings of
the ring system are 5- 8- 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 C1-C1o alkyl radlcal, 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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unsaturated, linear or branched, optionally at least mono-substituted C1-Cs
aliphatic radical, the other one of them represents a saturated or unsaturated,
linear or branched, optionally at least mono-substituted aliphatic radical with at

" least five carbon atoms, or

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

wherein R%, If present, represents hydrogen, a linear or branched C1-Cq alkyl
radical or a benzyl radical, preferably hydrogen, or a C4-C2 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-subetituted C4-C4q alkyl
radical, a linear or branched, optionally at least mono-substituted Cz-Cy alkenyl
radical or a linear or branched, optionally at least mono-substituted C2-C1o
alkynyl radical or .

R® and R", together with bridging nitragen atom form a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one further
heteroatom as a ring member containing 5- or 8-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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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 (la),
wherein R? and R, Identical or different, each represent hydrogen or a linear or
branched C4-C4¢ alkyl radical, or

R® and R'Y, together with the bridging nitrogen atom form a radical
chosen from the group consisting of ]

O . > =0
4
ScIEG S e

wherein R®, if present, represents hydrogen, a linear or branched C-C alkyl
radical or a benzyl radical, preferably hydrogen, or a C1-C; alkyl radical, and R'-
R®, A, B and n are defined as above.

Furthermore, sulfonamide derivatives of general formula (Ia) are preferred,
wherein A and B, identical or different, each represent a linear or branched C,.
Ce alkyl radical, a linear or branched C,.Cg alkeny! radical or a linear or
branched C2.Cq alkynyl radical, more preferably A and B, identical or different,
each represent a linear or branched C,.Cq 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-Cq cycloalkyl ring, even more preferably A and B
together with the carbon atom to which they are bonded form a cyciohexyt ring
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and R'-R'° and n are defined as above.

Furthermore sulfonamide derivatives of general formula {la) are preferred,
wherelnnls 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.

Those most preferred compounds of general formula (la) are selected
from the group consisting of

[11 1-Cyclohexanesulfonyl-3-(1-methyl-1,2,3,6-tetrahydropyridine-4-yl)-5-
nitro-1H-indole,

[21 5-Chioro-1-cyclohexanssulfonyl-3~1-methyl-1,2,3,6-tetrahydropyridine-4-
yi>>1H-ndole,

[B1 5-Amino-1-cyclohexanasulfonyl-3-(1-methyl-1,2,3,8-tetrahydropyridine-4-
yl}-1H-Indole and

[4] 1-Cyclohexanesulfonyi-6-fluoro-3-(1,2,3,5,8,8a-hexahydro-indolizine-7-
yi}-1H-Indole hydrochloride

and their corresponding saits and solvates.

Suifonamide derivatives of general formula (ib) are aiso prefarred,
wherein R?, R®, R*, R%and R®, identical or different, each represent hydrogen,
F, Cl, Br, cyano, nitro, a linear or branched C4.5 alkyl radical, a linear or
branched Cag alkenyl radical, a linear or branched C, g alkynyl radical, inear or
branched C,s-alkoxy, a linear or branched Cs.g-alkylthlo radical, hydroxy,
trifluoromethyl, a saturated or un;alurated Cas cycloallphatic radical, a linear or
branched Cy.s-alkylcarbonyl radical, phenyicarbonyt or a -NR®R™ group,
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preferably R%, R, R*, R®and R, idantical or different, each represent H, F, Ci,
NOz, NH; or a Cy2 alkyl radical, and R, R’-R™, A, B and n are defined as
above.

Furthermore, sulfonamide derivatives of general formula (Ib) are also
preferred, whergin R” and R, identical or different, each represent hydrogen, a
linear or branched, optionally at least mono-substituted C,.C,4 alkyl radical and
R'-R%, R®, R'°, 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 C(-C»
alkyl radical, with the proviso that R” and R® are not hydrogen at the same time,
and R'-R®, R, R, A, B and n are defined as above.

Furthermore, sulfonamide derivatives of general formula {Ib) are also
preferred, wherein R® and R, Identical or different, each represent hydrogen, a
linear or branched, optionally at least mono-substituted C4-C alkyl radical, a
linear or branched, optionally at least mono-substituted C2-C4p alkenyl radical or
a linear or branched, optionally at least mono-substituted C2-C+q 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 8-membered heterocyclic ring,
which may be condensed with a saturatad or unsaturated, optionally at least
mono-substituted, optionally at least one heteroatom as a ring member
containing mono- or bicyclice 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 suifonamide derivatives of general formula (Ib),
wherein R® and R", identical or different, each represent hydrogen or a linear or
branched C¢-Cq¢ alkyl radical, or
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R® and R'°, together with the bridging nitrogen form a radical chosen from
the group conslating of

O~ . > . -O

wherein R?, If present, represents hydrogen, a linear or branched C4-Cs alkyl
radical or a benzyl radical, preferably hydrogen, or a C1-Cz alkyl radical, and R'-
R®, A, B and n are defined as above.

Furthermore, sulfonamide derivatives of general formula (Ib) are
preferred, wherein A and B, identical or different, each represent a linear or
branched C4-Cg alkyl radical, a linear or branched C+-Cs alkenyl radical, or a
linear or branched C4-Ce alkynyi radical, preferably a linear or branched C4-Ce
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
cydloalkyl ring, more preferably A and B together with the carbon atom to which
they are bonded form a C3-Ce 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 nla 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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Sulfonamide derivatives of general formula (ic) are preferred, 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 5- or 6-membered cycloaliphatic radlical, 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 systemn are 5- or 6-
membered,

more preferably R represents a NR'R® radical or a radical chosen from the
group conslsting of

‘CQ ' _(A"‘;\’l ™ Mg

wherein, If prasent, the dotted line represents an optional chemical bond, and
R' represents hydrogen, a linear or branched C1-Cs alkyl radical or a benzyl
radlcal, preferably hydrogen or a C+-Cz 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 RS, identical or different, each represent hydrogen, F, Cl, Br,
cyano, nitro, a linear or branched C4.¢ alkyl radical, a linear or branched Cag
alkenyl radical, a linear or branchad C,4 alkynyl radical, a linear or branched C,.
e alkoxy, a linear or branched C1.g alkytthio, hydroxy, trifluoromethyi, a saturated
or unsaturated Cag Cycloaliphatic radical, a linear or branched Cq.4 alkyicarbonyl
radical, phenyicarbonyl or an -NR°R'® group,
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more preferably RZ R®, R*, R® and R®, identical or different, each represent H,
F, Cl, NO2, NH; or a Cy. alkyl radical and R', R7-R'®, A, B and n are defined as
above.

Furthermore, sulfonamide derivatives of general formula (ic) are also preferred,
whereln R? and R?, [dentical or different, each represent hydrogen, & linear or
branchéd. opfionally at least mono-subetituted C4.1o alkyl radical, a linear or
branched, optionally at least mono-substituted,C2 1 alkenyl radical, or a linear
or branched, optionally at least mono-substitited,Ca.1¢ alkynyl radical,

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 contalning &- or 6-membered heterocyciic 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 cycloallphatic ring system, whereby the rings of
the ring system are 5- 8- 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 C-Cq alky! radical, or

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

O A3 =0
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whereln R?, If present, represents hydrogen, a linear or branched C1-Cy alkyl
radical or a benzy! 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 (Ic) are also preferred,
whereln R® and R', Identical or different, identical or different, each represent
hydrogen, a linear or branched, optionally at least mono-substituted C¢-Cqo alkyl
radical, a linear or branched, optionally at least mono-substituted C2-C1g alkenyl
radical or a linear or branched, optionally at least mono-substituted C--Cqq
alkynyl radical or

R? and R, together with bridging nitrogen atom form a saturated or
unsaturated, optionally at lsast mono-substituted, optionally at least one further
heteroatom as a ring member contalning 5- or 8-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 bicyclice cycloallphatic 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 deriveatives of general formula (lc),
whereln R® and R', identical or different, each represent hydrogen or a linear or
branched C4-C4 alky! radical, or

R® and R'®, together with the bridging nitrogen atom form a radical
chosen from the group consisting of
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e IS SIS

wherein R®, if present, represents hydrogen, a linear or branched C+-Cyg alkyl
radical or a benzyl radical, preferably hydrogen, or a C4-C; alkyl radical, and R'-
RS, A, B and n are definad as above.

Furthermore, sulfonamide derivatives of general formula (Ic) are preferred,
whereln A and B, Identical or different, each represent a linear or branched Cs.
Cs alkyl radical, a linear or branched C2.Ce alkenyl radical or a linear or
branched Cz Cg alkynyl radical, more preferably A and B, identical or different,
each represent a linear or branched C4.Cg alkyi 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 ara bonded form a C3-Cs 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 (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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Ancther aspect of the present invention are compounds of general formula (Ic),

R8 (CH)—R1

wheneln

R! represents an unsaturated, optionally at least one nitrogen atom as a ring

member containing 5- or 6-membered cycloallphatic 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
10 or a molety selected from the group consisting of

R?, R?, R* and R® each represent hydrogen,
15 R®represents H, fiuorine, chiorine, nitro or a =NR°R™ group,

R® and R each represent hydrogen,
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A and B together with the carbon atom to which they are bonded form a
saturated or unsaturated, but not aromatic, C3-Cs cycloalkyl ring, more
preferably form a cyclohexyl ring,

and
nis0;

optionally in form of one of their stereolsomers, preferably enantiomers or
dlastereomers, thelr racemate or in form of a mixture of at least two of their
stereolsomers, preferably enantiomers or diastereomers, in any mixing ratio, or
a salt thereof, preferably a comasponding physlologically acceptable salt thereof
or a corresponding solvate thereof.

Those most preferred compounds of general formula (Ic) are selected
from the group consisting of

[1] 1-Cyclohexanesulfonyl-3~(1-methyl-1,2,3,6-tetrahydropyridine-4-yi}-5-
nitro-1H-indole,

[2) 5-Chloro-1-cyclohexanesulfonyl-3-(1-methyl-1,2,3,6-tetrahydropyridine-4-
yi)-1H-Indole,

[B] 5-Amino-1-cyclohexanesulfonyl-3-(1-methyl-1,2,3,8-tetrahydropyridine-4-
yi}-1H-indole and

[4] 1-Cyclohexanaesulfonyl-5-fluoro-3~1,2,3,5,8,8a-hexahydro-indolizine-7- |
yi)-1H-indole hydrochloride

and thelr cormesponding salts and solvates.
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The present Invention likewlse refers to the salts, preferably the
physlologically acceptable salts of the compounds of general formula (la) and/or
(1b) and/or of general formula (ic), preferably the addition salts of mineral acids,
more preferably of hydrochloric acld, hydrobromic acld acld, phosphoric acld,
sulphuric acid, nitric acid, and the salis of organic acids, more preferably of citric
acld, malelc acld acid, fumaric acid, tartaric acld or their derivatives, p-
toluenesulphonic acid, methanesulphonic acld, camphorsulphonic acid, eic.

Below, the expression sulfonamide derivatives of general formula ([)
refers to one or more compounds of general formula (la) and/or to one or more
compounds of general formula (Ib) and/or to one or more compounds of general
formula (Ic), respectively and optionally in form of one of their stereclsomers,
preferably snantiomers or diastereomers, thelr racemate, or In form of a mixture
of at least two of thelir stereclsomers, preferably enantiomers or dlastereomers,
in any mixing ratlo, or a salt thereof, preferably a corresponding physlologically
acceptable salt thereof, or a coresponding solvate thereof.

Another aspect of the present Invention consists of a process for
preparing the new derivatives of general formula (I), whereln R'-R'%, A, B and n
have the previously Indicated meaning, according to which at least one
compound of general formula (ll).

0, ,0

~
X

(1)

wherein A and B have the previously mentioned meaning and X Is an
accepiable leaving group, preferably an halogen atom, more preferably
chlorine, is reacted with at least one substituted indole of general farmula (lil)
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wherein R'-R® and n have the previously Indicated meaning, or one of their
sultable protected derivatives, and, if necessary, the protective groups are
removed In order to obtain the cormesponding sulfonamide derivative of formula
(1), which can be purified and/or Isolated by means of conventional methods
known In the prior art.

The reaction Is preferably carried out In the presence of a suitable strong
base, for example, lithium dilsopropylamide, butyllithium, sodium hydride, or
sodlum bis{trimethylsllyl)amide In an inert solvent, preferably tetrahydrofurane,
hexane or dimethylformamide. The most sultable reaction temperatures range
from —100°C to room temperature, and the reaction time preferably comprises
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 () can be purified
and/or Isolated according to conventional methods known In the prior art.

Preferably, the sulfonamide derivatives of general formula () can be
Isolated by evaporating the reaction medium, adding water and, If necessary,
adjusting the pH so that a solld 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 sultable solvent.

25



10

15

25

WO 2005013974 PCY/EP2004/008516
-29-

The compounds of general formula (1) are commercially available or can
be prepared according to standard methods known In the prior art, for example
by methods similar to those described in the literature [KHANNA, V.;
TAMILSELVAN, P.; KALRA, S.J.S.; IQBAL, J.; Tetrahedron 1984, 35 (32),
5835-5838; L.N. Aristarkhova et al., J. Ong. Chem. USSR, 1970, 6, 2454-2458;
E.E. Glibert, Synthes/s, 1869, 1,3]. The compounds of general formula (Jil) can
also be prepared according to standard methods known in the prior art, for
example, methods similar to those described In the literature. Substituted
aromatic 5-HT1f agonist, WO8846570. Plperidine-indole compounds having 5
HT8 affinity, US 6,133,287.

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

Ancther aspect of the present Invention consists of a process for
preparing the new sulfonamide derivatives of general formula (), wherein one
or more of R2, R®, R*, R® or R® are reducst to an amino group by reduction of
the nitro group of derlvatives of general formula (IV) by methods known in the
prior art, for example BRATTON, L.D.; ROTH, B.D.; TRIVEDI, B.K.; UNANGST,
P.C.; J. Heterocyd Chem, 2000, 37 (5), 1103-1108. FANGHAENEL, E.;
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, 19986, 39 (4),
802-903,
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and the others R'-R®, A, B and n have the previously mentioned meaning, or
one of thelr derivatives sultably protected, and, If necessary, the protective
groups are removed In order to obtain the corresponding amine of general
formula (1), which can be purified and/or lsolated by means of conventional
methods known In the prior art.

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

The salts, preferably pharmaceutically acceptable salts of the
compounds of general formula (i), may be prepared by means of convantional
methods known in the prior art, preferably by reaction with a mineral acld, more
preferably by reaction with hydrochloric acid, hydrobromic acid, phosphoric acid
acid, sulphuric acld or niiric acid, or by reaction with organic acids, more
preferably by reaction with citric acld, maleic acld, fumaric acid acld, tartaric
acld, or thelr derivatives, p-toluenesulphonic ackd, methanesulphonic acid,
camphorsulphonic acld, etc., in a sultable solvent, preferably methanol, ethanol,
diethyl ether, ethyl acetate, acetonitrile or acetone, and obtalning the resulting
saits by using the usual techniques for the precipitation or crystalllzation of the
comresponding saits.

The preferred physiologically acceptable salts of the sulfonamide
derlvatives of general formula (I) are the addition salts of mineral acids, more
preferably of hydrochloric acid, hydrobromic add, phosphoric acld, sulphuric
acid acid or niiric acid, and the addition safts of organic ackds, more preferably
citric acid, malelc acid, fumaric acid, tartaric acid, or their derivatives, p-
toluenesulphonic acid, methaneasulphonic acld, 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 physlologically acceptable salts, may be prepared by
methods known In the prior art.
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During some of the synthetic sequences described or in the preparation
of the sultable reagents used, it may ba necessary and/or deslirable to protect
sensltive or reactive groups In some of the molecules used. This can be carried
out by means of the use of conventional protective groups preferably those
described In the literature [Protective groups in Organic Chemistry, ed. J.F.W.
McOmie, Plenum Press, 1973; T.W. Greene & P.G.M. Wuts, Protective Groups
In Organic Chemistry, John Wiley & Sons, 1981). The protective groups can be
removed In the sultable subsequent stage by methods known in the prior art.
The respective literature descriptions are Incorporated by reference and form
part of the disclosure.

If the sulfonamide derivatives of general formula (1) are obtalned In form
of a mixture of stereoclsomers, preferably enantiomers or diastereomers, sald
mixtures can be separated by means of standard processaes known In the prior
art, for example chromatographic methods or crystallization with chiral agents.

Another aspect of the present Invention is a medicament comprising at
least one 1-sulfonylindole derivative of general formula (1), optionally in form of
one of its stereolsomers, preferably enantiomers or dlastereomers, Its
racemate, or in form of a mixture of at least two of its sterecisomers, preferably
enantiomers or dlastereomers, in any mixing ratlo, or a corresponding
physiologically acceptable salt thereof or a comesponding solvate thereof, and
optionally one or more pharmaceutically acceptable adjuvants.

This medicament is suftable for 5-HTg receptor regulation, for the prophylaxis
and/or treatment of a dlsorder or disease related to food Intake, preferably for
the reguiation of appetite, for the maintenance, Increase or reduction of body
welght, for the prophylaxds and/or treatment of cbesity, bulimla, anorexa,
cachexda or type |l diabetes (non Insulin dependent diabetes mellitus),
preferably type II diabetes caused by obesity, for the prophylaxis and/or
treatment of gastrointsstinal tract disorders, preferably Irritable bowel syndrome,
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for cognitive enhancement, for the prophylaxis and/or treatment of disorders of
the central nervous system, arxiety, panic disorders, depression, preferably
bipolar disorders, cognitive memory disorders, senlle dementia proceases,
neurodegenarative disorders, preferably Alzhelmer’s disease, Parkinson's
disease, Huntington's disease and/or Multiple Sclerosls, schizophrenia,
psychosis or Infantile hyperkinesla (ADHD, attention deficit / hyperactivity
disorder) and other disorders mediated by the 5-HTy serotonin receptor In
humans and/or In animals, preferably in mammals, more preferably in humans.

Another aspect of the present invention ls a medicament comprising at
least one 1-sulfonylindole derivative of general formula (la), optionally in form of
one of its sterecisomers, preferably enantiomers or diastereomers, its
racemate, or In form of a mixiure of at least two of Its stereclsomers, preferably
enantiomers or diastereomers, in any mixng ratio, or a corresponding
physlologically acceptable salt thereof or a coresponding solvate thereof, and
optionally one or more pharmaceutically acceptable adjuvants.

This medicament is sultable for 5-HTq 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
welght, for the prophylaxis and/or treatment of obeslty, bullmia, anorexda,
cachexia or type Il diabetes (non Insulin dependent dlabetes mellitus),
preferably type Il diabetes caused by obaesity, for the prophylaxis and/or
treatment of gastrointestinai tract disorders, preferably imitable bowel syndrome,
for cognitive enhancement, for the prophylaxis and/or treatment of disorders of
the central nervous system, arcdety, panic disordars, depression, preferably
bipolar disorders, cognitive memory disorders, senile dementla processes,
neurodegenerative disorders, preferably Alzhelmer’s disease, Parkinson's
disease, Huntington's disease and/or Multiple Sclerosls, schizophrenia,
peychoeis or Infantile hyperkinesia (ADHD, attantion 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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more sultable 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 welght, for the
prophylaxis and/or treatment of obeslty, bullmia, anorexia, cachexla or type Il
diabetes (non Insulin dependent diabetes mellitus), preferably type || dlabetes
caused by obeslty, for the prophylaxis and/or treatment of gastrointestinal tract
disorders, preferably !miiable bowel syndrome in humans and/or In animals,
preferably In mammals, more preferably In humans.

Ancther aspect of the present invention Is a medicament comprising at
least one 1-sulfonylindole derivative of general formula (Ib), optionally In form of
one of Its sterecisomers, praferably enantiomers or diastereomers, ite
racemate, or In form of a mbdure of at least two of its stereocisomers, preferably
enantiomers or diastereomers, In any mixing ratio, or a comesponding
physliologically acceptable salt thereof or a commesponding solvate thereof, and
optionally one or more pharmaceutically acceptable adjuvants.

This medicament Is sultable 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
welght, for the prophylaxis and/or treatment of obesity, bulimia, anorexda,
cachexla or type 1] diabetes (non insulln 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 gystem, anxiety, panic disorders, depression, preferably
bipolar disorders, cognitive memory disorders, senlie dementia processes,
neurodegenerative disorders, preferably Alzhelmer’'s disease, Parkinson’s
disease, Huntington's disease and/or Multiple Sclervsis, schizophrenia,
psychosls or Infantile hyperkinesla (ADHD, attention deficlt / hyperactivity
disorder), and other disorders mediated by the 5-HTg serotonin receptor In
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humans and/or In animals, preferably In mammals, more preferably in humans,

more sultable for for cognitive enhancement, for the prophylaxis and/or
treatment of disorders of the ceniral nervous system, anxiety, panic disorders,
depression, preferably bipolar disorders, cognitive memory disorders, senlle
dementia processes, neurndegenerative disorders, preferably Alzheimer's
disease, Parkinson's dissase, Huntington’s disease and/or Multiple Scleros!s,
schizophrenla, psychosis or infantile hyperkinesla (ADHD, attention deficit /
hyperactivity disorder) In humans and/or in animals, preferably in mammals,
more preferably In humans.

Another aspect of the present invention Is a medicament composed of at least
one 1-sulfonylindole derivative of generai formula (Ic), optionally in form of one
of its stereocisomers, preferably enantiomers or diastereomers, Its racemate, or
In form of a mixture of at least two of its sterecisomers, preferably enantiomers
or dlastereomers, in any mixing ratlo, or a corresponding physlologically
acceptable salt thereof or a comresponding solvate thereof, and optionally one or
more pharmaceutically acceptable adjuvants.

This medicament Is sultable for 5-HTs receptor regulation, for the prophylaxis
and/or treatment of a disorder or diseass related to food Intake, preferably for
the regulation of appetite, for the maintenance, Increase or reduction of body
walight, for the prophylaxis and/or treatment of obeslty, bulimia, anorexia,
cachexia or type |l diabetes (non Insulln dependent diabetes mellitus),
preferably type |l diabetes caused by obeslty, for the prophylaxis and/or
freatment of gastrointestinal tract disorders, preferably irritable bowel syndrome,
for cognitive enhancement, for the prophylaxis and/or treatment of disorders of
the central nervous system, anxlety, panic disorders, depression, preferably
bipolar disorders, cognitive memory disorders, senile dementia processaes,
neurodegenerative disorders, preferably Alzhelmer’s disease, Parkinson's
disease, Huntington's disease and/or Multiple Scierosis, schizophrenia,
peychosis of Infantlle hyperkinesia (ADHD, attention deficit / hyperactivity
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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 medicament obtained according to the present Invention Is particularly
sultable for the administration to mammais, including humans. The medicament
can preferably be administered to all age groups, namely, chlidren, adolescents
and adults.

Another aspect of the present invention Is the use of at least one sulfonamide
derivative of general formula (1), optionally In form of cne of its stereoclsomers,
preferably enantiomers or dlastereomers, its racemate, or In form of a mixture of
at least two of Its sterecisomers, preferably enantiomers or diastereomers, In
any mixing ratio, or a commesponding physlologically acceptable salt thereof or a
comesponding solvate theraof, for the manufacture of a medicament for for 5-
HTs receptor regulation, for the prophyiaxis 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 prophylaxds and/or
treatment of obesity, bulimia, anorexia, cachexia or type Ii diabetes (non insulin
dependent diabetes mellitus), preferably type || diabetes caused by obesity, for
the prophylaxis and/or treatment of gastrointestinal tract disorders, preferably
iritable bowel syndrome, for cognitive enhancement, for the prophylaxis and/or
treatment of disorders of the central nervous system, anxiety, panic disorders,
depression, preferably blpolar disorders, cogniiive memory disorders, senile
dementia processes, neurodegenerative disorders, preferably Aizheimer's
diseaas, Parkinson's diseasa, Huntington’s disease and/or Multiple Sclercsis,
schizophrenia, psychosis or infantile hyperkinesla (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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Ancther aspect of the present invention is the use of at least one sulfonamide
derivative of the previous general formula (la), optionally in form of one of its
sterecisomers, preferably enantiomers or dlastereomers, its racemate, or in
form of a mbdure of at least two of lts stareclsomers, preferably enantiomers or
diastereomers, in any mixing ratio, or a corresponding physlologically
accepiable salt thereof or a corresponding solvate thereof, for the manufacture
of a medicament for 5-HTe receptor reguiation, 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 I diebetes (non insulin dependent diabetes maeliitus),
preferably type Il dlabetes caused by obeslty, for the prophylaxis and/or
treatment of gasirointestinal tract dlsorders, preferably Iritable 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, senlle dementia processes,
neurodegenerative disorders, preferably Alzheimer’s disease, Parkinson’s
disease, Huntington’s disease and/or Multiple Sclerosls, schizophrenia,
psychosis or Infantile hyperkinesia (ADHD, attention deficlt / hyperactivity
disorder) and other disorders mediated by the 5-HT, serctonin receptor in
humans and/or In animals, preferably In mammals, more preferably In humans,

preferably for the manufacture of a medicament for 5-HTg receptor regulation,
for the prophylaxis and/or treatment of a disorder or disease related to food
inteke, preferably for the regulation of appetite, for the maintenance, increase or
reduction of body weight, for the prophylaxis and/or treatment of obeslty,
bullmia, anorexia, cachexia or type |l diabstes (non Insulin dependent diabetes
mellitus), preferably type Il diabetes caused by obaesity, for the prophylaxis
and/or {reatment of gastrointestinal tract disorders, preferably irritable bowel
syndrome receptor In humans and/or In animals, preferably In mammals, more
preferably In humans.
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Another aspect of the present invention !s the use of at least one
sulfonamide derivative of the previous general formula (Ib), optionally in form of
one of Its stereolsomers, preferably enantiomers or diastereomers, Its
racemate, or In form of a mixture of at least two of its stereclsomers, preferably
enantiomers or diastereomers, In any mbdng ratio, or a corresponding
physiologically acceptable salt thereof or & cormesponding solvate thereof, for
the manufacture of a medicament for 5-HTq 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 welght, for the prophyiaxis and/or treatment of obesity,
bulimla, anorexia, cachexia or type |l diabetes (non insulln dependent diabetes
maillitus), preferably type Il diabetes caused by obeslty, for the prophylaxis
and/or treaiment of gastrointestinal tract disorders, preferably Irritable bowel
syndroms, 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, senlle dementia
processes, neurodegenerative disorders, preferably Alzhelmer’s disease,
Parkinson's disease, Huntington's disease and/or Multiple Sclerosis,
schizophrenia, peychosis or Infantlle hyperkinesla (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,

preferably for the manufacture of a medicament for cognitive
enhancament, for the prophylaxis and/or treatment of disorders of the cantral
nervous system, anxiety, panic disorders, depression, preferably bipolar
disorders, cognitive memory disorders, senlle dementia processaes,
neurodegenerative disorders, preferably Alzheimers disease, Parkinson's
disease, Huntington's disease and/or Multiple Scierosis, schizophrenia,
peychosls or infantlle hyperkinesia (ADHD, attention deficit / hyperactivity
disorder) in animals, preferably In mammals, more preferably In humans.
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Anather aspect of the present invention Is the use of at least one
sulfonamide derivative of the previous general formula (Ic), optionally In form of
one of Its stereolsomers, preferably enantiomers or diastereomers, its
racemats, or In form of a mbdure of at least two of its sterecisomers, preferably
enantiomers or diastereomers, In any mixing ratlo, or a corresponding
physlologlcally acceptable salt thereof or a corresponding solvate thereof, for
the manufacture of a medicament for 5-HTy receptor regulation, for the
prophylaxis and/or treatment of a disorder or disease related to food Intake,
preferably for the regulation of appetits, for the maintsnance, Increase or
reduction of body weight, for the prophylaxis and/or treatment of obasity,
bulimia, anorexia, cachexia or type Il diabetas (non insulin dependent diabetss
meliitus), preferably type || diabetes caused by cbesity, 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, anxety, panic disorders, dapression,
preferably bipolar disorders, cognitive memory disorders, senlle dementia
processes, neurodegenerative disorders, preferably Alzheimer's disease,
Parkinson’s disease, Huntington's disease and/or Multiple Sclerosls,
schizophrenla, psychosis or infantlle 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 phammaceutical 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 Sclence of Dosage Forms®, Second Edition, Aulton,
M.E. (ED. Churchill Livingstone, Edinburgh (2002)); “Encyclopedia of
Pharmaceutical Technology”, Second Edition, Swarbrick, J. and Boyian, J.C.
(Eds.), Marcel Dekker, Inc. New York {(2002); "Modemn Pharmaceutics”, Fourth
Editlon, Banker G.S. and Rhodes C.T. (Eds.) Marcel Dekker, Inc. New York
(2002), and “The Theory and Practice of Industrial Pharmacy”, Lachman L.,

U7
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Lieberman H. and Kanig J. (Eds.), Lea & Fabiger, Phlladelphia (1986). The
respective literature descriptions are Incorporated as a reference and are part of
this disclosure,

The pharmaceutical compositions, as well as the formulated
medicaments prepared according to the present invention, can, in addition to at
least one sulfonamide derivative of general formula (1), optionally In form of one
of ite sterecisomers, preferably enantiomers or diastereomers, its racemate, or
in form of a mixture of at least two of its sterecisomers, preferably enantiomers
or diastereomers, in any mixing ratio, or a corresponding physiologically
accepteble salt thereof or a comasponding solvate thereof, comprise other
conventional auxillary substances known in the prior art, preferably exciplents,
fllers, solvents, diluents, dyes, coating agents, matrix forming agents and/or
binders. As those skilled in the art also know the choice of the awdllary
substances and the amounts thereof depends on the intended administration
routs, for example, rectal, Intravenous, intraperitoneal, Intramuscular, Intranasal,
oral, buccal or topical.

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

Medicaments sultable for parenteral, topical or Inhalatory administration
can prefarably ba chosen from the group conslisting 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 belng known In
the prior art.

W
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The most suitable sustained release forms, as well as the matsrials and
methods for the preparation thereof, are known In the prior art, for example from
the indices of "Modifiead-Release Drug Delivery Technology®, Rathbone, M.J,
Hadgraft, J. and Roberts, M.S. (Eds.), Marcel Dekker, Inc., New York (2002);
*Handbook of Pharmaceutical Controlled Release Technology”, Wise, D.L.
(Ed.), Marcel Dekker, Inc. New York (2000); “Controlied Drug Dellvery®, Vol. |,
Basic Concepis, Bruck, S.D. (Ed.), CRD Press, Inc., Boca Raton (1983), and by
Takada, K. and Yoshikawa, H., "Oral Drug Delivery®, Encyclopedia of Controlled
Drug Dellivery, Mathlowitz, E. (Ed.), John Wiley & Sons, Inc., New York (1999),
Vol. 2, 728-742; Fix, J., "Oral drug delivery, small Intestine and colon®,
Encyclopedia of Controlled Drug Dellvery, Mathlowitz, E. (Ed.), John Wiley &
Sons, Inc., New York (1998), Vol. 2, 698-728. The respective Iiterature
references are Incorporatad by reference and form part of the disclosure.

The medicament of the present Invention can also have at least ohe
enteric coating, which dissolves according to the pH. As a result of this coating,
the medicament can pass through the stomach without dissolving, and the
compounds of general formula (1) are only released In the Intestinal tract. The
enteric coating preferably dissolves at a pH of between 5 and 7.5. The materials
and methods sultable 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 (), and from 40 to 89% by weight of one or more exciplents.

The medicament substance amount to be administered to the patient
varies according to the patient's welght, 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 dally dose can be administered to the patient In one or more
doses.
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Pharmaceutical Methods:

BINDING TO THE 5HTy SEROTONIN RECEPTOR

HEK-293 cell membranes expressing the recombinant human SHTg
receptor were supplied by Receptor Blology. The receptor concentration In sald
membranes Is 2.18 pmol/mg of proteln and the protein concentration is 8.17
mg/mi. The expsrimental protocol follows the method of B.L. Roth et al. [B.L.
Roth, S.C. Cralgo, M.S. Choudhary, A. Uluer, F.J. Monsma, Y. Shen, H.Y.
Meltzer, D.R. Sibley: Binding of Typical and Atypical Antipeychotic Agents to 5-
Hydroxytryptamine-6 and Hydroxytryptamine-7 Receptors. The Joumnal of
Pharmacology and Experimental Therapeutics, 1994, 268, 1403], with slight
modifications. The commercial membrane Is diluted (1:40 dilution) with the
binding buffer: 50 mM Tris-HCI, 10 mM MgCl;, 0.5 mM EDTA (pH 7.4). The
radioligand used Is [°H}-LSD at a concentration of 2.7 nM, the final volume
belng 200 pl. Incubation begins by adding 100 ! of the membrane suspension
(= 22.9 pg of membrane protein), and is prolonged for 60 minutes at a
temperature of 37°C. Incubation ends by quick filtration In a Harvester Brandel
Call through fiberglass filters of the Schelelcher & Schuell GF 3362 trademark,
pretreated with a 0.5% polyethylenelmine solution. The fiiters are washed three
times with three milllliters of 50 mM Tris HCI buffer, pH 7.4. The fiters are
transferred to vials and § ml of Ecoscint H. liquid scintillation cocktall are added
o each vial. The vials are left to equilllbrate for several hours prior to thelr
counting In a 1414 Wallac Winspectral scintillation counter. The non-speclfic
binding Is determined In the presence of 100 uM of sarotonin. The assays are
camied out In triplicate. The Inhiblion constants (K, nM) are caiculated by non-
linear regression analysis using the EBDA/LIGAND program [Munson and
Rodbard, Analytical Biochemistry, 1880, 107, 220].
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MEASUREMENTS OF FOOD INGESTION (BEHAVIOR MODELS)

Male W rats (200-270 g) from Harlan, S.A. are used. The rats are
acclimatized to the housings during at least 5 days prior to being subjected to
any experiment. During this perlod, the animals are housed (In groups of five) In
translucent cages with water and ad libitum food. The animals are adapted to
Individual housing at least 24 hours prior to the tests.

The acute effect of the sulfonamide derivatives of general formula (1)
used experimentally on food Ingestion in rats in fasting conditions Is determined
as follows:

The rats are kept in fasting conditions for 23 hours in their Individual
cages of origin. ﬁ}ﬂer this period, the rats are orally or Iniraperitoneally treated
with a composition comprising a sulfonamide derivative of general formula (1) or
a comresponding composition (vehicle) without said sulfonamide derivative.
immediately after this, the rat Is left with pre-welighed food; the accumulated
food Intake s measured after 1, 2, 4 and 6 hours.

Sald food ingestion measuring method Is also disclosed In the [iterature
(Kask et al., European Journal of Pharmacoiogy 414 (2001), 215-224, and
Tumbull et al., Diabetes, Vol. 51, August, 2002). The respective parts of the
descriptions are hereln incorporated as a reference, and they form part of the
disclosure.

The preparation of new compounds according to the Invention s
indicated In the following examples. The affinlty for the 5HTe serotonin receptor,
as well as the galenic formulas applicable to the compounds of the Invention,
are described. The examples Indicated below, given as an lllustrative example,
should in no way limit the scope of the Invention.
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Example 1.- Preparation of 1-Cyclohexanesulfonyl-3-(1-methyl-1,2,3,6-
tetrahydropyridine-4-y1)-5-nitro-1H-indole

488 mg (9.8 mMol) of 50% sodium hydride In oll were added at 0°C fo a
solution of 1.0 g (3.8 mMol) of 3{1-methyi-1,2,3,6-tetrahydropyridine-4-yi)-5-
nitro-1H-Indole In 50 mi 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 resuiting 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 resuiting solid
was purified by chromatography, obtaining 800 mg (57%) of 1-
cyclohexanesulfonyl-3-(1-methyi-1,2,3,6-tetrahydropyridine-4-yl}-5-nitro-1H-
indole as a yeliow solld.

Example 2.- 5-Chloro-1-cyclohexanesulfonyi-3-(1-methyt-1,2,3,6-
tetrahydropyridine-4-yi)-1H-indole

800 mg (74%) of the mentioned compound were obtained from 770 mg
(3.12 mMol) of 5-chloro-3-(1-methyi-1,2,3,6-tetrahydropyridine-4-yi)-1H-indole,
and 1.7 g (8.36 mMol) of cyclohexanesuifonyl chioride 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-y1)-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-methyi-1,2,3,6-
tetrahydropyridine-4-yi}-5-nitro-1H-ndole In 200 mi of ethanol. The resuiting
suspension was hydrogenized at 25 psl of overpressure for 20 houre. Then the
catalyst was flitered and evaporated to drying. The resulting crude was purified
by chromatography and 150 mg (40%) of the mentioned compound were
obtalned as a solid cream.

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

1.95 g (78%) of 1-cyclohexanesulfonyk-5-fluoro-3<{1,2,3,5,8,8a-
hexahydro-Indolizine-7-yl}-1H-Indole were obtalned as an oll from 1.6 g (6.25
mMol) of 5-luoro-3-(1,2,3,5,8,8a-hexahydro-indolizine-7-yi)-1H-Indole and 3.42
g (18.76 mMol) of cycichexanesulfonyl 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-yi)-1H-Indole In 20 ml of ethanol,
precipitating a solid which was recrystaliized from ethanol, obtaining 1.5 g
(71%) of the mentioned compound as a white sofid.

The ylelds are indlcative 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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Salt

mp °C

IR om™

"H-NMR (300MHz),
8 (solvent)

155-160

3433, 2838,
2850, 1622,
1371, 1340,
1158, 1126,
988, 612

1 00-1 80 (m, 10H); 2 56 (s, 3H),
2.68 (m, 2H), 2.88 (m, 2H), 3.47 (m,

2H), 3 78 (m, 1H); 6.35 (s, 1H), 7 87
(e, 1H), 8 08 (d, 1H, J=9.2 Hz), 8 26
(dd, 1H, J=82 Hz, J=1 9 Hz), 8 60
d, 1H, J=1 8 Hz) (DMSO-d8

3433, 2841,
2868, 2787,
1447, 1364,
1158, 1128,
1116, 614,
557

1.00-1 90 (m, 10H), 2.41 (s, 3H),
255 (m, 2H), 2 67 (m, 2H), 3 16 (m,
3H), 6 18 (m, 1H), 7 27 (dd, 1H,
J=8 8 Hz, '=2.0 Hz), 7.32 (s, 1H),
778(d, 1H, J=20 Hz), 7 82 (d, 1H,
J=1 8 Hz) (CDCl)
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91S800/F00TdI/1LDd



ET 0027PCT
1 THENMIR (300MFZ),
Ex |R1 RS N B sat |mp.°c  [IRem' |5 (eoivent)
3378, 2657, |1 00-1 60 (m, 10H), 240 (5, 3H),
3 - - 2857, 2784, |2 64 (m, 2H), 2 86 (m, 2H); 3 13 (m,
g 1455, 1363, |3H), 616 (m, 1H); 6 71 (dd, 1H,
A NCHs (decompos |1342, 1158, [J=8 8 Hz, J'=2.4 Fz), 708 (d, 1H,
fon) 1127, 987, |J=22 Ha), 723 (s, H), 7 67 (d, 1H,
617,565 |J=88 Hz) (CDCh)
424, 2541|118 (m, 3F), 138 (m, 2H), 154 (m,
4 F i 2490, 2451, |1H), 173 (m, 5H), 201 (m 2H),
1468, 1445, |2 31 (m, 1H), 2 80 (m, 1H), 3.08 (m,
\ (decompos | 1371, 1348, |2H), 344 (m, 1H), 3 68 (m, 2H),
Mon) 1188, 1157, |378 (m, 1H), 4 10 (m, 1H), 6.38 (s,
127,849, |1H),728 (m, 1H), 7 78 (m 2H),
819 760 (dd, 1H, J=8 0 Hz, J'=h.8 Hz);

(OMS0-d8)

“u
P

FLEEL0/S00T OM

91S800N00Td A/ LOd
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Phamacsutical particulare:

Binding of the new compounds of general formula () to the 5-HTs
recaptor 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
1 598+ 3.0
2 88.2
3 55.1
4 191

The dally 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 composliions are prepared under forms that are compatible with the
administration route used, preferably tablets, coated tablets, capsules,
suppositories, solutions or suspensions. These composlitions are prepared by
means of known methods and comprise from 1 to 80% by weight of the
medicament substance (compound of general formula [), and 40 to 99% by
weight of the sultable pharmaceutical vehicle compatible with the medicament
substance and the physical form of the composition used. The formula of a
tablet contalning a product of the invention is provided by way of example:
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Example of formula per tablet:

Example 1

Lactose

Crystalline cellulose
Povidone K 90
Pregelatinized starch
Colloldal silicon dloxide
Magnesium stearate
Total welght per tablet

PCT/EP2004/008516

60 mg
25mg

S5mg
3 mg
1 mg
1mg
100 mg
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1.-  Sulfonamide compounds of general formula (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 cycicaliphatic 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 cycloallphatic ring system,

R?, R, RY, 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
alkyithio radical, hydroxy, trifluoromethyl, a saturated or unsaturated
cycloaliphatic radical, an alkylcarbonyl radiea.l. a phenyicarbonyl 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
allphatic radical,
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1.- Sulfonamide compounds of general formula (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 contalning cycloallphatic 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*, Rf 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
alkyithlo radical, hydroxy, triflucromethyl, a saturated or unsaturated
cycloaliphatic radical, an alkyicarbonyl radical, a phenyicarbonyi 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
aliphatic radical,
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with the proviso that R® and R? are not hydrogen at the same time, and if
one of them, R® or R®, Is a saturated or unsaturated, linear or branched,
optionally at least mono-substituted C4-C4 aliphatic radical, the other one
is a saturated or unsaturated, linear or branched, optionally at least
mono-substituted allphatlc radical with at least five carbon atome,

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 hetercatom as a ring member contalning 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
contalning mono- or bicyclic cycloallphatic 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 hetercatom 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
contalning mono- or bicydlic cycloallphatic ring system,

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

and
nis0,

optionally In form of one of thelr atereolsomers, preferably enantiomers or
dlastereomers, thelr racemate or in form of a mixture of at [east two of
their sterecisomers, preferably enantiomers or diastereomers, in any
mixing ratio, or a salt thereof, preferably a corresponding physlologically
acceptable salt thereof or a corresponding solvate thereof.

The compounds according to claim 1, characterized In that R’ represents
a —NR'R® radical or a saturated or uneaturated, optionally at least
mono-substituted, optionally at least one heteroatom as a ring member
contalning 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 8-membered,

preferably a NR'R? radical or a radical chosen from the group conslsting
of



10

15

WO 2005/013974 PCT/EP2004/008516

52-

wherein, if present, the dotied line represents an optional chemical bond,
and R'® represents hydrogen, a linear or branched C1-Cs alkyl radical or
a benzyl radical, preferably hydrogen or a C4-C; alkyl radical.

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 C,_g alkyl radical, a linear or branched
C».¢ alkenyl radical, a linear or branched Cz.¢ alkynyl radical, a linear or
branched C1.¢ alkoxy, a linear or branched C..¢ alkyithio, hydroxy,
trifluoromethyl, a saturated or unsaturated C3 g cycloallphatic radical, a
linear or branched C4.g alkylcarbonyl radical, phenyicarbonyl or an —
NR°R'™ group,

preferably H, F, Cl, NO2, NH2z or a C4.2 alkyl radical.

4.- The compounds according to one or more of ciaims 1 to 3, characterized
in that R” and R®, identical or different, each represent hydrogen, a linear
or branched, optionally at least mono-substituted C4.1p alkyl radical, a
linear or branched, optionally at laast mono-substituted,Ca.1¢ alkenyl
radical, or a linear or branched, optionally at least mono-substituted,Cz.-10
alkynyl radical or
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R” and R®, together with the bridging nitrogen form a saturated or
unsaturated, optionally at least mono-substitutad, optionally at least one
further heteroatom as a ring member containing 5- or 6~membered
heterocycdlic ring which may be condensed with a saturated or

5 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- 8- or 7-
membered.

10 5.- The compounds according to claim 4, characterized in that R” and R®,
Identical or different, each represent hydrogen or a linear or branched C;.
10 alkyl radical or

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

_O_R,., | _Co | _O
SSRGS e

whereln RZ, If present, Is hydrogen, a linear or branched C;-Cs alkyl
radical or a benzyl radical, preferably hydrogen, or a C4-C» alkyl radical.
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The compounds according to one or more of claims 1 to 5, characterized
In that R® and R, identical or different, each represent hydrogen, a
linear or branched, optionally at least mono-subsittuted C4-C4 alkyl
radical, a lilnear or branched, optionally at least mono-substituted Cz-Cqg
alkenyl radical or a linear or branched, optionally at least mono-
substituted C2-C1o 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 contalning 5- or 6-membered
heterocycdlic 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- 8- or 7-
membered.

The compounds according to clalm 8, characterized In that R® and R'°,
Identical or different, each represent hydrogen or a linear or branched C+-
Cso alkyl radical, or

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

O~ O . -0
QAP - O

wherein R®, If present, Is hydrogen, a {inear or branched C+-Cg alkyl
radical or a benzyl radical, preferably hydrogen, or a C4-C; alkyl radical.
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The compounds according to one or more of claims 1-7, characterized [n
that A and B, ldentical or different, each represent a linear or branched
C4.Ce alkyl radical, a linear or branched C,.Cg alkenyl radical or a linear
or branched C,.Cs alkynyl radical,

preferably a linear or branched C4.Ce alkyl radical, or

A and B, together with the carbon atom to which they are bonded, form a
saturated or unsaturatad, but not aromatic, optionally at least mono-
substituted cycloalkyt ring,

preferably a C3-Cs cycloalkyl ring,

more preferably a cydc;hoxyl ring.

The compounds according to one or more of claims 1-8, characterized in
that the compound Is selacted from a group consisting of

[1) 1-Cyclohexanesulfonyl-3-{1-methy}-1,2,3,6-tetrahydropyridine-4-yi)-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-yi}-1H-Indole hydrochloride

and their corresponding salts and solvates.
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10.- Sulfonamide compounds of general formula (Ib),

whereln
R! is a-NR’R® radical,

R? R?, R, R® and RS, identical or different, each represent hydrogen,
halogen, cyano, nitro, a saturated or unsaturated, linear or branched
allphatic radical, a linear or branched alkoxy radical, a linear or branched
alkyithlo radical, hydroxy, trifiuoromethyl, a saturated or unsaturated
cycloallphatic radical, an alkyicarbonyl radical, a phenylcarbonyl or a -
NR°R" group,

R7 and RS, identical or different, each represent hydrogen or a saturated
or unsaturated, optionally at least mono-substituted linear or branched
C1.4 gliphatic radical,

R® and R, Identical or different, each represent hydrogen or a saturated
or unsaturated, linear or branched, optionally at least mono-substituted
aliphatic radical,
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R® and R"°, together with the bridging nitrogen atom form a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one
further heteroatomn 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
contalning 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

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,

and

nis0;

optionally in form of one of Ilts sterecisomers, preferably enantiomers or
dlastereomers, their racemate or In form of a mixture of at least two of
their sisreolsomers, preferably enantiomers or dlastereomers, In any
mbxing ratio, or a salt thereof, preferably a corresponding physlologically
acceptable salt therof or a corresponding solvate thereof.
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The compounds according to claim 10, characterized in that R2, R?, R*,
R® and R®, ldentical or different, each represent hydrogen, F, Cl, Br,
cyano, nitro, a linear or branched C,.Cs alkyl radical, a linear or branched
C2.Cs alkenyl radical, a linear or branched C2.Cg alkynyl radical, a linear
or branched C.Ce-alkoxy, a linear or branched C4.Cg -alkytthlo, hydroxy,
trifluoromethyl, a saturated or unsaturated Cs.Cg cycioallphatic radical, a
linear or branched C4.Ce-alkylcarbonyl radical, phenylcarbonyl or an ~
NR°R'® group,

preferably H, F, Cl, NO2, NHz or a C,.C; alkyl radical.

The compounds according to claim 10 or 11, characterized In that R” and
R®, Identical or different, wherein R7 and R®, identical or different, sach
reprasent hydrogen, a linear or branched, optionally at least mono-
substituted C4.C4 alkyl radlcal,

preferably hydrogen or a C4-C2 alkyl radical, with the proviso that R? and
R® are not hydrogen at the same time.

The compounds according to one or more of claims 10 to 12,
characterized In that R® and R'9, Identical or different, each represent
hydrogen, a linear or branched, optionally at least mono-substituted C4-
Cio alkyl radical, a linear or branched, optionally at least mono-
substituted C2-C1o alkenyl radical, or a linear or branched, optionally at
least mono-substituted C2-Co alkynyl radical or

R® and R'%, together with the bridging nitrogen atom form a saturated or
unsaturated, optionally at lsast mono-substituted, optionally at least one
further hateroatomn as a ring member contalning 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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as a ring member containing mono- or bicydiice cycloaliphatic ring
system, whereby the rings of the ring syatem are 5- 6- or 7-membered,

The compounds according to claim 13, 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 briiging nitrogen atom form a radical
chosen from a group conslisting of

O O =0

-0 AP O

wherein R, if present, represents hydrogen, a linear or branched C-Cq
alkyl radical or a benzyl radical, preferably hydrogen, or a C4+-C, alkyt
radical.

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 cycloaikyl ring,

preferably a Cs-Cp cycloalkyi ring,

more preferably a cyclohexyl ring.
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A procass for obtaining a sulfonamide derivative of general formula (la)
and/or (Ib), according to one or more of claims 1 to 15, characterized in
that at least one compound of general formula (l1), or one of ite sultably
protected derivatives,

OQ ,,0

oS

)

wherein A and B have the meaning according to one or more of claims 1
to 15 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 ({il)

(CH R

am)

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

A process for obtalning 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, charactertzed in
that a sulfonamide derivative of cormesponding general formula (la)
and/or (Ib) Is reduced to a sulfonamide derivative of corregponding
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general formula (la) and/or (Ib), wherein one or more substituents R?, R®,
R*, R® or R® represent an amino group.

A process for preparing the salts, preferably the physiologically
acceptable salts of the compounds of general formula (la) and/or (Ib),
according to one or more of claims 1 to 15, conslsting of reacting at least
one compound of the general formula (la) and/or at least one compound
of the general formula (Ib) with a mineral acld or organic acid In a
sultable solvent.

A medicament comprising at least one compound according io one or
more of claims 1 to 8 and optionally t ohe or more phamrmacologically
acceptable exciplents.

A medicament according to claim 18, 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 welight, for the prophylaxis and/or treatment
of obesity, bullmia, anorexia, cachexia or type !l diabetes (non Insulln
dependent diabetes mellitus), preferably type Il diabetes caused by
obeslty, for the prophylaxis and/or treatment of gastrointestinal tract
disorders, preferably irritable bowsl syndrome, for cognitive
enhancament, for the prophylaxis and/or treatment of disorders of the
cantral nervous system, anxiety, panic disorders, depresslion, preferably
blpolar disorders, cognitive memory disorders, senlle dementia
processes, neurodegenerative disorders, preferably Alzheimer’s disease,
Parkinson's disease, Huntington's disease and/or multiple sclerosis,
schizophrenla, psychosis or infantlle hyperkinesla (ADHD, attention
deficit / hyperactivity disorder),
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preferably for 5-HTs receptor regulation, for the prophylaxis and/or t
freatment 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,
anorexta, cachexia or type Il diabetes (non Insulin dependent diabetes
mellitus), preferably type Il diabetes caused by obeslty, for the
prophylaxis and/or treatment of gastrointestinal tract disorders, preferably
imitable bowsl syndrome.

The use of at least one compound according to one or more of claims 1
to 9 for the manufacture of a medicament for 5-HTe receptor regulation.

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 a disorder or disease related to food intake.

The use of at least one compound according to one or more of claims 1
to 8 for the manufacture of a medicament for the regulation of appetite.

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

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
{reatment of obesity.

The use of at least one compound according to one or more of clalms 1
to 9 for the manufacture of a medicament for the prophyiaxis and/or
treatment of bulimia.
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The use of at least one compound according to one or more of claims 1
to 9 for the manufacture of a medicament the prophylaxis and/or
treatment of anorexia.

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 cachexia.

The use of at least one compound according to one or more of claims 1
to 8 for the manufacture of a medicament for the prophylaxis and/or
treatment of type Il diabetes (non insulln dependent dlabates mellitus),
preferably type || dlabetes caused by obesity.

The use of at [east one compound according to one or more of claims 1
o 9 for the manufacture of a medicament for the manufacture of a
medicament for the prophylaxis and/or treatment of gastrointestinal tract
disorders.

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 imritable bowel syndrome.

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.

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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The use of at least one compound according to ohe more of claims 1 to 8
for the manufaciure 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 1
to 9 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 1
to 9 for-the manufacture of a medicament for the prophylaxis and/or
treatment of senlle dementla processes.

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

The use of at least one compound according to one or more of claims 1
to 8 for the manufacture of a medicament for the prophylaxis and/or
treatment of Parkinson's Disease.

The use of at least one compound according o one or more of claims 1
to 9 for the manufacture of a medicament for the prophyiaxls and/or
treatment of Huntington's Disease.

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.

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
treaiment of dementias in which a cognitive deficit predominatss.
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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 psychosis.

The use of at least one compound according to che or more of clalms 1
to 9 for the manufacture of a medicament for the prophylaxis and/or
freatment of infantlle hyperkinesia (ADHD, attention deficit / hyperactivity
disorder).

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 prophyiaxis and/or
treatment of disorders of the central nervous system.

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 schizophrenia.

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.

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 exclplents.

A medicament acconding to claim 47 for 5-HT¢ 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,
Iincrease or reduction of body weight, for the prophylaxis and/or treatment
of obesity, bulimia, anorexia, cachexia or type |l dlabetes (non Insulin
dependent diabetes mellitus), preferably type ll diabetee caused by
obaeslty, for the prophylaxis and/or treatment of gastrointestinal tract
disorders, preferably Irritable bowel syndrome, for cognitive
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enhancement, for the prophylaxis and/or treaiment of disorders of the
central nervous system, anxlety, panic disorders, depression, preferably
bipolar disorders, cognitive memory disorders, senile dementia
processes, neurodegenerative disorders, preferably Alzhelmer’s disease,
Parkinson's disease, Huntington's disease and/or muitipie sclerosis,
schizoplirenla, psychosis or Infantlle hyperkinesia (ADHD, attention
deficit / hyperactivity disorder),

preferably for cognitive enhancement, for the prophylaxis and/or
treatment of disorders of the central nervous system, anxiety, panic
disorders, depression, preferably bipolar disorders, cognitive memory
disorders, senlle dementia processes, heurodegenerative disorders,
preferably Alzheimer's diseass, Parkinson's disease, Huntington’s
disease and multiple sclerosls, schizophrenia, psychosls or infantlle
hyperkinesla {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 5-HTg receptor regulation.

The use of at least one compound according to one or more of claime 9
o 15 for the manufacture of a medicament for the prophylaxis and/or
treatment of a disorder or disease related to food Intake.

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.

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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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 cbesity.

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 bulimia.

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.

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.

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 |l diabetes (non-Insulin-dependent diabetes meliitus),
preforably type il diabetes caused by obeslty.

The uee 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.

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 iitable bowel syndrome.

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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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 onhe 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
fo 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
freatmant 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.

24
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The usa 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 prophyiaxis 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 Infantlie hyperkinesla (ADHD, attention deficlt / 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.
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DERIVADOS DE 1-SULFONILINDOL, SU PREPARACION Y SU USO COMO
LIGANDOS DE 5-HT6

La presente invencién se refiere a nuevos derivados de sulfonamidas, de
férmula general {la, Ib, ic),

R8 (CH)—R1
N—ro

R4 N
Rso**sio
B

(la, ib, Ic),

opcionalmente en forma de uno de sus esterecisdmeros, preferiblemente
enantibmeros o diasterdmeros, su racemato o en forma de una mezcla de al menos
dos de sus estereoisébmeros, preferiblemente enaniidmeros o diasterdmeros, en
cualquier razdn de mezcla, o sus sales, preferiblemente sus sales fisiolégicamente
aceptables, correspondientes o los solvatos comrespondientes de los mismos; a los
procedimientos para su preparacién, a su aplicacion como medicamentos en medicina
humana y/o veterinaria y a las composiciones farmacéuticas que los contienen.

Los nuevos compuestos de la presente invencién pueden utilizarse en la
industria farmacéutica como intermedios y para la preparaciéon de medicamentos.

La superfamilia de los receptores de serotonina (5-HT) comprende 7 clases (5-
HT,-5-HT;) que abarcan 14 subclases humanas [D. Hoyer, et al., Neuropharmacology,
1997, 36, 419]. El receptor 5-HTg ha sido el litimo receptor de serotonina identificado
por clonacién molecular en ratas [F.J. Monsma, et al., Mol. Pharmacoi., 1993, 43, 320;
M. Ruat, et al., Biochem. Biophys. Res. Commun., 1993, 193, 268] asl como en
humanos [R. Kohen, et al., J. Neurochem., 1986, 66, 47]. Los compuestos con una
afinidad por el receptor 5-HTg son utiles en el tratamiento de diversos trastomos del
sistema nervicso central y del aparato gastrointestinal as{ como el sindrome del
intestino iritable. Los compuestos con una afinidad por el receptor 5-HT, son (tiles
para el tratamiento de la ansiedad, depresién y trastomos cognitivos de la memoria [M.
Yoshioka, et al., Ann. NY Acad. Sci., 1998, 861, 244; A. Bourson, et al., Br. J.
Pharmacol., 1998, 125, 1562; D.C. Rogers, et al., Br. J. Pharmacol. Suppl., 1998, 127,
22P; A. Bourson, et al., J. Phammacol. Exp. Ther., 1995, 274, 173; A.J. Sleight, et al.,
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Behav. Brain Res., 1996, 73, 245; T.A. Branchek, et al., Annu. Rev. Pharmacol.
Toxicol., 2000, 40, 319; C. Routledge, et al., Br. J Pharmacol., 2000, 130, 1606]. Se ha
demostrado que los antipsicéticos tipicos y atipicos para el tratamiento de la
esquizofrenia tienen una elevada afinidad por los receptores 5-HTs [B.L. Roth, et al., J.
Pharmacol. Exp. Ther., 19984, 268, 1403; C.E. Glatt, et al., Mol. Med., 1995, 1, 398; F.J.
Mosma, et al., Mol. Pharmacol., 1983, 43, 320; T. Shinkai, et al., Am. J. Med. Genet.,
1999, 88, 120). Los compuestos con una afinidad por el receptor 5-HTg son (tiles para
el tratamlento de la hiperquinesia infantil (ADHD, déficit de atencién/ trastomo de
hiperactividad) [W.D. HiRSt, et al., Br. J. Pharmacol., 2000, 130, 1597; C. Gérard, et
al., Brain Research, 1997, 748, 207; M.R. Pranzatelli, Drugs of Today, 1997, 33, 379].

La solicitud de patente WO (1/32648 describe sulfonamidas derivadas de
biciclos, con 6 miembros en cada uno de los anilios, anillos aromaticos o
heteroaromaticos con actividad antagonista del receptor 5-HTe.

La solicitud de patente EP 0 733 828 describe sulfonamidas derivadas de indol
con actividad antagonista del receptor 5-HT.s Uutiles para el tratamiento de las
migrafias.

Ademés, se ha demostrado que el receptor 5-HT; desempena un papel en la
ingestién de alimentos [Neuropharmacology, 41, 2001, 210-219].

Las disfunciones alimentarias, particularmente la obesidad, son una amenaza
seria y cada vez més frecuente para la salud de seres humanos de todas las edades,
puesto que estas enfermedades incrementan el riesgo de desarrollar otras
enfermedades graves e incluso mortales, preferiblemente la diabetes y las
enfermedades coronarias.

Por consiguiente, un objeto de la presente invencién era proporcionar nuevos
compuestos, particularmente adecuados como sustanclas activas en medicamentos,
preferiblemente en medicamentos para la regulacién de los receptores 5-HT,, para la
profilaxis y/o el tratamiento de un trastorno o enfermedad relacionada con la ingestion
de alimentos, preferiblemente para la regulacién del apetito, para el mantenimiento,
incremento o reduccién del peso corporal, para la profilaxis y/o el tratamiento de la
obesidad, bulimia, anorexia, caquexia o diabetes de tipo |l (diabetes mellitus insulino
independiente), preferiblemente diabetes tipo Il que es causada por la obesidad, para
la profilaxis y/o el tratamiento de trastomos del tfracto gastrointestinal, preferiblementa
el sindrome del intestino irritable, para la mejora de la cognicién, para la profilaxis y/o
el fratamiento de frastomos del sistema nervioso central, ansiedad, panico, depresion,
trastornos bipolares, trastomos cognitivos de la memoria, procesos de demencia senil,
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preferiblemente enfermedad de Alzheimer, enfermedad de Parkinson, enfermedad de
Huntington, esclerosis muiltiple, esquizofrenia, psicosis o hiperquinesia infantil (ADHD,
déficit de atencién/ trastomo de hiperactividad) y otros trastommos mediados por el
receptor 5-HTs de la serotonina en humanos y/o en animales, preferiblemente en
mamiferos, mas preferiblemente en humanos.

Se ha descubierto que los derilvados de 1-sulfonilindol de formulas generales
(la, Ib, Ic) descritos a continuacién muestran afinidad por el receptor 5-HT,.

Estos compuestos son por consiguiente adecuados para la fabricacién de un
medicamento para la profilaxis y/o el tratamiento de los trastormos relacionados con la
ingestion de alimentos, preferiblemente para la regulacién del apetito, para el
mantenimiento, incremento o reduccién del peso corporal, para la profilaxis y/o el
tratamiento de la obesidad, bulimia, ancrexia, caquexia o diabetes de tipo |l (diabetes
mellitus insulino independiente), preferiblemente diabetes tipo Il que sea causada por
la obesidad, para la profilaxis y/o el tratamiento de trastomos del ftracto
gastrointestinal, preferiblemente el sindrome del intestino imitable, para la mejora de la
cognicién, para la profilaxis y/o el tratamiento de trastomos del sistema nervioso
central, ansiedad, panico, depresion, trastomos bipolares, procesos de demencia senil,
trastomos neurodegenerativos, preferiblemente enfermedad de Alzheimer,
enfermedad de Parkinson, enfermedad de Huntington y esclerosis muiltiple,
esquizofrenia, psicosis, hiperquinesia infantil (ADHD, déficlt de atencl6n/ trastomo de
hiperactividad) y otros trastomos mediados por el receptor 5-HT; de la serotonina en
humanos y/o en mamiferos, preferiblemente en mamiferos, més preferiblemente en
humanos. Estos compuestos son tamblén adecuados para la preparacion de un
medicamento para la mejora de la cognicién.

De este modo, un objeto de la presente invencién son compuestos de férmula
general (la)
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R! representa un radical -NR'R? o un radical cicloalifdtico saturado o
insaturado, opcionalmente al menos monosustituido, que contiene opcionalmente al
menos un heterodtomo como miembro del anillo, que puede estar condensado con un
sistema clclico cicloalifédtico mono- o biciclico saturado o insaturado, opcionaimente al
menos monosustituido, que contiene opcionalmente al menos un heterodtomo como
miembro del anillo,

R? R® RY R°y R®, idénticos o diferentes, representan cada uno hidrégeno,
halégeno, ciano, nitro, un radical alifatico lineal o ramificado, saturado o insaturado, un
radical alcoxi lineal o ramificado, un radical alquiltio lineal o ramificado, hidroxilo,
trifluorometilo, un radical cicloalifatico saturado o insaturado, un radical alquilcarbonilo,
un fenilcarbonilo o un grupo -NR°R™,

R’ y R®, idénticos o diferentes, representan cada uno hidrégeno o un radical
alifdtico, lineal o ramificado, saturado o insaturado, opcionalmente al menos
monosustituido,
con la condicién, de que R® y R® no sean al mismo tiempo hidrégeno, y si uno de ellos
R® y R® representa un radical alifitico Ci-C,, lineal o ramificado, saturado o
insaturado, opcionalmente al menos monosustituido, el otro de ellos representa un
radical alifético lineal o ramificado, saturado o insaturado, opcionalmente al menos
monosustituido con al menos cinco 4tomos de carbono,

o

R’ y R® junto con el dtomo puente de nitrégeno forman un anillo heterociclico
saturado o insatumdo, opcionalmente al menos monosustituido, que contiene
opcionalmente al menos un heterodtomo més como miembro del anillo, que puede
estar condensado con un sistema ciclico clcloalifdtico mono- o biclclico saturado o
insaturado, opcionalmente al menos monosustituido, que contiene opcionaimente al
menos un heterodtomo como miembro del anillo,

R® y R'®, idénticos o diferentes, representan cada uno hidrégeno o un radical
alifatico, lineal o ramificado, saturado o insaturado, opcionalmente al menos
monosustituido,

o

R® y R" junto con el 4tomo puente de nitrégeno forman un anillo heterociclico
saturado o insaturado, opcionalmente al menos monosustituldo, que contiene
opcionalmente al menos un heterodtomo méas como miembro del anillo, que puede
estar condensado con un sistema ciclico cicloalifitico mono- o biciclico saturado o
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R’ y R® idénticos o diferentes, reprasentan cada uno hidrégeno o un radical
alifético C,-C,4, lineal o ramificado, saturado o insaturado, opcionalmente al menos
monosustituido,

R? y R", idénticos o diferentes, representan cada uno hidrégeno o un radical
alifdtico, lineal o ramificado, saturado o insaturado, opcionalmente al menos
monosustituido,

o

R®? y R" junto con el 4tomo puente de nitrégeno forman un anillo heterociclico
saturado o insaturado, opcionalmente al menos monosustituido, que contlene
opcionalmente al menos un heterodtomo mas como miembro del anillo, que puede
estar condensado con un sistema ciclico cicloalifdatico mono- o biciclico saturado o
insaturado, opcionalmente al menos monosustituido, que contiene opcionalmente al
menos un heteroAtomo como miembro del anllio,

A y B, idénticos o diferentes, representan cada uno un radical alifatico, lineal o
ramificado, saturado o insaturado, opcionaimente al menos monosustituido,

o

A y B, junto con el 4tomo de carbono al que estédn unidos, forman un anillo
cicloalquilo saturado o insaturado, pero no aromético, opcionalmente al menos
monosustituido,

y

nes0,1,2,3064
opcionalmente en forma de uno de sus esterecisomeros, preferiblemente
enantibmeros o diasterébmeros, su racemato o en forma de una mezcla de al menos
dos de sus estereocisdmeros, preferiblemente enantiomeros © diasterémeros, en
cualquier razén de mezcla, o una sal de los mismos, preferiblemente una sal
fisiolégicamente aceptable comrespondiente de los mismos, o un solvato
comespondiente de los mismos.

Todavia otro aspecto de la presente invencion son los compuestos de formula
general (Ic)
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(lc)
en la que

R' representa un radical -NR'R® o un radical cicloalifitico saturado o
insaturado, opcionalmenta al menos monosustituido, que contiene opcionaimente al
menos un heterodtomo como miembro del anillo, que puede estar condensado con un
sistema ciclico cicloalifético mono- o biciclico saturado o insaturado, opcionalmente al
menos monosustituido, que contiene opclonaimente al menos un heterodtomo como
miembro del anillo,

R? R3, RY R®y RS idénticos o diferentes, representan cada uno hidrégeno,
halégeno, ciano, nitro, un radical alifatico lineal o ramificado, saturado o insaturado, un
radical alcoxi lineal o ramificado, un radical alquiltio lineal o ramificado, hidroxilo,
trifluorometilo, un radical cicloalifatico saturado o insaturado, un radical alguilcarbonilo,
un fenilcarbonilo o un grupo -NR°R,

R’ y R®, idénticos o diferentes, representan cada uno hidrégeno o un radical
glifdtico, lineal o ramificado, saturado o insaturado, opcionaimente al menos
monosustituido,

o

R’ y R® junto con el 4tomo puente de nitrégeno forman un anillo heterociclico
saturado o insaturado, opcionalmente al menos monosustituido, que contiene
opcionaimente al menos un heterodtomo méas como miembro del anillo, que puede
estar condensado con un sistema ciclico cicloalifatico mono- o biciclico saturado o
insaturado, opcionalmente al menos monosustituido, que contiene opcionalmente al
menaos un heterodtomo como miembro del anillo,

R? y R", idénticos o diferentes, representan cada uno hidrégeno o un radical
alifdtico, lineal o ramificado, saturado o insaturado, opcionalmente al menos
monosustituido,

o
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R? y R junto con el atomo puente de nitrégeno forman un anillo heterociclico
saturado o insaturado, opcionalmente al menos monosustituido, que contiene
opcionaimente al menos un heterodtomo mas como miembro del anillo, que puede
estar condensado con un sistema cliclico cicloalifdtico mono- o biclclico saturado o
insaturado, opcionalmente al menos monosustituido, que contiene opcionalmente al
menos un heterodtomo como miembro del anillo,

A y B, idénticos o diferentes, representan cada uno un radical alifatico, lineal o
ramificado, saturado o insaturado, opcionalmente al menos monosustituido,

0

A y B, junto con el 4tomo de carbono al que estadn unidos, forman un anillo
cicloalquilo saturado ¢ insaturado, pero no aromético, opcionalmente al menos
monosustituido,

Y

nes0,1,2,364;
opcionalmente en forma de uno de sus esterecisémeros, preferiblemente
enantidmeros o diasterdmeros, su racemato o en forma de una mezcla de al mencs
dos de sus estereoisdmeros, preferiblemente enantibmeros o diasterdmeros, en
cualquier razébn de mezcla, o una sal de los mismos, preferiblemente una sal
fisiolégicamente aceptiable cormespondiente de los mismos, o un solvato
cormespondiente de los mismos.

Si uno o més de los residuos R-R', A y B, representan un radical alquilo, un
radical alquenilo o un radical alquinilo, que estd sustituido por uno o més sustituyentes,
cada uno de estos sustituyentes puede seleccionarse preferiblemente del grupo que
consiste en hidroxilo, halégeno, alquilo C,-C, lineal o ramificado, alcoxi C,-Cg lineal o
ramificado, perfluoroalquilo C4-Cy lineal o ramificado, perflucroalcoxi C,-Cq lineal o
ramificado, © un radical fenilo opcionalmente al menos monosustituido.

Si dicho radical fenllo estd él mismo sustituido por uno o méas sustituyentes,
cada uno de estos sustituyentes puede seleccionarse preferiblemente del grupo que
consiste en filior, cloro, bromo, alquilo C4-Cs lineal o ramificado, alcoxi C4-Cg lineal o
ramificado, alquiltio C4-C, lineal o ramificado, un radical trifluorometilo, un radical ciano
y un radical NR"'R'2, en el que R"' y R'?, idénticos o diferentes, se definen como R’ y
R

Si R' es un radical cicloalifitico saturado o insaturado, que contiene
opcionaimente al menos un heterodtomo como miembro del anillo, el cual esta
sustituido por uno o méds sustituyentes y/o si R' comprende un sistema ciclico
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cicloalifatico mono- o biclclico saturado o insaturado, que contiene opcionalmente al
menos un heterodtomo como miembro del anillo, el cual estéd sustituido por uno o més
sustituyentes, a menos que se defina lo contrario, cada uno de estos sustituyentes
puede seleccionarse preferiblemente del grupo que consiste en hidroxilo, flGor, cloro,
bromo, alquilo Ci-Cg lineal o ramificado, alcoxi C;-Cs lineal o ramificado,
perfluoroalquilo C,-Cg lineal o ramificado, perfluoroalcoxi C,Cs lineal o ramificado y
bencilo, mas preferiblemente del grupo que consiste en alquilo Ci-Cy lineal o
ramificado y bencilo.

Los heterodtomos del radical cicloalifdtico y/o de dicho sistema ciclico
cicloalifatico mono o biciclico pueden selecclonarse, independientemente unos de
otros, preferiblemente del grupo que consiste en nitrégeno, azufre y oxigeno, se elige
mas preferiblements nitrbgenc como heterodtomo.

Dicho radical cicloalifatico puede contener 0, 1, 2 6 3 heterodtomos elegidos del
grupo mencionado anterlormente, preferiblemente contiene 0, 1 6 2 heteroitomos
elegidos del grupo mencionado anteriormente.

Si R” y R? junto con el &tomo puente de nitrégano forman un anillo heteroclclico
saturado o insaturado, que contiene al menos un heterodtomo més como miembro del
anillo, el cual estd sustituido por uno o mas sustituyentes y/o condensado con un
sistema clclico cicloalifatico mono o biclclico saturado o no saturado, que contiene
opcionalmente al mencs un heterodtomo como miembro del anillo, que esté sustituido
por uno o més sustituyentes, a menos que se defina lo contrario, cada uno de estos
sustituyentes puede selaccionarse preferiblemente del grupo que consiste en hidroxilo,
fldor, cloro, bromo, alquilo C;-Cg lineal o ramificado, alcoxi C,-Cg lineal o ramificado,
perflucroalquilo C-Cg lineal o ramificado, perfluoroalcoxi Ci-Cy lineal o ramificado y
bencilo, mas preferiblemente del grupo que consiste en alquilo C:-Cq lineal o
ramificado y bencilo.

Si el anillo heterociclico contiene uno o mas heterodtomos adicionales y/o si
uno o ambos anillos mono o biciclicos contienen uno o més heterodtomos, estos
hetercétomos pueden seleccionarse, independientements unos de ofros,
preferiblemente del grupo que consiste en nitrégeno, azufre y oxigeno, mds
preferiblemente se elige el nitnégeno como heteroatomo.

Dicho anillo heteroclclico puede contener 0, 1, 2 6 3 heterodtomos adicionales
elegidos del grupc mencionado anteriormente, preferiblemente contiene 0 ¢ 1
heterodtomos elegidos del grupo mencionado anteriormente.
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S| A es un radical alifético, es decir, un radical alquilo, alquenilo o alquinilo,
sustituido por uno o mas sustituyentes, cada uno de estos sustituyentes puede
seleccionarse preferiblemente del grupo que consiste en hidroxilo, halégeno, alquilo
C:-Cs lineal o ramificado, alcoxi C4-Cq lineal o ramificado, perfluoroalquilo C4-Cs lineal o
ramificado, perfluoroalcoxi C;-Cg lineal o ramificado o un radical fenilo opcionaimente
al menos monosustituido.

Si dicho radical fenilo estd é] mismo sustituido por uno o mas sustituyentes,
cada uno de los sustituyentes puede seleccionarse preferiblemente del grupo que
consiste en flior, cloro, bromo, alquilo C-Cg lineal o ramificado, alcoxi C,-Cq lineal o
ramificado, alquiltio C,-C, lineal o ramificado, un radical trifluorometilo, un radical ciano
y un radical NR¥*R", en el que R" y R, idénticos o diferentes se definen como R” y
R%.

Si B es un radical alifético, es decir, un radical alquilo, un radical alquenilo 0 un
radical alquinilo, el cual esté sustituido por uno o més sustituyentes, cada uno de estos
sustituyentes puede seleccionarse preferiblemente del grupo que consiste en hidroxilo,
halégeno, alquilo C;-Cs lineal o ramificado, alcoxi C-Cg lineal o ramificado,
perfluoroalquilo C,-Cs lineal o ramificado, perfluoroalcoxi C4-Cg lineal o ramificado o un
radical fenilo opcionalmente al menos monosustituido.

Si dicho radical fenilo estd é1 mismo sustituido por uno o mas sustituyentes,
cada uno de estos sustituyentes puede seleccionarse preferiblemente del grupo que
consiste en flior, cloro, bromo, alquilo Ci-Cg lineal o ramificado, alcoxi C-Cs lineal o
ramificado, alquiltio C4-Cg lineal o ramificado, un radical trifluorometilo, un radical clano
y un radical NR"R'9, en el que R* y R, idénticos o diferentes se definen como R’ y
RS

Si A y B, junto con el 4tomo de carbono al que estdn unidos, forman un anillo
cicloalquilo saturado o insaturado, pero no aromético, el cual estd sustituido por uno o
méas sustituyentes, cada uno de estos sustituyentes puede seleccionarse
preferiblemente del grupo que consiste en hidroxilo, halégeno, alquilo Ci-Cg lineal o
ramificado, alcoxi C,-Cy lineal o ramificado, perfluoroalquilo C4-Cq lineal o ramificado,
perfluoroalcoxi C,-Cs lineal o ramificado o un madical fenilo opcionaimente al menos
monosustituido.

Si dicho radical fenilo estd él mismo sustituido por uno o més sustituyentes,
cada uno de estos sustituyentes puede seleccionarse preferiblemente del grupo que
consiste en fitior, cloro, bromo, alquilo Ci-Cg lineal o ramificado, alcoxi C-Cg lineal o
ramificado, alquiltio C+-Cs lineal o ramificado, un radical trifluorometilo, un radical ciano



10

15

20

25

11

y un radical NR''R', en el que R y R", idénticos o diferentes se definen como R’ y
R

Si uno de los sustituyentes R?, R?, R*, R® y R® representan un radical alifatico
lineal o ramificado, un radical alcoxi lineal 0 ramificado o un radical alquiltio lineal o
ramificado, la cadena de carbono puede tener preferiblemente 1-6, mds
preferiblemente 1-3 4tomos de carbono.

Los expertos en la técnica, entenderdn que el término “condensado” indica que
los anillos condensados comparten més de un éatomo. El término “anulado” o
“fusionado” también puede usarse para este tipo de enlace.

Se prefieren derivados de sulfonamidas de férmula general (la), en la que R’
representa un radical -NR'R® o un radical cicloalifatico de 5 6 6 miembros saturado o
insaturado, opcionalmente al menos monosustituido, que contiene opcionaimente al
menos un heterodtomo como miembro del anillo, que puede estar condensado con un
sistema clclico cicloalifatico mono o biclclico saturado o insaturado, opcionaimente al
menos monosustituido, que contiene opcionalmente al menos un heterodtomo como
miembro del anillo, en el cual los anillos del sistema cliclico tienen 5 6 6 miembros,

més preferiblemente R' representa un radical -NR'R® o un radical seleccionado
del grupo que consiste en

: _Q y N

en los que, si asté presente, la linea de puntos representa un enlace quimico opcional
y R™ representa hidrégeno, un radical alquilo C,-Cs lineal o ramificado o un radical
bencilo, preferiblemente hidrégeno o un radical alquilo C;-C2, y R%-R%, R®, R, A, By n
se definen como anteriormente.

También se prefieren derivados de sulfonamidas de formula general (la), en la
que R% R%, RY, R®° y R, idénticos o diferentes, representan cada uno hidrégeno, F, Cl,
Br, ciano, nitro, un radical alquilo C;-Ce lineal o ramificado, un radical alquenilo C2-Cg
lineal o ramificado o un radical alquinilo C2-Cs lineal o ramificado, un radical alcoxi C,-
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Cs lineal o ramificado, un radical alquilio C,-Cy lineal o ramificado, hidroxilo,
trifluorometilo, un radical cicloalifdtico C;4 saturado o insaturado, un radical
alquilcarbonilo C;-Cg lineal o ramificado, fenilcarbonilo o un grupo -NR*R",

méas preferiblemente R%, R?, R*, R® y R? idénticos o diferentes, representan
cada uno H, F, Cl, NO,2, NH, o un radical alquilo C,. y R, R™-R', A, B y n se definen
como anteriormente.

Ademas, también se prefieren derivados de sulfonamidas de férmula general
(la), en la que R’ y R®, idénticos o diferentes, representan cada uno hidrégeno un
radical alquilo C4-Cy lineal o ramificado, opcionalmente al menos monosustituido, un
radical alquenilo C;C, lineal ¢ ramificado, opcionaimente al menos monosustituido,
un radical alquinilo C,-C,o lineal o ramificado, opcionalmente al menos monosustituido,
con la condicién, de que R® y R? no sean al mismo tiempo hidrdgeno, y si uno de ellos
R® y R?, es un radical alifitico C;-C,, lineal o ramificado, saturado o insaturado,
opcionalimente al menos monosustituido, el otro es un radical alifdtico lineal o
ramificado, saturado o insaturado, opcionalmente al menos monosustituido con al
menos cinco atomos de carbono,

o R? y R® junto con el 4tomo puente de nitrégeno forman un anillo heterociclico
de 5 ¢ 6 miembros, saturado o insaturado, opcionalmente al menos monosustituido,
que contiene opcionaimente al menos un heterodtomo adicional como miembro del
anillo, el cual puede estar condensado con un sistema clclico cicloalifdtico mono o
biclclico saturado o insaturado, opcionalmente al menos monosustituido, que contiena
opcionalmente al menos un heterodtomo como miembro del anillo, en el que los anillos
del sistema ciclico tienen 5, 8 6 7 miembros y R'-R?, R, R™, A, B y n se definen como
anteriorments.

Se prefieren particulam€mente derivados de sulfonamidas de férmula general (la),
en la que R’ y R®, idénticos o diferentes, representan hidrégeno o un radical alquilo C;
—Cqq lineal o ramificado, con la condicién, de que R® y R® no sean al mismo tiempo
hidrégeno, y sl uno de ellos R® o R, representa un radical alifatico C-C,, lineal o
ramificado, saturado o ingaturado, opcionalments al menos monosustituido, el otro de
elios representa un radical alifatico lineal o ramificado, saturado o insaturado,
opcionalmente al menos monosustituido con al menos cinco Atomos de carbono, o

R” y R? junto con el 4tomo puente de nitrégeno forman un radical seleccionado
del grupo que consiste en
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en los que R, si estd presents, representa hidrégeno, un radical alquilo C;-Cq lineal o
ramificado o un radical bencilo, preferiblemente hidrégeno, ¢ un radical alquilo C,-C,, y
R'-R®, R?, R', A, B y n se definen como anteriormente.

Ademds, también se prefieren derivados de sulfonamidas de férmula general
(la). en la que R® y R'°, idénticos o diferentes, representan cada uno hidrégeno, un
radical alquilo C;-C4, lineal o ramificado, opcionalments al menos monosustituido, un
radical alquenilo CC,, lineal o ramificado, opcionalmente al menos monosustituido o
un radical alquinilo Cz-C,, lineal o ramificado, opcionalmente al menos monosustituido,
0

R® y R" junto con el 4tomo puente de nitrégeno forman un anillo hetsrociclico
de 5 6 6 miembros saturado o insaturado, opcionalmente al menos monosustituido,
que contiene opcionalmente al menos un heterodtomo méas como miembro del anillo,
que puede estar condensado con un sistema clclico cicloalifatico mono- o biclclico
saturado o insaturado, opcionaimente al menos monosustituido, que contiene
opcionalmente al menos un heterodtomo como miembro del anillo, en el que los anillos
del sistema clclico tienen 5, 8 6 7 miembros y R'-R?, A, B y n se definen como
anteriorments.

Se prefieren particularmente derivados de sulfonamidas de la férmula general
(Ia), en la que R? y R, idénticos o diferentes, representan cada uno hidrégeno o un
radical alquilo C;-C,, lineal o ramificado, o

R® y R, junto con el 4tomo puente de nitrégeno forman un radical
seleccionado del grupo que consiste en

70
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en los que R™, si esta presente, representa hidrdgeno, un radical alquilo C;-Cq lineal o
ramificado o un radical bencilo, preferiblemente hidrégeno, o un radical alquilo C;-C,, y
R'-R?, A, B y n se definen como anteriormente.

Ademas, se prefieren derivados de sulfonamidas de fdrmula general (la), en la
que A y B, idénticos o diferentes, representan cada uno un radical alquilo C4-C, lineal o
ramificado, un radical alqueniloc C-Cs lineal o ramificade o0 un radical alquinilo Cx-Ce
lineal o ramificado, mas preferiblemente A y B, idénticos o diferentes, representan
cada uno un radical alquilo C,-C, lineal o ramificado, o
Ay B, junto con el 4tomo de carbono al que estdn unidos, forman un anillo cicloalquilo
saturado o insaturado, pero no aromatico, opcionalmente al menos monosustituido,
mas preferiblemente A y B, junto con el &tomo de carbono al que estdn unidos, forman
un anillo cicloalquilo Cs3-Cs, incluso més preferiblemente A y B, junto con el dtomo de
carbono al que estan unidos, forman un anillo ciclohexilo y R'-R' y n se definen como
anteriormente.

Ademads, se prefieren derivados de sulfonamidas de férmula general (la), en la
quenes 0, 1, 2, 3 6 4; preferiblements n es 0 & 1; mds preferiblementa nes 0y R'a
Ry Ay B se definen como anteriormente.

Aquellos compuestos mas preferidos de fdrmula general (la) se seleccionan del
grupo que consiste en
[1] 1-ciclohexanosulfonil-3-{1-metil-1,2,3,6-tetrahidropiridin-4-il}-5-nitro-1H-indol,

[2) S-cloro-1-ciclohexanosulfonil-3-(1-metil-1,2,3,6-tetrahidropiridin-4-il)-1H-indol,

3] 5-amino-1-ciclohexanosulfonil-3-(1-metil-1,2,3,6-tetrahidropiridin-4-il}- 1H-indol,

y

4] clorhidrato de 1-ciclohexanosulfonil-5-fluoro-341,2,3,5,8,8a-hexahidro-indolizin-
7-l1}-1H-indol,

y sus comrespondientes sales y solvatos.
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También se prefieren derivados de sufonamidas de férmula general (Ib), en la
que R% R3, R4, R° y RS, idénticos o diferentes, representan cada uno hidrégeno, F, Cl,
Br, ciano, nitro, un radical alquilo C,¢ lineal o ramificado, un radical alquenilo C,. lineal
o ramificado, un radical alquinilo Cz4 lineal o ramificado, un radical alcoxi C,4 lineal o
ramificado, un radical alquiltio C,¢ lineal o ramificado, hidroxilo, trifluorometilo, un
radical cicloalifatico Ca g saturado o insaturado, un radical alquilcarbonilo C4-Cq lineal o
ramificado, fenilcarbonilo o un grupo -NR®R',

preferiblemente R?, R?, R*, R® y R? idénticos o diferentes, representan cada uno
H, F, Cl, NOz, NH; o un radical alquilo C,z y R, R™-R™, A, B y n se definen como
anteriorments.

Ademas, también se prefieren derivados de sulfonamidas de férmula general
(Ib), en la que R” y R?, idénticos o diferentes, representan cada uno hidrégeno, un
radical alquilo C;-C, lineal o ramificado, opcionalmente al menos monosustituido, y R'-
R%, R, R, A, B y n se definen como anteriormente.

Se prefieren particularmente derivados de sulfonamidas de formula general (Ib),
en la que R’ y R?, Idénticos o diferentes, representan cada uno hidrégeno o un radical
alquilo C1—C, con la condicién de que R’ y R® no sean al mismo tiempo hidrégeno, y
R-R? R?, R", A, B y n se definen como anteriormente.

Ademds, también se prefieren derivados de sulfonamidas de formula general
(Ib), en la que R® y R, idénticos o diferentes, representan cada uno hidrégeno, un
radical alquilo C4-C,, lineal o ramificado, opcionalmente al menos monosustituido, un
radical alquenilo C,-C, lineal o ramificado, opcionalmente al menos monosustituido o
un madical alquinilo CCy lineal o ramificado, opcionaimente al menos monosustituido,
o

R® y R" junto con el &tomo puente de nitrdgeno forman un anillo heterociclico
de 5 6 6 miembros saturado o insaturado, opcionalmente al menos monosustituido,
que contiene opcionailmente al menos un heterodtomo mas como miembro del anillo,
que puede estar condensado con un sistema ciclico cicloalifatico mono- o biclclico
saturado o insaturado, opcionaimente al menos monosustituido, que contiene
opcionalmente al menos un heterodtomo como miembro del anillo, en el que los anillos
del sistema ciclico tienen 5, 6 6 7 miembros y R'-R%, A, B y n se definen como
anteriormente.

Se prefieren particularmente derivados de sulfonamidas de férmula general (Ib),
en la que R® y R', idénticos o diferentes, representan cada uno hidrégeno o un radical
alquilo C4-C,, lineal o ramificado, o
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R® y R", junto con el nitrégeno de puente forman un radical seleccionado del
grupo que consiste en

O O . -0

e e e Y
en los que R, si esta presante, representa hidrogeno, un radical alquilo Cy-Cq lineal o
ramificado o un radical bencilo, preferiblemente hidrégeno, o un radical alquilo C4-C,, y
R'-R%, A, B y n se definen como anteriormente.

Ademds, se prefieren derivados de sulfonamidas de férmula general (Ib), en la
que A y B, idénticos o diferentes, representan cada uno un radical alquilo C,-C, lineal o
ramificado, un radical alquenilo C;-C; lineal o ramificado o un radical alquinilo C-Cg
lineal o ramificado, preferiblemente un radical alquilo C,-C, lineal o ramificado, o
Ay B, junto con el 4tomo de carbono al que estdn unidos, forman un anillo cicloalquilo
saturado o insaturado, pero no aromdtico, opcionalmente al menos monosustituido,
mas preferiblemente A y B, junto con el 4tomo de carbono al que estén unidos, forman
un aniilo cicloalquilo Cs-Cs, incluso mas preferiblemente A y B, junto con el dtomo de
carbono al que estan unidos, forman un anillo ciclohexilo y R™-R" y n se definen como
anteriormente.

Ademés, se prefieren derivados de sulfonamidas de férmula general (Ib), en la
quenes 0, 1, 2, 3 6 4; preferiblemente n es 0 6 1; mas preferblemente nes 0y R'a
Ry A y B se deflnen como anteriormente.

Se prefieren derivados de sulfonamidas de férmula general (ic), en la que R’
representa un radical -NR'R? o un radical cicloalifatico de 5 6 8 miembros saturado o
insaturado, opcionalmente al menos monosustituido, que contiene opcionaimente al
menos un heterodtomo como miembro del anillo, que puede estar condensado con un
sistema ciclico cicloalifatico mono o biclclico saturado o insaturado, opcionalimente al
menos monosustituido, que contiene opcionalmente al menos un heterodtomo como
miembro del anillo, en el cual los anillos del sistema ciclico tienen 5 6 8 miembros,

més preferiblemente R' representa un radical -NR'R® o un radical seleccionado
del grupo que consiste en



10

15

20

25

17

en los que, si esté presente, la linea de puntos representa un enlace quimico opcional
y R representa hidrégeno, un radical alquilo C,-Cg lineal o ramificado o un radical
bencilo, preferiblemente hidrégeno o un radical alquilo C,-C2, y R-R%, R, R®, A, Byn
se definen como anteriormente.

También se prefieren derivados de sulfonamidas de férmula general {Ic), en la
que R%, R?, R*, R y RS, idénticos o diferentes, representan cada uno hidrégeno, F, Cl,
Br, ciano, nitro, un radical alquilo C;-Cg lineal o ramificado, un radical alquenilo C-Cg
lineal o ramificado, un radical aiquinilo C-Cg lineal o ramificado, un radical alcoxi Cy4
lineal o ramificado, un radical alquiltio C, lineal o ramificado, hidroxilo, trifluorometilo,
un radical cicloalifético Cs4 saturado o insaturado, un radical siquilcarbonilo C-Cqg
lineal o ramificado, fenilcarbonilo o un grupo -NR°R™,

més preferiblemente R% R3, R*, R® y R? idénticos o diferentes, representan
cada uno H, F, Cl, NOz, NH o un radical alquilo C.2 y R', R™-R™, A, B y n se definen
como anteriormente.

Ademds, tamblén se prefieren derivados de sulfonamidas de férmula general
(Ic), en la que R” y R®, idénticos o diferentes, representan cada uno hidrégeno un
radical alqullo C,-C,, lineal o ramificado, opcionaimente al menos monosustituido, un
radical alquenilo C-Cy lineal o ramificado, opcionaimente al menos monosustituido,
un radical alquinilo C;-Cy lineal o ramificado, opcionaimente al menos monosustituido,

o R? y R? junto con el 4&tomo puente de nitrégeno forman un anillo heterociclico
de 5 6 6 miembros, saturado o Insaturado, opcionalmente al menos monosustituido,
que contiene opcionalmente al menos un heteroatomo adicional como miembro del
anillo, el cual puede estar condensado con un sistema ciclico cicloalifdtico mono o
biclclico saturado o insaturado, opcionalmente al menos monosustituido, que contiene
opcionalmente al menos un heterodtomo como miembro del anillo, en el que los anillos

q¥
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del sistema clclico tienen 5, 6 6 7 miembros y R'-R%, R?, R™, A, B y n se definen como
anteriorments.

Se prefieren particularmente derivados de sulfonamidas de férmula general (Ic),
en la que R” y R®, idénticos o diferentss, representan hidrégeno o un radical alquilo C,
—Co lineal o ramificado, o

R? y R® junto con el 4tomo puente de nitrégeno forman un radical seleccionado
del grupo que consiste en

AU OIS

QPP

en los que R™, si estd presente, representa hidrégeno, un radical alquilo C,-Cq lineal o
ramificado o un radical bencllo, preferiblemente hidrégeno, o un radical alquilo C4-C,, y
R-R?, R?, R, A, B y n se definen como anteriormente.

Ademds, también se prefieren derivados de sulfonamidas de férmula general
(Ic), en la que R®* y R™, idénticos o diferentes, representan cada uno hidrégeno, un
radical alquilo C,-C, lineal o ramificado, opcionalmente al menos monosustituide, un
radical alquenilo C2-C, lineal o ramificado, opcionalmente al menos monosustituido o
un radical alquinilo C;-Cyg lineal o ramificado, opcionalmente al mencs monosustituido,
o

R? y R" junto con el 4tomo puente de nitrégeno forman un anillo heterociclico
de 5 ¢ 6 miembros saturado o insaturado, opcionalmente al menos monosustituido,
que contiene opcionalmente al menos un heterodtomo més como miembro del anilio,
que puede estar condensado con un sistema ciclico cicloalifadtico mono- o biciclico
saturado o insaturado, opcionalmenie al menos monosustituido, que contiene
opcionaimente al menos un heterodtomo como miembro del anillo, en el que los anillos
del sistema ciclico tienen 5, 6 6 7 miembros y R'-R®, A, B y n se definen como
anteriorments.

Sae prefieren particularmente derivados de sulfonamidas de férmula general (lc),
en la que R’ y R, idénticos o diferentes, representan cada uno hidrégeno o un radical
alquilo C+-Cy lineal o ramificado, o
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R® y RY, junto con el &tomo puente de nitrégeno forman un radical
seleccionado del grupo que consiste en

O N> O
-0 P O

en los que R, si estd presente, representa hidrégeno, un radical alquilo C,-Cq lineal o
ramificado o un radical bencilo, preferiblemente hidrégeno, o un radical alquilo Cy-C,, y
R-R%, A, B y n se definen como anteriormente.

Ademas, se prefieran derivados de sulfonamidas de férmula general (Ic), en la
que A y B, idénticos o diferentes, representan cada uno un radical alquilo C;-Cyq lineal o
ramificado, un radical alquenilo C-Cs lineal o ramificado o un radical alquinilo C,-Cy
lineal o ramificado, méds A y B, idénticos o diferentes, representan cada uno un radical
alquilo C,-Cq lineal o ramificado, o
A y B, junto con el dtomo de carbono al que estén unidos, forman un anillo cicloalquilo
saturado o insaturado, pero no aromético, opcionalmente al menos monosustituido,
mas preferiblemente A y B, junto con el 4&tomo de carbono al que estdn unidos, forman
un anillo cicloalquilo C3-Cs, incluso mas preferiblemente A y B, junto con el atomo de
carbono al que estin unidos, forman un anillo ciclohexilo y R'-R'® y n se definen como
anteriormente.

Ademds, se prefieren derivados de sulfonamidas de férmula general (ic), en la
que nes 0, 1, 2, 3 6 4; preferiblemente n es 0 & 1; més preferiblemente nes 0y R'a
R"y A y B se definen como anteriormente.

Otro aspecto de la presents invencién son los compuestos de férmula

general (Ic),
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B

A
(Ic),

en la que

R' representa un radical cicloalifitico de 5 6 6 miembros insaturado, que
contiene opcionalmente al menos un dtomo de nitrégeno como miembro del anillo, que
puede estar sustituido por un grupo metilo y/o que puede estar condensado con un
anillo cicloalifético de 5 miembros, mas preferiblemente R' representa un radical —
NR'R® o un resto seleccionado del grupo que consiste en

R? R}, R* y R? representan cada uno hidrégeno,

RS representa H, fitior, cloro, nitro o un grupo -NR°R'®,

R® y R' representan cada uno hidrégeno

A y B, junto con el dtomo de carbono al que estadn unidos, forman un anilio
cicloalquilo C5-Cs, saturado o insaturado, pero no aromético, mds preferiblemente
forman un anillo ciclohexilo,

Y

nesO;

opcionalmente en forma de uno de sus esterecisdmeros, preferiblemente
enantiomeros o diasterémeros, su racemato o en forma de una mezcla de al menos
dos de sus estereoisémeros, preferiblemente enantibmeros o diasterdmeros, en
cualquier razén de mezcla, o una sal de los mismos, preferiblemente las sales

qr
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fisioldgicamente aceptables comrespondientes de los mismos © [os solvatos
comrespondientes de los mismos.

Aquellos compuestos mas preferidos de férmula general {Ic) se seleccionan del
grupo que consiste en
[1] 1-ciclohexanosulfonil-3-{1-metil-1,2,3,6-tetrahidropiridin-4-il}-5-nitro-1H-Indol,

[2] 5-cloro-1-ciclohexanosulfonil-3-(1-metil-1,2,3,6-tetrahidropiridin-4-il}-1H-indol,
[3] 5-amino-1-ciclohexanosulfonil-3+1-metil-1,2,3,8-tetrahidropiridin-4-il}-1H-indol,

y

[4] clorhidrato de 1-ciclohexanosulfonil-5-fluoro-3<{1,2,3,5,8,8a-hexahidro-indolizin-
7-il}-1H-indol,

y sus cormespondientes sales y solvatos.

La presente invencién se refiere igualmente a las sales, preferiblemente a las
sales fisiologicamente aceptables de los compuestos de férmula general {la} y/o (Ib),
y/o de férmula general (Ic), en particular las sales de adicién de é&cidos minerales mas
preferiblemente de acido clorhidrico, acido bromhidrico, acido fosférico, dcido sulfirico,
4cido nitrico y las sales de 4cidos orgénicos mas preferiblemente de écido cltrico,
acido maleico, acido fumarico, acido tartdrico o sus derivados, dcido p-toluensulfénico,
4cido metanosulfénico, cido camforsulfénico, etc.

A continuacién la expresién derivados de sulfonamidas de féormula general (1)
se refiere a uno o0 mas compuestos de férmula general (la) y/o a uno o més
compuestos de férmula general (Ib), y/o a uno o més compuestos de férmula general
(Ic) respectivaments, y opcionalmente en forma de uno de sus estereocisdmeros,
preferiblements enantimeros o diasterdmeros, su racemato o en forma de una mezcla
de al menos dos de sus estereoisomeros, preferiblemente enantiomeros o
diasterdmeros, en cualquier razén de mezcla, o una sal de los mismos preferiblemente
una sal fisiolédgicamente aceptable comespondiente de los mismos, o un solvato
correspondiente de los mismos.

Otro aspecto de la presente invencién consiste en un procedimiento para la
preparacién de los nuevos derivados de férmula general (1), en la que R'-R™, A, By n
tienen el significado dado anteriormente, segun el cual al menos un compuesto de
férmula general (ll),
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en la que A y B tienen el significado dado anteriormente y X es un grupo saliente
aceptable, preferiblemente un &tomo de halégeno, méas preferiblemente cloro; se hace
reaccionar con al menos un indol sustituido de férmula general (lll)

()

en la que R'-R® y n tienen el significado dado anteriorments, o uno de sus derivados
adecuadamente protegido, y, si fuera necesario, se eliminan los grupos protectores
para obtener el derivado de sulfonamidas de férmula (1) correspondiente, que puede
purificarse y/o aislarse mediante métodos convencionales conocidos en la técnica
anterior.

La reaccién se lleva a cabo preferiblemente en presencia de una base fuerte
adecuada, por ejemplo, diisopropilamina de litio, butillitio, hidruro de sodio, o
bis(trimetilsilil}amida de sodio en un disolvente inerte, preferiblemente tetrahidrofurano,
hexano o dimetiformamida. Las temperaturas de reaccion mas adecuadas varian
desde -100°C hasta la temperatura ambiente y el tiempo de reaccion comprende
preferiblemente desde 5 minutos hasta 24 horas. Las condiciones mas preferidas son
hidruro de sodio an dimetiformamida a aproximadamente 0°C.

El derivado de sulfonamida de férmula general {l) resultante puede purificarse
ylo aislarse de acuerdo con métodos convencionales conocidos en la técnica anterior.

Preferiblemente, los derivados de sulfonamida de férmula general (I) pueden
aislarse evaporando el medio de reaccién, afadiendo agua y si fuera necesario
ajustando el pH para que se obtenga un sélido que pueda aislarse por filtracién; o bien
el derivado de sulfonamida puede extraerse con un disoivente no miscible en agua
preferiblemente cloroformo y purificarse por cromatografla o recristalizacién de un
disolvente adecuado.
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Los compuestos de férmula general (ll) estdn disponibles comercialmente o
pueden prepararse seglin métodos estdndar conocidos en la técnica anterior, por
ejemplo por métodos similares a los descritos en la bibliografia [KHANNA, V.;
TAMILSELVAN, P.; KALRA, S.J.S.; IQBAL, J.; Tetrahedron 1994, 35 (32), 5935-5838;
L.N. Aristarkhova et al., J. Org. Chem. USSR, 1970, 6, 2454-2458; E.E. Gilbert,
Synthesis, 1969, 1, 3]. Los compuestos de férmula general (lll) también pueden
prepararse segin métodos estdndar conocidos en la técnica anterior, por ejemplo,
métodos similares a los descritos en la bibliografia. Substituted aromatic 5-HT1f
agonist, el documento WO 9848570. Piperidine-indole compounds having 5-HT6
affinity, el documento US 6.133.287.

Las descripciones bibliogréficas respectivas se incorporan como referencia y
forman parte de la descripcién.

Otro aspecto de la presente invenciéon consiste en un procedimiento para la
preparacién de los nuevos derivados de sulfonamida de férmula general {l), en el que
uno o més de R, R?, R*, R* o R" se reducen a un grupo amino mediante la reduccién
del grupo nitro de los derivados de féormula general (IV) mediante métodos conocidos
en la técnica anterior, por ejemplo BRATTON, L.D.; ROTH, B.D.; TRIVEDI, B.K.;
UNANGST, P.C.; J. Heterocycl Chem, 2000, 37 (5), 1103-1108. FANGHAENEL, E.;
CHTCHEGLOV, D.; J. Prakt Chem / Chem-Ztg, 1896, 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.

V)

y los otros R'-R®, A, B y n tienen el significado mencionado anteriorments, o

uno de sus derivados adecuadamente protegidos, y, si fuera necesario, se eliminan los
grupos protectores para obtener la amina de férmula general (1) correspondients, que
puede purificarse y/o alslarse por medio de métodos convencionales conocidos en la
técnica anterior.
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Las descripciones bibliogréficas respactivas se incorporan como referencia y
forman parte de la descripcion.

Las sales, preferiblemente las sales farmacéuticamente aceptables de los
compuestos de férmula general (I) pueden prepararse mediante métodos
convencionales conocidos en la técnica anterior, preferiblemente por reaccién con un
dcido mineral, mds preferiblemente por reaccién con é&cido clorhidrico, écido
bromhidrico, dcido fosférico, dcido sulfirico, dcido nitrico o por reaccidbn con acidos
orgénicos mds preferiblemente por reaccién con acido citrico, acido maleico, acido
fumérico, 4cido tartdrico o sus derivados, &cido p-ioluensulfénico, 4cido
metanosulfénico, 4cido canforsulfénico etc., en un disolvente apropiado
preferiblemente metanol, etanol, dietiléter, acetato de etilo, acetonitrilo o acetona y
obteniéndose las sales resultantes con las técnicas habituales de precipitacién o
cristalizacion de las sales cormespondientes.

Las sales fisioldgicamente aceptables preferidas de los derivados de
sulfonamida de férmula general (1) son las sales de adici6n de acidos minerales, més
preferiblemente de acido clorhidrico, cido bromhlidrico, écido fosférico, dcido sulfdrico
o Acido nitrico y las sales de adicién de acidos organicos, més preferiblemente acido
cltrico, dcido maleico, &cido fumérico, écido tartdrico o sus derivados, écido p-
toluensulfénico, dcido metanosulfénico, dcido canforsulfénico, etc.

Los solvatos, preferiblemente los solvatos fisioldgicamente aceptables, més
preferiblemente hidratos, de los derivados de sulfonamida de férmula general {I) o de
las sales fislolégicamente acepiables correspondientes pueden prepararse por
métodos conocidos en la técnica anterior.

Durante algunas de las secuencias sintéticas descritas o en la preparaciéon de
los reactivos adecuados utilizados puede ser necesario y/o deseabls proteger grupos
sensibles o reactivos en algunas de las moléculas utillzadas. Esto puede lievarse a
cabo medlante el uso de grupos protectores convencionales prefariblemente aquellos
descritos en la bibliografla [Protective groups in Organic Chemistry, ed J. F.W.
McOmie, Plenum Press, 1973; TW. Greene & P.G.M. Wuls, Protective Groups in
Organic Chemistry, John Wiley & Sons, 1891]. Los grupos protectores pueden
eliminarse en el estadio posterior adecuado por métodos conocidos en la técnica
anterior. Las descripciones bibliogréficas respectivas se incorporan como referencia y
forman parte de la descripcion.

Si los derivados de sulfonamida de férmula general (1) se obtienen en forma de
mezcla de estersoisémeros, preferiblemente enantibmeros o diasterdmeros, dichas

T
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mezclas pueden separarse mediante procedimientos estandar conocidos en la técnica
anterior, por ejemplo métodos cromatogréficos o cristalizacién con agentes quirales.

Otro aspecto de la presents invencién es un medicamento que comprende al
menos un derivado de 1-sulfonilindol de férmula general (1), opcionalmente en forma
de uno de sus esterecisémeros, preferiblemente enantidmeros o diasterdmeros, su
racemato o en forma de una mezcla de al menos dos de sus esterecisémeros,
preferiblemente enantiémeros o diasterémeros, en cualquier razén de mezcla, o una
sal fisiolégicamente aceptiable correspondiente de los mismos o un solvato
correspondiente de los mismos, y opcionalmente uno o més adyuvantes
farmacéuticamente aceptables.

Este medicamento es adecuado para la regulacién del receptor 5-HT,, para la
profilaxis y/o el tratamiento de un trastomo o enfermedad relacionada con la ingestion
de alimentos, preferiblemente para la regulacién del apetito, para el mantenimiento,
incremento o reduccién del peso corporal, para la profilaxis y/o el tratamiento de la
obesidad, bulimia, anorexia, caquexia o diabetes de tipo Il (diabetes mellitus insulino
independients), preferiblemente diabetes de tipo Il que es causada por la obesidad,
para la profilaxis y/o el tratamiento de trastomos del tracto gastrointestinal,
preferiblemente el sindrome del intestino irritable, para la mejora de la cognicién, para
la profilaxis y/o el tratamiento de trastomos del sistema nervioso central, ansiedad,
panico, depresién, preferiblemente trastornos bipolares, trastomos cognitivos de la
memoria, procesos de demencia senil, trastornos neurodegenerativos, preferiblemente
enfermedad de Alzheimer, enfermedad de Parkinson, enfermedad de Huntington y/o
esclerosis miiltiple, esquizofrenia, psicosis, hiperquinesia infantil (ADHD, déficit de
atenclén / trastomo de hiperactividad) y otros trastomos mediados por el receptor 5-
HTe de la serotonina en humanos y/o animales, preferiblemente en mamiferos, més
preferiblemente en humanos.

Otro aspecto de la presente invencién es un medicamento que comprende al
menos un derivado de 1-sulfonilindol de férmula general (la), opcionalmente en forma
de uno de sus estereocisémeros, preferiblemente enantidmeros o diasterdmeros, su
racemato o en forma de una mezcla de al menos dos de sus esterecisdémeros,
preferiblemente enantimercs o diasterdmeros, en cualquier razén de mezcla, o una
sal fisioldgicamente acepiable correspondiente de los mismos o un solvato
correspondiente de los mismos, y opcionaimente uno o més adyuvantes
farmacéuticamente aceptables.
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Este medicamento es adecuado para la regulacién del receptor 5-HTg, para la
profilaxis y/o el tratamiento de un trastomo o enfermedad relacionada con la ingestién
de alimentos, preferiblemente para la regulacién del apetito, para el mantenimiento,
incremento o reduccién del peso corporal, para la profilaxis y/o el tratamiento de la
obesidad, bulimia, anorexia, caquexia o diabetes de tipo 1l (diabetes mellitus insulino
independiente), preferiblemente diabetes de tipo Il que es causada por la obesidad,
para la profilaxis y/o el tratamiento de trastomos del tracto gastrointestinal,
preferiblemente el sindrome del intestino irritable, para la mejora de la cognicién, para
la profilaxis y/o el tratamiento de trastomos del sistema nervioso central, ansiedad,
pénico, depresién, preferiblemente trastomnos bipolares, trastomos cognitivos de la
memoria, procesos de demencia senil, trastornos neurodegenerativos, preferiblemente
enfermedad de Alzheimer, enfermedad de Parkinson, enfermedad de Huntington y/o
esclerosis muiltiple, esquizofrenia, psicosis o hiperquinesia infantil (ADHD, déficit de
atencién / trastorno de hiperactividad) y otros trastornos mediados por el receptor 5-
HT, de la serotonina en humanos y/o animales, preferiblemente en mamMiferos, més
preferiblemente en humanos,

mas adecuado para la regulacién del receptor 5-HT,, para la profilaxis y/o el
tratamiento de un trastomo o enfermedad relacionada con la ingestién de alimentos,
preferiblemente para la regulacién del apetito, para el mantenimiento, incremento o
reduccién del peso corporal, para la profilaxis y/o el tratamiento de la obesidad,
bulimia, anorexia, caquexia o diabetes de tipo Il (diabetes mellitus insulino
independiente), preferiblemente diabetes de tipo |l que es causada por la obesidad,
para la profilaxis y/o el tratamiento de trastomos del tracto gastrointestinal,
preferiblemente el sindrome del intestino imitable, en humanos y/o animales,
preferiblemente en mamiferos, mas preferiblemente en humanos.

Otro aspecto de la presente invencién es un medicamento que comprende al
menos un derivado de 1-sulfonilindol de férmula general (Ib), opcionalmente an forma
de uno de sus esterecisdmeros, preferiblemente enantibmeros o diasterdmeros, su
racemato o en forma de una mezcia de al menos dos de sus esterecisémeros,
preferiblemente enantidmeros o diasterbmeros, en cualquier razén de mezcla, ¢ una
sal fisiolégicamente aceptable correspondiente de los mismos o un solvato
correspondiente de los mismos, y opcionaimente uno o méas adyuvantes
fammacéuticamente aceptables.

Este medicamento es adecuado para la regulacién del receptor 5-HT,, para la
profilaxis y/o el tratamiento de un trastormo o enfermedad relacionada con la ingestién
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de alimentos, preferiblemente para la regulacién del apetito, para el mantenimiento,
incremento o reduccién del peso corporal, para la prevencion y/o el tratamiento de la
obeslidad, bulimia, anorexia, caquexia o diabetes de tipo il (diabetes mellitus insulino
independiente), preferiblemente diabetes de tipo Il que es causada por la obesidad,
para la profilaxis y/o el tratamiento de trastomos del tracto gastrointestinal,
preferiblemente el sindrome del intestino iritable, para la mejora de la cognicién, para
la profilaxis y/o el tratamiento de trastomos del sistema nervioso central, ansiedad,
péanico, depresién, preferiblemente trastomos bipolares, trastormos cognitivos de la
memoria, procesos de demencia senil, frastomos neurodegenerativos, preferiblemente
enfermedad de Alzheimer, enfermedad de Parkinson, enfermedad de Huntington y/o
esclerosis mlltiple, esquizofrenia, psicosis o hiperquinesia Infantil (ADHD, déficit de
atencién / trastorno de hiperactividad) y otros trastomos mediados por el raceptor 5-
HT, de la serotonina en humanos y/o animales, preferiblemente en mamfferos, mas
preferiblemente en humanos,

méds adecuado para la mejora de la cognicién, para la profilaxis y/o el
tratamiento de trastomos del sistema nervioso central, ansiedad, panico, depresion,
preferiblemente trastornos bipolares, trastornos cognitivos de la memoria, procesos de
demencia senil, trastomos neurodegenerativos, preferiblemente enfermedad de
Alzheimer, enfermedad de Parkinson, enfermedad de Huntington y/o esclerosis
multiple, esquizofrenia, psicosis o hiperquinesia infantil (ADHD, déficit de atencién /
trastomo de hiperactividad) en humanos y/o animales, preferiblemente en mamfferos,
mas preferiblemente en humanos.

Otro abjeto de la presente invencién es un medicamento compuesto por al
menos un derivado de 1-sulfonilindol de férmula general (ic), opcionaimente en forma
de uno de sus esterecisdmeros, preferiblemente enantibmeros o diasterémeros, su
racemato 0 en forma de una mezcla de al menos dos de sus estereocisémeros,
preferiblemente enantidmeros o diasterdmeros, en cualquier razén de mezcia, o una
sal fisioldgicamente aceptable comespondiente de los mismos o un solvaio
comespondiente de los mismos, y opcionaimenie uno o més adyuvantes
farmacéuticamente aceptables.

Este medicamento es adecuado para la regulacién del receptor 5-HT,, para la
profilaxis y/o el tratamiento de un trastomo o enfermedad relacionada con la ingestién
de alimentos, preferiblemente para la regulacién del apetito, para el mantenimiento,
incremento o reduccion del peso corporal, para la profilaxis y/o el tratamiento de la
obesidad, bulimia, anorexia, caquexia o diabetes de tipo Il (diabetes mellitus insulino
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independiente), preferiblemente diabetes de tipo Il que es causada por la obesidad,
para la profilaxis y/o el traitamiento de trastomos del tracto gastrointestinal,
preferiblemente el sindrome del intestino imritable, para la mejora de la cognicién, para
la profilaxis y/o el tratamiento de trastomos del sistema nervioso central, ansiedad,
pénico, depresién, preferiblemente trastomos bipolares, trastomos cognitivos de la
memoria, procesos de demencia senil, frastomos neurodegenerativos, preferiblemente
enfermedad de Alzheimer, enfermedad de Parkinson, enfermedad de Huntington y/o
esclerosis miiltiple, esquizofrenia, pslcosis o hiperquinesia infantil (ADHD, déficit de
atenclén / trastomo de hiperactividad) y otros trastomos mediados por el receptor 5-
HTg de la serotonina en humanos y/o animales, preferiblemente en memiferos, mas
preferiblemente en humanos.

El medicamento obtenidc segun la presente invenciébn es particularmente
adecuado para su administracion a mamiferos, incluido el ser humano. El
medicamento puede administrarse preferiblemente a todos los grupos de edad, es
decir, nifios, adolescentes y adultos.

Otro aspecto de la presente invencién es el uso de al menos un derivado de
sulfonamida de férmula general (l), opcionalmente en forma de uno de sus
estereocisémeros, preferiblemente enantibmeros o diasteromeros, su racemato o en
forma de una mezcla de al menos dos de sus esterecisémeros, preferiblemente
enantidmeros o diasterdmeros, en cualquier razén de mezcla, 0 una sal
fisiolégicamente aceptable correspondiente de los mismos o un solvato
correspondiente de los mismos, para la fabricacion de un medicamento para la
regulacién del receptor 5-HT,, para la profilaxis y/o el tratamiento de un trastomo o
enfermedad relacionada con la ingestibn de alimentos, preferiblementa para Ia
regulacién del apetito, para el mantenimiento, incremento o reduccién del peso
corporal, para la profilaxis y/o el tratamiento de la obesidad, bulimia, anorexia,
caquexia o diabetes de tipo (diabetes mellitus insulino independiente), preferiblemente
diabetes de tipo Il que es causada por la obeslidad, para la profilaxis y/o el tratamiento
de trastornos del tracio gastrointestinal, preferiblemente el sindrome del intestino
imitable, para la mejora de la cognicién, para la profilaxis y/o el tratamiento de
trastomos del sistema nervioso central, ansiedad, pénico, depresién, preferiblemente
trastomos bipolares, trastomos cognitivos de la memoria, procesos de demencia senil,
frastomos neurodegenerativos, preferiblemente enfermedad de Alzheimer,
enfermedad de Parkinson, enfermedad de Huntington y/o esclerosis miuitiple,
esquizofrenia, psicosis o hiperquinesia infantil (ADHD, déficit de atencion / trastomo de
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hiperactividad) y otros trastomos mediados por el receptor 5-HT, de la serotonina en
humanos y/o animales, preferiblemente en mamiferos, més preferiblemente en
humanos.

Otro aspecto de la presente invenciéon es el uso de al menos un derivado de
sulfonamida de férmula general (la) anterior, opcionalmente en forma de uno de sus
esterecisémeros, preferiblemente enantidmeros o diasterdmeros, su racemato o en
forma de una mezcla de al menos dos de sus estereoisdmeros, preferiblemente
enantibmeros o diasterdbmeros, en cualquler razén de mezcla, o una sal
fisioléglcamente aceptable comespondiente de Ilos mismos o un solvato
comrespondiente de los mismos, para la fabricaclén de un medicamento para la
regulacién del receptor 5-HTe, para la profilaxis y/o el tratamlento de un trastorno o
enfermedad relacionada la ingestién de alimentos, preferiblemente para la regulacién
del apetito, para el mantenimiento, incremento ¢ reduccién del peso corporal, para la
profilaxis y/o el tratamiento de la obesidad, bulimia, anorexia, caquexia o diabetes de
tipo 1l (diabetes mellitus insulino independiente), preferiblemente diabetes de tipo Il
que es causada por la obesidad, para la profilaxis y/o el tratamiento de trastomnos del
tracto gastrointestinal, preferiblemente el sindrome del intestino iritable, para la mejora
de la cognicién, para la profilaxis y/o el tratamiento de trastomos del sistema nervioso
central, ansiedad, pénico, depresién, preferiblemente trastomos bipolares, trastomnos
cognitivos de la memoria, procesos de demencia senil, trastomos neurodegenerativos,
preferiblemente enfermedad de Alzheimer, enfermedad de Parkinson, enfermedad de
Huntington y/o esclerosis multiple, esquizofrenia, psicosis o hiperquinesia infantil
(ADHD, déficit de atencién / trastorno de hiperactividad) y otros trastomos mediados
por el receptor 5-HT, de la serotonina en humanos y/o animales, preferiblemente en
mamiferos, mas preferiblemente en humanos,

preferiblemente para la regulacién del receptor 5-HT,, para la profilaxis y/o el
tratamiento de un trastomo o enfermedad relacionada con la ingestién de alimentos,
preferiblemente para la regulacién del apetito, para el mantenimlento, incremento o
reduccién del peso corporal, para la profilaxis y/o el tratamiento de la obesidad,
bulimia, anorexia, caquexia o diabetes de tipo Il (diabetes mellitus insulino
independiente), preferiblemente diabetes de tipo |l que es causada por la obesidad,
para la profilaxis y/o el tratamiento de trastomos del tracto gastrointestinal,
preferiblemente el receptor del sindrome del intestino irritable en humanos y/o
animales, preferiblemente en mamiferos, mas preferiblemente en humanos.
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Otro aspecto de la presente invencion es el uso de al menos un derivado de
sulfonamida de formula general (Ib} anterior, opcionalmente en forma de uno de sus
estereocisbmeros, preferiblemente enantibmeros o diasterdmeros, su racemato o en
forma de una mezcla de al menos dos de sus estereocisdmeros, preferiblemente
enantibmeros o diasterdmeros, en cualquier raz6n de mezcla, o una sal
fisiolégicamente aceptable correspondiente de los mismos o un solvato
comespondiente de los mismos, para la fabricacion de un medicamento para la
regulacién del receptor 5-HTg, para la profilaxis y/o el tratamlento de un trastomo o
enfermedad relacionada la ingestién de alimentos, preferiblemente para la regulacién
del apetito, para el mantenimiento, incremento o reducclién del peso corporal, para la
profilaxis y/o el tratamiento de la obesidad, bulimia, anorexia, caquexia o diabetes de
tipo Il (diabetes mellitus insulino independiente), preferiblemente diabetes de tipo I
que es causada por la obesidad, para la profilaxis y/o el tratamiento de trastornos del
tracto gastrointestinal, preferiblemente el sindrome del intestino imritable, para la mejora
de la cognicion, para la profilaxis y/o el tratamiento de trastomos del sistema nervioso
central, ansiedad, panico, depresion, preferiblemente trastomos bipolares, trastomos
cognitivos de la memoria, procesos de demencia senil, trastomos neurodegenerativos,
preferiblemente enfermedad de Alzheimer, enfermedad de Parkinson, enfermedad de
Huntington y/o esclerosis miuiltiple, esquizofrenia, psicosis o hiperquinesia infantil
(ADHD, déficit de atencitn / trastorno de hiperactividad) y otros trastomos mediados
por &l receptor 5-HT, de la serotonina en humanos y/o animales, preferiblemente en
mamiferos, mds preferiblemente en humanos,

preferiblemente para la fabricacién de un medicamento para la mejora de la
cognicién, para la profilaxis y/o el tratamiento de trastomos del sistema nervioso
central, ansiedad, panico, depresién, preferiblemente trastomos bipolares, trastomos
cognitivos de la memoria, procesos de demencia senil, trastomos neurodegenerativos,
preferiblemente enfermedad de Alzheimer, enfermedad de Parkingon, enfermedad de
Huntington y/o esclerosis multiple, esquizofrenia, psicosis o hiperquinesia infantil
(ADHD, déficit de atencibn / trastorno de hiperactividad) en animales, preferiblemente
en mamiferos, méas preferiblemente en humanos,

Otro aspecto de la presente invencién es el uso de al menos un derivado de
sulfonamida de férmula general (Ic) anterior, opcionaimente en forma de uno de sus
esterecisomeros, preferiblemente enantibmeros o diasterémeros, su racemato o en
forma de una mezcla de al menos dos de sus estereoisémeros, preferiblemente
enantibmeros o diasteromeros, en cualquier raz6n de mezcla, o una sal
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fisiolbgicamente aceptable comespondiente de los mismos ©0 un solvato
correspondiente de los mismos, para la fabricacidn de un medicamentc para la
regulacién del receptor 5-HTs, para la profilaxis y/o el tratamiento de un trastomo o
enfermedad relacionada la ingestion de alimentos, preferiblemente para la regulacién
del apetito, para el mantenimiento, incremento o reduccién del peso corporal, para la
profilaxis y/o el tratamiento de la obesidad, bulimia, anorexia, caquexia o diabetes de
tipo Il {diabetes mellitus insulino independiente), preferiblemente diabetes de tipo Il
que es causada por la obesidad, para la profilaxis y/o el tratamiento de trastomos del
tracto gastrointestinel, preferiblements el sindrome del intestino imritable, para la mejora
de la cognicién, para la profilaxis y/o el tratamiento de trastomos del sistema nervioso
central, ansiedad, pénico, depresién, preferiblemente trastomos bipolares, trastomos
cognitivos de la memoria, procesos de demencia senil, trastomos neurodegenerativos,
preferiblemente enfermedad de Alzheimer, enfermedad de Parkinson, enfermedad de
Huntington y/o esclerosis multiple, esquizofrenia, psicosis © hiperquinesia infantil
(ADHD, déficit de atencién / trastorno de hiperactividad) y otros trasiornos mediados
por el receptor 5-HT, de la serotonina en humanos y/o animales, preferiblemente en
mamiferos, mas preferiblemente en humanos.

La preparacién de las composiciones farmacéuticas correspondientes, asl
como de los medicamentos formulados puede llevarse a cabo mediante métodos
convencionales conocidos en la técnica anterior, por ejemplo a partir de los indices de
*Phamaceutics: The Science of Dosage Forms", segunda edicién, Aulton, M.E. (ED.
Churchill Livingstone, Edinburgh (2002); “Encyclopedia of Pharmaceutical
Technology®, segunda edicién, Swarbrick, J. y Boilan J.C. (Eds.), Marcel Dekker, Inc.
Nueva York (2002); “Modemn Pharmaceutics®, cuarta edicién, Banker G.S. y Rhodes
C.T. (Eds.) Marcel Dekker, Inc. Nueva York 2002 y “The Theory and Practice of
Industrial Pharmacy”, Lachman L., Lieberman H. and Kanig J. (Eds.), Lea & Febiger,
Filadelfia (1986). Las respectivas descripciones de la bibliografia se incorporan en el
presente documento como referencia y forman parte de la descripcién.

Las composiciones farmacéuticas, as{ como los medicamentos formulados,
preparados segun la presente invencién, pueden comprender, ademés al menocs un
derivado de sulfonamida de férmula general (I), opcionaimente en forma de uno de sus
esterecisémercs, preferiblemente enantibmeros o diasterémeros, su racemato o en
forma de una mezcla de al menos dos de sus esterecisémeros, preferiblemente
enantidmeros o diasterdmeros, en cualquier razéon de mezcla, o una sal
fisioldgicamente aceptable comespondiente de los mismos o0 un solvato



10

15

20

25

30

35

32

comespondiente de los mismos, otras sustancias auxiliares convencionales conocidas
en la técnica anterior, preferiblemente excipientes, cargas, disolventes, diluyentes,
tintes, agentes de recubrimiento, agentes para formar una matriz y/o aglutinantes. Tal
y como saben los axpertos en la técnica, la eleccién de las sustancias auxiliares, y de
la cantidad de las mismas, dependerd de la via de administracién buscada, por
ejemplo rectal, intravenosa, intraperitoneal, intramuscular, intranasal, oral, bucal o
tépica.

Los medicamentos adecuados para la administracién oral son, por ejemplo,
comprimidos, comprimidos recubiertos, cdpsulas o multiparticulados, preferiblemente
granulos o grageas, sometidos opcionalmente a compresién en comprimidos,
cargados en cdpsulas o suspendidos en disoluciones, suspensiones o liquidos
adecuados.

Los medicamentos adecuados para la administracidn parenteral, tépica o
inhalada pueden elegirse preferiblemente del grupo consistente en disoluciones,
suspensiones, preparaciones anhidras de répida reconstitucion y también aerosoles.

Los medicamentos adecuados para su uso oral o percutdneo pueden liberar los
compuestos de sulfonamida de férmula general (I) de una forma sostenida,
generaimente se conoce en la técnica anterior la preparacién de estos medicamentos
de liberacién sostenida.

Se conocen de la técnica anterior las formulaciones de liberacion sostenida
més adecuadas, asl como los materiales y métodos para la preparacién de las
mismas, por ejemplo, a partir de los Indices de “Modified-Release Drug Delivery
Technology”, Rathbone, J.JI, Hadgraft, J. y Roberts, M.S. (Eds.), Marce! Dekker, Inc.,
Nueva York (2002); “Handbook of Pharmaceutical Controlled Release Technology”,
Wise, D.L. (Ed.), Marcel Dekker, Inc. Nueva York, (2000); "Controlled Drug Delivery®,
Vol, |, Basic Concepts, Bruck, S.D. (Ed.), CRD Press Inc., Boca Raton (1883) y de
Takada, K and Yoshikawa, H., "Oral Drug Delivery”, Encyclopedia of Controlled Drug
Delivery, Matiowitz, E. (Ed.), John Wiley & Sons, Inc., Nueva York (1999), Vol. 2, 728-
742; Fix, .J., “Oral drug delivery, small intestine and colon", Encyclopedia of Controlled
Drug Delivery, Matiowitz, E. (Ed.), John Wiley & Sons, Inc., Nueva York (1999), Vol. 2,
698-728. Las referencias bibliogréificas respectivas se incorporan como referencla al
presente documento y forman parte de la descripcién.

Los medicamentos de la presente invencién también pueden tener al menos un
recubrimiento entérico, que se disuelve segun el valor de pH. Debido a dicho
recubrimiento, el medicamento puede pasar por el estdmago sin disolverse y los
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compuestos de férmula general | se liberan sélo en el tracto intestinal. El recubrimiento
entérico se disuelve preferiblemente a un pH de entre 5 y 7,5. También se conocen en
la técnica anterior los materiales y métodos adecuados para preparar recubrimientos
entéricos.

Nomalmente, las composiciones farmacéuticas y los medicamentos
comprenden desde un 1 hasta un 60% en peso de uno o mas derivados de
sulfonamida de férmula general (I) y desde un 40 hasta un 99% en peso de uno o més
excipientes.

La cantidad de sustancia medicinal a administrar a! paciente varla en funcién
del peso del paciente, de la via de administracién, la indicacién y la gravedad del
trastomo. Habitualmente, se administran desde 1 mg hasta 2 g de al menos un
derivado de sulfonamida de férmula general {I) por paciente y dia. La dosis diaria total
puede administrarse al paciente en una o mas dosis.

Métodoas Farmacéuticos
UNION AL RECEPTOR DE LA SEROTONINA 5-HT,

La membranas celulares de células HEK-293 que expresan el receptor
recombinante humano 5HTg fueron suministradas por Receptor Biology. En dichas
membranas la concentracién de receptor es 2,18 pmol/mg de proteina y la
concentracion de protelna es 8,17 mg/ml. El protocolo experimental sigue el método
de B. L. Roth et al. [B. L. Roth, S. C. Craigo, M. S. Choudhary, A. Uluer, F. J. Monsma,
Y. Shen, H. Y. Meltzer, D. R. Sibley: Binding of Typical and Atypical Antipsychotic
Agenis to 5-Hydroxytryptamine-6 and Hydroxytryptamine-7 Receptors. The Joumal of
Farmacology and Experimental Therapeutics, 1984, 268, 1403] con ligeras
modificaciones. Se diluye la membrana comercial (dilucién 1:40) con el tampén de
unién: Tris-HC! 50 mM, MgCl, 10 mM, EDTA 0,5 mM (pH 7.4). El radioligando usado
es [°H]-LSD a un concentracién de 2,7 nM con un volumen final de 200 yl. Se inicia la
incubacién afiadiendo 100 pl de suspensién de membrana, (= 22,9 ug de proteina de
membrana), y se prolonga durante 60 minutos a una temperatura de 37 °C. Se finaliza
la incubacién por filtracién réapida en un colector de células de Brandel a traves de
fitros de fibra de vidrio de la marca regisirada Schleicher & Schuell GF 3362
pretratados con una disolucién de polietilenimina al 0,5 %. Se lavan los filtros fres
veces con tres mililitros de tampén Tris-HCI 50 mM, pH 7,4. Se transfieren los filtros a
viales y se afiaden a cada vial 5 ml de la mezcla de centelleo liquido Ecoscint H. Se
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deja que los viales alcancen el equilibric durante varias horas antes del recuento con
un contador de centellec Wallac Winspectral 1414. Se determina la unién no
especifica en presencia de serotonina 100 pM. Se realizan las pruebas por triplicado.
Se calcularon las constantes de inhibicién (K, nM) por un analisis de regresién no
lineal usando el programa EBDA/LIGAND descrito en [Munson y Rodbard, Analyticel
Biochemistry, 1980, 107, 220].

MEDIDAS DE LA INGESTION DE COMIDA (MODELOS DE COMPORTAMIENTO):

Se usan ratas macho W (200-270 g) obtenidas de Haran, S.A. Las ratas se
aclimatan a los alojamientos durante al menos 5 dias antes de que se sometan a
cualquier experimento. Durante este periodo los animales se alojan (en grupos de
cinco) en jaulas traslicides, y se les da agua y comida a voluntad. Al menos 24 horas
antes de que comience ias pruebas, los animales se destinan en alojamientos
individuales.

Entonces, se determina el efecto agudo de los derivados de sulfonamida de
férmula (1) usados de manera experimental sobre la ingestién de comida en ratas en
condiciones de ayunas segin se indica a continuacion:

Las ratas se mantienen en ayunas durante 23 horas en sus jaulas individuales
de origen. Después de este periodo, se trata a las ratas via oral o intraperitoneal con
una composicién que comprende un derivado de sulfonamida de formula genaral (1) o
una composicién comespondients (vehlculo) sin dicho derivado de sulfonamida.
Inmediatamente después de esto, se deja a la rata con alimentos pesados
previamente y se mide la ingesta de comida acumulada después de 1, 2, 4 y 6 horas.

Dicho método de medida de la ingestién de comida se describe también en la
bibliografia (Kask et al., European Journal of Farmacoiogy 414 (2001), 215-224 y
Tumbull et al., Diabetes, Vol. 51, Agosto 2002). Las partes respectivas de las
descripciones se incorporan en el presente documento como referencia y forman parte
de la descripcién.

La preparacibn de nuevos compuestos segun la invencién se indica en los
siguientes ejemplos. Se describe también la afinidad por el receptor de serotonina
5HT,, asi como las fébrmulas galénicas aplicables a los compuesios de la invencion.
Los ejemplos indicados a continuacién, se dan solamente a modo de ejemplo y no
limitan el alcance de la invencién.
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Ejemplos:

Ejemplo 1.- Preparacibn de 1-ciclohexanosulfonil-3-(1-metfil-1,2,3,6-
tetrahidropiridin-4-il}-5-nitro-1H-indol

Se afiadieron 468 mg (9,8 mMol) de hidruro de sodio al 50% en aceite a 0°C a
una disolucién de 1,0 g (3,9 mMol) de 3<{1-metil-1,2,3,6-tetrahidropiridin-4-il}-5-nitro-
1H-indol en 50 ml de dimetilformamida anhidra y se dejoé agitar la mezcla durante 30
minutos. Después, se afiadieron 2,14 g de cloruro de ciclohexanosulfonilo, y continud
la agitacién durante 3 h a temperatura ambiente. Se afladié agua y se evapord hasta
soquedad. Se fratd el crudo resultante con bicarbonato de sodio y se extrajc con
cloroformo. Se seco |a fase orgédnica con sulfato de sodio anhidro y se evapord hasta
sequedad; se purificd el sélido resultante medlante cromatografia, obteniendo 800 mg
(57%) de 1-ciclohexanosulfonil-3<1-metil-1,2,3,6-tetrahidropiridin-4-il}-5-nitro-1H-indol
como un sélido amarillo.

Ejemplo 2.- Preparacién de 5-cloro-1-ciclohexanosulfonil-3-(1-metil-1,2,3,6-
tetrahidropiridin-4-il}-1H-indol

Se abtuvieron 900 mg (74%) del compuesto mencionado a partir de 770 mg
(3,12 mMol) de 5-cloro-3-1-metil-1,2,3,6-tetrahidropiridin-4-il-1H-indol y 1,7 g (9,36
mMol) de cloruro de ciclohexanosulfonilo, por medio del procedimiento descrito en el
ejemplo 1, como un sdlido amarillo.

Ejemplo 3.- Preparacién de S5-amino-1-ciclohexanosulfonil-3-(1-metil-1,2,3,6-
tetrahidropiridin-4-il}-1H-indole

Se afladieron 200 mg de Pd/C al 50% con una humedad del 5% a una
disoluciébn de 403 mg (1 mMol) de 1-ciclohexanosulfonil-3-(1-metil-1,2,3,6-
tetrahidropiridin-4-il }-5-nitro-1H-indol en 200 ml de etanol. Se hidrogend la suspensién
resultante a 25 psi de sobrepresién durante 20 horas. Después se filiré el catalizador y
se evapord hasta sequedad. Se purificé el crudo resultante mediante cromatografia y
se obtuvieron 150 mg (40%) del compuesto mencionado como una crema sélida.

Ejemplo 4.- Preparacion de 1-ciclohexanosulfonil-5-fluoro-3+(1,2,3,5,8,8a-
hexahidro-indolizin-7-il}-1H-indol

Se obtuvieron 1,95 g (78%) de 1-ciclohexanosulfonil-5-fluoro-3-(1,2,3,5,8,8a-
hexahidro-indolizin-7-il}-1H-indol como un aceite a partir de 1,6 g (6,25 mMol) de 5-
fluoro-3<1,2,3,5,8,8a-hexahidro-indolizin-7-l}-1H-indol vy 3,42 g (18,76 mMol) de
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cloruro de ciclohexanosulfonilo, por medio del procedimiento descrito en el ejemplo 1.
Después se afiadieron 2 ml de una disolucién de etanol / HCI 6N a una disolucién de
195 g (4,85 mMol) de 1-ciclohexanosulfonil-5-fluoro-3-(1,2,3,5,8,8a-hexahidro-
indolizin-7-il}-1H-indol en 20 mi de etanol, haciendo precipitar un sdlido que se
recristalizd a pertir del etanol, obteniendo 1,5 g (71%) del compuesto mencionado
como un sodlido blanco.

Los rendimientos son indicativos y no se hizo ningin esfuerzo adicional para
mejorarios.

El punto de fusion y los datos espectroscopicos para la identificacién de alguno
de los compuestos de la presente invencién se indican en la tabla siguiente.

1
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Datos farmacéuticos:
La unién de los nuevos compuestos de fdrmula general (1) al receptor 5-HTg se

determind como se describe anteriormente.
Los resultados de unién para algunos de los compuesios de la presente
invencion se indican en la tabla sigulente:

Tabla
Ejemplo % de inhibicién K{nM)
10°M
1 59,8+ 3,0
2 98,2
3 55,1
4 191

La posologia diaria en medicina humana estd4 comprendida entre 1 miligramo y
2 gramos de producto medicinal que puede administrarse en una o varias dosis. Las
composiciones se preparan en formas compatibles con la via de administracion
utilizada, preferiblemente comprimidos, comprimidos recubierios, cdépsulas,
supositorios, disoluciones o suspensiones. Estas composiciones se preparan mediante
meétodos conocidos y comprenden desde el 1 hasta el 60% en peso de! principio activo
(compuesto de férmula general 1) y desde el 40 hasta el 99% en peso del vehiculo
farmacéutico adecuado compatible con el principio activo y la forma fisica de la
composicion utilizada. A titulo de ejemplo se presenta la férmula de un comprimido
que contiene un producto de la invencién:
Ejemplo de férmula por comprimido:

Ejemplo 1 5mg
Lactosa 60 mg
Celulosa cristalina 25 mg
Povidona K 90 5mg
Almidon pregelatinizado 3mg
Diéxido de sllice cololdal 1mg
Estearato de magnesio 1mg

Peso total por comprimido 100 mg

g
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REIVINDICACIONES
1. Compuestio sulfonamida de férmula general (la)

[CHRY
[ D)=
i

\

=0

o=

A

(a)

en la que

R' representa un radical -NR'R® o un radical cicloalifdtico saturado o
insaturado, opcionalmente al menos monosustituido, que contiene opcionaimente al
menos un heterodtomo como miembro del anillo, que puede estar condensado con un
sistemna clclico cicloalifatico mono- o biciclico saturado o insaturado, opcionaimente al
menos monosustituido, que contiene opcionalmente al menos un heterodtomo como
miembro del anillo,

R% R, RY R®y R® idénticos o diferentes, representan cada uno hidrégeno,
halégeno, ciano, nitro, un radical alifético lineal o ramificado, saturedo o insaturado, un
radical alcoxi lineal 0o ramificado, un radical alquiltio lineal o ramificado, hidroxilo,
trifluorometilo, un radical cicloalifético saturado o insaturado, un radical alquilcarbonilo,
un fenilcarbonilo o un grupo —-NR*R",

R” y R®, idénticos o diferentes, representan cada uno hidrégeno o un radical
alifético, lineal o ramificado, saturado o insaturado, opcionaimente al menos
monosustituido,
con la condicién, de que R? y R® no sean al mismo tiempo hidrégeno, y si uno de ellos
R? o R%, es un radical alifdtico C;-Cq, lineal o ramificado, saturado o insaturado,
opcionalmente al menos monosustituido, el otro es un radical alifdtico lineal o
ramificado, saturado o insaturado, opcionalmente al menos monosustituldo con al
menos cinco atomos de carbono,

(V]

R’ y R® junto con el dtomo puente de nitrégeno forman un anillo heterociclico
saturado o insaturado, opcionalmente al menos monosustifuido, que contiene
opcionaimente al menos un heterodtomo mas como miembro del anillo, que puede
estar condensado con un sistema ciclico cicloalifético mono- o biciclico saturado o
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insaturado, opcionaimente al menos monosustituido, que contiene opcionaimente al
menos un heterodtomo como miembro del anillo,

R? y R", idénticos o diferentes, representan cada uno hidrégeno o un radical
alifdtico, lineal o ramificado, saturado o insaturado, opcionalmente al menos
monosustituido,

o

R® y R" junto con el dtomo puente de nitrégeno forman un anillo heterociclico
saturado o insaturado, opcionalmente al menos monosustituido, que contiene
opcionaimente al menos un heterodtomo mas como miembro del anillo, que puede
estar condensado con un sistema ciclico cicloalifatico mono- o biclclico saturado o
insaturado, opcionalmente al menos monosustituido, que contiene opcionalmente al
menos un heterodtomo como miembro del anillo,

A y B, idénticos o diferentes, representan cada uno un radical alifatico, lineal o
ramificado, saturado o insaturado, opcionaimente al menos monosustituido,

o

A y B, junto con el 4tomo de carbono al que estdn unidos, forman un anilio
cicloalquilo saturado o insaturado, pero no aromético, opcionalmenta al menos
monosustituido,

Y

nesO,

opcionaimente en forma de uno de sus esterecisémeros, preferiblemente
enantidmeros o diasterbmeros, su racemato o en forma de una mezcla de al menos
dos de sus esterecisémeros, preferiblemente enantidmeros o diasterbmeros, en
cualquier razén de mezcla, o una sal de los mismos, preferiblemente una sal
fisioldgicamente aceptable comespondiente de los mismos, o un solvato
correspondiente de los mismos.

2. Compuesto segun la reivindicacién 1, caracterizado porque R’ representa un
radical -NR'R® o un radical cicloaliftico de 5 6 6 miembros saturado o insaturado,
opcionalmente al menos monosustituido, que contiene opclonaimente al menos un
heterodtomo como miembro del anillo, que puede estar condensado con un sistema
clclico cicloaliftico mono o biclclico saturado o insaturado, opcionalmente al menos
monosustituido, que contiene opcionalmente al menos un heterodtomo como miembro
del anillo, en el cual los anillos del sistema ciclico tienen 5 6 6 miembros,

preferiblemente un radical -NR’R® o un radical seleccionado de! grupo que
consiste en

®
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. _Q y Ny
R

R

en los que, si esta presente, la Ilnea de puntos representa un enlace quimico opcional
y R"™ representa hidrégeno, un radical alquilo C,-Cg lineal o ramificado o un radical
bencilo, preferiblemente hidrégeno o un radical alquilo C4-C,

3. Compuesto segin las reivindicaciones 1 6 2, caracterizado porque RZ, R3, R*,
R® y R?, idénticos o diferentes, representan cada uno hidrégeno, F, Cl, Br, ciano, nitro,
un radical alquilo C, lineal o ramificado, un radical alquenilo Cag lineal o ramificado,
un radical alquinilo C,¢ linea! o ramificado, , un radical alcoxi Cy4 lineal o ramificado,
un radical alquiltio C.4 lineal o ramificado, hidroxilo, trifluorometilo, un radicat
cicloalifitico C34 saturado o insaturado, un radical alquilcarbonilo Cig lineal o
ramificado, fenilcarbonilo o un grupo -NR°R™,

preferiblemente H, F, Cl, NO,, NHz o un radical alquilo C,.5.

4. Compuesto segin una o mas de las reivindicaciones 1 a 3, caracterizado
porque R” y R®, idénticos o diferentes, representan cada uno hidrégeno un radical
alquilo Cy.qo lineal o ramificado, opcionalmente al menos monosustituido, un radical
alquenilo C,4¢ lineal o ramificado, opcionalmente al menos monosustituido, o un
radical alquinilo C..4p lineal o ramificado, opcionalmente al menos monosustituido, o

R’ y R® junto con el nitrdgeno puente forman un anillo heterociclico de 5 ¢ 6
miembros, saturado o Insaturado, opclonalmente al menos monosustituido, que
contiene opcionaimente al menos un heterodtomo adicional como miembro del anillo,
el cual puede estar condensado con un sistema clclico cicloalifatico mono o biciclico
saturado o insaturado, opcionaimente al menos monosustituido, que contiene
opcionaimente al menos un heterodtomo como miembro del anillo, en el que los anillos
del sistema ciclico tlenen 5, 8 6 7 miembros.

5. Compuesto segun la reivindicacién 4, caracterizado porque R’ y R®, idénticos o
diferentes, representan cada uno hidrdgeno o un radical alquilo Cy.¢p lineal o
ramificado, o
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R? y R® junto con el 4tomo puente de nitrdgeno forman un radical seleccionado del
grupo que consiste en

O . O -0

oG SR e

en los que R®, si estd presents, es hidrégeno, un radical alquilo C;-Cq lineal o

ramificado o un radical bencilo, preferiblemente hidrégeno, o un radical alquilo C4-C,.

6. Compuesto segin una o mas de las relvindicaciones 1 a 5, caracterizado
porque R* y R", idénticos o diferentes, representan cada uno hidrégeno, un radical
alquilo C-Cy, lineal o ramificado, opcionalmente al menos monosustituido, un radical
alquenilo C-Cyo lineal o ramificado, opcionaimente al menos monosustituido o un
radical alquinilo C»~Cyy lineal o ramificado, opcionalmente al menos monosustituido, o

R’ y R" junto con el 4tomo puente de nitrégeno forman un anillo heterociclico de 5
6 6 miembros saturado o insaturado, opcionalmente al menos monosustituido, que
contiene opcionalmente al menos un heterodtomo més como miembro del anillo, que
puede estar condensado con un sistema ciclico cicloalifdtico mono- o biciclico
saturado o insaturado, opcionalmente al menos monosustituido, que contiene
opcionalmente al menos un heteroatomo como miembro del anillo, en el que los anillos
del sistema ciclico tienen 5, 6 6 7 miembros.

7. Compuesto segun la reivindicacién 6, caracterizado porque R® y R, idénticos
o diferentes, representan cada uno hidrégeno o un radical alquilo C-Cyo lineal o
ramificado, o

R® y R', junto con el &tomo puente de nitrégeno forman un radical seleccionado
del grupo que consiste en
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en los que R®, si estd presente, es hidrégeno, un radical alquilo C;-Cs lineal o
ramificado o un radical bencilo, preferiblemente hidrégeno, o un radical alquilo C4-C..

8. Compuesto segin una o0 mas de las reivindicaclones 1 a 7, caracterizado
porque A y B, idénticos o diferentes, representan cada uno un radical alquilo C4-Cg
lineal o ramificado, un radical alquenilo CC; lineal o ramificado o un radical alquinilo
C-Cs lineal o ramificado,

preferiblemente un radical alquilo C;-Cq lineal o ramificado, o

A y B, junto con el atomo de carbono al que estdn unidos, forman un anillo
cicloalquilo saturado o insaturado, pero no aromdtico, opcionalmente al menos
monosustituido,

preferiblemente un anillo cicloalquilo Cs-Cs,

més preferiblemente forman un anillo ciclohexilo.

9. Compuesto segin una o0 més de las reivindicaciones 1 a 8, caracterizado
porque el compuesto se selecciona de un grupo que consiste en
[1] 1-ciclohexanosulfonil-3-{1-metil-1,2,3,6-tetrahidropiridin-4-il)}-5-nitro-1H-indol,
[2] 5-cloro-1-ciclohexanosulfonil-3-(1-metil-1,2,3,6-tetrahidropiridin-4-il}-1H-indol,
3] 5-amino-1-ciclohexanosulfonil-3- 1-metil-1,2,3,6-tetrahidropiridin-4-il}-1H-indol,
y
[4] clorhidrato de 1-ciclohexanosulfonil-5-fluoro-3<(1,2,3,5,8,8a-hexahidro-indolizin-
7-il}-1H-indol,
y sus correspondientes sales y solvatos.

10. Compuesto sulfonamida de férmula general (Ib)
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en la que

R' es un radical -NR'R?,

R? R’ RY, R’ y R, idénticos o diferentes, representan cada uno hidrégeno,
halégeno, ciano, nitro, un radical allfatico lineal o ramificado, saturado o insaturado, un
radical alcoxi lineal o ramificado, un radical alquiltio lineal o ramificado, hidroxilo,
trifluorometilo, un radical cicloalifatico saturado o insaturado, un radical alquilcarbonilo,
un fenilcarbonilo o un grupo -NR°R?,

R’ y R®, idénticos o diferentes, representan cada uno hidrégeno o un radical
alifdtico C,4, lineal o ramificado, saturado o insaturado, opcionalmente al menos
monosustituido,

R® y R", idénticos o diferentes, representan cada uno hidrégeno o un radical
alifdtico, lineal o ramificado, saturado o insaturado, opcionalmente al menos
monosustituido,

0

R® y R" junto con el 4tomo puente de nitrégeno forman un anillo heterociclico
saturado o insaturado, opcionalmente al menos monosustituido, que contiene
opcionalmente al menos un heterodtomo mas como miembro del anillo, que puede
estar condensado con un sistema ciclico cicloalifatico mono- o biclclico saturado o
insaturado, opcionalmente al menos monosustituido, que contiene opcionalmente al
menos un heterodtomo como miembro del anillo,

A y B, idénticos o diferentes, representan cada uno un radical alifético, lineal o
ramificado, saturado o insaturado, opcionalmente al menos monosustituido,

o

A y B, junio con el dtomo de carbono al que estdn unidos, forman un anilio
cicloalquilo saturado o insaturado, pero no aromético, opcionalmente al menos
monosustituido,
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opcionalmente en forma de uno de sus estereoisémeros, preferiblemente
enantibmeros o diasterdmeros, su racemato o en forma de une mezcla de al mencs
dos de sus estersoisémeros, preferiblemenie enantiomeros o diasterdémeros, en
cualquier razén de mezcla, o una sal de los mismos, preferiblemente una sal
fisiolégicamente aceptable correspondiente de los mismos, o un solvato
comrespondiente de los mismos

11. Compuesto segun la reivindicacién 10, caracterizado porque R% R®, R, R® y
R®, idénticos o diferentes, representan cada uno hidrégeno, F, Cl, Br, ciano, nitro, un
radical alquilo C;-Cg lineal o ramificado, un radical alquenilo C>-Cq lineal o ramificado,
un radical alquinilo Cz-C, lineal o ramificado, un radical alcoxi C,-Cq lineal o ramificado,
un radical alquiltio C+-Ce lineal o ramificado, hidroxilo, trifluorometilo, un radical
cicloalifatico C~Cs saturado o insaturado, un radical alquilcarbonilo C,-Cs lineal o
ramificado, fenilcarbonilo o un grupo -NR*R',

preferiblemente H, F, Cl, NO2, NH; o un radical alquilo C;-C,,

12. Compuesto segln la reivindicaclén 10 6 11, caracterizado porque R’ y R®,
idénticos o diferentes, en la que R’ y R, idénticos o diferentes, representan cada uno
hidrégeno, un radical alquilo C-C, lineal o ramificado, opcionalmente al menos
monosustituido,

preferiblemente hidrégeno o un radical alquilo C—C,, con la condicién de que
R’ y R? no sean al mismo tiempo hidrégeno.

13. Compuesto segiin una o mas de las reivindicaciones 10 a 12, caracterizado
porque R® y R, idénticos o diferentes, representan cada uno hidrégeno, un radical
alquilo C,-Cyo lineal o ramificado, opcionalmente al menos monosustituido, un radical
alquenilo CCy lineal o ramificado, opcionalmente al menos monosustituido o un
radical alquinilo C2-Cyq lineal o remificado, opcionalmente al menos monosustituido, o

R® y R' junto con el 4tomo puente de nitrégeno forman un anillo heterociclico de 5
6 8 miembros saturado o insaturado, opcionalmente al menos monosustituido, que
contiene opcionalmente al menos un heterodtomo més como miembro del anillo, que
puede estar condensado con un sistema ciclico cicloalifitico mono- o biclclico
saturado o insaturado, opcionalmente al menos monosustituido, que contiene
opcionalmente al menos un heterodtomo como miembro del anillo, en el que los anillos
del sistema ciclico tienen 5, 6 6 7 miembros
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14. Compuesto segun la reivindicacién 13, caracterizado porque R® y R, idénticos
o diferentes, representan cada uno hidrégeno o un radical alquilo C-Cyg lineal o
ramificado, o
R® y R™ junto con el atomo puente de nitrégeno forman un radical
5 seleccionado del grupo que consiste en

-—NQ-R” ' -—Co ' ' _O

o PP

en los que R™, si est4 presente, representa hidrégeno, un radical alquile C,-Cq lineal o
ramificado o un radical bencilo, preferiblemente hidrégeno, o un radical alquilo C,-C»
15. Compuesto segun una o méas de las reivindicaciones 10 a 14, caracterizado

10 porque A y B, junto con el 4&tomo de carbono al que estdn unidos, forman un anillo
cicloalquilo saturado o insaturado, pero no aromético, opcionalmente al menos
monosustituido,

preferiblemente un anillo cicloalquilo C3-Cs,
mas preferiblemente un anille ciclohexilo.

15 16. Procedimiento para la obtencién de un derivado de sulfonamida de férmula
general (la) y/o (Ib), segin una o més de las reivindicaciones 1 a 15, caracterizado
porque al menos un compuesto de formula general (ll), o uno de sus derivados
convenientemente protegidos,

o, 0

NS

{m

20 en laque Ay B tienen la significacién segin una o mas de las reivindicaciones 1 a 15,
y X es un grupo saliente aceptable, preferiblemente un Atomo de halégeno, mas
preferiblemente cloro, se hace reaccionar con al menos un indol sustituido de férmula
general {lll),

&
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(1)

en la que R'-R® y n tlenen el significado segun una o més de las reivindicaciones 1-15,
o uno de sus derivados convenientemente protegidos, y, si fuera necesario, se

eliminan los grupos protectores.

17. Procedimiento para la obtencién de un derivado de sulfonamida de formula
general (la) y/o (Ib), segin una o méas de las reivindicaciones 1 a 15, en la que uno o
mds sustituyentes R?, R?, R*, R® o R? representan un grupo nitro, caracterizado porque
ge reduce un derivado de sulfonamida de férmula general (la) y/o (Ib) comespondiente
a un derivado de sulfonamida de férmula general (la) y/o (Ib) correspondiente, en la
que R?, R?, R*, R® o R? representan un grupo amino.

18. Procedimiento para la preparacién de las sales, preferiblemente las sales
fisiclégicamente aceptables de los compuestos de férmula general (la) y/o (Ib), segtin
una o mds de las reivindicaciones 1 a 15, que consiste en hacer reaccionar al menos
un compuesto de formula general (la) y/o al menos un compuesto de férmula general
(Ib) con un &cido mineral o con un dcido organico en un disolvente adecuado.

19. Medicamento que comprende al menos un compuesto segin una ¢ més de las
reivindicaciones 1 a 9 y opcionalmente uno o méds de los excipientes
farmacolégicamente aceptables.

20. Medicamento segun la reivindicacién 19 para la regulacién del receptor 5-HT,,
para la profilaxis y/o el tratamiento de un trastomo o enfermedad relacionada con la
ingestion de alimentos, preferiblemente para la regulacién del apetito, para el
mantenimiento, incremento o reduccidn del peso corporal, para la profilaxis y/o el
tratamiento de la obesidad, bulimia, anorexia, caquexia o diabetes de tipo 1l (diabetes
mellitus insulino independients), preferiblemente diabetes de tipo Il que es causada
por la obesidad, para la profilaxis y/o el tratamiento de irastornos del tracto
gastrointestinal, preferiblemente el sindrome del intestino imitable, para la mejora de la
cognicién, para la profilaxis y/o el tratamiento de trastomos del sistema nervioso
central, ansiedad, panico, depresién, preferiblemente trastomos bipolares, trastornos
cognitivos de la memoria, procesos de demencia senil, trastornos neurodegenerativos,
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preferiblemente enfermedad de Alzheimer, enfermedad de Parkinson, enfermedad de
Huntington y/o esclerosis miltiple, esquizofrenia, psicosis o hiperquinesia infantil
(ADHD, déficit de atencidn / trastomo de hiperactividad),
preferiblemente para la regulacién del receptor 5-HTs, para la profilaxis y/o el

tratamiento de un trastomo o enfermedad relacionada con la ingestién de alimentos,
preferiblemente para la regulacién del apetito, para el mantenimiento, incremento o
reduccion del peso corporal, para la profilaxis y/o el tratamiento de la obesidad,
bulimia, anorexia, caquexia o diabetes de tipo 1l (diabetes mellitus insulino
independiente), preferiblemente diabetes de tipo Il que es causada por la obesidad,
para la profilaxis y/o el tratamiento de trastomos del tracto gastrointestinal,
preferiblemente el sindrome del intestino irritable

21. Uso de al menos un compuesto segln una o més de las reivindicaciones 1a 9,
para la preparacién de un medicamento para la regulacién del receptor 5-HT,.

22. Uso de al menos un compuesto segliin una o mas de [as reivindicaciones 1 a
9, para la preparacién de un medicamento para profilaxis y/o el tratamiento de un
trastomo o enfermedad relacionada con la ingestién de alimentos.

23. Uso de al menos un compuesto segin una o més de las reivindicaciones 1 a
9, para la preparacién de un medicamento para la regulacién del apetito.

24. Uso de al menos un compuesto segin una o0 méas de las reivindicaciones 1 a
9, para la preparacién de un medicamento para el mantenimiento, incremento o
reduccién del peso corporal.

25. Uso de al menos un compuesto segun una o mas de las reivindicaciones 1 a
9, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
obesidad.

26. Uso de al menos un compuesto segin una o mas de las reivindicaciones 1 a
9, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
bulimia.

27. Uso de al menos un compuesto segin una o mas de las reivindicaciones 1 a
9, para la preparacién de un medicamento para la profilaxis y/o el fratamiento de la
anorexia.

28. Uso de al menos un compuesto seglin una o méas de las reivindicaclones 1 a
9, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
caquexia.

29. Uso de al menos un compuesto segun una o més de las reivindicaciones 1 a
9, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
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diabetes de tipo Il (diabetes mellitus insulino independiente), preferiblemente diabetes
tipo Il que es causada por la obesidad.

30. Uso de al menos un compuesto segun una o0 méas de las relvindicaciones 1 a
9, para la preparacién de un medicamento para la profilexis y/o el ratamiento de los
trastomos del tracto gastrointestinal.

31. Uso de al menos un compuesto segin una 0 méas de las reivindicaciones 1 a
9, para la preparacidn de un medicamento para la profilaxis y/o el tratamiento del
sindrome de Intestino iritable.

32. Uso de al menos un compuesto segin una o mas de las reivindicaciones 1 a
9, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
ansiedad.

33. Uso de al menos un compuesto segun una o mas de las reivindicaciones 1 a
9, para la preparacién de un medicamento pera la profilaxis y/o el tratamiento de la
depresifn.

34. Uso de al menos un compuesto segin una o més de las reivindicaciones 1 a
9, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de los
trastomos bipolares.

35. Uso de al menos un compuesto segin una o més de las reivindicaciones 1 a
9, para la preparacién de un medicamento para la profilaxis y/o el tratemiento de los
trastornos cognitivos de la memoria.

36. Uso de al menos un compuesto segin una o més de las reivindicaciones 1 a
9, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de los
procesos de demencia senil.

37. Uso de al menos un compuesto seglin una 0 més de las reivindicaciones 1 a
9, para la preparacion de un medicamento para la profilaxis y/o el tratamiento de
enfermedad de Alzheimer.

38. Uso de al menos un compuesto segun una 0 mas de las reivindicaciones 1 a
9, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de
enfermedad de Parkinson.

39. Uso de al menos un compuesto segln una o més de las relvindicaciones 1 a
9, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de
enfermedad de Huntington.

40. Usc de al menos un compuesto segin una o mas de las reivindicaciones 1 a
9, pera la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
esclerosis muitiple.
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41. Uso de al menos un compuesto segin una o mas de las reivindicaciones 1 a
9, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de las
demencias en las que predomina un déficit de la cognicién.

42. Uso de al menos un compuesto segin una o més de las reivindicaciones 1 a
9, para la preparacion de un medicamento para la profilaxis y/o el tratamiento de la
PSicOsis. .

43. Uso de al menos un compuesto segin una o més de las reivindicaciones 1 a
9, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
hiperquinesia infantil (ADHD, déficit de atencién / trastomo de hiperactividad).

44, Uso de al menos un compuesto segin una o més de las reivindicaciones 1 a
8, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de los
trastomos del sistema nervicso central.

45. Uso de al menos un compuesto segin una o mas de las reivindicaciones 1 a
9, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
esquizofrenia.

46. Uso de al menos un compuesto segin una 0 més de las reivindicaciones 1 a
9, para la preparacién de un medicamento para la mejora de la cognicién.

47. Medicamento que comprende al menos un compuesto segin una o mas de las
reivindicaciones 9 a 15, y opcionalmente al menos uno o més excipienies
farmacolégicamente aceptables.

48. Medicamento seg(n la reivindicacién 47 para la regulacién del receptor 5-HT,,
para la profilaxis y/o el tratamiento de un irastomo ¢ enfermedad relacionada con la
ingestibn de alimentos, preferiblemente para la regulacién del apetito, para el
mantenimiento, incremento o reduccién del peso corporal, para la profilaxis y/o el
tratamiento de la obesidad, bulimia, anorexia, caquexia o diabetes de tipo Il (diabetes
mellitus insulino independiente), preferiblemente diabetes de tipo Il que es causada
por la obesidad, para la profilaxis y/o el tratamiento de trastomos del tracto
gastrointestinal, preferiblemente el sindrome del intestino imritable, para la mejora de la
cognicién, para la profilaxis y/o el tratamiento de trastomos del sistemg nervioso
central, ansiedad, pédnico, depresion, preferiblemente trastomos bipolares, trastomos
cognitivos de la memoria, procesos de demencia senil, trastornos neurodegenerativos,
preferiblemente enfermedad de Alzheimer, enfermedad de Parkinson, enfermedad de
Huntington y/o esclerosis multiple, esquizofrenia, psicosls, hiperquinesia Infantil
(ADHD, déficit de atencion / trastomo de hiperactividad)
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preferiblemente para la mejora de la cognicién, para la profilaxis y/o el
tratamiento de trastonos del sistema nervioso central, ansiedad, pénico, depresion,
preferiblemente trastomos bipolares, trastomos cognitivos de la memoria, procesos de
demencia senil, trastomos neurodegenerativos, preferiblemente enfermedad de
Alzheimer, enfermedad de Parkinson, enfermedad de Huntington y esclerosis maltiple,
esquizofrenia, psicosis o hiperquinesia infantil (ADHD, déficit de atencién / trastorno de
hiperactividad).

49. Uso de al menos un compuesto segin una o mas de las relvindicaciones 10 a
15, para la preparacién de un medicamento para la regulacién del receptor 5-HTg.

50. Uso de al menos un compuesto segln una o més de las reivindicaciones 9 a
15, para la preparacién de un medicamento para profilaxis y/o el tratamiento de un
trastomo o enfermedad relacionada con la ingestién de alimentos.

51. Uso de al menos un compuesto segin una o mas de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la regulacién del apetito.

52. Uso de al menos un compuesto seglin una o més de las reivindicaciones 10 a
15, para la preparacibn de un medicamento para el mantenimiento, incremento o
reduccion del peso corporal.

53. Uso de al menos un compuesto segln una o mas de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
obesidad.

54. Uso de al menos un compuesto segin una o0 més de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
bulimia.

55. Uso de al menos un compuesto segin una o mas de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
anorexia.

56. Uso de al menos un compuesto segin una o més de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
caquexia.

57. Uso de al menos un compuesto segun una o més de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
diabetes de tipo Il (diabetes mellitus insulino independiente), preferiblemente diabetes
tipo Il que es causada por la obesidad.
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58. Uso de al menos un compuesto segin una o mas de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de los
trastornos del tracto gastrointestinal.

59. Uso de al menos un compuesto segin una o més de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxis y/o el tratamiento del
sindrome de intestino irritable.

60. Uso de al menos un compuesto segin una o mas de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
ansiedad.

61. Uso de al menos un compuesto segin una o mas de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
deprasion.

62. Uso de al menos un compuesto segdn una o més de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxis y/o el tratamlento de los
trastomos bipolares.

83. Uso de al menos un compuesto segin una o més de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de los
trastornos cognitivos de la memoria.

64. Uso de al menos un compuesto segin una o més de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de los
procesos de demencia senil.

65. Uso de al menos un compuesto seguin una o més de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
enfermedad de Alzheimer.

66. Uso de al menos un compuesto segin una 0 mas de las reivindicaciones 10 a
15, para la preparacidon de un medicamento para la profilaxis y/o el tratamiento de la
enfermedad de Parkinson.

687. Uso de al menos un compuesto segun una o mas de las reivindicaciones 10 a
15, para la preparacion de un medicamento para la profilaxis y/o el tratamiento de la
enfermedad de Huntington.

68. Uso de al menos un compuesto segun una o més de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxds y/o el tratamiento de la
esclerosis miiltiple.



10

15

54

69. Uso de al menos un compuesto segin una o mas de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de las
demencias en las que predomina un déficit de cognicién.

70. Uso de al menos un compuesto segin una o més de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
psicosis.

71. Uso de al menos un compuesto segin una o mas de las reivindicaciones 10
15, para la preparacion de un medicamento para la profilaxis y/o el tratamiento de la
hiperquinesia infantil (ADHD, déficit de atencidn / trastorno de hiperactividad).

72. Uso de al menos un compuesto segun una o mas de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de los
trastomos del sistema nervioso central.

73. Uso de al menos un compuesto seguin una o mas de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
esquizofrenia.

74. Uso de al menos un compuesto segun una o mas de las reivindicaciones 10 a
15, para la preparacién de un medicamento para la mejora de la cognicién.
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RESUMEN

La presente invencién se refiere a nuevos derivados de sulfonamidas, de
formula general (1a, 1b, 1¢), (1), (la, Ib, I¢), opcionalmente en forma de uno de sus
estereolsdémeros, preferiblemente enantidmeros o diasterbmeros, su racemato o en
forma de una mezcla de al menos dos de sus esterecisémeros, preferiblemente
enantibmeros o dlasterdmeros, en cualquier razén de mezcla, o sus sales,
prefariblemente sus sales de los mismos fisioldgicamente aceptables,
comespondientes o solvatos comrespondientes; a los procedimlentos para su
preparacion, a su aplicacién como medicamentos en medicina humana y/o veterinaria
y a las composiciones farmacéuticas que los contienen. Los nuevos compuestos de la
presente invencién pueden utilizarse en la industria farmacéutica como intermedios
para preparar medicamentos.

1'57’
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The compounds of D2 differ from the present compounds owing to the ~-SO,-Ar

The compounds of D3 differ from the present compounds e.g. owing to the
benzenesulfonic acid substituent at position 5 of the indole ring.

2. Novelty (Article 33(2) PCT)
of R, which may not be a non-aromatic ring.
substituent at position 1 of the indole ring.

3.

The present application is considered as involving an inventive step (Article 33(3)
PCT).

The problem underlying the present application lies in the provision of further
indole derivatives effective in the treatment of disorders related to the 5-HT,
receptor.

Document D1 discloses 5-HT, receptor ligands, which differ from the present
compounds in that the substituent at position 1 of the indole ring is -SQ,-Ar rather
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replaced by C,-C, alkyl (see D1, claim 1), but not with cycioalkyl. In D2 and D3
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group as a solution to the above-mentioned problem.

Representative data for the present compounds is given on page 47 of the
description. It is therefore credible that the above-mentioned problem has actually
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' CLAIMS
1.- Sulfonamide compounds of general formula (la),
Rt
R2
o= =0
A
(la)

wherein

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

system,

R, R, R*, R® and R, Identical or different, each represent hydrogen, halogen,
15 cyano, hitro, a saturated or unsaturated, linear or branched aliphatic radical, a
linear or branched alkoxy radical, a linear or branched alkyithio radical,
) hydroxy, trifluoromethyl, a saturated or unsaturated cycioaliphatic radical, an
alkyicarbonyl radical, a phenylcarbonyl or a -NR°R* group,

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

1
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with the proviso that R? and R® are not hydrogen at the same time, and ¥ one
of them, R? or R®, Is & saturated or unsaturated, linear or branched, optionally
at least mono-substituted C+-C4 aliphatic radical, the other one Is a saturated

5 or unaaturated, linear or branched, optionally at least mono-substituted
aliphatic radical with at least five carbon atoms,

or
10 R’ and R®, together with the bridging nitrogen atom form a saturated or

unsaturatad, optionally at least mono-substituted, optionally at least one
further heteroatom as a ring member contalning heterocyclic ring which may

C— ! be condensed with a saturated or unsaturatad, optionally at least mono-
substituted, optionally at least one heteroatom as a ring member containing
15 mono- or bicyclic cycloallphatic 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,
20

or

R® and R'%, together with the bridging nitrogen atom form a saturated or

P! unsaturated, optionally at least mono-substituted, optionally at least one

g further heteroatom as a ring member containing heterocyciic 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,

30 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,

and

2
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nis 0,

5 optionally In form of one of their sterecisomers, preferably enantiomers or
diastereomers, their racemate or in form of a mixture of at least two of their
stereolsomers, preferably enantiomers or dlastereomers, in any mixing ratio,
or a salt thereof, preferably a comesponding physiologically acceptable salt
thereof or a cormesponding solvate thereof.

10
2.  The compounds according to claim 1, characterized In thet R' representsa —
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 8-membered cycioaliphatic radical, which may be condensed with a
15 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 systeam are 5- or 8-
membered,

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

()
% » —(j and —<"j
, r N\Rﬂ
R®
wherein, if present, the dotted line represents an optional chemical bond, and
R represents hydrogen, a linear or branched C4-Cs alkyl radical or a benzyl
radical, preferably hydrogen or a C,-C2 alkyl radical.
25

3
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‘ 3. The compounds according to claim 1 r2, characterized In that R?, R®, R*, R® ~
and R®, identical or different, aach represent hydragen, F, Cl, Br, cyano, nitro,
a linear or branched C1.¢ alkyl radical, a linear or branched C..s alkenyl radical,
a linear or branched Ca.4 alkynyl radical, a linear or branched Cqg alkoxy, a
5 linear or branched C, alkytthio, hydroxy, trifluoromethyl, a saturated or

: unsaturated Cy ¢ cycioaliphatic radical, a linear or branched Cy.¢ alkylcarbonyl

radical, phenyicarbonyl or an —-NR"R'° group,

preferably H, F, Cl, NO2, NHz or a C4. alkyl radical.

10 -

4.- The compourds according to one or more of claims 1 to 3, chamacterized in
that R” and R, Identical or different, each represent hydrogen, a linear or

-
! branched, optionally at least mono-substituted C1.1¢ alky! radical, a linear or
branched, optionally at least mono-substituted,Cz.1p alkenyt radical, or a linear
15 or branched, optionally at least mono-substituted,C.10 alkynyl radical or

R’ and R®, together with the bridging nitrogen form a saturated or uneaturated,
optionally at least mono-substituted, optionally at ieast one further heteroatom
as a ring member containing 5 or 8-membered heterocyclic ring which may be

20 condensed with a saturated or unsaturated, optionally at least mono-
substituted, optionally at least one heteroatom as a ring member contalning
mono- of bicyclice cycloaliphatic ring system, whereby the rings of the ring
system are 5- 8- or 7-membered.

! 5.- The compounds according to clalm 4, characterized In that R” and R®, identical
or diffarant, each represent hydrogen or a linear or branched Ci.10 alkyl radlcal
or

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

4
AMENDED SHEET
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wherein R, if present, is hydrogen, a linear or branched C1-Ce alkyl radical or
a benzyl radical, preferably hydrogen, or a C-C, alkyl radical.

! 8. The compounds according to one or more of claims 1 to 5, characterized in
that R® and R, identical or different, each represent hydrogen, a linear or
branqhed. optionally at least mono-substituted C4-Co alkyl radical, a linear or
branched, optionally at least mono-substituted C2-C,g alkeny! radical or a

10 linear or branched, optionally at least mono-substituted C>-Cyo alkyny! radical

or

R? and R, together with the bridging nitrogen atom form a saturated or
unsaturated, optionally at least mono-substituted, optionally at ieast one
15 further hetercatom as a ring member containing 5- or 8-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- 8- or 7-membered.

7- The compounds according to ciaim 8, characterized in that R? and R,
identical or different, each represent hydrogen or a linear or branched C4-C4q
atkyl radical, or

25 R® and R'9, together with the bridging nitrogen atom form a radical chosen

from a group conslsting of
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wherein R®, If present, Is hydrogen, a linear or branched C4-Ce alkyl radical r
a benzyl radical, preferably hydrogen, or a C+-C; alkyl radical.

—
N

5§ 8.- The compounds according to one or more of claims 1-7, characterized In that
A and B, together with the carbon atom to which they are bonded, form a Cs-

Cg cycloalkyl ring, preferably a cyciohexyl ring.

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

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

1H-indole,
15 [2] 5-Chioro-1-cyclohexanesulfonyl-3-(1-methyi-1,2, 3, 6-tetrahydropyridine-4-
yi)}-1H-indole,
£
[3] 5-Amino-1-cyclohexanesulfonyl-3-{1-methyl-1,2,3,6-tetrahydropyridine-4-
yi)-1H-Indole and
20

[4] 1-Cyclohexanesulfonyl-5-fluoro-3-{1,2,3,5,8,8a-hexahydro-indolizine-7-yi)-
1H-indole hydrochioride

and their comesponding salts and solvates.
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10.- Sulfonamide compounds of general formula (Ib),

5 wherein
R! is a -NR'R® radical,

R?, R, R*, R® and R®, identical or different, each represent hydrogen, halogen,

10 cyano, nitro, a saturated or unsaturated, linear or branched aliphatic radical, a
linear or branched alkoxy radical, a linear or branched alkyithio radical,
hydroxy, trifluoromethyl, a saturated or unsaturated cycloaliphatic radical, an
alkylcarbonyi radical, a phenylcarbonyl or a —=NR°R'® group,

15 R’ and R, Identical or different, each represent hydrogen or a saturated or
unsaturated, optionally at least mono-substituted linear or branched Cy.4
(N afiphatic radical,

R® and R, identical or different, each represent hydrogen or a saturated or

20 unsaturated, linear or branched, optionally at least mono-substituted aliphatic
radical,
or

25 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-

7
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substituted, optionally at least one heteroatom as a ring member contalning
mono- or bicyclic cycloaliphatic ring system,

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,
and
nis0;

optionally In form of one of its stereclsomers, 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 mbdng ratio,
or a salt thereof, preferably a cormesponding physlologically acceptable salt
therof or a comesponding solvate thereof.

The compounds according to claim 10, characterized In that R2, R®, R*, R® and
R®, identical or different, each represent hydrogen, F, Cl, Br, cyano, nitro, a
linear or branched C,.Cg alkyl radical, a linear or branched C2.Cq alkenyl
radical, a linear or branched C,.Cg alkynyl radical, a linear or branched C,.Cs
alkoxy, a linear or branched C4.Cg -alkytthio, hydroxy, triflucromethyl, a
saturated or unsaturated Cs.Cs cycloaliphatic radical, a linear or branched C4.
Ce-alkyicarbony! radical, phenyicarbonyl or an ~NR°R'° group,

preferably H, F, Cl, NOz, NH; or a C1.C; alkyl radical.

The compounds according to claim 10 or 11, characterized in that R? and R®,
identical or different, whereln R? and R®, identical or differant, each represent
hydrogen, a linear or branched, optionally at least mono-substituted C.C4 alkyl
radical,

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

8
AMENDED SHEET

)
>
\



WA AN
- .

rw/EP2004/008516

10

A

16

25

13-

14.-

CrusyJooi1o

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-C1g alkyl radical, a linear or
branched, optionally at least mono-substitutad C2-Cyp alkenyl radical, or a
linear or branched, optionally at least mono-substituted C-C1o alkynyl radical
or

R? and R'?, together with the bridging nitrogen atom form a saturated or
unsaturated, optionally at least mono-substitutad, optionally at least one
further heteroatom as a ring member containing 5- or 6-membered
heterocyclic which may be condensad with a saturated or unsaturated,
optionally at [east mono-substituted, optionally at least one heteroatom as a

ring member containing mono- or bicyclicc cycloaliphatic ring system, whereby
the rings of the ring sysiem are 5- 6- or 7-membered.

The compounds according to claim 13, characterized In that R® and R,
identical or different, each represent hydrogen or a linear or branched C4-Cyo
alky! radical, or

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

O . O . =0
QA O

whereln R%, if present, represents hydrogen, a linear or branched C4-Cs alkyl
radical or a benzyl radical, preferably hydrogen, or a C1-C; alkyl radical.
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: 15.- The compounds according to one or more of claims 10 to 14, characterized In
that A and B, fogether with the carbon atom to which they are bonded, form a-

C3-Cs cycloalkyi ring, preferably a cyclohexyt ring.

5 16.- A process for obtaining a sulfonamide derivative of general formula (la) and/or
) (Ib), according to one or more of claims 1 to 15, characterized in that at least
one compound of general formula (1), or one of Its sultably protected

derivatives,
o‘:‘ 0
X
r B
..
I
10 an

wherein A and B have the meaning according to one or more of claims 1 to 15

and X Is an acceptable leaving group, preferably an halogen atom, more

preferably chlorine, ls reacted with at least one substituted indole of general
15 formula (lil)

A
(1))
wherein R'-R? and n have the meaning according to one or more of clalms 1
to 15, or one of their suitable protected derivatives, and, if necessary, the
20 protective groups are removed.
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A process for obtaning a sulfonamide derivative of general formula (la) and/or
(1b) according to one or more of claims 1-15, whereln one r more substituents
R2, 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 comresponding general formula (la)
and/or (Ib), wherein one or more substituents R?, R®, R*, R® or R® represent an

. amino group.

A process for preparing the salts, preferably the physiologically acceptable
salts of the compounds of general formula (la) and/or (Ib), according to one or
more of claims 1 to 15, conslsting of reacting at least one compound of the
general formula (la) and/or at least one compound of the general formula (Ib)
with a mineral acid or organic acid in a suitable solvent.

A medicament comprising at least one compound according to one or more of
claims 1 to 9 and optionally t one or more phannacologically acceptable
axciplents.

A medicament according to claim 19, for 6-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 prophylaxds
and/or treatment of gastrointestinal tract disorders, preferably Iritable bowe!
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, senlie demantia
processes, neurodegenerative disorders, preferably Alzhelmer’s disease,
Parkinson’s disease, Huntington's disease and/or multiple sclerosis,
schizophrenia, psychosis or infantlie hyperkinesia (ADHD, attention deficit /

hyperactivity disorder),
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preferably for 5-HTe receptor regulation, for the prophylaxis and/or t
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, bulimla, anorexia,
cachexia or type Il diabetes (non Insulin dependent diabetes mellitus),
preferably type Il diabetas caused by cbesity, for the prophylaxis and/or
treatment of gastrointestinal tract disorders, preferably Iritable bowel

syndrome.

The use of at least one compound according to one or more of claims 1 to 9
for the manufacture of a medicament for 5-HTg receptor regulation.

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 prophylaxds and/or treatment of a
disorder or disease related to food Intake.

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 appetits.

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.

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.

The use of at least one compound according to one or more of claims 1 to 8
for the manufacture of a medicament for the prophylaxis and/or treatment of
bulimia.

The use of at least one compound according to one or more of claims 1 to 9
for the manufacture of a medicament the prophylaxis and/or treatment of
anorexia.
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The use of at least one compound according to one or more of claims 1 to 8
for the manufacture of a medicament for the prophylaxis and/or treatment of
cachexia.

The use of at least one compound according to one or more of claims 1 to @
for the manufacture of a medicament for the prophylaxis and/or treatment of
type |l diabetes (non insulin dependent diabetes meliitus), preferably type Il
diabetes caussad by obeslty.

The use of at least one compound according to one or more of claims 1t0 9

for the manufacture of a medicament for the manufacture of a medicament for

the prophylaxis and/or treatment of gastrointestinal tract disorders.

The use of at least one compound according to one or more of claims 1 o 8
for the manufacture of a medicament for the prophylaxis and/or treatment of
irritable bowel syndrome.

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.

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

depresasion.

The use of at least one compound according to one more of claims 1 to 8
for the manufacture of a medicament for the prophylaxis and/or treatment of
bipolar disorders.

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

The use of at least one compound according to one or more of claims 1to 9
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 ona compound according to one or more of claims 1 to 9
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 1 to 8
for the manufacture of a medicament for the prophylaxis and/or treatment of
infantile hyperkinesia (ADHD, attention deficlt / hyperactivity disorder).
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The use of at Jeast one compound according to ne or more of claims 1 10 9
for the manufacture of a medicam nt 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 1 to 9
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 1 to 8
for the manufacture of a medicament for cognitive enhancement.

A medicament comprising at least one compound according to one or more of
claims 9 to 45 and optionally at least one or more of pharmacologically
acceptable excipients.

A medicament according to claim 47 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 obeslty,
bulimia, anorexia, cachexia or type |l diabetes (non insulin dependent diabetes
mellitus), preferably type i diabetes caused by obesity, for the prophylaxis
and/or treatment of gastrointestinal tract disorders, preferably iritable 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 mulitiple scleroasis,
schizophrenia, psychosis or infantile hyperkinesia (ADHD, attention deficit /

hyperactivity disorder),

preferably for cognitive enhancement, for the prophyiaxis 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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Parkinson's disease, Huntington's disease and multiple sclerosis,
schizophrenia, psychosis or 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 5-HTg receptor regulation.

The use of at least one compound according to one or more of claims 8 to 15
for the manufacture of a medicament for the prophylaxis and/or treatment of a
disorder or disease related to food intake,

The use of at least one compound according to one or more of claims 10 to 15
for the manufacturs of a medicament for the regulation of appetite.

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.

The usae of at least one compound according to one or more of claims 10 o 15
for the manufacture of a medicament for the prophylaxis and/or treatment of

obesity.

The use of at least ohe compound according to one or more of claims 10 to 15
for the manufacture of a medicament for the prophylaxis and/or treatment of
bulimia.

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 prophylaxls and/or treatment of
anorexia.

The use of at least one compound according to one or more of claims 10 to 16
for the manufacture of a medicament for the prophylaxis and/or treatment of
cachexia.
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' 57.- 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 !l diabetes (non-insulin-dependent diabetes meliitus), preferably type il
diabetes caused by obesity.

§8.- 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.

10 §50.- 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.

()

15 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 prophylaxds and/or treatment of
anxiety.

61.- The use of at least one compound according to one or more of claims 10 to 15
20 for the manufacture of a medicament for the prophylaxis and/or treatment of
depression.

62.- 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
2 bipolar disorders.

D/

63.- 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.

64.- 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.
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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 Scleroasls.

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 predominatas.

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 deficlt / 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.
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" 73- The use of at least one compound according to one or more of claims 10 to 15 N
for the manufacture of a8 medicament for the prophylaxis and/or treatment of

schizophrenia.

§ 74.- The use of at least one compound according to one or more of claims 10to 15
’ for the manufacture of a medicament for cognitive enhancement.

19
AMENDED SHEET



L

. PATENT COOPERATION TREATY

PCT

INTERNATIONAL SEARCH REPORT
(PCT Asticie 18 and Rules 43 and 44)

AppicRnt's of agent’s fis referance FOR FURTHER 250 Form PCTASAZZ0
ET0027PCT ACTION as wal as, whare applicable, Itsm 5 balow.
Inlamational appiication No. Imemational fiing date (daymonthyear) (Eariiest) Priority Deie (dayAnonthiysar)
PCT/EP2004/008516 29/07/2004 30/07/2003
Appicant

LABORATORIOS DEL DR. ESTEVE B.A.

mhlmmmmmmwmulmmmmmmhmhu appicant
according 10 Articia 18. A copy la being transmitied to the international Bureau

This inlemnationel Seerch Report consists of a ot of ____3 sheeta.
. [X] it aimo accompaniad by a copy of each prior ant document citad in this report.

1. Basis of the report

With regard o the lenguage, the inlemational search camad out on the basis of the intemational application in the
v janguags in which i was filad, mmm:unﬂhhm

[[] Themmmalional ssarch was canied out on tha basis of a tranalation of the inlemational appiloation fumished 1o
this Authortty (Rule 23.1(b)).

b. [[] Wihregard 0 any nucisotids andior smino acid sequence disciosed In the inlamalional application, see Bax No. |,
2. [] Cortain claims were found unsearchable (Ses Box 1f).
3. [ unhyof mvention le laaking (see Box Ili).

4. Wit regard © the title,
[[] thetextisapproved as submitied by the appiicant.
[X] the st hae been estabiished by this Authortty o read as follows:
1-BULPONYLINDOLE DERIVATIVES, THEIR PREPARATION AND THEIR USE AS 5-HT6é LIGANDS

5. Wih regard io the abetrant,
E the st Is approved as submitisd by the applicant.

the ¥axt has been establ according o Rule 38.2X(b), by this Author it appears in Box No, IV. The spplicant
D mm“mmudmumd l!ﬂbym w:;nn.mnmmmmuum

6. With regands to the drawinga,
a. the figure of the drawings 1o be published with the abstract is Figure No.
[0 sssugested by the appicant.
[C]  nsssiected by this Authortty, because the appilcent falled to suggest a figure.
[[]  nsseiected by this Authority, because this figure betir charactarizes the invention.
b. [[] noneotthefigures ia 1 be published with the abatract.

Form PCTAEA/210 {firet sheet) (January 2004)



M

INTERNATIONAL SEARCH REP RT

Intarnational Applioation No
PCT/EP2004/008516

C07D471/04

Aosording to intemational Pxtent Clesalfication (*C) or to both national cissalication and PC

e T CAGIK317408 | COTD209/40 A61P3/04  A61P25/00  CO7D401/04

Minimum documantation searched (Casalfication sysiem lollowed by cassification symboie)
IPC 7 CO7D

Documentalion sesrched othar than minimum documendation o the axtent that such documants ame included In The flakis saarchad

Electronic dain bete consullad during the  inlamadional search (nams of daia base and, whare pradical, ssarch termms ueed)
EPO-Internal, WPI Data, PAJ, BEILSTEIN Data, CHEM ABS Data

€. DOCUMENTS CONSIDERED TO BE RELEVANT

Euwroposn Palent Oifice, P.B. 6818 Palentiamn 2
NL - 2280 HV
Tal (+31-70) 390-2040, Tx. 31 851 aponl,

Calagery ® | Chafion of document, with incicafion, wheve appropriaia, of the relsvant passages Paisvant to caim No.
Y WO 02/051837 A (WYETH CORP) 1-74
4 July 2002 (2002-07-04)
claims 1,12,13,20
_(Y WO 01/12629 A (NPS ALLELIX CORP) 1-74
22 February 2001 (2001-02-22)
claims 1,10,12
Y WO 02/060871 A (FLAUGH MICHAEL EDWARD ; 1-74
GILLIG JAMES RONALD (US); HEINZ LAWRENCE
JOSEP) 8 August 2002 (2002-08-08)
claims 1,12,14; example 12
D Finther documants are listed in the continualion of box C. E Patont tamily membars ars Rated iy annex.
SIS — " Mt et sttt wr e enatcot e
" coCUTN i T el w01 fhe art which to not ¢liod 1o understand the principie or teoty undarlying the
o gy o T ey
. on or an
Chmion or Gover apecial remace: (as spachied) Y mn b ConSkatI 10 bvoive o voive. Sap whan the
*0r documant refarting 1o an oral disciosure, uss, exhiblion or document is combinad with ons or moss other such docu—
] other masns Wimmmmhl person skiled
ot hah e priosy date camad T e deie but 2" document membar of the aame patent farily
Deta of the actmi compistion of the nlemations] seerch Date of maling of the inlsmationsl ssarch repoi
18 November 2004 25/11/2004
Name and muiling address of the ISA Autharized officer

Fax (+31-70) 940-3018 Seymour, L

Fomrn PCTASA/210 {ssoand sheet) ey 2004)




INTERNATI NAL SEARCH REPORT

Intemalional Application No
Informetion on petert femily members PCT/EP2004/008516
Patent documant Publication Patent tamily Publication
cited In ssarch report date member{s) date
W0 02051837 A 04-07-2002 BR 0116323 A 14-10-2003
CA 2432654 Al 04-07-2002
EP 1355904 A2 29-10-2003
HU 0400684 A2 28-07-2004
JP 2004518668 T 24-06-2004
NO 20032840 A 20-08-2003
MO 02051837 A2 04-07-2002
US 2002198213 Al 26-12-2002
US 2004092526 Al 13-05-2004
N0 0112629 A 22-02-2001 AT 268330 T 15-06-2004
AU 6310300 A 13-03-2001
CA 2382247 Al 22-02-2001
DE 60011269 D1 08-07-2004
DK 1204662 T3 04-10-2004
EP 1204662 Al 15-05-2002
NO 0112629 Al 22-02-2001
JP 2003507380 T 25-02-2003
Us 6686374 Bl 03-02-2004
US 2004132734 Al 08-07-2004
WO 02060871 A  08-0B-2002 BR 0206595 A 13-07-2004
CA 2433351 Al 08-08-2002
CN 1489591 T 14-04-2004
EP 1377580 A2 07-01-2004
JP 2004526699 T 02-09-2004
WO 02060871 A2 08-08-2002
US 2004102481 Al 27-05-2004

Fam PCTABAZ1O (paiart family ) Claramry 2004)

/6G



International Application No.
REQUEST
Interngtional Filing Datc
The i that the
: un&qusudreglqhb present .
accarding to the Patent Coopomtion Treaty. Name of Office and “PCT Intornational u
) 05 arocsers miming ETO027PCT

BoxNo.1  TITLE OF INVENTION
1-sulfonylindole derivatives, their preparation and their use In medicaments

BaxNall  APFLICANT [] s porson is steo inventor

Naino imd address: (Family nons followad by given name; for & lagal stity, fisll official daignation. | Tolephone No.
ad oyt a—ﬂ?#i?-hi L emedbeies) " | +34-834466058

Laboratorios del Dr. ESTEVE S.A. Facsimile No.
| Av. Mare de Déu de Moniserrat, 221 +34-934501611
E-08041 Barcelona Teleprinter No.
SPAIN
Applicant’s registration No. with the Office
i S

B [ie— mismEevet (oo ok

BoxNe.Ill FURTHER AFFLICANT(S) ANIVOR (FURTHER) INVENTOR(S)

MERCE VIDAL, Ramon _ . =
C/Casanova 264 4° 1a epplicant and inventor
E-08021 Barcelona [ vt e e e
SPAIN
Apyplicant’sregistration No. with the Office
Statn (Bt i, couniry) of nationality: Stato (that is, country) of residence:
ES ES

Birmevi— [asw— [igemtvow @zEew [Jekmeme

Further spplicants and/or (frther) invento are indicated on & contimuation sheet.

BoxNe.IV AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDEN

?ﬂ:ﬂlﬂﬂnﬁ)ﬁdbﬁ&hh&yfhnbﬂwnﬂngm“w D agent Demm

‘Name and address: my——gp.uﬂwm Telephone No.

postel cods ond namm o +34-918065600
DAVILA BAZ, A., Facsimils No.
Clarke, Modet & Co. +34-918065607
C/Goya, 11 Taleprinter No,
E-28001 Madrid
SPAIN

Ageat’sregistration No. with the Office

D mw M.llkﬂlllch.k-h'hulﬂ mmmmhmm&h

Form PCT/RO/I01 (first sheet) (Jarmary 2004) See Notes io the raquest form

/6/



Contiomstion of Bex No. Il  FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S)
If none of the following sub-boxes iy used, this sheet should not ba inchaded in the request.

Name snd address: mer_,tlwmwm This person is:

The adivess st incliuds postal cads country of the sddrexs indicated in this

Bax i the qpplioans s Sate (thet &s, counery) of rezidence §f wo Siate of ir indicoted below) D applicant anly
CODONY SOLER, Xavier & . .
ClLepanto 71-77 2° 1a o ooty 7 e
E-08301 Mataro (Barcelons) [ b - by oy vy

SPAIN

Applicant's rogistration No. with the Office

sggmu.mvy)ofuﬁnﬁy: sénsamumorm

(Rirmari— (i (itoetves Dnens []okmems

R e e b et e A ke oyt | This peaon i

Box ts the opplicos’s Saale (that ix, country) of rasidence [fno Sizie Iy inlicxied balow,} D spplicant only

DORDAL ZUERAS, Alberto - . .

CMaladeta 26, 3° 3a o ety e e
E-08016 Barcelona D n_hﬂzmﬁmm
SPAIN Applicant’s registration No. with the Office
State (that &5, country) of nationality: Statn (that s, cowsry) of rosidence:

ES ES

R [Jas= [igeiivcs, RSty [oims:

R s, £yl o s | i i

Do e g’ S e ) f e oo S i ot eio) | [ sppticant cnly
[] spplicant end iuvemtor
[ i b o i n o)

Applicant’s registration No. with the Office

State (that is, country) of nationality: State (that &, counry) of residence:

e 1R JoEmelees, ORSmsy [Dohaisns

Nu o %:w nam; lhimlﬂﬂﬂm This person is:
Bax is the epplicont’s Stote (thet ls, country) of rexidance -.n-d" i inalicnted bakow,) D spplicant cnly
[[] soelicent end taventor

O et & o sy

Applicant’s registration No. with the Office

State (that is, couniry) of nationality: Stixte (that ir, country) of residence:

T e [igeeivat 7otsy [k

D Further applicants and/or (farther) inventors are indieated on another continuation aheet,

Form PCT/ROV10] (contirmation sheet) (Jamary 2004) See Notes io the request form

/62,



BozNo.V'  DRSIGNATIONS

The filing of this request congtitutes under Rule 4.9(a), the d‘all States bound by the PCT on thé internations]
flling date:, for the grant of every kind of protection svailable graat of both regional and aational patcats.
However,

0 DB Germany s net desiguated for anry kind of national protection
[J x= Repoblic of Kores is not designated for any kind of national protection
O mmmnmmhmywumm

be ured to excluds y) the dasignations concernad in order to avoid the
e nationt . ofom sor o mtiomat “""“ﬂum i clrimed. Sos he Node 1o B No. 7 &2 1 s comapucnces of
such netional law provisions in thexe m

BoxNeo. VI FRIORITY CLAIM

The priority of the following earlier application(s) is hereby claimed:

Filing dute Nuber Where eartier application i

of exrlier application of eattierapplication  [————r _
(dayimonghpear) reglonal application:* | internationa] applicstion:
e (1) '
July 30, 2003 P200301808 ES
____ (30M7/2003) :
item (2)
item (3)

[C] Purther priority claims are indicated in the Supplemental Box.

'n.emmuwmmmm:mmmmm.mmomemwa)mr
the earBer application was filed with the Office wkick for the purposss of this intsrnational applicotion is the recelving Office) identified
shove ax

[ aisema O wemq) 0O imeE O ey [ other, sco Supplamental Box
* Whas the aarlier application is an ARIPO indicate af least ons cowiry the Parls Convention for the Protection
Indotriol Preparty ot e Member of the Wotld Shade Orgrastuasion o which thet ﬂ:pmmﬁu uwm..f

BoxNo.VII INTERNATIONAL SEARCHING AUTHORITY

Mdm_ﬂ. wﬂlﬁﬂmwmbﬁmmm“muwﬂh

Raguest o wsa resnlts of earlier march; roference to that search () an asriier sesrch has besn exrried o by or requested from the
Incernational Searcking Autharity):

Duts (dkxymonth/year) Number Courtry (or regional Office)

Box No. VI DECLARATIONS

The following declarations are contained in Baxos Noa. VIII (i) to (v) (ineri the applicable Number of
check-boxas below and indicate in the right coliar the manber of sach type of declaration): declarstions
[0 BaxNe.vII® Declaration as to the identity of the nventor
O BaxNe.vma Declaration as to the applicant’s catitienent, as st the intemational filing

] date, to apply for snd be granted a patent
0 BoxNo. v gin Declarstion as to the applicant’s entitisment, as ot the intemational filing

date, to claim the priority of the esriier application

O BxNevmGv) Declaration of inventorship (only for the putpases of the designation of the

United States of Americs)
D Box No, VIIT (v) Mﬂlﬂmubmmdnﬂm-umﬂmlhﬂofmﬂy

Porm PCT/RCO/101 (second sheet) (Jenusry 2004) Ses Notes to the request form

/632



-

.'__)

BuxNo.IX CHECKLIST; LANGUAGE OF FILING

This mtomationsl spplicstion contatns:
@) hmmumma

:.;len(melm : ’+

seics lsog md be
claims : a4
sbetract : A
drawings

wmdm q

sogquence listing
mmm

| 'm::,. E‘
po hbw)
Total aumber of shests _
0
OL o ST
(l)l:llmnﬂlllthl
(ll)l'.'luuunum .

o -Inlnmll- )

()] I:I sequence listing
@) [J tablos related therato

100, CD-B o 000 0 i
contained

4:,.

SheetNo. ...4...
‘This international application is scesmpaxisd by the hnm; Number
M’p hMMﬂwhﬁwﬂm of items
the menber of each liow):

1. ﬂ fee calculation gheet : 1
2.0 criginal sepamte power of attorney :
3. O original gememal power of attomey :
.3 %ofpnlmofmmm. . A

5.0 mmhkdm

1.0 mumofummmppnuﬂmm
M

+o u‘oﬂu'lmlollulmmnl

T

tind for the purposes of intemational seezch
® umﬂw&m-mahmwﬂm

) T (onlywhere check-bax B)) ar (c){l) is marid in lgft coliamn)
%d‘ hhl&.ﬂ%hﬂbh!hmhlh :
() wawhwnm-nhmlxofumu:
10.0 ﬂhmwmﬁ&}rmlﬂmﬂbmlhh.
@ D"" mm?.t)'..u' l(lnll‘:tl.lptoﬂhhw
@ O ﬂmm ) or (G)(t) is marked in lyft cobeny)
eqllﬂu:hﬂ!m., the
mdmﬂmﬁ&lmdf :

. together sament a3 to the identity of
O] tbles related thevetn: . .. . ... ... ... O D et i o o o e copy o
(acdditiomal 0 be indicoted under 1L [ other aperh: - - ...c.iiivveneriancrccciamaersssansarenss
mﬁmmm@m
Figure of ths drawiags which Langusge of filing of the
shoukd sccomparty the abstrect: international application: English

BoxNo.X  SIGNATURE OF AFPLICANT, AGENT OR COMMON REFRESENTATIVE
Next 10 ench signoture, ﬂuhufﬁnﬂdt”hﬂﬁm@ﬂdﬂtddﬂh_hm

X

A. Davila Baz

J4.03 .04

1. Dute of actual receipt of the purparted
intemational application:

Fox recelving Office use anly
2 Drawings:

3. Comected date of actual doe to huter but
: e roosipt

4. Dutnof imely moaiptof e receired

[] ot recetved:

5. International
Mm.mmmm ISA/

"D nllllllnhﬁc pldm

Date of receipt of the record
hyﬂnhumnmﬂnmm

For International Burean use only

Form PCT/RO/101 (last sheet) (Jamuary 2004)

Sou Notez to the requast form

/6¢s



165

] SPERIDISTRI ¥ Comrrg
:illemu : ST eme Folios; 1

s 9): A7 134 “
Moenirciaz 2980 MOLSI B " Cripr! MEEnY
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Indicaclon de que se solicita 1a concesion de una patente. () i)
Datos de identificacién del salicitante o de {a persona sue se presenta la solicitud. () L
Descrinclén de a invencion. {3 i )
Oihujos de ser estos pertinentes. {1 i
Comprobanie de Pago de las tasas establecidas.
COMPLETA { ) . INCOMPLETA { ) '

DISENO INDUSTRIAL { )

Indicacion de que se solicita el registro de Qiseiio industrial (
Datos de identificacion del solicitante o de la persona que presenta {
la sollcitud.

Repreaentscion grifica o fotografica del Disefio Industrial o muestra del
Materlal que Incorpora e} disefto. () L)
Comprobante de pago de las tasas estaniucidas { ) i)

COMPLETA () INCOMPLETA () L)

ESQUEMA DE TRAZADO { )

* Representacion grafica del esquema de irazadc
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e

Indicacién de que solicita el registro de un Esquema de trazade. ()
Datos de Identificacion dei solcltante o de la persona que presenta
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— o
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—
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Comprobante de pago de las tasas estsirlecidas.
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Firma Respongabie:
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REPUBLICA DE COLOMBIA

SUPERINTENDENCIA DE IRDUSTRIA Y COMERCIO
Bogoté,
2020
Doctor{a) . ‘\’
RODRIGUEZ DILIA MARTA ]
Apoderado (a) y/o Representante das &7
LABORATORIOS DEL DR ESTEVE B.A ((

REFERENCIA Radicacifn No. 6 7747
Bolicitud internmacional EP2004/008516
Fecha inicio fase naciomal 28/02/2006

Trémite 11

Evento 379
Actuacién 1 430

Oficio No. 3 'q 5 '7

Como resultado del examen de forma, realizado con fundamsnto en el articulo 38 de
la Decisién 486 de la Comisién de la Comunidad Andina, articulo 27 del Tratado de
Cooperacin en Materia de Patentes (PCT), regla 51 bis del Reglamento y Clrcular
fmnica de la Superintendencia de Industria y Comercio, se le comunica que:

1. La solicitud no contiene la traducciém de los anexcs del reporte de examsn
preliminar internacicnal (Art. 36.2.bh} del tratado BCT.

2. La 8olicitud no contiene 1la copia del documento en que consta la ceslém del
derecho a la patente del inventor al solicitante o a su causante. (Axt. 26-k)
Decisién 486.

En cumplimiento de lo dispuesto por el articulo 39 de la Declslén 486, se le
requiere para que dentro del término de dos meses sigulientes a la fecha de
notificacién del presente oficio, complete los requisitos anteriormente enunciadoa.
En caso de no dar cumplimiento al presente requerimiento, la solicitud se
considerarfi abandonada y perderi su prelacién.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal
e}, del capitulo quinto de ulo primero de la Circular Unica No.10 de 2001.




