i9

Industria y Comercio
SUPERINTENDENCIA

-
TN .
\/

0

Delegatura de propiedad Industrial

Divisién d vas Crﬁ'geks

SQLICITUD

PATENTE DE INVENCION

21, EXPEDIENTE No. O 6 = r) ‘7 (/5-

54. TITULO Jenvebs <4 §. ’nCLO/’/S;u/l-amo\m Ap s S

/)’Y(Pc«muoﬁ ~1’ S v go 2O mDJJL)/tAJIOMMG
'

-
N~

51. CLASIFICACION INTERNACIONAL £6/4 3 1/90y5 cos D
209/08, 909/12 $13/0y A6/Kk 31/Y29, Acip 3/&5/,:\6,“3'/'

71. SOLICITANTE :LaLOrthnOJ De/ Dr Esteve s A .

. DOMICILIO Barcelone, €5 por o

\

74. APODERADO Dilia Muc'a ‘R,oo/n'%/wv_ D’ M/LM(,\YA

22. BOGOTA, D. C., Crerv 2% doog,

(FORMA P-10)



- 14
[ PETORD| L e

cacion 1 06087745 D00NNGR Folios:
F«h (0): E996-0127 1734042 -
Tramite 011 PCT-PATENT 179 FRsE wact Ill PRESENTA

fudustria y Comareio Pependencis 2068 BIVISIOH 5 WEWRS DREACToNE
SUPERINTENDENCIA
FORMULARIO UNICO DE SOLICITUD DE PATENTE
PCT
/ ENTRADA EN FASE NACIONAL  2.8-91- 1006
1) / ’ SOLICITUD DE:
[X] Patente de invencien . [J Patente de Wdelo de Utilidad
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ANEXOS

(X] Comprobante de pago de ia tasa de presentacion de la solicitud

O Comprobante de pago por reivindicacién de prioridad

00 Documento que acredita la existencia y representacion legal cuando el solicitante sea persona
Juridica

X] Poderes, si fuera el caso

0O Documento de cesitn del inventor al solicitante 0 a su causante

O Declaraciones

[X] Copia de la solicitud Intemacional. {Resumen, descripcion, reivindicacion, Dibujos).

X1 Traduccion de la solicitud internacional al castellano. (Resumen, descripcién, reivindicacién,
Dibujos)

X] Copia del examen preliminar efectuado por la IPEA

OO0 De ser el caso, copia del contrato de acceso

O De ser el caso, documento que acredite la licencia o autorizacién de uso de conocimientos
tradicionales de las comunidades indigenas

O De ser el caso, certificado de dep6sito del material biolégico

O Arefinal12x12y6x6cm

O De ser el caso, informacién sobre otras solicitudes de patente o titulos obtenidos en el
extranjero por el mismo titular o su causante, relacionados parcial o totalmente con la
invencién de esta solicitud.

X Otros:

1. Reporte internacional de biisqueda
2. Solicitud PCT

11) FIGURA CARACTERISTICA:

12) Solicitud: conceslon de la patente
NOMBRE: DILIA RODRIGUEZ D! ALEMAN

: F'RMA@QCQ’J% L/QL«

C.C. 41. 654\882 de Bogota TP 20824 CSJ

Instrucciones para el diligenciamiento del presente forrm.lhﬂo/\ler reverso de esta pagina
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COLOMBIA

Currer 11 5°93-43, Of. 404 Bogotd Colombla Tel: (37 1) 6350813-Fax: (37 1) 635082¢-Email:clarkemodet @ clarkemodet.com.co

PODER
Yu {nosotros), abajo flrmante(s)

ex mi {nuestra} canicter ds representante(s) Jegales de
wa sociedad organizads y existenie de acusndo con las loyes de

ymectnl cumplimionilo de su objeto social, con domicilio en

pxe mimﬂ!‘ﬁm:hu)pdu-pu‘ﬂlﬁw

d1 DILIA MARIA RODRIGUEZ IALEMAN, con Céduls do Clududs-
na No. 41.654.882 de Bogotd, y tp. 20824 y CLAUDIA LUCIA
CARQ RAMIREZ, con Cédula do Cindadanfa No. 40.017.374 de Tunjs,
¥ tp. 364448, con domicilio en Bogoul, Colombia, para que actuando en su
onden en nombre del (de In) ozorgants Je (Ia) repressnten snte cuslquier
e1idad, sutaridad y/o persona, especialments ante les del arden Adminis-
uativo, Contencloso Adminismrativo, Judielal, Tribunales ds Arbitrmants
y/o cunlquier otra en o referente & los alguientes asuntos:

1) Sollelr, tramitr, obtaner Wo registrar cuslqulers de lss modalldades
<o Propiedad Industrial, tales como: pstentes de invencidn, modelos de
tilided; discfios industrisles, varledades vegemles; marcss, lemms,
1 cmbres y ensefias comercinles y dencminaciones de origen; asf como sus
I1sncvaciones, prdsrogas, transferencias, cambios de nombre y/o domicl-
lin, coniratos y licencias.

=) Sollcltar, wamitar, abiener y/o registrar derechos de mutor, en cualqule-
1n de sus prescniaciomes ul como In proteccidn de secrelos industriales y
I:now-how.

= ) Solicitar, trumitar, obtener y/o reglstrar registraos saniterios, permisas

‘4o licencina de funclonamientn; sl como sus renovacionss o précrogas,
'mnsferencios, cambins de nombre y/o domicllio, contratos y licencins.

1) Ejereer accioncs de opasicion, observacidn, reclamos, reconsiderscidn,
eposicién, apelacion, cancelsclén administrariva o judicial, nulidsd,
xotecoida al consumidor, concesidn de licencias, protaccldn de secreios
ndusirigles y demis scclones y recursos rolacionades con derechos
Jerivados de los asuntos arviba Sndicados y en contr de Ia competencia
desieal, accinaes derivadas de In obtoacidn o explotacidn de licencias,
xciones de indermulzacidn de perjulcios. Tembidn podri(n) intervenir en
juicios civiles, comercialea, penales, contencloso-administratives, nuteles
y de policia; en acciones o juicios promovidos por el {la) mandante o en
cantra el (ella) .

5) Registrar nombees do dominto ants la cotidad competente.

6) En el qjercicio de ests nandato los mandatarios arriba menclonados
quedan faculndos pare: conclliar, cancelar, tansigir, comprometer en
drbitros, desistir, recibir ¥ tomar posesidn de Is coss objeto de ltigio y
MUMWOMIIWEMEPMO en cuso de conceslén,
admiliv Jos hechos del proceso.

7) Ratlficer o oo la agencis aficiosa.

8) Asl mismo faculto (fecultames) s los menclonados apoderados parm
mwmrmmymmmw-omm
mustitnir ol presente poder y rovocar las mustioclanes que hicleren.

D-dnyﬁmn:hu-.

dﬂldl

of

POWER OF ATTORNEY

I (we), Jose Marla RAFOLS FERRER the undercigned legal
represeniative(s) of

Laborstorics del Dr. nm;ri. A
an organixation exlsting, under ths laws of
SPAIN

aod in present executio 1 of its business activity, domiciled at
Av. Maru ds Din de Mootserrat, E-08041, EPAIN

do hereby POWER OF ATTORNEY o DILIA MARIA RODRIGUEZ
D'ALEMAN,; ideneifiersion eard No. 41.654.882 of Bogoul, and tp. 20824 and
CLAUDIA LUCIA CARO RAMIREZ, tp. 36448, ldentification card No.
40.017.374 of Tunju, rxiding in Bogotd, Colombria, to act in the onder of their
appointment in behalf of grantor befiore any entity. suthority and/or sl or
juridical person, specially befors those Admimisrative, Administrative-
Contentions, Jodiclel, srbitnatlon courts, andfor mny othar, in all maners
concemning the following:

PCT/EPO3N3629

2) To uapply. liﬂunﬂthwhduwﬂln
protection of industris] secrets or know-how.

3) To opply, process. obiain and/or register sanitary registrations, opamting
suthorizations andfor lUeenses; as well as thelr renewals or  assigamems,
changes of name and/ar domicile, agreementy and Rcenpes,

4) To bring actions of opposition, cheervations, clalms, reconsideration, appeal
or legal remedles, cancellstions, nullity, protection to the consumer, granting of
licenses, protection 2 tade secres and other actions related with righis
derived from the shoe- mentioned maters and agains the uofair competition,

mandarus, police actions; in actiona, lawsults or ltigations Instituted by the
jgrantor ar againgt hin,

3) Ta registier domair. nares before the competent entity.

6) To the effect of this mandats the sbove-named proxy are empowered to:
conciliaie, cancel, seitle, mubmit to arbliration, withdrsw and to receive and
ks possession of the liigation related objet and walve or renpunce the rights
granted or in procew. of granting, admit the facts of the case.

T) To mitify or not the officious sgency.

£) [ (we) hereby appaint the afore mantioned atiomeys with powars o reecive
notifications and to designate judicial and extrajudicial sttomeys, substitute
this Power of Attorney and 1o revoks such sustitutions.

3\
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-GENCIA.- La extiendo yo, TOMAS GIMENEZ /DUART, Notario del llustre
Colegio de Notarios de Catalufia, para hacer constar que la firma que antecede
de DON JOSE MARIA RAFOLS FERRER, como apoderado de la entidad
“LABORATORIOS DEL DR. ESTEVE, S.A", la considero legitima pcr haber
gido 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 al nimero 480 de protocolo, que causé la inscripcién 90® en la
hoja nimero B-19078, folio 190 del tomo 21254, en el Registro Mercantil de
Barcelona, cuyo poder le faculta para este acto. .
iguaimente hago constar que la sociedad LABORATORIOS DEL DR. E'3TEVE -

S.A., es una compaiila mercantil de nacionalidad espafola, que se rige por las - \' I3

Iayes de Espafia, debidamente inscrita en el Registro Mercantil de Barcelona, \\,

al tomo 21254 , folio 180, hoja nimero B-19079 , lnscnpclén 76" y con nimero

de |denﬂﬁcacl6n 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.

| C.El‘:hl‘ﬂlAlll 38 il au-lo
coastar gue agfu cople reinclde co
documanto sriging ;l‘.l_llll

”J’J FHin
27 ENE 2006
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APOSTILLE (o0 legalizacién finica)

(Conventisn de la Haye du 5 de octobre, 1951-Real Decreto/1578,
de 2 de octubre)
1. Pais ESPARA
El presente documento pfiblico
2. ha sido firmado por D. Tomés Giménez Duart----------------
3. Actuando en calidad de Notario, en legitimacién de £irma--
de D. José Maria Rdfols Ferrer, puesta al pie de un Poder,
en representaclién de "LABORATORIOS DEL DR. ESTEVE, S.A.",-
libro indicador n*. 131, de fecha 31 de enerc de 2005.---~-
4. B8e halla sellado/timbradc con el de pu Notaria.
CERTIFICADO
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:

mfﬂe:l l’“‘."f"- 'y wd -’I 4
SecretHriae kot 26 de et il
fwmeAte er| pray
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(19) World Intellectual Property
Organization _
Intemational Burean i\-{

(43) International Pablication Date
17 February 2005 (17.022005)
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(10) International Publication Nfber
WO 2005/013977 Al

(51) Internationsl Patent Classifientton”: AG1K 31/4045, / (74) Agent: DAVILA BAZ, A.; Clarke, Modet & Co., C/Goys,

CO7D 209/08, 409/12, 51304, AG1K 31/429, AGIP 304

(21) International Application Number:
PCT/EP2004/008511

{
(22) International Fling Dute: 29 July 2004 (29.07.2004)

(25) Filing Langusge: English
(26) Publication Langusge: English
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(71) Applicant (for all designased Stases US): LABO-
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(72) Inventors; and ,
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For iwo-letier codes and other abbreviations, refer to the "Guld-
ance Naotes on Codes and Abbreviations™ appearing at the begin-
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(34) Titke: INDOL-5-YL SULFONAMIDE DERIVATIVES, THEIR PREPARATION AND THEIR USE 5-HT-6 AS MODULA-

TORS

(Ia, Ib, o)

(57) Abstract: The present invention refers to new solfonamide
derivatives, of general formula (la, 1b, 1c) optiomally in
form of one of their sterecisomers, prefersbly enmanticmers
or diasteceomers, their racemate, or in form of a mixtore of
at least two of their storecisomers, preferably enantiomers or
diastercomers, in any mixing ratio, or thelr salts, preferably
the comesponding, physiologically acceptable salts, or
corresponding solvates; to the processes for their preparation,
to their application as medicaments in homan md/or veterinary
therapentics, and to the pharmaceutical compositions containing
them.
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INDOL~5 SULFONAMIDE DERIVATIVES,THEIR PREPARATION AND THEIR USE 5-HT-6 &8 AS
MODULATORS

10

15

20

The present Invention refers to new sulfonamide derivatives, of general
formula (la, Ib, Ic),

JleHR
o, 0 ro
A
RE R4 Ra
(Ia, Ib, kc)

optionally in form of one of thelr sterecisomers, preferably enantiomers or
diastereomers, thelr racemate, or in form of a mixture of at least two of their
sterecisomers, preferably enantiomers or diastereomers, in any mixing ratio, or
their salts, preferably the cormesponding, physiologically acceptable salts
thereof, or corresponding solvates thereof; to the processes for their
preparation, to thelr application In medicaments in human and/or veterinary
therapeutics, and to the pharmacautical compositions contalning them.

The new compounds of the present invention may be used In the
pharmaceutical industry as Intermediates and for preparing medicaments.

The superfamily of serotonin receptors (6-HT) comprises 7 classes (5-
HT+-5-HT7), which cover 14 human subclasses [D. Hoyer, et al.,
Neuropharmacology, 1997, 36, 419). The 5-HTg receptor has been the last
sarotonin receptor kientified by molecular cloning in rats [F.J. Monsma, et al.,
Mol. Pharmacol., 1993, 43, 320; M. Ruat, et al., Blochem. Blophys. Res.
Commun., 1983, 193, 268] as well as in humans [R. Kohen, et al., J,
Neurochem., 1986, 66, 47). The compounds with an affinity for the 5-HTg
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receptor are ussful in treating different disordars of the Central Nervous System
and of the Gastrolntestinal system, as well as the irritable bowe! syndrome. The
compounds with an affinity for the 5-HT receptor are useful for treating anxlety,
depression and cognltive memory disorders [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., 1999, 127, 22P; A. Bourson, et al.,
J. Pharmacol. Exp. Ther., 1995, 274, 173; A.J. Sleight, ot al., Behav. Brain
Res., 1998, 73, 245; T.A. Branchek, et al., Annu, Rev. Pharmacol. Toxicol,,
2000, 40, 319; C. Routledge, et al., Br. J. Pharmacol., 2000, 130, 1606]. It has
been shown that the typical and atypical antipsychotics for treating
schizophrenia have a high affinity for the 5-HTs receptors [B.L. Roth, et al., J/.
Pharmacol. Exp. Ther., 1994, 268, 1403; C.E. Glatt, et al., Mol. Mad., 1995, 1,
398; F.J. Mosma, et al., Mol. Pharmacol., 1893, 43, 320; T. Shinkai, et al, Am.
J. Med. Genet., 1988, 88, 120]. The compounds with an affinlty for the 5-HTp
recaptor are ussful for treating infantile hyperkinesia (ADHD, attention deficit /
hyperactivity disorder) [W.D. Hirst, et al., Br. J. Pharmacol., 2000, 130, 1597: C.
Gérard, et al., Brain Ressarch, 1997, 746, 207; M.R. Pranzatelli, Drugs of
Today, 1907, 33, 378).

Patent application WO 01/32648 discloses suifonamides derived from
bicycles, whereby aach of the rings {s 6-membered, aromatic or heteroaromatic
rings with 5-HT, receptor antagonist activity.

Patent application EP 0 733 628 discloses sulfonamides derived from
indole with 5-HT 4 receptor antagonist activity, ussful for the treatment of
migraines.

Furthermore, it has been shown that the 5-HT, receptor plays a role In
the Ingestion of food [Neuropharmacology, 41, 2001, 210-210].

Eating disorders, particularly obestty, are a serious and Increasingly
frequent threat for the health of persons from all age groups, since they
Increase the risk of developing other serious and even mortal diseases,
preferably diabetes and coronary artery diseases.



"~

10

15

30

WO 2005/013977 PCT/EP2004/008511

-3-

Therefore, an object of the present invention was to provide new
compounds, particularly sultable as active substances in medicaments,
preferably in medicaments for 5-HTe 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 prophylaxie and/or treatment of obeslty, bulimia, anorexia,
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 irritable bowel syndrome,
for cognitive enhancement, for the prophylaxis and/or treatment of disorders of
the central nervous system, anxlety, panic disorders, depression, bipolar
disorders, cognitive memory disorders, senile dementla processes, preferably
Alzhelmer’s disease, Parkinson's disease, Huntington's disease and Multiple
Sclerosls, schizophrenia, psychosis or infantile hyperkinesla (ADHD, attention
deficit / hyperactivity disorder), and other disorders mediated by the 5-HT
serotonin receptor in humans and/or In animals, preferably in mammals, more

preferably In humans.

It has bean found that the Indol-5-yl sulfonamide compounds of general
formulas (la, Ib, Ic) described below show an affinity for the 5-HT, receptor.
These compounds are therefore sultable for the manufacture of a-medicament
for the prophylexis 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 weight, for the prophylaxis and/or treatment of obestty,
bulimia, anorexta, cachexia or type 1| diabetes (non Insulin dependent diabetes
meliitus), preferably type 11 diabetes caused by obesity, for the prophylaxis
and/or treatment of gastrointestinal tract disorders, preferably Imitable bowsl
syndrome, for cognitive enhancement, for the prophylaxis and/or treatment of
disorders of the central nervous system, anxiety, panic disorders, deprésslon.
bipolar disorders, cognitive memory disorders, senlle dementia processes,
neurodegenerative dicorders, preferably Alzheimer’s disease, Parkinson's
diseage, Huntington's disease and Multiple Sclerosis, schizophrenia, psychosis
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or Infantile hyperkinesia (ADHD, attention deficit / hyperactivity disorder) and
other disorders mediated by the 5-HTe serotonin receptor In mammals,
Including humans. These compounds are also sultable for the preparation of a
medicament for cognitive enhancement.

Thus, one aspect of the present invention are compounde of general
formula (la),

/(c}un-l“
Ré
e
R4 R3
(1a)

wherein

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

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

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

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

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

A represents an optionally at least mono-substituted mono- or polycyclic
aromatic ring syetem, which may be bonded via an optionally at least mono-
substituted alkylens, alkenylene or alkynylene group and/or which may contain
at least one heteroatomn as a ring member in one or more of k= rings

and
nis0,1,2, 30r4;

optionally in form of one of Is sterecisomers, preferably enantiomers or
diastereomers, its racemate or In form of a mbdure of at least two of its
stereolsorners, preferably enantiomers or diastersomers, in any mixing ratio, or
salt thereof, preferably a corresponding, physiologically acceptable salt
thereof, or a corresponding solvate thereof.
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Ancther aspect of the present Invention are compounds of the general formula
(ib)

wherein
R’ represents a -NR°R® radical,

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

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

R" and R?, identical or different, each represent hydrogen or a saturated or
unsaturated, lInear or branched, optionally at least mono-substituted,
C1-C,4 aliphatic radical,

A represents an optionally at least mono-substituted mono- or polycyclic
aromatic ring system, which may be bonded via an optionally at least mono-
substituted alkylene, alkenylene or alkynylene group and/or which may contain
at least one heteroatom as a ring member in one or more of its rings,
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andnis0,1,2,30r4;

optionalty In form of one of its sterecisomers, preferably enantiomers or
diastereomers, Its racemate or in form of a mbdure of at least two of its
stereoisomers, preferably enantiomers or diastereomers, In any mixing ratio, or
a salkt thereof, preferably a comresponding, physlologically acceptable salt
thereof, or a corresponding solvate thereof.

Yet, another aspect of the present invention are compounds of general formula
(fe)

R7 [(CH2) R

R6
/s\
A ]

RE R4 RS

(Ic),

wharein

R represants a -NR°R” radical or a saturated or unsaturated, optionally at least
mono-substituted, cycloallphatic radical, which may optionally contaln at least
one heteroatom as a ring member and/or which may be condensed with a
saturated or unsaturated, optionally at least mono-substituted mono- or blcyclic

cycloaliphatic ring system, which may optionally contaln at least one heteroatom
as a ring member,

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

3
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R® represents hydrogen or a saturated or unsaturated, linear or branched,
optionally at least mono-substituted aliphatic radical,

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

or

R® and R® fogether with the bridging nitrogen atom form a saturated or
unsaturated, optionally at least mono-substituted heterocyclic ring, which may
contain at least one additional heteroatom as a ring member and/or which may
be condensed with a saturated or unsaturated, optionally at least mono-
substituted, mono- or bicyclic cycioaliphatic ring system which may optionally
contaln at least one heteroatom as a ring member,

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

and
nis0,1,2,3o0r4;

optionally in form of one of its stereclsomers, preferably enantiomers or
diastereomers, its racemate or in form of a mixture of at least two of its
stareolsomers, preferably enantiomers or diastereomers, In any mixing ratio, or
a salt thereof, preferably a comesponding, physiologically acceptable salt
thereof, or a corresponding solvate thereof.
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If one or more of the moleties R%R? represent a saturated or unsaturated
aliphatic radical, that is, an alkyl, alkeny! or alkyny! radical which is substituted
by one or more substituents, each one of these substituents may preferably be
chosen, unless otherwise defined, from the group consisting of hydroxy,
fluorine, chiorine, bromine and trifluoromethyl.

if R is a saturated or unsaturated, optlonallir at least one heteroatom as a ring
member containing cycloaliphatic radical, which Is substituted by one or more
substituents and/or is condensed with a saturated or unsaturated, optionaily at
least one heteroatom as a ring member containing mono- or bicycllc
cycloaliphatic ring system, which Is substituted by one or more substituents,
each one of these substlituents may preferably be chosen, unless ctherwise
defined, from the group conslsting of hydroxy, fluorine, chiorine, bromine, linear
or branched C+-Cs alkyl, linear or branched Cy~-Cs alkoxy, linear or branched Cq-
Ce perfiuoroalkyl, linear or branched Cy-Cq perflucroalkoxy and benzyl,
preferably from the group conslsting of linear or branched Ct-Cg alkyl and

benzyl.

The heteroatoms of sald cycioaliphatic radical and/or of sald mono- or bicyclic
cycloallphatic ring may, independently from one another, preferably be chosen
from the group consisting of nitrogen, sulphur and oxygen, more preferably
nifrogen Is chosen as a heteroatom.

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

If R* and R® together with the bridging nitrogen atom form a saturated or
unsaturated, optionally at least mono-substituted haterocyclic ring, which may
contain at least one further heteroatom as a ring member and/or which is
condensed with a saturated or unsaturated mono- or bicyclic cycloaliphatic ring
system, which may contain at least one hetercatom as a ring member and/or
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which is substituted by one or more substituants, each one of these substituents
may preferably be chosen, unless otherwise defined, from the group consisting
of hydroxy, fiuorine, chlorine, bromine, knear or branched C4-Cs alkyl, finear or
branched C4-Cq alkoxy, iinear or branched Cy-Cq perfiuoroalkyl, linear or
branched C+-Cg perfluoroalkoxy and benzyl, preferably from the group

consisting of linear or branched C-Cq alkyl and benzy!.

If the heterocyclic ring contains one or more additional heteroatoms,
and/or if one or both rings of the mono-~ or bicydlic ring system contain one or
more heteroatoms, these hetaroatoms may, independently from ane another,
preferably be chosen from the group consisting of nitrogen, sulphur and oxygen,
more prefembly nitrogen Is chosen as a hateroatom.

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

if A Is a mono- or polycyclic aromatic ring system which may be bonded
via an alkylene, alkenylene or alkynylene group and/or which may contaln at
least one heteroatom as a ring member and/or which may be substituted by one
or more substituents, each one of these substituents may preferably be chosen
from the group consisting of nitro, -O-phenyl, -O-C1.g alkyl, -C(=0)-C1.¢ aliyl,
hydroxy, halogen, linear or branched C-Cg alkyl, linear or branched C4-Cs
alkoxy, linear or branched C4-Cq perfiucroalkyl, linear or branched C-Cs
perfiuoroalkoxy, an optionally at least mono-substituted phenyl radical and 5- or
6-membered heteroaryl, more preferably from the group consisting of nitro, -O-
phenyl, -C(=0)-C,. alkyl, linear or branched C4-Cs alkoxy, halogen, linear or
branched C1-Cg alkyi, an optionally at least mono-substituted phenyi radical and
5- or 8-membered heteroaryl, even more preferably from the group conslisting of
nitro, -O-phenyl, -O-CHs, -C(=0)-CHa, fluorine, chiorine, bromine, linear or
branched C1-Cq alkyl, an optionally at least mono-substituted phenyl! radical and
$- or 6-membered heteroaryl.
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If one or moare of the rings of the mono- or polycyclic aromatic ring
system contain one or more heteroatoms, these heteroatoms — like the
heteroatoms of a previously mentioned §- or 8-membered heteroaryl radical —
may preferably be chosen from the group consisting of nitrogen, sulphur and
oxygen.

If the previously mentioned phenyl radical is itself substituted by one or
more substituents, each one of these substituents may preferably be chosen
from the group consisting of fiuorine, chiorine, bromine, linear or branched Cy-
Csalkyl, linear or branched C4-Cg alkoxy, linear or branched C,-Cg alkyithlo,
trifluoromethyl radical, cyano radical and a -NR'R"? radical, wherein R'? and
R, identical or different, represent hydrogen or a linear or branched C4-Cg
alkyl.

If the previously mentioned alkylene, alkenylene or alkynylene group is
substituted by one or more substituents, each of these substituents may
preferably be chosen from the group conslating of hydroxy, halogen, linear or
branched C4-Cg alkyl, linear or branched C4-Cs alkoxy, linear or branched C-Cs
perfluorcalkyl, linear or branched C4-Cg perfiuoroalkoxy or an optionally at least
mono-substituted phenyl radical.

If saki phenyl radical is itseif substiuted by one or more substituents,
each one of these substituents may preferably be chosen from the group
conslsting of fluorine, chiorine, bromine, linear or branched C4-Cg alkyl, linear or
branched C+-Cs alkoxy, linear or branched C4-Cs alkyithio, trifiuoromethyl
radical, cyano radical and a -NR'R"? radical, whereln R'2 and R™, identical or
different, represent hydrogen or a linear or branched C-Cg alkyl.

If one or more of the substituents R R?, R*, R® and R’ represents an
alcoxy radical, sald radical may have 1 to 6, preferably 1 to 3 carbon atoms.
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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 also be used for this type of bonding.

s Sulfonamide derivetives of general formula (la) are preferred, wherein R
represents an -NR°R? radical or a saturated or unsaturated, optionally at least
mono-substituted 5- or 6-membered cycloallphatic radical which may optionally
contain at least one heteroatom as a ring member and/or which may be
condensed with a saturated or unsaturated, optionally at least mono-substituted

10 mono- or bicyelic cycloaliphatic ring system, which may optionally contain at
: least one heteroatom as a ring member, whereby the rings of the ring system
are 5- or 6-membered,

more prefarably R' represents an -NR®R? radical or a radical chosen from the
15  group consisting of

O~ . Q.

wherein, If present, the dotted line s an optional chemical bond, and R®

fepresents hydrogen, a linear or branched G:-Csg alkyl radical or a benzyl

radical, preferably hydrogen or a C,-C; alky! radical and R* to R®, A and n are
20 defined as above. '
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Sulfonamide derivatives of general formula (la) are also preferred, whereln R?,
R®, R%, R® and R’, identical or different, each represent hydrogen, a linear or
branched, optionally at least mono-substituted G,.Cg alkyl radical, a linear or
branched, optionally at least mono-substituted C,.Cq alkenyl radical or a linear
or branched, optionally at least mono-substituted C,.Cg alkyny! radical,

more preferably R?, R®, R*, R® and R7, identical or different, each represent
hydrogen or a linear or branched, optionally at least mono-substituted C1.Cs
alkyl radical,

even more preferably R, R®, .R“. R® and R each represent hydrogen or a Cy.
alkyl radical and R', R®, R®, R®, A and n are defined as above.

The use of sulfonamide derivatives of general formula (1a) is also preferred,
wherein R® represents hydrogen, a linear or branched, optionally at least mono-
substituted C,-Cs alkyl radical, a iinear or branched, optionally at least mono-
substituted C»-Cq alkenyl radical, a linear or branched, optionally at least mono-
substituted Co-C, alkynyl radical,

more preferably R® represents hydrogen or a linear or branched, optonally at
least mono-substituted C;-Cp alkyl radical,

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

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

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

R® and R* together with the bridging nitrogen atom form a saturated or
unsaturated, optionally at least mono-gubstituted &- or 6-membered heterocyclic
ring which may contain at least one additional heteroatom as a ring member
and/or which may be condensed with a saturated or unsaturated, optionally at
least mono-substituted mono- or bicyclic cycloaliphatic ring system, which may
optionally contain at least one heteroatom as a ring member, whereby the rings
of the ring system are 5- 8- or 7-membered and R'-R’, A and n are definad as
above.

Particularly preferred Is the use of sulfonamide derivatives of general
formula (la), wherein R® and R®, identical or differant, each represent hydrogen
or a linear or branched G4-C1o alkyl radical,

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

R® and R® together with the nitrogen atom bridge form a radical chosen
from the group consisting of
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wherein R", If present, represents hydrogen, a linear or branched C4-Cs alkyl
radical or a benzyl radical, preferably hydrogen or a C+-C; alkyl radical, and R'-
R®, A and n are defined as above.

Furthermore, sulfonamide derivatives of general formula (la) are preferred,
wherein A reprasents an optionally at least mono-substituted mono- or
polycyclic aromatic ring system, wherein the ring(s) is/are 5- or 6-membered,
which may be bonded via an optionally at least mono-substituted C4_Cs
alkylene group, an optionally at least mono-substituted C,_Cg alkenylene group
or an optionally at least mono-substituted C»_Cs alkynylene group and/or
wherein the ring(s) may contain at least one heteroatom as a ing member,

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

and whereln one or more of the rings contaln at least one heteroatom,

or a radical choseh from the group consisting of
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wherein X, Y, Z, independently from one another, each represent a radical

5 selected from the group consisting of hydrogen, fluorine, chlorine, bromine,
nitro, acetyl, linear or branched C4-Ce alkyl, linear or branched C+-Cs alkoxy,
linear or branched C4-C; alkylthio, a trifluocromethyl radical, a cyano radical and
a -NR"™R" radical,

10 wherein R" and R"™, entical or different, each represent hydrogen or linear or
" branched C-Cealkyl,

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

15
wherein R is hydrogen or a linear or branched C;-Cq alkyl,

mis0,1,2,30r4and

20 m1is 1 or2, preferably 2, and R'-R? and n are defined as above.
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Furthermore, sulfonamide derivatives of general formula (la) are
preferred, wherein A represents an optionally at least mono-substituted mono-
or polycyclic aromatic ring system, wherein the ring(s) is/are 5- or 6-membered,
which may be bonded via an optionally at least mono-substituted C1_Ce
alkylene group, an optionally at least mono-substituted Ca_Cg alkenylene group
or an optionally at least mono-substituted C2_Cg alkynylene group, and/or
whereln the ring(s) may containr at least one heteroatom as a ring member,

more preferably A represents an optionally at least mono-substituted mono- or
polycyclic aromatic ring system, wharein the ring(s) Is/are 5- or 6-membered
and wherein one or more of the rings contalin at least one heteroatom,

or a radical chosen from the group consisting of

o o et
Q.G

Y

wherein X, Y, Z, independently from one ancther, each represent a radical
selected from the group consisting of hydrogen, fluorine, chiorine, bromine,
linear or branched C+-Cs alkyl, linear or branched C+~-Cg alkoxy, linear or
branched C¢-Cq alkyithio, a trifluoromethy! radical, a cyano radical and a ~
NR'R" radical,

wherein R and R", identical or different, each represent hydrogen or linear or
branched C;-C; alkyl,
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W represents a single chemical bond betwean the two rings, a CH,, O, S group
or a NR" radlcal,

wherein R" Is hydrogen or a linear or branched C-Co alkyl,
and

mis0,1,2, 30r4.

and R'-R? and n are defined as above.

Furthermore, sulfonamide derivatives of general formula (la) are preferred,
wherein A represents a heteroaryl radical selected from the group consisting of
quinolinyl, benzo[blthlophenyl, benzo[1,2,5}thiadiazolyi, thiophenyl and
Imkiazo{2,1-blthiazolyt which may be substituted by 1, 2 or 3 substituents
selected from the group consisting of fiuorine, bromine, chlorine, methyl, phenyl,
nitro, -C(=0)-CHjs, -0O-CHs and -O-pheny! and/or which may be bonded via a C4-
2 alkylene group or a C; alkenylene group,

or a radical chosen from the group conslsting of

et o
%ﬂw O@\

Y
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whereln X, Y, Z, independently from one another, each represent a radical
selectad from the group consisting of hydrogen, fluorine, chlorine, bromine,
nitro, acetyl, linear or branchad C4-Cq alkyl, linear ar branched C+-Cg alkoxy,
linear or branched C4-Cq alkyithio, a trifluoromethyl radical, a cyano radical and
a NR'R* radical,

wherein R'2 and R", identical or different, each represent hydrogen or linear or
branched C¢-Cg alkyl,

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

wherein R'* is hydrogen or a linear or branched C4-Cqg alkyl,
mis0,1,2, 3 0r4 and

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

whereinnis 0, 1, 2, 3 or 4; preferably n is 1, 2 or 3; more preferablynls 2 or 3
and R to R® and A are defined as above.
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Those most preferred compounds of general formula (Ia) are selected

from the group conslisting of

[16]

171

[18]

[28]

[43]

[44]

[45]

[46]

[47]

[48]

[49]

N-{1-(2-pyrroliiine-1-yl-ethyl)-1H-indole-5-yl}-naphthalene-2-sulfonamids,
N-[1-(2-pyrrolidine-1-yl-ethyl)}-1H-Indole-5-yl}-naphthalene-1-sulfonamide,

N-{1-(2-pymolidine-1-yl-athyl}-1H-indole-5-yl}- 5-chloro-3-
methyibenzo[blthiophene-2-sulfonamide,

N-[1{2-pyrrolidine-1-yl-ethyl)-1H-Indole-5-yi}- }-8-chloroimidazo[2,1-
bjthlazole-5-sulfonamide,

5-chloro-3-methyl-N-( 1-(3-(piperidin-1-yl }propyl)-1H-Indo}-5-
vi)benzo[blthlophene-2-suifonamide,

N-{1-(3«{piperidin-1-yl)propyl}-1H-indo}-5-yi)naphthalene-2-sulfonamide,
N-+(1~(3-(piperidin-1-yl)propyi)-1 H-Indo}l-5-yi)naphthalene-1-sulfonamide,

6-c.hlom-N-(1 «(3-piperidin-1-yl)propyl)-1H-indol-5-vi)imidazo[2,1-
blthlazole-5-sulfonamide,

4-pheny-N-{1-{3~(piperidin-1-yl)propyl)-1H-indo}-5-
vi)benzenesulfonamide,

2«(naphth-1-yl)-N<(1-(3-(piperidin-1-yl)propyi)-1H-indo}-5-
yl)ethanesulfonamide,

4-phenoxy-N-{1-{3<{piperidin-1-y)propy)-1H-indol-5-
yl)benzenesulfonamide,

T
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[50]  3,5-dichloro-N-1-3-(plperidin-1-yl)propyl)-1H-indo}-5-
yl)benzenesulfonylamide,

[51] 4.5-dichloro-N-{1-(3-(piperidin-1-yl)propyl)-1 H-Indol-5-yithlophene-2-
sulfonamide and

[52] 5-chloro-N-{1<(3-{plperidin-t-yhpropyl)-1H-Indol-5-ynaphthalene-1-

sulfonamide,
and their corresponding salts and solvates.

Furthermore, sulfonamide derivatives of general formula (Ib) are also
preferred, wherein R?, R%, R%, R%and R’, Identical or different, each represent
hydrogen, a linear or branched, optionally at least mono-substituted C1.Ce alkyl
radical, a linear or branched, optionally at least mono-~substituted C2.Cs alkenyl
radical, or a iinear or branched, optionally at least mono-substituted C2Ce
alkyny! radical,

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

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

Sulfonamide derivatives of general formula (ib) are also prefemed, wherein R®
hydrogen, a linear or branched, optionally at least mono-substituted C4-Cq alkyl
radical, a linear or branched, optionally at least mono-substituted C2-GCq alkenyt
radical or a linear or branched, optionally at least mono-substifuted C,-C
alkynyl radical,



10

15

30

WO 2005013977 PCT/EP2004/008511

-22-

preferably that R® rapresents hydrogen or & linear or branched, optionally at
least mono-substituted C4-Cg alkyl radical,

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

Furthermore, sulfonamide derivatives of general formula (Ib) are also preferred,
wherein R® and R?, identical or different, each represent hydrogen or a linear or
branched, optionally at least mono-substituted C+-C alkyl radical,

with the proviso that R® and R® are not hydrogen at the same time and R-R”, A
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 C4-C;

alkyl radlcal,

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

Furthermore, sulfonamkde derivatives of general formula (Ib) are preferred,
wherein A represants an opiionally at least mono-substituted mono- or
polycyclic aromatic ring system, whereln the ring(s) Is/are 5- or 6-membered,
which may be bonded via an optionally at least mono-substituted Cy_Cg
alkylene group, an optionally at least mono-substituted C,_C, alkenylene group
or an optionally at least mono-substituted C,_Cg alkynylene group and/or
wherein the ring(s) may contain at least one heteroatom as a ring member,

preferably A represents an optionally at least mono-substituted mono- or
polycyclic aromatic ring system, wherein the ring(s) is/are 5- or 8-membered
and whereln one or more of the rings contaln at least one heteroatom,
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or a radical chosen from the group consisting of

St > e
3%

Y

X

7
—tcmm{@i}v

wherein X, Y, Z, independently from one another, each represent a radical
selected from the group consisting of hydrogen, fiuorine, chiorine, bromine,
nitro, acetyl, linear or branched C4-Cq alkyl, linear or branched C1~Cg alkoxy,

linear or branched C4-Cq alkyithio, a trifiuvoromethy! radical, cyano radical and
-NR'"R"™ radical, '

wherein R'? and R®, identical or different, each represent hydrogen or linear or
branched C4-Cg alkyi,
W represents a single chemical bond between the two rings, a CHz, O, S group

ora NR'* radical,

wherein R™ is hydrogen or a linear or branched Cy-Cs alkyl,

mis0, 1,2 30r4and
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m1 Is 1 or 2, preferably 2, and R™-R® and n are defined as above.

Furthermore, sulfonamide derivatives of general formula (Ib) are
. §  preferred, wherein A represents an optionally at least mono-substituted mono-
or polycyclic aromatic ring system, wherein the ring(s) is/are &- or 6-membered,
which may be bonded via an optionally at least mono-gubstituted C,_Cg
alkylene group, an optionally at least mono-substituted Cz—Ce alkenylene group
or an optionally at least mono-substituted C,_Cs alkynylene group, and/or
10 whersin the ring(s) may contain at least one heteroatom as a ring member,

more preferably A represents an optionally at least mono-substituted mono- or
polycyclic aromatic ring system, wherein the ring(s) is/are 5- or 6-membered
and whaerein one or more of the rings contain at least one heteroatom,

15 or a radical chosen from the group conslsting of

S Syt
Eém_ \E}@

wherein X, Y, Z, independently from one another, each represent a radical
selected from the group consisting of hydrogen, fluorine, chlorine, bromine,
linear or branched C1-Ce alkyl, kinear or branched C;-Cg alkoxy, linear or

20  branched C+-Cg alkyithlo, a trifluoromethyi radical, a cyano radical and a -
NRR" radical,

wherein R** and R®, identical or different, each represent hydrogen or linear or
bl'anched C'I'cﬂ alkyl!
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W represents a single chemical bond between the two rings, a CH;, O, S group
or a NR' radical,

whereln R* Is hydrogen or a linear or branched C+-Ce alkyj,

and

mis0,1,2,30r4.

and R'-R? and n are defined as abaove.

Furthermore, sulfonamide derivatives of general formula (Ib) are preferred,
whereln A represents a heteroaryl radical sslected from the group consisting of
quinolinyl, benzo[blthiophenyl, benzo[1,2,5]thladlazolyl, thiophenyl and
imidazo[2,1-blthlazolyl which may be substituted by 1, 2 or 3 substituents
selected from the group conslsting of fiuorine, bromine, chiorine, methyl, phenyl,

nitroe, -C{(=0)-CHs, -0O-CHs and -O-phenyl and/or which may be bonded via a Cs-
2 alkylene group or a C; alkenylene group,

or a radical chosan from the group consisting of

o i o
o Ty,
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wherein X, Y, Z, independently from one another, each represent a radical
selected from the group cohslsﬂng of hydrogen, flucrine, chlorine, bromine,
nitro, acetyl, linear or branched C4-Cgalkyl, Inear or branched C;-C¢ alkoxy,
linear or branched C4-Cyg alkylthio, a trifluoromethyl radical, a cyano radical and
a-NR'R" radical,

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

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

wherein R™ is hydrogen or a linear or branched Cy-Cs alkyl,

mis0,1,2, 3o0r4and

m1 is 1 or 2, preferably 2,

and RI-R? and n are defined as above.

Furthermore sulfonamide derivatives of general formuia (Ib) are preferred,

whereinnis 0, 1, 2, 3 or 4; preferably nis 1, 2 or 3; more preferablynis 2 or 3
and R' to R® and A are defined as above.
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Those most preferred campounds of generat formula (Ib) are selected

from the group consisting of

(1]

[2]

[3]

[

[6]

[10]

[t1]

N-{1-(2-dimethylaminoathyf)-1H-indole-5-yi}-5-chloro-3-
methylbenzofbjthiophene-2-sulfonamide,

N-1-(2-dimethylaminoethyl}- 1 H-indole-5-yil-naphthalene-2-sulfonamide,
N-[142-dimethylaminoethyl)-1H-indole-5-yi-naphthalene-1-sulfonamide,

N-[1<(2-dimethylaminoethyl)-1H-indole-5-yl}-5-chloronaphthalene-1-

sulfonamide,
N-[1-2-dimesthylaminoeathyl)-1H-indole-5-yl}-benzenesulfonamide,
N-[1{2-dimethylaminoethyl)-1H-Indole-5-yi}-quinoline-8- sulfonamide,

N-{1-{2-dimethylaminoethyl)-1H-indole-5-yi}-4-
phenoxybenzenesulfonamide,

N+{1-(2-dimethylaminoethyi)-1H-indole-5-yi}-4-
methybenzenesulfonamide,

N-{1+(2-dimethylaminoethyi)-1H-indole-6-yi}-5-chlorothiophene-2-
sulfonamide,

N-1-{2-dimethylaminoethy)-1H-indole-6-yl]-benzo[1,2,5]thiadlazole-4-
sulfonamide,

N-1-(2-dimethylaminoethyi)-1H-indole-5-yi]-6-chioroimidazo[2,1-
blthlazole-5-sulfonamide,

SR



10

15

30

‘WO 2005/013977

[12]

[13]

[14]

[15)

9]

[20]

[21]

[22]

{23}

[24]

[26]

[26]

-26-

N-{1-(2-dImethylaminoethyi}-1H-indole-5-yi}-3,5-
dichlorobenzenesulfonamide,

N-[12-dimethylaminoethyl)}-1H-indole-5-y}-3-
bromobenzenesulfonamide,

N-[1-{2-dimethylaminoethyl}-1H-indole-5-yi}-3-nitrobenzenesulfonamids,

N-[1{2-dimethylaminoethyi)-1H-indole-5-yi]-1-
phenyimethanesulfonamide,

trans-N-{1<(2-dimethylaminoethyl)-1H-indole-5-yl}-2-
phenylethenesulfonamkie,

N-{1-{2-dimethylaminosthyl)-1H-indole-5-yi]-4,5-dIchlorothiophene-2-
sulfonamide,

N-[1<(2-dimethylaminoethyl)-1H-indole-5-yi}-4-
acetylbenzenssulfonamide,

N-[1+{2-dimethylaminoethyt)-1 H-Indole-5-yi]-4-
bromobenzenesulfonamide,

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

N-[3«(2-dlethylaminosthyl)-1 H-Indole-5-yi}-5-chloro-3-
methylbenzo[bjthiophene-2-sulfonamide,

N-{1<{2-dimethylaminoethyl)-1H-indole-5-yi}-4-nitrobenzenesulfonamide,

N-[1{2-dimethylaminoethyi)-1H-indole-5-yi}-4-fiuorobenzenesutfonamide,

PCT/EP2004/008511
Lylisicly &4 7 U U B Y
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127]

[29]

[31]

[32]

[33]

[34]

[35]

[36)

B7

[38]

N-{1~(2-diethylaminosthyl)-1 H-Indole-5-yl}-6-chloroimidazo[2, 1-b}thlazole-
5-sulfonamide

N-{1-(2-(dlethylamino)ethyl)-1H-indol-5-yi}-naphthalene-2-sulfonamide,
N-{1-(2-(diethylamino)ethyl)-1H-Indol-5-y)-naphthalene-1-sulfonamide,
N-(1-(2-(dlethylamino)ethyi)}-1H-Indol-5-yi}-4-phenylbenzenesulfonamide,

5-chloro-N-(1-(2-{dimethylamino)ethyl}-2-methyl-1H-Indo-5-yl)-3-
methylbenzojblthiophene-2-sulfonamide,

N-{1+(2-(dimethylamino)ethyl)-2-methyl-1H-indol-5-yl)-naphthalene-2-
sulfonamide,

N-(1+(2-(dimethylamino)ethyf}-2-methyl-1H-indol-§-yi}-naphthalene-1-
sulfonamide,

6-chloro-N-(1-{2-(dimethylamino)ethyl)-2-methyl-1 H-indol-5-
yl)imidazo[2, 1-bjthiazole-5-sulfonamide,

N«(1-(2-(dimethylamino)ethyl}-2-methyl-1H-indo}-5-yi)}-4-
phenylbenzenesulfonamide,

N-(1-{2-dimsthylamino)ethyf)-2-methyl-1H-indol-5-yi)-2{naphth-1-yl)-
aethanesulfonamide,

N-(1-(2-(dimethylamino)ethyl}-2-methy}-1H-indol-5-yi}-4-phenoxy-
benzenesuifonamids,
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[38] 3,5-dichloro-N-{1{2<{dimethylamino)ethyi}-2-methyl-1H-indoi-5-yi)-
benzenesulfonamide,

[40] N-{1-{2-(dimethylamino)ethyl)-2-methyl-1H-indol-5-yi)benzo[b]thiophane-
3-sulfonamide,

[41]1 N<{1-(2{diethylamino)ethyl)}-1H-indol-5-yi)benzo]b]thiophene-3-
sulfonamide and

[42] N<{1{2<{dimethylamino)ethyvl)}-1H-Indol-5-yl)benzo[blthiophene-3-
sulfonamide,

and their comesponding salts and solvates.

Sulfonamide derivatives of general formula (Ic) are preferred, whereln R’
represents'an -NR®R? radical or a saturated or unsaturated, optionally at least
mono-substituted 5- or 6-membered cycloallphatic radical which may optionally
contain at least one heteroatom as a ring member and/or which may be
condensed with a saturated or unsaturated, optionally at least mono-substituted
mono- or bicyclic cycloaliphatic ring system, which may optionally contain at
least one hetoroatom as a ring member, whereby the rings of the ring system
are 5- or 6-membered, '

more preferably R represents an -NR®R? radical or a radical chosen from the
group conslsting of
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R10
PP -0
4 ' N
\ \
3 o ' R‘ﬂ

whereln, if present, the dotted line is an optional chemical bond, and R
represents hydrogen, a inear or branched C1-Cg alkyl radical or a benzyl
radical, preferably hydrogen or a C+-C; alkyl radical and R* to R®, A and n are
defined as above.

Sulfonamide derivatives of general formula (Ic) are also preferred, whersin R?,
R?, R, R® and R’, identical or different, each represent hydrogen, a linear or
branched, optionally at least mono-substituted C,.C; alkyl radical, a linear or
branched, optionally at least mono-substituted C,.Cg élkenyl radical or a linear
or branched, optionally at ieast mono-substituted C,.Cs alkyny! radical,

more preferably R?, R®, R*, R® and R’, identical or different, each represent
hydrogen or & linear or branched, optionally at least mono-substituted C;.Ce
alkyl radical,

even more preferably R?, R?, R%, R® and R” each represent hydrogen or a C1-2
alkyl radical and R', R?, R®, R®, A and n are defined as above.

&
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Sulfonamide derivatives of general formula (Ic) are also preferred, wherein R®
represents hydrogen, a linear or branched, optionally at least mono-substituted
C1-Ce alkyl radical, a linear or branched, optionally at least mono-substituted C,-
Ce alkenyl radical, a linear or branched, optionally at least mono-substituted C»-
Ce alkyny! radical,

more preferably R® represents hydrogen or a linear or branched, optionally at
least mono-substituted C1-Cy alkyl radical,

even more preferably R® represents hydrogen or a C+-C; alkyl radical and R'-
R* R%-R?, A and n are deflned as above.

Furthermore, sulfonamide derivatives of general formula (Ic) are alsc preferred,
whereln R® and R, Identical or different, each represent a linear or branched,
optionally at least mono-substituted C4-C4g alkyl radical, a linear or branched,
optionally at least mono-substituted C,_Cyg alkenyl radical, 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 §- or 6-membered heterocyclic
ring which may contain at least one additional heferoatom as a ring member
and/or which may be condensed with a saturated or unsaturated, optionally at
least mono-substituted mono- or bicyclic cycloaliphatic ring system, which may
optionally contain at least one heteroatom as a ring member, whereby the tings
of the ring system are 5~ 8- or 7-membered and R'-R’, A and n are defined as
above.

Particularly preferred are sulfonamide derivatives of general formula (lc),
whereln R® and R, identical or different, each represent hydrogen or a linear or
branched Cy-Cyo alkyl radical, or
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R® and R? together with the nitrogen atom bridge form a radical chosan
from the group consisting of

O O O
s D e N

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

Furthermare, sulfonamide derivatives of general formula (Ic) are preferred,
whereln A represents an optionally at least mono-substituted mono- or
polycycilc aromatic ring system, wherein the ring(s) Is/are 5- or 8-membered,
which may be bonded via an optionally at least mono-subsittuted C;_Cs
alkylene group, an optionally at least mono-substituted Cz_Cs alkenylene group
or an optionally at least mono-substituted C.._Cg alkynylene group and/or
wherein the ring(s) may conteln at least one heteroatom as a ring member,

preferably A represents an oplionally at least mono-gubstituted mono- or
polycyclic aromatic ring system, whereln the ring(s) Is/are 5- or 6-membered
and whereln one or more of the rings contaln at least one heteroatom,

or a radical chosen from the group consisting of
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T O
QG

wherein X, Y, Z, independently from one ancther, each represent a radical
selected from the group consisting of hydrogen, fluorine, chlorine, bromine,
nitro, acetyl, linsar or branched Ci-Cg alkyl, finear or branched C4~-Cg alkoxy,
linear or branched C1-Cs alkylthio, a trifiluoromethyl radical, a cyano radical and
a -NR2R" radical,

wherein R and R'3, Identical or different, each repressnt hydrogen or linear or
branched Cy-Cs alkyl,

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

whereln R Is hydrogen or a linear or branched C;-Cg alkyl,
mis0,1,2,30r4and

m1 Is 1 or 2, preferably 2, and R'-R® and n are defined as above.
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Furtharmore, sulfonamide derivatives of general formula (Ic) are
preferred, wherein A represents an optionally at least mono-substituted mono-~
or polycyclic aromatic ring system, wherein the ring(s) Is/are 5- or 6-membered,
which may be bonded via an optionally at least mono-substituted Ci._Cg
alkylene group, an optionally at ieast mono-substituted C,_Cg alkenylene group
or an optionally at least mono-substituted C2_Cg alkynylene group, and/or
wherein the ring{s) may contain at !east one heteroatom as a ring member,

more preferably A represents an optionally at least mono-substituted mono- or
polycyclic aromatic ring system, wherein the ring(s) Is/are 5- or 8-membered
and whereln one or more of the rings contain at least one heteroatom,

or a radlcal chosen from the group conslsting of

St S e e
%m \0@

whersin X, Y, Z, independently from one another, each represent a radical
selected from the group consisting of hydrogen, fluorine, chiorine, bromins,
linear or branched C,-C; atkyl, linear ar branched C,-Cqg alkoxy, linear or
branched C¢-Cg alkyithlo, a trifluoromethyl radical, a cyano radical and a -
NR™RY radical,

whereln R™ and R™, identical or different, each represent hydrogen or linear or
branched C4-Cq alkyl,
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W represents a single chemical bond between the two rings, a CHz, O, S group
or a NR™ radical,

whereln R™ is hydrogen or a linear or branched C;-Cq alkyl,
and

mis0,1,2,3or4,

and R'-R? and n are defined as above.

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

or a radical chosen from the group consisting of

S >aaalse )
3Oy,

Y
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f
—{CHg)n l_mT’ Y

wherein X, Y, Z, independently from one another, each represent a radical
selected from the group consisting of hydrogen, fiuorine, chiorine, bromine,
nitro, acetyl, linear or branched C1-Cg alkyl, linear or branched Cs-Cg alkoxy,
linear or branched C;-Cs alkyithlo, a trifluoromethyl radical, a cyano radical and
a -NRZR" radical,

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

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

wherein R* is hydrogen or a linear or branched C+-Cg alkyl,
mis0,1,2,30r4and

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

whereln n is 0, 1, 2, 3 or 4; preferably n Is 1, 2 or 3; more preferably nis 2 or 3
and R to R? and A are defined as above.
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Anocther aspect of the prasent invention are compounds of general formula (ic),

R7 {CHalR1

R6
oy /
.
AN
RE R4 R3

(lc),
wherein
R represents a —-NR®R® radical,

RZ represents hydrogen or an alky! radical selected from the group consisting of
methyl, ethyl, n-propyl and iso-propyi, more preferably hydrogen or methyl,

R®, R*, R® and R each represent hydrogen,
R® represents hydrogen,

R? and R®, identical or different, each represent methyl, ethyl, n-propyl or Iso-
propyl, more preferably methyl or sthyi,

or

R® and R® together with the bridging nitrogen form a 5- or 8-membered
heterocyclic ring, more preferably form pyrrolidine or piperidine,
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A reprasents an aryl or heteroaryl radical selacted from the group consisting of
phenyl, naphthyl, quinolinyl, benzo[b]thiophenyi, benzo[1,2,5]thiadiazolyi,
thiophenyl and imidazo[2, -bjthiazolyl which may be substituted by 1,2 or 3
substituents selected from the group consisting of fluorine, bromine, chiorine,
methyl, pheny}, nifro, -C{=0)-CHs, -O-CHs and -O-phenyl and/or which may be
bonded via a C4-; alkylene group or a C; alkenylene group,

and

nis2or3,

optionally In form of one of Its stereolsomers, preferably enantiomers or
diastereomers, its racemate or in form of a mbdure of at least two of its
sterecisomers, preferably enantiomers or diastereomers, in any mixing ratio, or
& sait thereof, preferably a cormesponding, physiologically accaptable salt
thereof, or a comesponding solvate thereof.

The most preferred compounds of general formuia (ic) are salected from
the group conslsting of

[11  N-[1-(2-dimethylaminoethyi)}-1H-indole-5-yi}-5-chloro-3-
methylbenzo[bjthiophene-2-suffonamide,

21 N{1<(2-dimethylaminoethyi}-1H-indole-5-yl}-naphthalene-2-sulfonamide,
8] NJ1<(2-dimethylaminoethyi)}-1H-indole-5-yi}-naphthalene-1-sulfonamide,

[4] N-[1{2-dimethylaminoethyl)-1H-Indole-5-yf]-5-chioronaphthalene-1-
sulfonamide,

51  N-{1-(2-dimethylaminoethyl)-1H-Indole-5-yi]-benzenesulfonamide,
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18]

9

[10)

[11]

[12]

[13)

[14]

[18]

[16]

n”n

-40-

N-{1-(2-dimethylaminoethyl)-1H-indole-5-yJ-quinoline-8- sutfonamide,

N-{1<{2-dimethylaminoathyl)-1H-indole-5-yl}-4-
phenoxybenzenesulionamide,

N-{1-{2-dimethylaminoethyl)-1H-indole-5-yi}-4-
methylbenzenesulfonamide,

N-{1-(2-dimethylaminoethyl)-1H-indole-5-y{}-5-chlorothiophene-2-
sulfonamide,

N-[1-(2-dimethylaminoethyl)-1H-Indole-5-ylHbenzo[1,2, S]thiadlazole4-
sulfonamide,

N-{1<{2-dimethylaminoethyl)- 1 H-indole-5-yi]-8-chloroimidazo[2,1-
blthlazole-5-sulfonamide,

N-{1<{2-dimethyiaminoethyl)-1H-Indola-5-y}-3,5-
dichlorobenzenesulfonamide,

N-[1-(2-dimethylaminoethyl)-1H-Indole-5-yi}-3-

bromobenzenesulfonamide,

N-1 -(2-.dlmethylamlnoethyl)-1 H-indole-5-yl}-3-nitrobenzaenesulfonamide,

N-{1+{2-dimethylaminoethyl)-1 H-Indole-ﬁ-ylj-1 -
phenylmethanesulfonamide,

N-{1-(2-pyrrolidine-1-yi-ethyl}-1H-Indole-5-yi}-naphthalene-2-sulfonamide,

N-{1-(2-pymrolidine-1-yi-ethyl)-1H-indole-5-yil-naphthalene-1-sulfonamide,

de
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[18]

[1e]

[20]

[21]

(23]

[24]

{29]

[26]

[27]

(28]

[29]

41-

N-{1<2-pymolidine-1-yl-ethyl)-1H-Indole-5-yi}- 5-chloro-3-
methylbenzo[bjthiophene-2-sulfonamide,

trans-N-[1-{2-dimethylaminoethyl)-1H-indole-5-yi}-2-
phenylethenesulfonamide,

N-{1+(2-dImethylaminosthyl)-1H-indole-5-yi]-4,5-dIchlorothlophene-2-
sulfonamide,

N-{1-{2-dimathylaminosthyl)-1H-indole-5-yl}-4-
acetylbenzongsulfonamide.

N-[1~(2-dimethylaminoeathyl)-1H-indole-5-yi]-4~
bromobenzenesulfonamide,

N-[1-(2-dimethylaminoethyl)-1H-indole-5-yi}-4-
methoxybenzenesulfonamide,

N-[3-(2-dlethylaminoethyi)-1H-Indole-5-yi]-5-chloro-3-
methylbenzojbjthiophene-2-sulfonamide,

N-H[1-{2-dimethylaminoethyi)-1H-Indole-5-yi}-4-nitrobenzenesulfonamide,

N-[1-(2-dimethylaminoethyl)-1 H-indole-5-yl}-4-fluorobenzenesulfonamkie,

N-[1-(2-dlethylaminosthyl)-1H-indole-5-y(}-6-chloroimidazof2,1-b}thiazole-

5-sulfonamide,

N-{1<{2-pyrrolidine-1-yl-ethyi)-1 H-Indole-5-yi}- }-8-chloroimidazof2,1-
bjthiazole-5-sulfonamide,

N<{1-(2-(diethylamino)ethyl}-1H-Indol-5-yl}-naphthalene-2-sulfonamidse,

5x
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[30]

[31]

[33]

[34]

[35]

[36]

[37]

[39]

[38]

[40]

N-(1-(2-{dlethylamino)ethyl)-1H-Indoh5-yi)}-naphthalene-1-sulfonamide,

N-(14(2-(dlethylamino)ethyl)-1H-Indol-5-y1)-4-phenylbenzenesulfonamide,

5-chloro-N-(1-{2{dimethylamino)ethyl)-2-methyl-1 H-indol-5-y1)-3-
methylbenzo[bjthiophene-2-sulfonamide,

N-(1<(2-{dimethylamino)ethyl)-2-methyl-1H-indol-5-yi)-naphthalene-2-
sulfonamide,

N-(1-(2-{dimethylamino)ethyl)-2-methy!-1H-indol-5-yi}-naphthalene-1-

sulfonamide,

8-chloro-N-(1«(2-(dimethylamino)ethyl)-2-methyl-1H-indal-5-
yi)jimidazo[2,1-bjthiazole-5-sulfonamide,

N~1-(2-(dimsthylamino)ethyl)-2-methyl-1H-indol-5-y1)-4-
phenylbenzenesulfonamide,

N(1-{2-dimethylamino)ethyl)-2-methyl-1H-Indol-5-yi}-2-{naphth-1-yl)-
ethanesulfonamide,

N-{1{(2-{dimethylamino)ethyl)-2-methyl-4 H-indol-5-y1)-4-phenoxy-
benzenesuifonamide,

3,5-dichloro-N-(1-{2(dImethylamino)ethyl)-2-methyi-1H-indo}-5-y1)-
benzenesulfonamide,

N-(1<(2-(dimethylamino)ethyl}-2-methy}-1H-Indol-8-yl)benzo[b]thiophene-

3-sulfonamide,
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[41]

[42]

[43]

[44]

[45]

[46]

[47]

[48]

[49]

[50]

[51]

[52]

-43-

N-(14{2-{diethylamino)sthyl}-1H-indol-5-yl}benzo[bithiophene-3-
sulfonamide and

N-(1-{2<{dimethylamino}ethyl}-1H-Indol-5-yl)benzo[b]thiophene-3-
sulfonamide,

S-chioro-3-methyl-N-(1~{3<{plperidin-1-yl)propyi}-1H-indo}-5-
yi)benzo[bjthlophene-2-sulfonamide,

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

N-(1<(3-{piperidin-1-yl)propyl)-1H-indo}-5-yi)naphthalene-1-sulfonamide,

8-chloro-N-(1-(3-piperidin-1-yl)propyl)-1H-indol-5-yl)imidazo[2, 1-
bjthlazole-5-sulfonamide,

4-phenyl-N-{1~(3«(piperidin-1-yl)propyl)-1H-indol-5-
yl)benzenesulfonamide,

2-{naphth-1-yi}-N-(1-(3-(piperidin-1-yi)propyl}-1 H-indol-5-
yi)ethanesulfonamide,

4-phenoxy-N-(1-{3-<{piperidin-1-yl)propyi)-1H-Indol-5-
vi)benzenesulionamide,

3,5-dichioro-N-{1<(3~(piperidin-1-yl)propyl)-1H-indo}-5-
yl)benzenesulfonylamide,

4,5-dichloro-N-{1-{3~{piperidin-1-yl}propyl}-1H-indol-5-yl)}thiophene-2-
sulfonamide and

5-chloro-N-(1-(3-(piperidin-1-vi)propyl)-1H-indol-5-yl)naphthalene-1-
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sulfonamide,
and their comresponding salts and solvates.

The present Invention likewise refers to the salts, preferabty the
physiologically acceptable salts of the compounds of general formula (la) and/or
(ib) and/or of general formula (Ic), preferably the addition salts of mineral ackds,
more preferably of hydrochioric acid, hydrobromic acld acld, phosphoric acld,
sulphuric acld, nitric acid, and the salts of organic aclds, more preferably of citric
acld, malelc acid acid, fumaric acid, tartaric acid or thelr derivatives, p-
toluenesulphonic acid, methanesulphonic acld, camphorsulphonic acid, etc.

Below, the expression sulfonamide derivatives of the general formula (1),
refars to one or more compounds of general formula (la) and/or to one or more
compounds of general formula (lb) and/or to one or more compounds of general
formula (Ic), respectively, and optionally in form of one of thelr stereoisomers,
preferably enantiomers or dlastereomers, 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 corresponding physiologlcally
acceptable salt theraof, or a corresponding solvate thereof.

Anocther aspect of the present invention consisis of a process for
preparing the new derivatives of general formula (1), wherein R"-F_t', nand A
have the previously Indicated meaning, acconding to which at least one
compound of general formula (l1),

0. ,°

A7

qn

wherein A has the previously mentioned meaning, and X is an acceptable
leaving group, preferably an halogen atom, more preferably chlorine;
reacts with at least one substituted 5-aminoindole of general formula {IH)
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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 may be purified and/or isolated by means of conventional methods
known in the prior art,

The reaction between the compounds of general formula (lI) and (lll) Is
usually carried out in the presence of an organic reaction medium, preferably in
the presence of dialkyl ether, more preferably disthyl ether or a cyclic ether,
more prefarably tetrahydrofuran or dioxane, an halogenated organic
hydrocarbon, more preferably methylene chloride or chloroform, an alcohol,
more preferably methanol or ethanol, a dipolar aprotic solvent, more preferably
acetonitrile, pyridine or dimethylformamide, or any other suitable reaction
medium. Naturally, mixtures of at least two of the classes of the mentioned
compounds or at least two compounds of one class may also ba used.

The reaction is preferably carried out In the presance of a suitable base,
for example, an inorganic base, more preferably alkaline metal hydroxides and
alkatine metal carbonates, or in the presence of an organic base, more
preferably triethylamine, N-ethyidiisopropylamine or pyridine.

‘The most suitable reaction temperatures range from 0°C to room
temperature, that Is, approximately 25°C, and the reaction time preferably
comprises from 5 minutes to 24 hours.
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The resulting sulfonamide derivative of general formula (1) may be
purified and/or Isolated according to conventional methods known In the prior
art.

Preferably, the sulfonamide dertvatives of genera! formula (1) may be
Isolated by evaporating the reaction medium, adding water and, If necessary,
adjusting the pH so that a solid which may be isolated by filtration is obtained:
or the sulfonamide derivative may be extracted with a water Inmiscible solvent,
preferably chloroform, and be purified by chromatography or recrystallization in
a suitable solvent.

The compounds of general formula (l1) are commerclally available, or they may
be prepared according to standard methods known In the prior art, for example
by methods similar to those described In the Iiterature [E.E.Gllbert, Synthesis,
19689, 1, 3]. The compounds of general formula (lIl) may also be prepared
according to standard methods known in the prior art, for example by methods
similar to those described In the literature: Pigerol, Charles; De Cointet de
Fillain, Paul; Eymard, Piems; Werbenec, Jean Piaire; Broll, Madelsine. (Labaz
S. A., Fr.). Ger. Offen. (1977). DE 2727047 19771228. Schwink, Lothar;
Stengelin, Slegfried; Gossel, Matthias. Preparation of indol-5-ylureas and
related compounds for the treatment of obesity and type Il diabetes. WO
0315769 A1 20030227. One of them conslsts of nitro group reduction of
derivatives of general formula (IV) by methods known in the prior art, as for
example: BRATTON, L. D.; ROTH, B. D,; TRIVEDI, B. K.; UNANGST, P.C.: J
Hetaracycl Chem , 2000, 37 (5), 1103-1108. FANGHAENEL, E.;
CHTCHEGL.QV, D.; J Prakt Chem/Chem-Zig, 1996, 338 (8), 731-737.
KUYPER, L. F.; BACMAYARI, D. P_; JONES, M. L.; HUNTER, R. N.; TANSIK,
R.L.; JOYNER, S. 8.; BOYTOS, C. M.; RUDOLPH, S. K.; KNICK, V.: WILSON,
H. R; CADDELL, J. M.; FRIEDMAN, H. S.; ET AL.; J Med Chem, 1998, 39 (4),
892-803.
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(V)

whereln R*-R” and n have the previously Indicated meaning, or one cf thelr
sultably protected derivatives, and, If necessary, the protective groups are
removed In order to obtaln the comesponding amine of general formula (ilt),
which may be purified and/or Isolated by means of conventional methods known
in the prior art.

The compounds of general formula (IV) may also be prepared according
to standard methods known in the prior art, for example by methods simllar to
those described In the literature: Joumal of Heterocyclic Chemistry, 37(5), 1103-
1108; 2000; Schwink, Lothar: Stengelin, Slegfried; Gossel, Matthias.
Preparation of Indol-5-ylureas and relate compounds for the treatment of
obesity and type 11 diebstes WO 0315769 A1 20030227; Baxter, Andrew;
Brough, Stephen; Mcinally, Thomas; Mortimore, Michasl; Cladingboel, David.
Preparation of N-aryl-1-adamantaneacstamides and analogs as purinergic P2Z
receptor antagonists WO 99296680 A1 19990817 ; Pigerol, Charles; De Cointet
de Fillain, Paul; Eymard, Pierre; Werbenec, Jean Plerre; Broll, Madeleine.
Indole derivatives. Ger. Offen. (1977), DE 2727047 18771229.

One of them consists of the alkylation of nitro derivatives of general
formula (V) by methods known In the art, as for axample: BHAGWAT, S. S.;
GUDE, C.; Tetrahedron Lett, 1994, 35 (12), 1847-1850. BRATTON, L. D.;
ROTH, B. D.; TRIVED], B. K; UNANGST, P. C.; J Heterocycl Chem, 2000, 37
(5). 1103-1108
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whereln R2-R” and n have the previously mentioned meaning, or one of their
sultably protected derivatives, and, if necessary, the protective groups are
removed In order to obtain the corresponding amine of general formula (ll1),
which may be purified and/or isolated by means of conventional methods known
in the prior art.

The compounds of general formula (V) are commerclally available or
may also be prepared according to standard methods known in the prior art, as
for example YAMASHKIN, S. A.; YUROVSKAYA, M. A.; Chem Haterocyc)
Compd (N Y) 1899, 35 (12), 1426-1432. OTTONI, O.; CRUZ, R.; KRAMMER,
N.H.; Tetrahedron Lett ,1889, 40 (8), 1117-1120. EZQUERRA, J.; PEDREGAL,
C.; LAMAS, C.; BARLUENGA, J.; PEREZ, M.; GARCIA-MARTIN, M. A.;
GONZALEZ, J. M.; J Org Chem ,1996, 61 (17), 5804-5812. FADDA, A. A.;
Indlan J Chem, Sect B: Org Chem Incl Med Chem , 1990, 29 (11), 1017-1019.
KATRITZKY, A. R.; RACHWAL, S.; BAYYUK, S.; Org Prep Proced Int, 1991, 23
(3), 357-383. Inada, A.; Nakamura, Y.; Morita, Y.; Chem Lett , 1980, 1287.

The respective litersture descriptions 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 (I), whereln R'-R?,
R%R®, A, n and A have the previously Indicated meaning and R® is an alkyl
radical, preferably a linear or branched, optionally at least mono-substituted Cy-
Cs alky! radical, by atkylation of a sulfonamide derivative of general formula (I),

%
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whereln R™-R*, R%-R®, n and A have the previgusly indicated meaning, and Ris
a hydrogen atom, with an alkyl halogenide or dialkyl sulfate.

The alkylation reaction is caried out preferably in the presence of a
sultable base, more preferably in the presence of alkaline metal hydroxides and
alkaline metal carbonates, metal hydrides, metal alkoxides, even more
preferably sodlum methoxide or potassium tert-butoxide, organometaliic
compounds, even more preferably bulyliithium or tert-butyflithium, in the
presence of an organic reaction medium, more preferably dialky! ether, even
more preferably diethyl ether, or a cyslic ether, even more preferably
tetrahydrofuran or dioxane, an hydrocarbon, even more preferably toluene, an
alcohol, even more preferably methanol or ethanol, a dipolar aprotic solvent,
even more preferably acetonitiile, pyridine or dlmethylformémlde. or any other
sultable reaction medium. Naturally, mbxtures of at least two of the classes of
the mentioned compounds or at least two compounds of one class may also be
used.

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

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

The salts, preferably pharmaceutically acceptable salts of the
compounds of general formula (I), may be prepared by means of conventional
methods known in the prior art, preferably by reaction with a mineral acid, more
preferably by reaction with hydrochloric acid, hydrobromic acld, phosphoric acld
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acld, sulphuric acki or nitric acld, or by reaction with organic acids, more
preferably by reaction with citric acld, malek: acid, fumaric acld acid, tartaric
acid, or their derivatives, p-toluenesulphonic acid, methanesulphonic acid,
camphorsulphonic acid, etc., in a suitable solvent, preferably methanol, ethanol,
diethyl ether, ethyl acetate, acstonitrile or acetone, and obtaining the resulting
salts by using the usual techniques for the precipitation or crystallization of the
comesponding salis.

The preferred physiologically acceptable salts of the sulfonamide
derivatives of general formula () are the addition salts of mineral ackis, more
preferably of hydrochloric acld, hydrobromic acid, phosphoric acid, sulphuric
acid acid or niiric acid, and the addition salts of organic acids, more preferably
citric acid, malelc acid, fumaric acld, tartaric acid, or their derivatives, p-
toluenesulphonic acid, methanesulphonic acid, camphorsulphonic acid, etc.

The solvates, preferably the physiologically acceptable solvates, more
preferably hydrates, of the sulfonamkie derivatives of general formula (i) or of
the comesponding physiologically acceptable salts, may be prepared by
methods known In the prior art.

During some of the synthetic sequences described or in the preparation
of the sultable reagents used, it may be necessary and/or desirable to protect
sensitive or reactive groups In some of the molecules used. This may be carried
out by means of the use of conventlonal protective groups preferably those
described In the literature [Protective groups in Organic Chemistry, ed. J.F.W.
McOmile, Plenum Press, 1973; T.W. Greene & P.G.M. Wuts, Protective Groups
In Organic Chemistry, John Wiley & Sons, 1991]. The protective groups may be
removed In the suitable subsequent stage by methods known In the prior art.
The respective literature descriptions are incorporated by referance and form
part of the disclosure.
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if the sulfonamide derivatives of general formula {I) are obtained in form
of a mixture of stereolsomers, preferably enantiomers or diastereomers, said
mixtures may be separated by means of standard processes 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 indol-5-yl sulfonamide derivative of general formula (1), optionally in
form of one of Its stereclsomers, preferably enantiomers or diastereomers, its
racemate, or in form of a mixture of at least two of its stereolsomers, preferably
enantiomers or diastereomers, In any mixing ratio, or a comesponding
physlologlcally acceptable salt thereof or a comesponding solvate thereof, and
optionally one or more pharmaceutically acceptable adjuvants.

This medicament Is sultable for 5-HT receptor regulation, for the
prophylaxis and/or treatment of a disorder or disease related to food Intakse,
preferably for the regulation of appetite, for the maintenance, increase or
reduction of body welght, for the prophylaxis and/or treatment of obesity,
bullmla, anorexda, cachexia ar type [l dlabetss (non Insulin dapendent dlabetes
mefittus), preferably type i diabetes caused by obesity, for the prophylaxis
and/or treatment of gastrointestinal tract disorders, preferably imritable bowel
syndrome, for cognltive enhancement, for the prophylaxis and/or treatment of
disorders of the central nesvous system, anxety, panic disorders, depression,
bipolar disorders, cognitive memory disorders, senile dementia processes,
neurodegenerative disorders, preferably Alzhelmer's disease, Parkinson's
disease, Huntington's disease and Muitiple Sclerosis, schizophrenia, psychosis
or Infantile hyperiinesia (ADHD, attention deficit / hyperactivity disorder), and
othsr disorders mediated by the 5-HT serotonin receptor in humans and/or In
animals, preferably in mammals, more preferably in humans,

Another aspect of the present invention is a medicament comprising at
least one Indol-5-yi sulfonamide derivative of general formula (la), optionally In
form of one of its stereolsomers, preferably enantiomers or diastereomers, Its
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racemate, or in form of a mixture of at least two of its stereclsomers, preferably
enantiomers or diastereomers, in any mixing ratio, or a comesponding
physiologically acceptable salt thereof or a corresponding solvate thereof, and
optionally one or more pharmaceutically acceptable adjuvants.

Thie medicament is suitable for 5-HTg receptor regutation, 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 weight, for the prophylaxis. and/or treatment of obesity,
builmia, anorexia, cachexia or type 11 diabetes (non insulin dependent diabetes
mellitus), preferably type Il diabetes caused by obeslty, for the prophylaxls
and/or treatment of gastrointestinal tract disorders, preferably ritable bowel
syndrome, for cognitive enhancement, for the prophylaxis and/or treatment of
disorders of the central nervous system, anxlety, panic disorders, depression,

nsurodegenerative disorders, prefarably Alzheimer's disease, Parkinson's
disease, Huntington's disease and Muiltiple Sclerosis, schizophrenia, psychosis
or infantile hyperkinesia (ADHD, attention deficit / hyperactivity disorder) and
other disorders mediated by the 5-HTg serotonin receptor in humans and/or in
animals, preferably in mammails, more preferably in humans,

more suitable 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 maintenancs, Increase or reduction of body
welght, for the prophylaxis and/or treatment of obaslty, bulimla, ancrexia,
cachexia or type |l diabetes (non insulin dependent dlabetes mellitus),
preferably type Il diabetes caused by obesity, for the prophylaxis and/or
treatment of gastrointestinal tract disorders, preferably Irritable bowel syndrome
In humans and/or in animals, preferably in mammals, more preferably in
humans.



10

15

WO 2005/013977 PCT/EP2004/008511
234

Another aspect of the present invention is a medicament comprising at
lsast one Indol-5-yl sulfonamide derivative of general formuia (Ib), optionally in
form of one of its sterevisomers, preferably enantiomers or diastereomers, its
racemats, or in form of a mixture of at least two of its stereoclsomers, preferably
enantiomers or dlastereomars, in any mixing ratio, or a corresponding
physlologically acceptable salt thereof or a corresponding solvate thereof, and
optionally one or more pharmacsutically acceptable adjuvants.

This medicament Is suitable for 5-HTg receptor regulation, for the
prophylaxis and/or treatment of a disorder or disease related to food intake,
preferably for the regulation of appetite, for the maintenance, Increase or
reduction of body welght, for the prophylaxis and/or treatment of obesity,
bulimia, anorexia, cachexia or type Il diabetes (non Insulin depsndent diabetes
mellitus), preferably type |l diabetes caused by obesity, for the prophylaxis
and/or treatment of gastrointestinal tract disorders, preferably liritable bowel
syndrome, for cognitive enhancement, for the prophylaxis and/or treatment of
disorders of the central nervous system, anxiety, panic disorders, depression,
bipolar disorders, cognitive memory disorders, senile dementia processaes,
neurodegenerative disorders, preferably Alzhelmer's disease, Parkinson's
disease, Huntington’s disease and Multiple Sclerosis, schizophrenia, psychosis
or Infantile hyperkinesla (ADHD, attentlon deficit / hyperactivity disorder) and
other disorders mediated by the 5-HTg serotonin receptor In humans and/or In
animalis, preferably in mammails, more preferably in humans,

more sultable for cognitive enhancement, for the prophylaxis and/or
treatment of disorders of the central nervous system, anxiety, panic disorders,
depression, bipolar disorders, cognitive memory disorders, senile dementia
processes, neurodegenerative disorders, preferably Alzhelmer's disease,
Parkinson's disease, Huntington's disease and Multiple Sclerosis,
schizophrenia, psychosis or infantlle hyperkinesia (ADHD, attention deficit /
hyperactivity disorder) improving cognition, for preventing and/or treating
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Central Nervous System Disorders, amdety, panic disorders, depression,
bipolar disorders, cognitive memory disorders, senlle dementia processes,
neurodegenerative disorders, preferably Alzheimer's disease, Parkinson's
diseasae, Huntington's disease and Multiple Sclerosis, schizophrenia, psychosis,
infantile hyperkinesia (ADHD, attention deficit / hyperactivity disorder) in
humans and/or In animals, preferably In mammals, more preferably in humans.

Another aspact of the present invention Is a medicament composed of at
least one indok-5-yi sulfonamide derivative of general formula (lc), optionally In
form of one of its sterecisomers, preferably enantiomers or diastereomers, its
racemate, or in form of a mixture of at least two of its sterecisomers, preferably
enantiomers or diastereomers, 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 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, Increass or
reduction of body weight, for the prophylaxis and/or treatment of obesity,
bulimia, anorexia, cachexia or type Il diabetes (non Insulin dependent diabetes
melltus), preferably type Il diabetes caused by obesity, for the prophyiaxis
and/or treatment of gastrointestinal tract disorders, preferably irmtable bowel
syndrome, for cognitive enhancement, for the prophylaxis and/or treatment of
disorders of the central nervous system, amnxlety, panic disorders, depression,
bipolar disorders, cognitive memory disorders, senile dementia processes,
neurodegenecrative disorders, preferably Alzhelmer's disease, Parkinson’s
disease, Huntington's disease and Multiple Sclerosis, schizophrenla, psychosis
or infantile hyperkinesia (ADHD, atlention deficit / hyperactivity disorder) and
other disorders mediated by the 5-HT, serotonin recepfor in humans and/or in
animals, preferably in mammais, more preferably in humans.

p: 1
P
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'i'he medicament obtained according to the present invention Is
particulariy suitable for the administration to mammals, including man. The
mexdicament may preferably be administered to ali age groups, namely,
children, adolescents and adults.

Ancther aspect of the present invention Is the use of at least one
sulfonamide derivative of general formula (1), optionally in form of one of Its
stereolsomers, preferably enantiomers or dlastereomers, its racermats, 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
acceptable salt thereof or a comesponding solvate thereof, for the manufacture
of a medicament for 5-HT¢ receptor regulation, for the prophylaxis and/or
treatment of a disorder or diseasae 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 obasity, bulimia, anorexia,
cachexia or type [l diabetes {(non insulin dependent diabetes mellitus),
preferably type Il diabetes caused by obesity, for the prophylaxis and/or
treatment of gastrointestinal tract disorders, preferably irmitable bowel syndrome,
for cognitive enhancement, for the prophylaxis and/or treatment of disorders of
the central nervous system, anxiety, panic disorders, depression, bipolar
disorders, cognitive memory disorders, senile dementia processes,
neurodegenerative disorders, preferably Alzheimer's disease, Parkineon’s
diseass, Huntington's disease and Muiltiple Sclerosis, schizophrenia, psychosis
or infantile hyperkinesia (ADHD, attention deficit / hyperactivity disorder) and
other disorders mediated by the 5-HTg serotonin receptor In humans and/or in
animals, preferably in mammals, more preferably In humans.

Anather 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 stereoisomers, preferably enantiomers or diastereomers, its
racemate, or in form of a mbdure of at least two of its sterecisomers, preferably
enantiomers or diastereomers, In any mbdng ratio, or a corresponding
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physiologically acceptable salt thereof or a cormesponding solvate thereof, for
the manufacture of a medicament 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, increase or
reduction of body welght, for the prophylaxis and/or treatment of cbesity,
bulimia, anorexia, cachexia or type |l diabetes (non insulin dependent diabetes
meliitus), preferably type II diabetes caused by obeslty, for the prophylaxis
and/or treatment of gastrointestinal tract disorders, preferably irritable bowel
syndroma, for cognitive enhancement, for the prophylaxis and/or treatment of
disorders of the central nervous system, anxiety, panic disorders, depresslon,
bipolar disorders, cognitive memory disorders, senile dementia processes,
neurcdegenerative disorders, preferably Alzhelmer's disease, Parkinson's
disease, Huntingion's disease and Multiple Sclerosis, schizophrenia, psychosis
or Infantile hyperkinesla (ADHD, attention deficlt / hyperactivity disorder) in
humans and/or in animals, preferably in mammals, more preferably in humans,

preferably for 5-HTg receptor regulation, for the prophylaxis and/or
treatment of a disorder or disease related to food Intake, preferably for the
regulation of appetite, for the maintenancs, Increase or reduction of body
weight, for the prophylaxie and/or treatment of cbesity, bulimia, anorexia,
cachexia or type il dlabetes (non insulin dependent dlabetes mellitus),
preferably type Il diabetes caused by obesity, for the prophylaxis and/or
treatment of gastrointestinal tract disorders, preferably Initable bowel syndrome
in humans and/or in animals, preferably in mammals, more preferably in
humans.

Another aspect of the present invention Is the use of at least one
sulfonamide derivative of the previous general formula (Ib), optionally in form of
one of its stereolsomers, preferably enantiomers or diastereomers, its
racemate, or in form of a mixture of at least two of its stereocisomers, preferably
enantiomers or diastereomers, in any mixing ratio, or a cormesponding
physiologically acceptable salt thereof or a cormesponding solvate thereof, for

Y/



10

15

‘WO 20058/013977 ] PCT/EP2004/008511

-57-

the manufacture of a medicament for 5-HTg receptor regutation, forthe
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 1l dlabetes {non insulin dependent diabetes
mellitus), preferably type Il diabetes caused by obeslty, 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,
bipotar disorders, cognitive memory disorders, senile dementia processes,
neurodegenerative disorders, preferably Alzhelmer’'s disease, Parkinson’s
disease, Huntington's disease and Multiple Sclerosis, schizophrenia, psychosls
or Inféintile hyperkinesia (ADHD, attantion deficit / hyperactivity disorder) and
other disorders mediated by the 5-HTg serotonin receptor in humans and/or In
animals, preferably in mammais, more preferably in humans,

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

Another aspect of the present invention is the use of at least one
sulfonamide derivative of the previous general formula (Ic), optionally In form of
one of its sterecisomers, preferably enantiomers or diastereomers, its
racemate, or in form of a mixture of at least two of its sterecisomers, preferably
enantiomers or diastereomers, in any mhdng ratio, or a comesponding
physiologically acceptable salt thereof or a comesponding solvate thereof, for
the manufacture of a medicament for 5-HTg receptor reguiation, for the
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prophytaxis 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 prophylaxs and/or treatment of obesity,
bullmia, anorexla, cachexia ar type Il diabetes (non insulin dependent diabetes
mellitus), preferably type Il dlabetes caused by obesity, for the prophylaxis
and/or treatment of gastrointestinal tract disorders, preferably Irritabla bowel
syndrome, for cognitive enhancement, for the prophylaxis and/or treatment of
disorders of the central nervous system, anxiety, panic disorders, depression,
bipolar disorders, cognitive memery disorders, senile dementia processas,
neurodegenerative disorders, preferably Alzhelmer's disease, Parkinson’s
disease, Huntington's disease and Muitiple Sclerosis, schizophrenia, psychosis
or Infantile hyperkinesia (ADHD, attention defick / hyperactivity disorder) and
other disorders medilated by the 5-HTg serotonin receptor In humans and/or in
animals, preferably in mammails, more preferably in humans.

The preparation of the corresponding phamaceutical compositions as
well as of the formulated medicaments may be carried out by means of
conventional methods known In the prior art, for exampie, based on the inklices
of “Phamaceutics: The Science of Dosage Forms®, Second Edition, Aulton,
M.E. (ED. Churchill Livingstone, Edinburgh (2002); "Encyclopedia of
Phamaceutical Technology”, Second Edition, Swarbrick, J. and Boyfan, J.C.
(Eds.), Marcel Dekker, inc. New York (2002); “"Modem Phamaceutics®, Fourth
Edition, Banker G.S. and Rhodes C.T. (Eds.) Marcel Dekker, Inc. New York
(2002), and “The Theory and Practice of Industrial Pharmacy®, Lachman L.,
Lieberman H. and Kanlg J. (Eds.), Lea & Feblger, Phlladelphla (1986). The
respective literature descriptions are incorporated as a reference and are part of
this disclosure.

The pharmaceutical compositions, as well as the formulated
medicaments prepared according to the present Invention, may, In addition to at
least one sulfonamide derivative of general formula (1), optionally In form of one
of its stereoisomers, preferably enantiomers or diastereomers, ils racemate, or

6
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In form of a mbdure of at least two of Its sterecisomers, preferably enantiomers
or dlastereomers, in any mixing ratio, or a cormesponding physlologically
acceptable salt thereof or a corresponding solvate thereof, as excipients, fillers,
solvents, diluents, dyes, coating agents, matrix forming agents and/or binders.
As the skilled person In the art also knows, the cholce of the auxiliary
substances and the amounts thereof depend on the intended administration
route, for exampls, rectal, Intravenous, intraperitoneal, intramuscular, Intranasal,
oral, buccal or topical.

Medicaments sultable for oral administration are, for example, tablets,
coated tablets, capsules or multiparticulates, prefarably granules or pellets,
optionally subjected to compression In tablets, filled in capsules or suspended in
solutions, suspensions or sulfable liqukis.

Medicaments sultable for parenteral, topical or inhalatory administration
may preferably be chosen from the group consisting of solutions, suspensions,
quickly reconstitutable dry preparations and also sprays.

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

Sultable sustained release forms, as well as the materials and methods
for the preparation thereof, are known in the art, for example from the Indices of
"Modified-Release Drug Dellvery Technology”, Rathbone, J.J|, Hadgraft, J. and
Roberts, M.S. {(Eds.), Marcel Dekker, Inc., New York (2002); "Handbook of
Phamaceutical Controlled Release Technology”, Wise, D.L. (Ed.), Marcel
Dekker, Inc. New York (2000); “Controlied Drug Dellvery”, Vol. |, Baslc
Concepts, Bruck, S.D. (Ed.), CRD Press, Inc., Boca Raton (1983), and by
Takada, K. and Yoshikawa, H., "Oral Drug Delivery®, Encyclopedia of Controlied
Drug Dellvery, Mathlowitz, E. (Ed.), John Wiley & Sons, Inc., New York (1999),
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Vol. 2, 728-742; Flx, J., “Oral drug delivery, small Intestine and colon®,
Encyclopedia of Controlled Drug Delivery, Mathiowitz, E. (Ed.), John Wiley &
Sons, inc., New York (1899), Vol. 2, 698-728. The respective |iterature
references are incorporated by reference and form part of the disclosure.

The medicament of the present invention may also have at least one
enteric coating, which dissolves according to the pH. As a result of this coating,
the medicament may pass through the stomach without dissolving, and the
compounds of general formula | are only released in the intestinal fract. The

10  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.

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

The active substance amount to be adminlstered to the patient varies '
according to the patient's weight, the administration route, the indication and the
20 saverity of the disorder. Usually from 1 mg to 2 g of at least one sulfonamide
derivative of general formula (I) are administered per patient per day. The total
daily dose may be administered to the patient in one or more doses.
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Pharmacsutical Methods:
BINDING TO THE SHT; SEROTONIN RECEPTOR

HEK-293 cell membranes expressing the recombinant human 5HTg
receptor were suppllied by Receptor Blology. The receptor concentration in said
membranes Is 2.18 pmol/mg of protein and the protsin concentration is 9.17
mg/ml. The experimental protocol follows the method of 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 Antipshychotic Agents to 5-
Hydroxytryptamine-8 and Hydroxytryptamine-7 Receptors. The Journal of
Pharmacology and Experimental Therapeutics, 1894, 268, 1403], with slight
modifications. The commercial membrane is diluted (1:40 dilution) with the
binding buffer: 50 mM Tris-HCI, 10 mM MgClz, 0.5 mM EDTA (pH 7.4). The
radioligand used Is [PHHLSD at a concentration of 2.7 nM, the final volume
being 200 pl. Incubation begins by adding 100 pl of the membrane suspension
(= 22.9 pg of membrane proteln), and is prolonged for 80 minutes at a
temperature of 37°C. Incubation ends by quick filtration in a Harvester Brandel
Cell through fiberglass fliters of the Schieicher & Schuell GF 3362 trademark,
pretreated with a 0.5% polysthylenelmine solution. The filters are washed thres
times with three milliliters of 50 mM Tris HCI buffer, pH 7.4. The filters are
transferred to vials and 5 mi of Ecoscint H. liquid scintlllation cocktall are added
fo each vial. The vials are left to equilibrate for several hours prior to thelr
counting in a 1414 Wallac Winspectral scintillation counter. The non-specific
binding Is determined In the presance of 100 uM of serotonin. The assays are
carried out in triplicate. The inhibltion constants (K, nM) are calculated by non-
lilnear regression analysls using the EBDA/LIGAND program [Munson and
Rodbard, Analytical Biochemistry, 1980, 107, 220].

The respective literature descriptions are incorporated by reference and
form part of the disclosure.
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MEASURERENTYTS OF FOOD INGESTION (BEHAVIOURAL MODEL)

Male W rats (200-270 g) from Harlan, S.A. are used. The animals are
acclimatized to the housings during at least 5 days prior to being subjected to
any treatment. During this period, the animals are housed (in groups of five) In
translucent cages and have free access to water and food. The animals are
housed In Individual cages &t least 24 hours prior to starting the treatment.

The acute effect of the sulfonamide derivatives of formula (I) used
inventively on food ingestion In rats In fasting conditions Is then determined as
follows:

The rats are kept in fasting conditions for 23 hours in their individual
cages. After this period, the rats are orally or intraperitoneally treated with a
dose of a composition contalning a sulfonamide derivative of general formula (1)
or a cormesponding composition (vehicle) without said sulfonamkie derlvative.
Immediately after this, the rat Is left with pre-weighed food and the accumulated
food Intake ls measured after 1, 2, 4 and 6 hours.

This food Ingestion measuring method is also described In publications of
Kask et al., European Journal of Pharmacology 414 (2001), 215-224, and
Tumbull et al., Diabetes, Vol. 51, August, 2002, The respective bibliographic
descriptions are incorporated as a reference and they form part of the
disclosure.

The preparation of new compounds according to the invention Is
indicated In the following examples. The affinity for the bHTg serotonin receptor,
as well as the galenic formulas applicable to the compounds of the invention, Is
aiso described. The examples indicated below, glven as an fllustrative example,
should in no way limit the scope of the Invention.
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Examples:

Example 2.- Preparation of N-[1-(2-dimethylaminoethyi)}-1H-indole-5-yI]-
naphthalene-2-sulfonamide

150 mg (0.68 mMol) of naphthalene-2-sulfonyt chloride were added fo a solution
of 122 mg (0.8 mMol) of 5-amino-1-(2-dimethylaminosthyl)-1H-indole in 3 mi of
dimethylfformamide and 116 mg of N-ethyidiisopropylamine. The reaction
mixture was stirred at the room temperature for 12 hours. Then it was
evaporated to dryness, slightly alkalinized with sodium bicarbonate solution and
extracted with chloroform. The organic phase was repeatedly washed with
water and saturated solution of sodium blcarbonate, it was separated and dried
with anhydrous sodium gull’ate. The organic solution was evaporated to dryness
and the resulting solld was purified by chromatography, obtaining 187 mg (80%)
of N-[1-(2-dImethylaminoethyl}-1H-Indole-5-yi}-naphthalene-2-sulfonamide.

Example 10.- Preparation of N-{1-(2-dimethylaminoethyl)-1H-indole-5-yi}-
benzo-{1,2,5]thladiazole-4-sulfonamide 4-sulfonamide

116 mg (0.68 mMol) of benzo-[1,2,5]thiadlazole-4-sulfonyl chioride were added
to a solution of 168 mg (0.6 mMo) of 5-amino-1-{2~-dimethylaminoethyl)-1H-
indole In 5 ml of pyridine and 311 mg of N-ethyidlisopropylamine. The reaction
mixture was stimed at the room temperature for 2 hours. Then It was evaporated
fo dryness, slightly alkalinized with sodium bicarbonate solution and extracted
with chloroform. The organic phase was repeatedly washed with water and
saturated solution of sodlum blcarbonate, it was separated and dried with
anhydrous sodium sulfate. The organic solution was evaporated to dryness and
the resulting solld was treated with disthyl ether obtalning 183 mg (76%) of N-
[1<(2-dIimethylaminoethyl)-1H-indole-5-yi}-benzo-[1,2,6}thiadlazole-4-

‘sulfonamide 4-sulfonamide.
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Example 17.- Preparation of N-{1-<(2-pyrrolidine-1-yl-ethyl)-1H-indole-5-yi}-
naphthalene-1-sulfonamide

189 mg (0.88 mMol) of naphthalene-4-sulfony} chloride were addad to a solution
of 335 mg (0.8 mMol) of 5~-amino-1-(2- pyrrolidine-1-yl-ethyl}-1H-indole in 10 ml
of methylene chioride and 0,44 mg of tristhylamine. The reaction mixture was
stirred at the room temperature for 12 hours. Then it was slightly alkafinized with
sodlum bicarbonate solution and extracted with methylene chioride. The organic
phase was repeatedly washed with water and saturated solution of sodium
bicarbonate, it was separated and dried with anhydrous sodium sulfate. The
organic solution was evaporated to dryness and the resulting solkl was treated
with diethyt ether obtalning 264 mg (79%) of N-[1-(2-pymolidine-1-yl-ethyl)}-1H-
Indole-5-yi}-naphthalene-1-sulfonamide as a solld.

Example 20. Preparation of N-{(1-(2-(dlethylamino)ethyl)-1H-indo}-5-yl)-
naphthalene-2-sulfonamide

The reaction was carrled out according to the procedure given in Example 1.
139 mg (0.6 miMol) of 5-amino-1-(2-(diethylamino)ethyl)-1H-indole and 150 mg
(0.66 mMol) of 2-naphthyi-sulfonyl chioride were reacted to give 115 mg (45 %)
of the desired compound as & solid.

Example 30. Preparation of N-{1{2-{dlethylamino)ethyl)-1H-indo}l-5-yl)-
naphthalene-1-sulfonamide

The reaction was carried out according to the procedure given in Example 1.
139 mg (0.6 mMol) of 5-amino-1-(2-(dlethylamino)ethyl}-1H-Indole and 1560 mg
(0.66 mMol) of 2-naphthyl-sulfonyl chioride were reacted to give 160 mg (63 %)
of the desired compound as a solid.
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Example 31. Preparation of N-{1-{2-{diethylamino)ethyl}-1H-indol-5-yI)-4-
phenylbenzenesulfonamide

The reaction was carrled aut according to the procedure given in Example 1.
139 mg (0.6 mMol) of 5-amino-1-(2-{dlethylamino)ethyi)-1H-indole and 167 mg
{0.68 mMol) of 4-phenyibenzenesulfonyl chloride were reacted to give 181 mg
(68 %) of the desired compound as an oil.

Example 32. Preparation of S5-chloro-N-{1-{2<{dimethylamino)ethyl}-2-methyl-
1H-indo}-5-yi)-3-methylbenzo[bjthiophene-2-sulfonamide

The reaction was carried out according to the procedure given in Example 1.
130 mg (0.6 mMol) of 5-amino-1-{2-(dimethylamino)ethyl)-2-methyl-1H-indole
and 186 mg (0.66 mMol) of 5-chloro-2-methyibenzolbjthiophene-2-sulfonyl
chloride were reacted to give 127 mg (48 %) of the desired compound as a
solid.

Example 33. Preparation of N<{1-(2-(dimethylamino)ethyl)-2-methyl-1 H-indo|-5-
yi}-naphthalene-2-suffonamide

The reaction was carried out according to the procedure given in Example 1.
130 mg (0.6 mMal) of 5-amino-1{2-{dimethylamino)ethyi)-2-methyl-1H-indole
and 150 mg (0.68 mMol) of naphthyl-2-sulfonyl chloride were reacted to give
142 mg (58 %) of the desired compound as a solld.
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Example 34. Preparation of N{1-(2{dimethylamino)ethyl}-2-methy}-1H-indal-5-
yi)-naphthalene-1-sulfonamide

The reaction was carried out according to the procedure given in Example 1.
130 mg (0.8 mMol) of 5-amino-1-{2-{dimethylamino)ethyl)-2-methy}-1H-indole
and 150 mg (0.66 mMol) of naphthyl-1-sulfonyl chloride were reacted to give 81
mg {33 %) of the desired compound as a solid.

Example 35. Preparation of 6-chloro-N-{1-{2{dimethylaminc)ethyl)-2-methyi-
1H-indol-5-yl)imidazo[2,1-b}thiazole-5-sulfonamide

The reaction was carmied out according to the procedure given in Example 1.
130 mg (0.8 mMol) of S-amino-1-(2-{dimethylamino)ethyl}-2-methyi-1H-indole
and 170 mg (0.66 mMol) of 6-chloro-imidazo[2,1-bJthiazole-5-sulfonyl chloride
were reacted fo give 88 mg (37 %) of the desired compound as a solid.

Example 36. Preparation of N-(1<{2-(dimethylamino)ethyl)-2-methyl-1H-indol-5-
yi}-4-phenylbenzenesulfonamide

The reaction was caried out according to the procedure given in Example 1.
130 mg (0.6 mMol) of 5-amino-1-{2~{dimethylamino)ethyl)-2-methyl-1H-indole
and 187 mg (0.66 mMol) of 4-phenylbenzenesulfonyl chioride were reacted to
glve 160 mg (62 %) of the desired compound as a solid.

Example 37. Preparation of N-(1-(2-dimethylamino)ethyl)-2-methyl-1H-indo}-5-
yi}-2-{naphth-1-yi}-ethanesuifonamide

The reaction was carried out according to the procedure given in Example 1.
130 mg (0.6 mMol) of 5-amino-1-(2-{dimethylamino)ethyl}-2-methyl-1H-indole
and 168 mg (0.86 mMol) of 2-{naphth-1-yi}-ethanesulfonyl chloride were
reacted to give 108 mg (41 %) of the desired compound as a solid.
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Examplo 38. Preparation of N-(1-(2-{dimethylamino)ethyl)-2-methyl-1H-indok-5-
yl)}-4-phenoxy-benzenesulfonamide ]

The reaction was camied out according to the procedure given in Example 1.
130 mg (0.8 mMol) of 5-amino-1-(2-{dimethylamino)ethyl)-2-methyl-1H-indole
and 177 mg {(0.86 mMol) of 4-phenoxy-benzenesulfonyl chloride were reacted
to give 89 mg (33 %) of the desired compound as a solid.

Example 39. Preparation of 3,5-dichloro-N-{1{2-(dimsthylamino)ethyl)-2-
methyl-1H-ndol-5-yi}-benzenesulfonamide

The reaction was camried out according to the procedure given in Example 1.
130 mg (0.6 mMol) of 5-amino-1-{(2-{dimethylamino)ethyl)-2-methyl-1H-{ndole
and 162mg (0.68 mMol) of 3,5-dichloro-benzenesulfonyl chloride were reacted
to give 81 mg (32 %) of the deslred compound as a solid.

Example 40. Preparation of N-(1-(2-{dimethylamino)ethyl)-2-methyl-1H-Indol-5-
yl)benzoblthiophene-3-sulfonamide

' The reaction was caried out according fo the procedure given In Example 1.

108 mg (0.6 mMof) of 5-amino-1-{2-{(dimethylamino)ethyl)-2-methyl-1H-Indole
and 128 mg (0.55 mMol) of banzo[bjthiophene-3-sulfonyi chioride were reacted
to give 82 mg (39 %) of the desired compound as a solid.

Example 41. Preparation of N-(1~{2-{diethylamino)ethyi)-1H-indo}-5-
vi)benzoblthiophene-3-sulfonamide

The reaction was carried out according to the procedure given in Example 1.
115 mg (0.5 mMol) of 5-amino-1-{2<{dlethylaminc)ethyi)-1H-indole and 128 mg
(0.55 mMol) of benzo[b]thlophene-3-sulfonyl chioride were reacted to give 91
mg {43 %) of the desired compound as a solid.
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Example 42. Preparation of N-(1(2-(dimethylamino)ethyl)-1H-indol-5-
yl)benzojbjthiophene-3-sutfonamide

The reaction was carmied out according to the procedure given in Example 1.
102 mg (0.5 mMol) of 5-amino-1-(2-{diethylamino)ethyi)-1H-indole and 128 mg
{0.55 mMol) of benzofbjthlophene-3-sulfonyl chioride were reacted to give 91
mg (43 %) of the desired compound as a solld.

Example 43. Preparation of 5-chloro-3-methyl-N-(1-(3-(piperidin-1-yl)propyl)}-1H-
indol-5-yi}benzolbjthiophene-2-sulfonamide

The reaction was carried out according to the procedure given In Emémple 1.
118 mg (0.46 mMol) of 5-amino-1<{3-(piperidin-1-yl)propyi)}-1H-Indole and 143
mg (0.51 mMol) of 5-chloro-3-methyl-benzo[b]thiophane-2-sulfonyl chioride
were reacted to give 89 mg (38 %) of the desired compound as a solid.

Example 44. Preparation of N-{1-(3-(piperidin-1-yl)propyl)-1H-indo}-5-
yl)naphthalene-2-sulfonamide '

The reaction was camried out according to the procedure given In Example 1.
118 mg (0.46 mMol) of 5-amino-1-3-(piperidin-1-yl)propyl))-1H-indole and 118
mg (0.61 mMol) of naphthyi-2-sulfonyl chioride were reacted to give 76 mg (37
%) of the desired compound as a solid.

Example 45. Preparation of N<{(1-(3-(piperidin-1-yl)propyl)}-1H-indo}-5-
yl)naphthalene-1-sulfonamide

The reaction was carrlad out according to the procedure given in Example 1.
118 mg (0.46 mMol) of 5-amino-1<(3-{piperidin-1-yi)propyl))-1H-indole and 116
mg (0.51 mMol) of naphthyl-2-sulfonyl chioride were reacted to give 91 mg (44
%) of the desired compound as a solid.
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Example 46. Preparation of 8-chtoro-N~1-(3-plperidin-1-yi)propyl)-1H-indol-6-
yl)imidazo]2,1-blthiazole-5-sulfonamide

The reaction was carried out according to the procedure given in Example 1.
118 mg (0.518 mMol) of S-amino-1-{3-{piperidin-1-yl)propyl))-1H-indole and 131
mg {0.51 mMol) of 6-chloro-imidazoj2,1-bjthlazole-5-suffonyl chloride were
reacted to give 91 mg {44 %) of the desired compound as a solid.

Example 47. Emparaﬂon of 4-phenyl-N-{1-(3(piperidin-1-y)propyl)-1H-indol-5-
yl)benzenesulfonamide

The reaction was carried out according to the procedure given in Example 1.
118 mg (0.468 mMol) of 5-amino-1-{3-(piperidin-1-yl)propyl))-1H-indole and 129
mg (0.51 mMol) of 4-phenylbenzenesulfonyt chloride were reacted to give 106
mg (49 %) of the desired compound as a solid.

Example 48. Preparation of 2-(naphth-1-y1}-N-{1-(3-{piperidin-1-y{)propyl}-1H-
indol-5-yi)ethanesulfonamide

The reaction was carried out according to the procedure given In Example 1.
118 mg (0.46 mMol) of 5-amino-1-(3-(piperidin-1-yl)propyl})-1H-indole and 130
mg (0.51 mMol) of 2{naphth-1-yl)ethanesulfonyt chloride were reacted to give
68 mg (31 %) of the desired compound as a solid.

Example 49. Preparation of 4-phenoxy-N-(1-(3-(piperidin-1-yl)propyt)-1H-indol-
5-yl)benzenesulfonamide

The reaction was carried out according to the procedure given In Example 1.
118 mg (0.48 mMol) of 5-amino-1-{3-{piperidin-1-yi)propyl)}-1H-indole and 137
mg (0.51 mMol) of 4-phenoxybenzensesulfonyl chloride were reacted to give 86
mg (38 %) of the desired compound as a solid.

G



10

15

WO 2005/013977 PCT/EP2004/008511

-70-

Example 50. Preparation of 3,5-dichloro-N-(1-(3-(piperidin-1-yl)propyl)-1H-indo}-
5-yl)benzenesulfonylamide

The reacion was carried out according to the procedure glven in Example 1.
118 mg (0.46 mMol) of 5-amino-1<{3«{plperidin-1-vi)propyl))-1H-ndole and 125
mg (0.51 mMol) of 3,5-dichlorobenzenesulfonyl chloride were reacted to give 70
mg (37 %) of the desired compound as a solid.

Example 51. Preparation of 4,5-dichloro-N-{1<(3~(piperidin-1-yi}propyl)-1H-Indol-
5-yiithiophene-2-sutfonamide

The reaction was carried out according to the procedurs given in Example 1.
118 mg (0.46 mMol) of 5-amino-1-{3-(piperidin-1-yl)propyl))1H-ndole and 128
mg (0.5 mMol) of 4,5-dichiorothiophene-2-sulfonyl chloride were reacted to
glve 68 mg (31 %) of the desired compound as a solid.

Example 52. Praparation of §-chloro-N-{1-{3-{piperidin-1-yl)propyl)-1 H-indol-5-
vi)naphthalene-1-sulfonamide

The reaction was cared out according to the procedure given In Example 1.
118 mg (0.46 mMol) of 5-amino-1-(3-(piperidin-1-yl)propyl))-1H-indole and 133
mg (0.51 mMol) of S-chioro-napthyl-1-sulfonyl chioride were reactad to give 81
mg (37 %) of the desired compound as a solid.

The vields are indicative and no added effort was made to improve them.

The melting point and spectroscoplc data for identifying some of the compounds
of the present Invention are indicated in the following table.



R1 A mp °C | IRem' | 'H-NMR (300 MHz),5 (solvent)
2,11(s, 6H), 2,38(s, 31), 2.51(m,
CH, 2050, | 2H); 4,14(t, 2H, J=6,6 Hz), 6,30(d,
c 1834, | 1H, J=3 Hz), 7,32 (m, 2H), 7,50(d,
(CHgLN- N 7173 | 1160, [1H, J=8,7 Hz, J=2,0 Hz), 7,93(d, 1H,)
1080, 862, J=2,0 Hz), 7 89(d, 1H, J=8 T Hz).
8 652, 560 (DMSO-d8)

%

LLEETO/S00T OM

TISS00/F00ZdA/LDd

%



R R6 A mp °C | IRem™ | *H-NMR (300 MHz),5 (solvent)
a254, | 2:20(s. BH), 2,63(t, 2H, J=7,1 ),
3040 | 414t 2H, J=7,1 Hz), 6,35(d, 1H,
2645 | J=3.1 H2), 8,88 (dd 1H, =86 Hz,
1463 | =20 H2), 7.10(d, 1H, 3.1 H2),
(CHy1N- H OO 8457 | gg99 | 7:16(d, 1H, J=8,6 Hz); 7,31(d, 1H,
1180, M=2:0Hz). 7,50-7.63(m, 2H), 7,65(dd,
074, 65a) 1H- J=8.7 Hz, J'=1,8 Ha), 7,84(m,
seo | 3H) 8.28(s, 1H). (CDCk)
3106, | 2:25(8. 6H), 2,63(t, 2H, J=7,0 Fz),
2783 | 411t 2H, J=7,0 Hz), 8.28(d, 1H
O O 1491, | 9=3.1 Hz), 6,68 (dd, 1H,( J=8,6)Hz,
' | J=2,0Hz), 7,08-7,11(m, 3H),
(CHN- H 170481 TS 1 7.37(m, 1H), 7,68-7,70(m, 2H),
1130, 783, 7:94(d, 1H, J=8,7 Hz); 8,00(d, 1H,

586, 503

J=7.9 Hz), 8,06(d, 1H, J=7,3 Hz),

8,73(d, 1H, J=8,7 Hz) (CDCL) ]

24

LL6ETO/S00T OM

TIS800/F00TdA/LDd



mp °C

TH-NMR (300 MHZ),5 (sotvent)

(CHg)N-

3957,
2935,

1488,

172174 | 1334,

1167,
1138,
(1013, 780
606

2,26(s, 6H), 2,83(1, 2H, J=7,1 Hz),
4,13{t, 2H, J=7,1 Hz), 6,30(d, 1H,
J=3,1 Hz); 6,68 (dd, 1H, J=8.6 Hz,
J=2,0 Hz); 7 05(d, 1H, J=8,7 Hz);
7.08(d, 1H, J=3,1 Hz), 7.11(d. 1H,
J=2,0 Hz); 7,46-7,58(m, 2H), 7,60(d,
1H, J=7.5 Hz), 8,13{d 1H, J=7,5
Hz), 8,50(d, 1H, J=8,6 Hz), 8,68(d,
1H, J=8,8 Hz) (CDCl)

(CHg):N-

139141

1483,

1308,

1164,
1000, 725

2,28(s, 6H), 2,661, 2H, J=7,1 Hz),
4,17(t, 2H, J=7,1 Hz), 6,38(d, 1H
J=3,1 Hz), 6,88 (dd, 1H, J=8,6 Hz,
J'=2,0 Hz): 7,13(d, 1H, J=3,1 Hz);
7.18(d, 1H, J=8,6 Hz); 7,27(m, 1H),
7,30(m, 2H), 7,48(m, 1H), 7,68(m,
2H). (CDCl)

LLGETO/S00T OM

TTSS00/FO0TIA/LId

TN



R1

R7

mp °C

TH-NMR (300 MHz),5 (solvent)

(CHy),N-

161-164

2,23(s, 6H), 2,568(t, 2H, J=7,1 Hz),
4,08(t, 2H, J=7,1 Hz), 6,24(d, 1H,
J=3,1 Hz), 8,88 (dd, 1H, J=8,8,
J=2,0 Hz), 7,03(d, 1H, J=3,1 Hz),
7.07(d, 1H, J=8,8 H2), 7.10{d, 1H,
J=2,0 Hz), 7,51(t, 1H, J=7.8 H2),
7.84{dd, 1H, J=8,5, J}=4,3 Hz),
8,00(d, 1H, J=8,2 Hz), 8,26(m, 1H),
8,30(dd, 1H, J=8,2, J'=1,6 Hz),
8,40(s, 1H), 9,20(dd, 1H, J=4,1
J'=1,4 Hz) (CDCh)

(CHg)N-

138-140

2,28(s, 6H), 2,67(t, 2H, J=7,1 Hz),
4,18(t, 2H, J=7 1 Hz), 6,40(d, TH,
J=3,1 Hz), 8,62 (m, 3H), 7,02(d, 2H,
J=7,7 Hz), 7,14(d, 1H, J=3,1 Hz);
7,20(d, 2H, J=8,5 Hz); 7,28(d, 1H,
J=1,9 Hz), 7,37(m, 2H), 7,64(d, 2H,
J=8,8Hz). (CDCls)

LLGETO/S00T OM

TISS00/PO0TIN/LI)d

/%D



R1

RY

mp °C

IRem’

THNMR (300 MHz),§ (solvent)

(CHyLN-

126-128

1474,
1287,
11586,
1088 973
730, 664,
§54, 538.

2,31(s, BH), 2,36(s, 3H), 2,72(t, 2H,
J=7,1 H2), 4,20(t, 2H, J=7,1 H2),
6,30(d, 1H, J=8,1 Hz); 6,90 (dd, 1H,
J=8,8 Hz, J'=1,68 Hz), 7,13(d, 1H,
J=3,1 Hz), 7,16-7,20(m, 3H), 7.26(m,
1H), 7.57(d, 2H, J=8,3 Hz) (CDCl)

(CHyN-

145-147

3085,
2051,
1416,
1319,
1148,
730, 605,
637

2,33(s, 6R), 2,74{m, 2H), 4,24(1, 2H,
J=7,1 Hz), 8,44(d, 1H, J=3,1 Hz);
6,79 (d, TH, J=4,0 Hz), 8,85(dd, 1H,
J=8,7 Hz, J'=2,0 Hz), 7,15(d, 1H,
J=4,0 Hz), 7.17(d, 1H, J=3,1 Hz),
7.24(d, 1H J=8,7 Hz) 7,35(d, 1H,
J=2,0 Hz) (DMSO-d8)

10

(CHg)N-

166-168

B103,.2783

1 1626,
1488,
1331,
1154,
1140, 873,
734, 607

2,26(s, 6H), 2,63(1, 2H, J=7,1 H),
4,12(t, 2H, J=7,1 Hz), 6,26(d, 1H,
J=3,1 Hz);, 6,80 (dd, 1H, J=8.7 Hz,

J'=2 0 Hz), 7,07(m 2H), 7,15(d, 1H
J=1,5 Hz); 7,57(dd, 1H, J=8,8 Hz,
J=7,1H2), 8,10(d, 1H, J=7,1 Hz),

8,16(d, 1H, J=8,8 H2) (CDCh)

LLEETO/S00T OM

TTS800/F00Td3/10d



1161, 722 7:1500, 1H, J=2.0 Hz), 7,10-7,20(m,

Ex R A mp °C | IRem” | *H-NMR (300 MHz),5 (solvent)
3103,
N Tear, | 2:28(s, By 2,840, 2H, J=6,4 1),
s o | P e
1] (CHaN P 5082 | 1328 |8 H), 7,15(m, 2H), 7,30, 1H),
o4 | 7:88(d. 1R, J=4,0 Hz) {CDCK)
Cl 1142, T27,
628, 528
2.28(s, 6H), 2.67(F, 2H, J=7,0 F),
o o 3084, | 4,480, 2H, J=7,0 Hz), 6,43(d, 1H,
2035, | 4=3,1 Hz), 6,85 (dd, TH, =8, H,
1833, | J'=2,0 H2), 7,17(d, 1H, J=3,1 Hz);
12| (CH)LN 124126 | q1g8, | 7.22(d, 1H, J=6,6 H2), 7.31(d 1H,
1136, 666, J=2,0 Hz), 748(t, 1H, J=1,8 Hz),
587 7.56(d, 2H, J=1,8 Hz) (CDCL)
2.28(s, 6H), 2,67(1, 2H, J=7,0 Hz),
ar 1454 | 4180, 2H, 4=7,0 Fiz), 8.4, TH,
al  chgn atte| 1ose | J=28H2), 6,87 (d, 11, =88 ),

584.

3H) 7,56(d, 1H, J=7,8 Hz), 7,63(d,
1H, J=7,9 Hz); 7,88(s,1H} (CDCl)

LLGETO/S00T OM

T1S800/F00TdA/LIDd



Ex R1 R7 A mp °C | Rem”! H-NMR (300 MHz),5 (solvert)
1541, | 2,28(s, 6H), 2,66(t, 2H, J=7,1 Hz),
1481, | 4,17(%, 2H, J=7,1 Hz), 8,40(d, 1H,
4385, | J=2,9 Hz), 7,03 (dd, 1H, J=8,7 Hz,
1330, | J'=1,8 Hz); 7.15(d, 1H, J=2,9 Hz),
14 [ (CHy:N- H N'C (138140 | 4235 | 721(d, 1H, Jeb,7 Hz 7,30(d, 1H.
- 1150, |J=1,8Hz); 7,48(m, 1H), 7,85(m, 1H),
o 1124 736, 7,71(d, 1H J=8 8 Hz), 7.86(d,1H,
580 J=7,8Hz). (CDCl3)
2,30(s, 6H), 2,70(t, 2H, J=7,1 Hz)
1329, | 4,22(t, 2H, J=7,1 H2), 4,28(s, 2H),
1288, |6,48(d, 1H, J=3,1 Hz), 7,04 (dd, H,
16 (CHa)N- H 163-166 | 1153, | J=8,8 Hz, J'=2,2 Hz), 7,19(d, 1H,
1126, 694 J=3,1 Hz), 7.31(d, 1H, J=8,8 Hz),
545, 500 | 7,33-7,40(m, 5H); 7,48(d, TH, J=2.2
Hz). (CDCly) _
1,57(m, 4H), 2,37(m, 4H), 2,86(t, 2H
2080, | 9=6.8 Ha), 4,12(t, 2H, J=5,8 Hz),
1481 |B25(d, 1H, J=3,1 Hz); 6,82 (dd, 1H.h
qazs [V=8.8 Hz, J=2,0 Hz); 7,22(d, 1H, 2,0
16 O_ H 138'140 1161l Hz)' 7325("' 1H| J=BIB Hz)l 7129«"

1151,
548, 480

1074, 850, 7.74(dd, 1H, J=8,7 Hz, J=1,8 Hz),

1H, J=3,1H2), 7,54-7,66(m, 2H);

7,04(m, 1H), 8,03(m, 2H), 8,28(s,
1H) (CDCl)

LLEETO/S00T OM

TIS800/PO0ZAT/1.Od



Ex R1 R8(R7 A mp*C | IRam™ | 'H-NMR (300 MHZ),5 (solvent)
1,60(m, 4H), 2,38(m, 4H), 2,67(t, 2H,
J=6,8 Hz), 4,11(t, 2H, J=6,8 Hz),
2814, [6.21(d, 1H, J=3,1 Hz); 6,70 (dd, 1H, !
OG 1401, [J=8,8 Hz, J'=1,8 Hz), 7,10(d, 1H 1.8
. 1291, | Hz), 7,20(d, 1H, J=8,8 Hz); 7.27(d,
17 E)' H|H 188189 | 4158, | 1H,J=3,1Hz), 7,50(m, 1H), 7,60-
1128, 783)7,74(m, 2H), 8,03(m 2H), 8,11(d, 1H,
585 | J=8,1Hz),B8,76(d, 1H, J=8,6 Hz).
(CDCly)
2950, [1/88(m. 4H), 2,36(m, 4H), 2,69(1, 2H,
2503 | 9=0:6 H2) 4,110t 2H, J=6,6 Hz),
H, 01 JG,SO(d, 1H, J=3,1 Hz), 6,83 (dd, 1H,
. ' 8,7 Hz, J'=1,9 Hz), 7,25(d, 1H, 1.8,
18 Q H(H N 156-158 ]fgg' Hz), 7,32(m, 2H), 7.50(dd, 1H,
S 078, 650] 9=8.8Hz, =2,0 Hz), 7.92(d, 1H,
w64, | =20 Hz), 7.98(d, 1H, J=6,8 Hz)
(CDG)
2843 | 22908, GN), 2,68(t, 2H, J=7.1 Ha),
2821 | %18(t 2H, J=7,1 Hz), 6 43(d, 1H,
x 516 | 9=3.1 Hz); 6,82(d, 1H, J=16,8 Hz),
19| (CHYN H(H 108411 |y o0 750| _ 7.09(dd, TH, J=8,6, J=2,0H2),
728, 542.| 7160, 1H, J=3,8 Hz), 7,26(m, 1H)
sa1 | 7:33-7.44(m, BH), 7,49(d, 1H, J=2,0
Hz) (CDCls)

LLEETO/S00Z OM

LIS800/P00TdH/LIOd



Ex R1 A mp °C | IRem" | TH-NMR (300 MHz),5 (solvent)
3005, | 5 30(s, 6HY; 2,60(t, 2H J=7,1 Hz),
c 2943'1 a2 | 4210t 2H, J=7.1 Hz), 8.46(d, 1H,
: J=3,1 Hz), 6,83(dd, 1H, J=8,6,
20| (CHN /b\ 120423 | 1928 | p=a,obz), 7.17(s, 1H); 7,18(d, 1H,
C~ g 1020, T30] 4=3-3 Hz); 7.25(m, 1H), 7,38(d, 1H,
000, 534, J=2,0 Hz) (CDCL)
2,12(s, 6H), 2,531, 2H, J=6.6 Ha),
1686 | %15 2H, J=8,8 Hz), 6 20(d, 1H,
Q 178 | 1964 | J=3.1Hz) 8.80(dd, 1H, =8,
H,C sltion) (554475 17.30-7.34(m, 2H), 7.67(AB sist., 2H,
' J=8,4Hz), 7,70(AB slst., 2H,
J=8,4Hz) (DMSO-6)
2043, 2,1
1575 ,13(s, 6H), 2,50-2,55(m, 5H);
1489 j.14(t. HZZI;I_ J=6,3 Hz), Gﬁ%(d. :Ig
< > " | J=3,0 H2); 8,82 (d, 1H, J=8,2 Hz)},
22 {CHyLN- B 114-117 ﬁgjl 7,20(s, 1H), 7.:20-7.32(m, 2H);
1088, Ta7)7-7B(AB Sist , 2H, .1=8,4Hz); 8,02(AB}
630,538 | %iSt- 2H, J=8,4Hz) (DMSO-d6)

LLEETO/SO00T OM

TIS800/F00ZIA/LId



Ex R1 A mp °C | IRem’ | TH-NMR (300 MHz),5 (solvent)
2035,
1588, | 2,28(s, 6H), 2,67(t, 2H, J=7,1 Hz),
1497, | 4,18{t, 2H, J=7,1 Hz), 6 38(d, 1H,
1333, [J=3.1 Hz) 6,84 (AB Sist, 2H, J=9,0
23 (CHalN- o 141-144 | 1268, |Hz); 6,90(dd, 1H, J=8.8, F=2,0 Hz),
HC 1159, | 7,13(d, 1H, J=38,3 Hz), 7,19(d, 1H,
1093, | J=8,8 Hz), 7,27(d, 1H, J=2,0 Hz),
1018, 836, 7.62(AB sist., 2H, J=8 Hz) (CDCls)
568, 560
2989, | 0,78(m, 6H), 2,32(s, 3H), 2,42(m,
H, 1488, 4H): 2,65(m, 2H), 4,12(m, 2H),
cl 1334, | 630{d, 1H, J=3,0 Hz), 6,82 (d, 1H,
24 | (CHCHLN- N 5356 [1161,114) J=B,6 Hz), 7,25(d, 1H, 1,7 H2),
1080, 882 7,32(m, 2H); 7.50(dd, 1H, J=8,7Hz,
S 729,652, | J'=1,9 Hz); 7.91(d, 1H, J=1,7 Hz):
560 7.99(d, 1H, J=8,6 Hz) (CDCls)
2»29(3- OH)! 2181 (L ZHI J=7l0 Hz)l
3095, | 4,18(t, 2H, J=7.0 Hz), 6.40(d, 1H,
~ 2768, | J=3.1 rz;.) 6,85 e((dd' 1H, J=8,8 Hz,
. . 1529, | J'=2,0 Hz), 7,16(d, 1H, J=3,1 Hz);
2 | (CHN J“@" 6084 | 1349, | 7,18(d, 1H J=8,6 Hz), 7,29(d, 1H],
o 1185, | J=2,0 Hz) 7.85(AB sys, J=8 8 Hz, 2
1000, 738 H); 8,21(AB sys, J=8 8 Hz, 2 H)
{CDCly) |

LLGETO/S00T OM

TTSR00/PO0TEA/LIA



Ri1 R2(R3|R4|{R5|R6|R7| n A mp°C | IRem' | 'H-NMR (300 MHz2),5 (solvent)

3108,

%‘11: 2,36(s, 6H), 2,83(m, 2H), 4,28(t, 2H,

1401 | 976.7 H2), 6 40(d, 1H, J=3,0 Hz),

(CH,kN- H{H|H|H|H|H|2 F—@— 138140 | 4one | 6,83(dd, 1H, J=8,6 Hz, J'=2,0 Hz),
1168, | 7:20(d, 1H, J=1,9 Hz), 7,30-7,38(m,

1080, 557) #HJ: 7.70-7,75(m, 2H) (DMSO-de).

3110, 1l°“tl GHl J=7l° Hz)l Zle(qu 4Hl
2960, J=7,0 Hz); 2,81(t, 2H, J=6,7 Hz),

fass | 4210t 2H, J=6,7 Hz), 8 38(d, 1H

1271, | 9=8.0 H2), 6,78 (d 1H, J=4,5 Hz);
(CHCH)N- |H|H|H[H|H|H|2 (/\N N_q | 8870 | 249 | 8:98(dd, 1H, J<8,8, S=1.7 Hz),
s 170 | 714, 1H, 30 Hz), 7,800, 1H,

G 1140, 727 J=8.8 Hz), 7.40(d 1H, J=1,5 Hz),
831 | 7.50(d, TH, J=4,4 Hz) (CDCl)

LLGETO/S00T OM

TISS00/F00TIH/ LI



R1

A mp °C | IRem™ | TH-NMR (300 MHz2),5 (soivent)
3119,
2951 | 1,85(m, 6H), 2,68(m, 4H), 3,00(m,
2798, | 2H), 4,38(m, 2H), 8.40(d, 1H J=3,1
1458, | Hz); 6,82 (d, 1H J=4.5 Hz), 8.96(d,
O\]— (/\N A 8184 | 1271, |1H,J=8,6 Hz), 7,18(d, TH, 2,7 H2),
. ¢ 1248, | 7.22(m 1H) 7,41(m, 1H), 7,64(d,
87 N 1178, 1H, J=4,5 H2) (CDCly)
1140, 727,
623
0,95(t, BH, J=7,1 Hz), 2,54(q, 4H,
J=7.0 Hz), 2.76(t, 2H, J=6,7 Hz),
4,07(t, 2H, J=6,7 Hz), 6,66(dd 1H,
=85 J'=1,7 Hz), 8,91(s, 1H), B,97(s,
(CHCH,).N— 97-104 1H), 7,01(d, l:fl) J=8.é Hz), )722(.22
1H, J=8,6 , J'=1,6 Hz), 7,28(s, 1H);
7,42-7,55(m, 3H), 7.6%(d, 1H, J=8,1
Hz), 7,70(d, 1H, J=8,2 Hz); 8,03(s,
1H), 9,95(s, 1H) (CDCI3)
0,87{m, 6H), 2,58(m, 4H); 2,76(m,
2H) 4,14(m, 2H), 6,24(s, 1H),
6,73(d, 1H, J=8,8 Hz), 7,11(s, 1H),
(cHSCHZ)lN_ 133-135 7,21 (d, 1H, J=8,0 HZ), 7,29(, 1H),

7,504, 1H J=7 8 Hz), 7,83-7,71(m,
2H), 8,04(d, 2H, J=7.5 Hz), 8,13(d,
1H, J=8.2 Hz), 8,76(d, 1H, J=8,2

Hz); 10,21(s, 1H} (DMSO-d6

3y

LLGETDR00T O

TTS800/FO0ZIA/ LD



Rt

R7

mp °C

IRcm

TH-NMR (300 MHz),3 {salvent)

N

(CH,CHN—

ol

0,83(m, 6H), 2,50(m, 4H), 2,70(m,
2H), 4,13(m, 2H), 8,30(d, 1H, J=2.8
Hz) 6,87(d, 1H, J=8,8 Hz), 7,24(s,
1H), 7,30(m, 2H), 7,44(m, 3H),
7.66(d, 2H, J=7,2 Hz), 7,72(AB sys,
2H, J=8,5 Hz), 7,78(AB sys, 2H,
J=8,5 Hz), 9,01(s, 1H) (DMSO-d6)

(CHyN—

C
2| Q|

203-206

2,13(s, 6H), 2,35(s, 6H), 2,39(t, 2H,
J=7.0 Hz), 4,07(t, 2H, J=8,8 Hz),
8,08(s, 1H), 6,76(dd, 1H, J=8,6

J'=2,0 Hz), 7,1%(d, 1H, J=2,0 H2),

7.20(d, 1H, J=8,6 Hz), 7,51(dd, 1H,

J=8,7 , J'=2,0 Hz), 7,83(d, 1H, J=2,0

Hz), 8,00(d, 1H, J=8,8 Hz), 10,20(s,

1H). (DMSO-d8

(CHgN—

&
| B

199-200

2,11(s, 6H), 2,30(s, 3H); 2,36(t, 2H,
J=7,0 Hz), 4,03(t, 2H, J=7,0 Hz),
6,03(s, 1H), 6,75(dd, 1H, J=8,8,

J'=2,0 Hz), 7,10(d, 1K, J=2,0 Hz);
7,13(d, 1H, J=8,8 Hz); 7,54-7,87(m,
2H), 7,73(dd, 1H, J=8,8 , J'=1,8 Hz),

7,95(d, 1H, J=7,8 Hz), 8,02(d, 2H,

J=8,6 Hz), 8,27(d, 1H, J=1,5 Hz),

9,85(s, 1H) (DMSO-d6)

39

LLSETO/S00T OM

TT$800/F00TIA/LIA



mp °C

TH-NMR (300 MHz),3 (solvant)

(CH,),N—

183-184

2.12(s, 6H), 2,28(s, 3H); 2,35(1, 2H,
J=7,0 Hz), 401(t, 2H, J=7,0 Hz),
5,96(s, 1H), 6,62(dd, 1H, J=8,7 ,

J'=1,9 Hz), 8,88(d, 1H, J=2,0 Hz);

7.07(d, 1H, J=8,8 Hz); 7,48(m, 1H);
7,63(m, 1H), 7,70(m, 1H), 8,02(d,
2H, J=7.5 Hz), 8,12(d, 1H, J=8,0

Hz), 8,75(d, 1H, J=6,4 Hz), 10,15(s,

1H) (DMSO-d6)

36

(CHN—

CHs

182-183

2,14(s, 6H), 2,34(s, 3H), 2,39(m,
2H), 4,01(m, 2H), 6,09(s, 1H),
B.70(dd 1H, J=8,5 J} 1,8 Hz); 7,08(d
1H, J=1,8 Hz), 7,21(d, 1H, J=8,5
Hz), 7.51(d, 1H, J=4,5 Hz), 7,80(d,
1H, J=4,5 Hz) (DMS0-d8)

1

(CHy,N—

178177

2,14(s, 6H), 2,33(s, SHY; 2,38{, 2H,
J=7,1 Hz), 4,08(t, 2H, J=7.1 Hz),
6,07(e, 1H); 8,79(dd, 1H, J=8,8,
J=2,0 Hz), 7,11(d, 1H, J=1,8 Hz),

7.19(d, 1H, J=8,8 Hz), 7,36-7,48(m,

3H), 7,66(m, 2H), 7,72(AB sys, 2H,

J=8,8 Hz); 7,76(AB sys, 2H, J=8,8

Hz), 8,85(s, 1H) (DMSO-d6)

LLEETO/S00T OM

TIS800/F00ZdA/1Id

q



R1

R7

mp °C

IRem*

TH-NMR (300 MHz),5 (solvent)

37

(CH,N—

CHy

?0 ,.

135137

2,17(s, 8H), 2,38(a, 3H), 2,45(m,
2H), 3,30-3,45(m, 4H), 4,14(1, 2H,
J=8,7 Hz), 8,15(s, 1H), 7,04(d, 1H,
J=8.5 Hz), 7,26(m, 1H); 1,30-7,38(m%
4H), 7,44(m, 1H), 7,85(d, 1H, J=8,2
Hz); 7.62(m, 1H), 7.87(d, 1H J=8,2

{CHYN—

0
7

147-149

Hz2), 9,56(s, 1H) (DMSO-d6)
2,20(s, 8H), 2,34{s, 3H), 2.45(m,
2H); 4,10(t, 2H, J=7.1 Hz), 6,08(s,
1H), 6,76(dd, 1H, J=8 6 , J'=2 0 Hz},
6,09(d, 2H, J=8,8 Hz); 7,03-7,08(m,
3H)I 7-17'7124("‘- 2H)l 7l41 (tl 2Hl
J=7,8 Hz), 7,83(d, 2H, J=8,8 Hz)

__9,7%(s, 1H). (DMSO-d6)

(CHy,N—

CHy

el

147-149

2,15(s, BH), 2,35(s, 3H), 2,41(%, 2H,
J=6,7 Hz), 4,101, 2H, J=7,1 Hz),
6,12(s, 1H); 8 71(dd, 1H, J=8.,8,

J=2.0 Hz), 7.08(d, 1H, J=1,8 Hz),

7,24(d, 1H, J=9,0 Hz); 7,58(d, 2H,
J=1,9 Hz); 7.90(t, 1H, J=1,9 Hz)

{CMSO-dB)

q

LLEETO/S00T OM

TISS00/PO0TIA/LDd



R1

mp °C

IRem

H-NMR (300 MHz) § (solvent)

{CHy N—

167-188

2,14(s, 6H), 2,31(s, 3H), 2,36{m,
2H), 4,04(t, 2H, J=7,1 Hz), 6,02(s,
1H), 8,68(dd, 1H, J=84, J'=1,8 Hz);
7.04(d, 1H, J=1,8 Hz), 7.12(d, 1H,
J=8,2 Hz), 7,40-7,51(m, 2H), 8,03(d
1H, J=7.6 Hz); 8,21(d, 1H, J=7,9
Hz), 8,31(s, 1H), 10,08(s, 1H)
{DMSO-d8

41

(CH,CH,),N—

82-75

0,88(m, 6H), 2,54(m, 4H); 2, 70(m,
2H), 4,18(m, 2H), 8.28(s, 1H)
8,77(d, 1H, J=8,5 Hz); 7,18(e, 1H),
7,34(m, 2H), 7,38-7,52(m, 2H),
803(d 1H, J=7.9 Hz), 8,22(d, 1H,
J=7,5 Hz), 8,34(s, 1H) 10,18(s, 1H)
(CDCI3)

(CH:)zN_

81-72

2,12(s, 6H), 2,50(m, 2H), 4, 12(t, 2H,
J=6,7 Hz), 8,25(d, 1H, J=3,1 Hz),
6,75(dd, 1H, J=8,7, J=2,1 Hz),
7.17(d, 1H, J=1,8 Hz), 7.26(d, 1H.
J=8,9 Hz), 7.30(d, 1H, J=3,2 Hz),
7.48(m, 2H), 8,04(d 1H, J=7,0 Hz),
8,24(d, 1H, J=7.4 Hz), 8,34(s, 1H),
10,14(s, 1H} (CDCI3)

O
N

LLGETO/S00T OM

F15800/F00Td3/LOd



Rt

R7

mp °C

IRem'!

TH-NMR (300 MHz), (solvent)

CH,

82-a2

1,20-1,55(m, 6H); 1,68(m, 2H),
2,3%(s, 3H), 2,16-2,80(m, 8H),
4,10(t, 2H, J=8.6 Hz), 8,34(d, 1H,
J=3,2 Hz), 6,62(d, 1H, J=8,8 Hz);
7,27-7,35(m, 3HY, 7 50(dd, 1H,
J=87, J'=2,0 Hz), 7.91(d, 1K, J=2,2
Hz), 7,08(d, 1H, J=8,6 Hz}, 10,20(bs,
1H) (DMS0Q-d8)

§ ¢

82-108

1,20-1,55(m, 6H), 1,87(m, 2H), 2,22-
2,62(m, 6HY; 4,08(t, 2H, J=8,6 Hz);
6,28(d, 1H, J=2,9 Hz), 6,83(dd, 1H,
J=8,7, J'=2,0 Hz), 7,24(d, 1H, J=2,0
Hz), 7,27 {m, 2H); 7.58(m, 1H);
7,84(m, 1H), 7 75(dd, 1H, J=8,8,
J'=1,9 Hz), 7,05(d, 1H, J=7,5 Hz);
8,03(d, 2H, J=8,5 Hz); 8,28(s, 1H),

957(s, 1) (DMSOd6)

LLGETO/S00T OM
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mp °C

1H-NMR (300 MHz),5 (solvent)
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J=3,1 Hz); 7,49(dd, 1H, J=8,1, J'=7,

1,25-1,55(m, 6H), 1,81(m, 2H), 2,09
2,80(m, 6H), 4,03(t, 2H, J=6,4 Hz),
6.23(d, 1H, J=3,1 H2), 6,70(d, 1H,
J=8,9 Hz), 7.11(d, 1H J=1.8 Hz),
7.20(d, 1H, J=8,9 Hz); 7.24(d, 1H,4t

Hz), 7,50-7,88(m, 1H); 7.66-7,73(m,
1H), 8-8,06(m, 2H), 8,12(d, 1H,
J=8.2 Hz), 8,76(d, 1H, J=7.8 Hz),
10,20(bs, 1H) (DMSO-d6)

7,38 (m, 2H), 1,49(m, 4H), 1,86(m,
2H); 2,15-2,44(m, 6H), 4,10(t, 2H,
J=8,7 Hz), 8,33(d, 1H, J=3,1 Hz)

6,70(dd, 1H, J=8,7, J'=2,0 Hz),
7.21(d, 1H, J=2,0 Hz), 7,30-7,36(m,
2H), 7.52(d, 1H, J=4.4 Hz), 7,83(d,
1H, J=4.4 Hz), 10,25(bs, 1H)
(DMS0-dB)

LLGETO/S00T O
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R1

R4

R7

mp °C

IR et

"H-NMR (300 MHz),5 (soivent)

47

148-160

1,34 (m, 2H); 1,47(m, 4H), 1,86(m,
2H), 2,03-2,55(m, 6H), 4,08(t, 2H,
J=8,6 Hz), 6,32(d, 1H, J=2.8 Hz);
6,87(dd, 1H, J=8.9, .'=1,8 Hz),
7.26(d, 1H, J=1,8 Hz); 7,28-7,34(m,
2H), 7,36-7,48(m, 3H), 7,86(m, 2H),
7,73(AB sys, 2H, J=8,8 Hz), 7,78(AB!
sys, 2H, J=8,8 Hg), 9,91(s, 1H).
(DMSO-d6

59-81

1,20-1,56(m, 6H), 1,80(m, 2H), 2,12-
2,50(m, 6H), 3,26-3,47(m, 4H),
4,18(t, 2H, J=6,2 Hz), 6,40(d, 1H,
J=2,3 Hz) 7,13(d, 1H, J=8,6 Hz),
7,24(t, 1H, J=7,5 Hz), 7,34-7,50(m,
8H), 7,84(d, 1H, J=8,4 Hz), 7,76(m,
1H), 7,87(d, 1H, J=8,2 Hz), 9,65(s,
1H) (DMSO-d6)

1 ®
5P

1,20-1 58(m, 8M), 1,80(m, 2H);, 2,20~
2,66(m, 8HY; 4,00(t, 2H, J=5.4 Hz),
8,33(s, 1H), 6,84(dd, 1H, J=8,4 Hz),
8,86-7,02(m, 2H); 7,04(d, 2H, J=7 .0
Hz), 7.17-7,24{m, 2H) 7,32(m, 2H);
7.41(m, 2H), 7,84(d, 2H, J=8,6 Hz),

9,79(s; 1H). (DMSO-dB)

LLGETO/S00T OM
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R1

mp °C

IRem

TH-NMR (300 MHz),5 (solvent)

56-58

1,35(m, 2H), 1,46(m, 4H); 1,83(m,
2H); 2,10(m, 2H), 2,24(m, 4H),

U=2,8 H2), 6,78(dd, 1H, J=8.8, J'=1,8
Hz); 7.22(d, 1H, J=1,90 Hz), 7,33(d,
tH, J=2,9 Hz), 7,37(d, 1H, J=8,8
Hz), 7,58(d, 2H, J=8,6 Hz), 7,801,
1H, J=1,9 Hz), 9,98(s, 1H) (DMSO-

d6

4,11(t, 2H, J=6.4 Hz), 6,36(d, 1H, ﬂ

61

70-72

1,38(m, 2H), 1,62(m, 4H), 1,01(m,
2H), 2,24(m, 2H), 2,37(m, 4H),
4,18(t, 2H, J=6,8 Hz), 8,42(d, 1H,
J=2,5 Hz), 8,89(d, 1H, J=8,8 Hz),
7,32(s, 1H), 7,37(d, 1H, J=2,8 Hz),
7.43(d, 1H, J=8,8 Hz), 7,48(s, 1H)
DMSO-d8

92-98

1,13-1,70({m, 6H), 2,00{m, 2H),
ziaa(ml 2H)l 2184("‘- 2H)l 3n26(ml
2H); 4,05(m, 2H), 8,22(d, 1H, J=3,1
Hz), 8,71(m, TH), 7,10-7,18(m, 3H),
7,52-7,53(m, 2H), 7,72(m, 1H),
8,16(d, 1H, J=7,3 Hz), 8,37(d, 1H,
J=8,5 Hz); 8,77(d, 1H, J=8,5 Hz),

87(bs, 1H), 10,23(bs, 1H) (DMSO
d6 + TFA)

LLEETO/S00T OM
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Pharmaceutical particulars:

Binding of the new compounds of general fomula (Ia) and (Ib) and (Ic) to
the 5-HTy receplor 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 K; (nii)
3 04,2
4 1124

11 1,89
12 1048
13 82,5
20 84,8

The dally posology in human medicine Is comprised between 1 milligram
and 2 grams of medicinal product which may be administered in one or several
dosas. The compositions are prepared under forms that are compatible with the
administration route used, preferably tablets, coated tablets, capsules,
suppositories, solutions or suspensions. These compositions are prepared by
means of known methods and comprise from 1 to 60% by welght of the active
substance (compound of general formula 1), and 40 to 89% by weight of the
suitable pharmacaeutical vehicle compatible with the active substance and the
phyeical form of the composition used.

The formula of a tablet containing a product of the invention Is provided
by way of example:



WO 2005013977
92-

Example of formula per tablet:

Example 1 5mg
Lactose 60 mg
Crystalline cellulose 25mg
Povidone K 80 5mg
Pregelatinized starch 3mg
Calloidal silicon dioxide 1mg
Magnesium stearate 1mg

Total weight per tablet 100 mg

PCT/EP2004/008511
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CLAIMS

1. A sulfonamide compound of general formula (la)

/(OH’};R'I

0 [+]
e 1 Ly
Y

 (la)

wherein

R' represents an -NR®R® radical or a saturated or unsaturated, optionally

at least mono-substituted, cycloaliphatic radical, which may optionally

contain at least one heteroatom as a ring member and/or which may be '

condensed with a saturated or unsaturated, optionally at least mono-

substituted mono- or bicyclic cycloaliphatic ring system, which may
optionally contain at [east one heteroatom as a ring member,

R?% R®, RY, R® and R’, identical or different, each repressnt hydrogen,
halogen, nitro, alkoxy, cyano, a saturated or unsaturated, finear or
branched, optionally at Ieast mono-substituted allphatic radical or an
optionally at least mono-substituted phenyl radical or an optionally at
least mono-substituted heteroaryi radical,

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

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

or unsaturated, linear or branched, optionally at least mono-substituted
aliphatic radical,
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with the proviso that R® and R® are not hydrogen at the same time, and If
one of them, R® and R®, represents a saturated or unsaturated, linear or
branched, optionally at least mono-substituted C1-C aliphatic radical, the
other one represents a saturated or unsaturated, linear or branched,
optionally at least mono-substituted aliphatic radical with at least five
carbon atoms, or

R® and R® together with the bridging nitrogen atom form a saturated or
unsaturated, optionally at least mono-substituted heterocyclic ring, which
may contaln at least one additional heteroatom as a ring member and/or
which may be condensed with a saturated or unsaturated, optionally at
least mono-substituted, mono- or bicyclic eycloaliphatic ring system
which may optionally contain at least one heteroatom as a ring member,

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

and
nis0,1,2,30r4;

optionally in form of one of its sterecisomers, prefarably enantiomers or
diastereomers, its racemate or In form of a mixture of at least two of its
steraclsomers, preferably enantiomers or diastereomers, in any mixing
ratlo, or a salt thereof, preferably a corresponding, physiologlcally
acceptable salt thereof, or a corresponding solvate thereof.
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2. A compound according fo claim 1, characterized in that R' represents an
-NR®R? radical or a saturated or unsaturated, optionally at least mono-
substituted 5- or 8-membered cycloaliphatic radical which may optionally
contain at least one heteroatom as a ring member and/or which may be

5 caondensed with a saturated or unsaturated, optionally at least mono-
substituted mono- or bicyclic cycloaliphatic ring system, which may
optionally contain at least one heteroatom as a ring member, whereby
the rings of the ring system are 5- or 8-membered,

10 - preferably R' represents an -NR°R? radical or a radical chosen from the
group consisting of

R
‘dj . ? o .

whereln, If present, the dotted line Is an optional chemical bond, and R"°
represents hydrogen, a linear or branched C+-Cg alkyl radical or a benzyl
15 radical, preferably hydrogen or a C-C; alkyl radical.

3. A compound according to claim 1 or 2, charactertzed in that R?, R®, R?,
R® and R, identical or different, each represent hydrogen, a linear or
branched, optlonally at least mono-substituted C4.Cp alkyl radical, a linear
20 or branched, optionally at least meno-substituted C..Cg alkenyl radical or
linear or branched, optionally at least mono-substituted C..Cg alkynyl
radical,
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preferably R%, R®, R*, R® and R, identical or different, each represent
hydrogen or a linear or branched, optionally at least mono-substituted C,.
Cs alkyl radical,

more preferably R?, R?, R*, R and R7 each represent hydrogen or C1.
alkyl.

A compound according to one or more of claims 1 to 3, characterized In
that R® represents hydrogen, a linear or branched, optionally at least
mono-substituted C4-Cs alkyl radical, a linear or branched, optionally at
least mono-substituted C>-Cg alkenyl radical, a linear or branched,
optionally at least mono-substituted C>-Cg alkynyt radical,

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

more preferably R® represents hydrogen or a C4-C; alkyt radical.

A compound according to one or more of claims 1 to 4, characterized In
that R® and R®, identical or diffsrent, each represent hydrogen, a linear or
branched, optionally at least mono-substituted C4-Cy; alkyl radical, a
linear or branched, optionally at least mono-substituted C_Cyg alkenyl
radical, a linear or branched, optionally at least mono-substituted Co~C4g
alkynyl radical,

or

R® and R® together with the bridging nitrogen atom form a saturated or
unsaturated, optionally at least mono-substituted 5- or 6-membered

heterocyclic ring which may contaln at least one additional heteroatom as

a ring member and/or which may be condensed with a saturated or
unsaturated, optionally at least monc-substituted mono- or bicyclic



10

15

‘WO 2005/013977 MCT/EP2004/008511

-97-

cycloaliphatic ring system, which may optionally contaln at least one
heteroatom as a ring member, whereby the rings of the ring system are
5- 6- or 7-membered.

A compound according to clalm 5, characterized in that R® and RS,
identical or different, sach represent hydrogen or a linear or branched C;-
Cioalkyt radical, or

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

O O O
_O | ——l\(:/l(j and ""\_/_(/:> :

wherein R, If present, represants hydrogen, a linear or branched C,-Ce
alkyl radical or a benzyl radica!, preferably hydrogen, or a Cy-C; alkyl
radical.

A compound according to one or more of claims 1 to 6, characterized in
that A represents an optionally at least mono-substituted mono- or
polycyclic aromatic ring system, whereln the ring(s) Is/are 5- or 8-
membered, which may be bonded via an optionally at least mono-
substituted C+—Cg alkylene group, an optionally at least mono-substituted
C2—Cs alkenylane group or an optionally at least mono-substituted C,Cg

alkynylene group and/or wherein the ring(s) may contain at least one

heteroatom as a ring member,

\&©
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preferably A represents an optionally at least mono-substituted mono- or
polycyclic aromatic ring system, whereln the ring(s) Is/are 5- or 8-
membered and whereln one or more of the rings contain at least one
heteroatom,

or a radical chosen from the group consisting of

o O
3%

Y

wherein X, Y, Z, independently from one ancther, each represent a
radical selected from the group conslsting of hydrogen, fiucrine, chiorine,
bromine, nitro, acetyl, inear or branched C4-Cg alkyl, linear or branched

" C4-Cg alkoxy, linear or branched C;-Cg alkylthlo, a trifluoromethyl radical,

cyano radical and a -NR™?R* radical,

wherein R'2 and R"™, identical or different, each represent hydragen or
linear or branched C1-Cq alkyl,

\oX
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group or a NR' radical,

wherein R™ is hydrogen or a linear or branched C;-Cs alkyl,

mis0,1,2, 30r4and

milsior2.

8. A compound according to one or more of claims 1 to 7 chosen from the

group consisting of

[1€]

[17]

[18]

[28]

[43]

[44]

[45]

N-[1-(2-pyrrolidine-1-yl-ethyl)-1H-indole-5-yf}-naphthalene-2- .

sulfonamide,

N-{1-~(2-pyrrolidine-1-yl-ethyl)-1H-indole-5-yl}-naphthalene-1-
sulfonamide,

N-[1-(2-pymrolidine-1-yl-athyl)-1H-Indole-5-yi}- 5-chioro-3-
methylbenzo[bJthiophene-2-sulfonamide,

N-[1-{2-pyrrolidine-1-yl-ethyi)-1H-indole-5-yi}- ]-6-
chioraimidazo[2,1-b}thlazole-5-sulfonamide,

5-chloro-3-methyl-N<{ 1-(3(piperidin-1-yi)propyi)-1H-indo}5-
yl)benzo[blthiophene-2-sulfonamide,

N-(1-(3-«(piperidin-1-yl}propyi)}-1H-indo}-5-yI)naphthalene-2-

sulfonamide,

N~{1-(3<(plperidin-1-yl}propyl}-1H-indol-5-yl)naphthalene-1-
suffonamide,

X

\C)S
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[48]

[47]

[48]

[49]

[50]

151]

[52]

PCT/EP2004/008511

-100-

B-chloro-N-{1-(3~piperidin- 1-yl)propyi)}-1H-indol-5-yl}imidazo[2,1-
blthlazole-5-sulfonamide,

4-phenyl-N{1-(3-(piperidin-1-yl)propyl)-1H-Indo}-5-
yl)benzenesulfonamide,

2<(naphth-1-y1)-N-(1~(3-{plperidin-1-yl)propyl}-1H-indo}-5-
yi)ethanesulfonamide,

4-phenoxy-N-( 1-{3-(piperidin-1-yf)propyl}-1H-Indo}-5-
yl)benzenesulfonamide,

3,5-dichioro-N-{1-(3-(piperidin-1-yi)propyl)-1H-indo}-5-
yl)benzenesulfonylamide,

4,5-dichloro-N-(1(3«{plperidin-1-yl)propyl)-1H-indo}-5-
yl)thiophene-2-sulfonamide and

5-chloro-N-{1-(3-(piperidin-1-yl)propyl)-1 H-indol-5-yi)naphthalene-
1-sulfonamids,

optionally in form of their comesponding salts or thelr comesponding
solvates.
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A sulfonamide compound of general formula (Ib)

aR1
R6 / it
1] s )
A
RS R4
(b}

wherein
R! represents a —-NR?R? radical,

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

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

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

A represents an optionally at least mono-substituted mone- ar polycyciic
aromatic ring systam, which may be bonded via an optionally at least

mono-substituted alkylene, alkenylene or alkynylene group and/or which
may contain at least one heteroatom as a ring member in one or more of

its rings,
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andnis 0,1, 2, 3o0r4;

optionally in form of one of its sterecisomers, preferably enantiomers or
diastereomers, its racemate or In form of a mixture of at ieast two of its
stereolsomers, preferably enantiomers or diastereomers, In any mixing
ratio, or a salt therof, preferably a corresponding, physiologically
acceptable salt thereof, or a comesponding solvate thereof.

A compound according to claim 9, characterized In that R, R®, R, R®
and R', identical or different, each represent hydrogen, a linear or
branched, optionally at least mono-gubstituted C4.Ce alkyl radical, a linsar
or branched, optionally at least mono-substituted C,.Cs alkenyl radical, or
a Iinear or branched, optionally at least mono-substituted C,.Cg alkynyl
radical,

preferably R2, R®, R*, R and R’, identical or different, each represent .
hydrogen or a linear or branched, optionally at least mono-substituted C,.
Ce alkyl radical,

more preferably R%, R®, R*, R® and R7 each represent hydrogen or a Cy2
alkyl radical.

A compound according to claim 9 or 10, characterized in that R®
represents hydrogen, a linear or branched, optionally at least mono-
substituted C4~Cs alkyl radical, a linear or branched, optionally at least
mono-substituted C»-Cq alkenyl radical or a linear or branched, optionally
at lsast mono-substituted C,-Cs alkynyl radical,

preferably R® reprasents hydrogen or a linear or branched, optionally at
least mono-substituted C-Cg alkyl radical,

B, 3
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more preferably RS represents hydrogen or a C+-Cz alkyl radical.

A compound according to one or more of claims 9 to 11, characterized in
that R® and R®, identical or different, each represent hydrogen or a linear
or branched, optionally at least mono-substituted C4-C4 alkyl radical,

preferably-R® and R®, Klentical or different, each represent hydrogen or a
C1-C; alkyl radical,

with the proviso that R® and R® are not hydrogen at the same time.

A compound according to one or more of claims 9 to 12, characterized in
that A represenis an optionally at least mono-substituted mono- or
polycyclic aromatic ring system, wherein the ring(s) is/are 5- or 8-
membered, which may be bonded via an optionally at least mono-
substituted C,_.Cs alkylens group, an optionally at least meno-substituted
C,—Cg alkenylene group or an optionally at ieast mono-substltuted C,_Ce
alkynylene group and/or wherein the ring(s) may contaln at least one
hetercatom as a ring member,

preferably A represents an optionally at least mono-substituted mono- or
polycyclic aromatlc ring system, wherein the ring(s) is/are 5- or 6-
membered and wherein one or more of the rings contain at least one
heteroatom,

or a radical chosen from the group consisting of
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T O
QG

(CHz)mg O@“"

wherein X, Y, Z, independently from one another, each represent a

5 radical selected from the group conslsting of hydrogen, fluorine, chiorine,
bromine, nitro, acetyl, linear or branched CCg alkyl, linear or branched
C1-Co alkoxy, linear or branched C4-Cp alkyithio, a trifluoromethyl radical,
a cyano radical and a -NR*’R" radical,

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

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

15
wherein R™ is hydrogen or a linear or branched C1-Ceg alikyl,

mis0,1,2, 30r4and

20 miisior2.
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14. A compound according to one or more of claims 9 fo 13 selected from
the group consisting of

[1]

[3]

[4

151

8]

6]

(1ol

N-[1-{2-dimethylaminosthyl}-1H-Indole-5-yl}-5-chloro-3-
methylbenzo[blthiophene-2-sulfonamide,

N-{1-{2-dimethylaminoethyl)-1 H-indole-5-yl]-naphthalene-2-
sulfonamide,

N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl}-naphthalane-1-
sulfonamide,

N-[1<{2-dimethylaminoethyl)-1 H-Indole-5-y}-5-chloronaphthalene-
1-sulfonamide,

N-[1<{2-dimethylaminosthyi)-1H-Indole-5-yl]-benzenesulfonamide,

N-[1-(2-dimethylaminoethyl)-1H-indole-5-vi]-quinoline-8-
sulfonamide,

N-{1-{2-dimethylaminoethyi)-1H-indole-5-yi}-4-
phenoxybenzenesulfonamide,

N-[1~(2-dimethylaminoethyf}-1H-Indole-5-yi}-4- _
methylbenzenesulfonamide,

N-{1-(2-dimethylaminoethyl)-1H-indole-5-yil-5-chlorothiophene-2-
suifonamide,

N-[1-(2-dimethylaminoethyl)-1H-indole-5-yl}-
benzo[1,2,5thladiazole-4-sulfonamide,
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[12]

3]

{14]

[18]

[18]

[20]

[21]

[22)

[23].
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N-{1-(2-dimethylaminoethyl)-1H-indole-5-yi}-6-chlorcimidazo[2,1-
bjthlazole-5-sulfonamide,

N-[1{2-dimethylaminoethyl}-1H-Indole-5-yi}-3,5-

dichlorobenzenesulfonamide,

N-{1-(2-dimethylaminoethyi)-1 H-Indole-5-y}-3-
bromobenzenesulfonamide,

N-[1-{(2-dimethylaminoethyl}-1H-Indole-5-yi}-3-
nitrobenzenesulfonamide,

N-{1-{2-dimethylaminoethyi}-1H-indole-5-yi}-1-
phenyimethanesulfonamide, -

trans-N-{1-(2-dimethylaminoethyl}-1H-indole-5-yi}-2-
phenylethenesulfonamide, '

N-{1«{2-dimethylaminoethy)-1H-Indole-5-yi}-4,5-dichlorothiophene-

2-sulfonamide,

N-{1-(2-dimethylaminosthyl)- 1H-indole-5-yl}-4-
acetyibenzenesulfonamide,

N-[1<(2-dimethylaminoethyl)-1H-Indole-5-yi}-4-
bromobenzenesulfonamide,

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

N-[3-{2-dlethylaminoethyi}-1H-Indole-5-yi}-5-chioro-3-

\Z
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[31]

[32]
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[34]
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-107-

methylbenzo[blthiophene-2-sulfonamide,

N-{1-{2-dimethylaminoethyl)-1H-indole-5-yi]-4-
nitrobenzenesulfonamide,

N-[1-(2-dimethylaminoethyl)-1H-indole-5-yi}-4-

fluorobenzenesulfonamide,

N-[1~{2-dlethylaminosthyi)-1H-indole-5-yi]-8-chloroimidazof2,1-
blthiazole-5-sulfonamide,

N-(1-{2-(dlethylamino)ethyl)-1H-Indol-5-yi)}-naphthalene-2-
sufonamide,

N{1<2-{dlethylamino)ethyl)-1H-indol-5-yl)-naphthalena-1-
sulfonamide,

N-(1-(2(diethytamino)ethyl)-1H-indol-5-yl)-4-

phenylbenzenesulfonamids,

5-chloro-N-{1-{2-{dimethylamino}ethyl)-2-methyl-1 I-Hndol-é-yl)-a-
methylbenzo[blthiophene-2-sulfonamide,

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

N-(1-{2<{dimethylamino)ethyl)-2-methyl-1H-Indo}-5-yi)-
naphthalene-1-sulfonamide,

B-chloro-N-{1-{2-{dimethylamino)ethyl}-2-methyl-1H-Indo}-5-
yi)imidazo[2, 1-b}thlazole-5-sulfonamide,
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N-{1-(2-(dimethyiamino}ethyl)-2-methyl-1H-ndol-5-yi)-4~
phenylbenzenesulfonamide,

N-(1~(2-dimethylamino)ethyi)-2-methyl-1H-Indol-5-yI}-2-(naphth-1-
yl)}-ethanesulfonamide,

N-{1 -(2-(dlmeth;damlno)eﬂ1yl)-2—methyi—1 H-indol-5-y1)-4-phenoxy-
benzenesulfonamide,

3,5-dlichloro-N-(1<{2-{dimethylamino)ethyl)-2-methyl-1H-Indo}-5-yl)-
banzqnesulfonamide.

N-(1-(2-{dimethylamino)ethyl)-2-methyl-1H-Indol-5-
vi)benzo[bjthiophene-3-sulfonamide,

N-{1-(2-{diethylamino)ethyl)-1H-ndol-5-yl)benzo[b]thiophene-3-

sulfonamide and

N-(1-(2-(dimethylamino)ethyl)}-1H-indo}-5-yl)benzo[bJthiophene-3-
sulfonamide,

optionally In form of their cormesponding salts and their comesponding
solvates.

A process for obtaining a sulfonamide derivative of general formula (la)
and/or (Ib), according to one or more of claims 1 - 14, characterized in
that at least one compound of general formula (i), or one of its suitably
protected derivatives,

D\\ ,,0

()
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wherein A has the meaning according to one or more of claims 1 - 14,
and X Is an acceptable leaving group, preferably an halogen atom, more
preferably chlorine is reacted with at least one 5-aminoindole of general
formula (lli), or one of its suitably protected derivatives;

()

wherein R'-R” and n have the meaning according to one or more of
claims 1 - 14 to obtain the corresponding sulfonamide and optionally,
from the latter, the protective groups may be removed if necessary.

A process for obtaining a sulfonamide derivative of general formula (fa)
and/or (Ib) according to one or more of claims 1 - 14, whereln R'-R?, R®-
R”, n and A have the meaning according to one or more of dlalms 1 - 14,
and R® represents C-Cg alkyl, characterized In that at least one
compound of general formula (la) and/or at least one compound of
general formula (Ib), wherein R'-R*, R®-R’, n and A have the meaning
according to one or more of claims 1 - 14, and R® represents an
hydrogen atom, Is reacted with an alkyl halégenkis or dialkyl sulfate.

A process for preparing the salts, preferably the physlologically
accepiable salts of the compounds of general formula (la) and/or (Ib),
according to one or more of claims 1 - 14, conslsting in reacting at least
one compound of the general formula (la) and/or at least one compound
of the general formula (Ib) with 2 mineral acld or an organic acid in a
suitable solvent.
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A medicament comprising at least one compound according to one or
more of claims 1 to 8 and optionally at least one or more of
pharmacologically acceptable exciplents.

A medicament according to claim 18, for 5-HTe 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 malntenance,
increase or reduction of body weight, for the prophylaxis and/or treatment
of obesity, bulimia, ancrexia, cachexia or type Il diabetes (non Insulln
dependent diabetes mellltus), preferably type Il diabetes caused by
obesity, for the prophylaxis and/or treatment of gastrointestinal tract
disorders, preferably Irritable bowel syndrome, for cognitive
enhancement, for the prophylaxis and/or treatment of disorders of the
central nervous system, anxiety, panic disorders, depression, bipolar
disorders, cognitive memory disorders, senlle dementla processes,
neurodegenerative disorders, preferably Alzheimer's disease,
Parkinson’s disease, Huntington'’s disease and/or multiple sclerosis,
schizophrenla, psychosis or infantile hyperkinesia (ADHD, attention

deficit / hyperactivity disorder),

preferably for 5-HTe receptor regulation, for the prophylaxis and/or
treatment of a disorder or diseass related to food intake, preferably for
the reguiation of appetite, for the maintenance, increasa or reduction of
body welght, for the prophylaxis and/or treatment of obesity, bullmia,
anorexia, cachexla or type Il diabetes (non insulin dependent diabetes
mellitus), preferably type Il diabstes caused by obesity, for the
prophylaxis and/or treatment of gastrolntestinal tract disorders, preferably
imitable bowel syndrome.

The use of at least one compound according to one or more of claims 1
to 8 for the manufacture of a medicament for 5-HTg receptor regulation.
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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 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 ieast one compound according to one or more of claims 1
fo 8 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 8 for the manufacture of a medicament for the prophylaxis and/or
treatment of obeslty.

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

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

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

The use of at least one compound according to one or more of claims 1
to 8 for the manufacture of 2 medicament for the prophylaxis and/or
treatment of type Il diabetes (non Insulin dependent diabetes mellitus),
preferably type || dlabetes caused by obesity.

\(r
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The uss of at least one compound according to one or more of clalims 1
to 8 for the manufacture of a medicament for the prophylaxis and/or
treatment of gastrointestinal tract disorders.

The use of at lsast 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 imitable bowel syndrome.

The usa 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 anxiety.

The uss of at least one compound according to one or more of clalms 1
to 8 for the manufacture of a medicament for the prophylaxis and/or
treatment of depression.

The use of at least one compound according to one more of claims 1t0 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 8 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 8 for the manufacture of a medicament for the prophylaxis and/or
treatment of senlle dementia processes.

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 Alzhelmer's Disease.
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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 Parkinson'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 Huntington's Disease.

The use of at least one compound according fo one or more of claims 1
to 8 for the manufactura 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 1
to 8 for the manufacture of a medicament for the prophylaxds and/or
treatment of Multiple Sclerosis.

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

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 deflcit / hyperactivity
disorder).

The use of at least one compound according to one or more of claims 4
to 8 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 mare of clalms 1
to 8 for the manufacture of a medicament for the prophylaxis and/or
treatment of schizophrenia.

\A
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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 cognitive enhancement.

A medicament comprising at least one compound according to one or
more of claims 9 to 14 and optionally at least one or more of
pharmacologically acceptable exciplents.

A medicament according to claim 46 for 5-HTg receptor regulation, for the
prophylaxis and/or treatment of a disorder or disease related o food
intake, preferably for the regulation of appstite, for the maintenances,
increase or reduction of body welght, for the prophylaxis and/or treatment
of obesity, bulimia, anorexia, cachexia or type II diabetes (non Insulin
dependent dlabetes maliitus), preferably type Il diabetes caused by
obeslty, for the prophylaxis and/or treatment of gastrointestinal tract
disorders, preferably imitable bowel syndrome, for cognitive
enhancement, for the prophylaxis and/or treatment of disorders of the
central nervous system, anxiety, panic disorders, depression, bipolar
disorders, cognitive memory disorders, senile dementla processes,
neurodegenerative disorders, preferably Alzheimer's diseass,
Parkinson’s disease, Huntington's disease and/or multiple sclerosis,
schizophrenia, psychosis or infantile hyperkinesla (ADHD, attention
deficit / hyperactivity disorder),

preferably for cognitive enhancement, for the prophylaxis and/or
treatment of disorders of the central nervous system, anxiety, panic
disorders, depression, bipolar disorders, cognitive memory disorders,
sanlle dementia processes, neurndegenerative disorders, preferably
Alzheimer’s disaase, Parkinson's disease, Huntington's disease and
multiple sclerosis, schizophrenia, psychosis or infantile hyperkinesia
(ADHD, attention deficit / hyperactivity disorder).

\%0



10

15

‘WO 2005/013977 PCT/EP2004/008511

49.

51.

b2.

115

The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for 5-HT¢ receptor regulation.

The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of a disorder or disease related to food Intake.

The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the regulation of appetite.

The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the maintenance, Increase
or reduction of body weight.

The use of at least one compound according to one or more of claims 8
to 14 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 mors of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of bulimia.

The use of at Isast one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of anorexia.

The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of cachexia.
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The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of type Il diabetes (non-insulin-dependent diabetes mellitus),
preferably type Il diabetes caused by obesity.

The use of at least one compound according to one or more of claims 8
to 14 for the manufacture of a medicament for the prophylaxis and/or
freatment of gastrointestinal tract disorders.

The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of imritable bowel syndrome.

The use of at least one compound according to one or more of claims 8
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of anxiety.

The use of at [east one compound according fo one or more of claims 9
to 14 for the manufacture of a medicament for the prophytaxis and/or
treatment of depression.

The use of at least one compound according to one or more of claims @
to 14 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 9
to 14 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 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of senfle dementia processes.
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The use of at least one compound according fo one or more of claims 9
to 14 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 8
to 14 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 9
to 14 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 9
to 14 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 clalms 9
to 14 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 9
to 14 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 clalms 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of infantlle hyperkinesia (ADHD, attention deficit / hyperactivity
disorder).

The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of disorders of the central nervous system.

\('Q\}
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The use of at least one compound according to one or more of claims 9
to 14 for the manufacture of a medicament for the prophylaxis and/or
treatment of schizophrenia.

The use of at least one compound according to one or more of claims 8
to 14 for the manufacture of a medicament for cognitive enhancement.
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DERIVADOS DE 5-INDOLILSULFONAMIDAS, SU PREPARACION Y SU USO
COMO MODULADORES DE 5-HT-6

La presente invencion se refiere a nuevos derivados de sulfonamidas, de

férmuia general (la, b, Ic),

{CH,);R1
Ré /
o\\ 2° p A2
~Sa
*

(la, Ib, Ic)

opcionalmente en forma de uno de sus estereoisémeros, preferiblemente
enantiomeros o diasterémeros, su racemato o en forma de una mezcla de al menos
dos de sus estereoisdémeros, preferiblemente enantiémeros o diasteromeros, en
cualquier razén de mezcla, o sus sales, preferiblemente las sales de los mismos
fisiologicamente aceptables, correspondientes o los solvatos correspondientes de los
mismos; a los procedimientos para su preparacion, a su aplicacién conwn
medicamentos en medicina humana y/o veterinaria y a las composicioncy
farmacéuticas que los contienen.

Los nuevos compuestos de ia presente invencion pueden utilizarse en la
industria farmacéutica como intermedios y para la preparacion de medicamentos.

La superfamilia de los receptores de serotonina (5-HT) comprende 7 clases {5-
HT,-5-HT7) que abarcan 14 subclases humanas [D. Hoyer, et al., Neuropharmacoloyy.
1997, 36, 419]. El receptor 5-HT; ha sido el Ultimo receptor de serotonina identificado
por clonacién molecular en ratas [F.J. Monsma, et al., Mol. Pharmacol., 1993, 43, 320:
M. Ruat, et al., Biochem. Biophys. Res. Commun., 1893, 193, 268] asi como en
humanos [R. Kohen, et al., J. Neurochem., 1996, 66, 47]. Los compuestos con una
afinidad por el receptor 5-HT, son utiles en el tratamiento de diversos trastorncs doi
sistema nervioso central y del aparat: gastrointestinal asi como el sindrome de!

iy

intestino_irritable. Los compuestos con una afinidad por el receptor 5-HT, son nlikes

para el tratamiento de la ansiedad, depresion y trastornos cognitivos de la memoria .
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., 1999. 127,
22P; A. Bourson, et al., J. Pharmacol. 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, 1608]. Se ha
demostrado que los antipsicoticos tipicos y atipicos para el tratamiento de la
esquizofrenia tienen una elevada afinidad por los receptores 5-HT¢ [B.L. Roth, et al., J.
Pharmacol. Exp. Ther., 1994, 268, 1403; C.E. Glatt, et al.,, Mol Med., 1995, 1, 388: F.J.
Mosma, et al., Mol. Pharmacol., 1993, 43, 320; T. Shinkai, et al., Am. J. Med. Genel.,
1999, 88, 120]. Los compuestos con una afinidad por el receptor 5-HTg son Utiles para
el tratamiento de la hiperquinesia infantil (ADHD, déficit de atencién/ trastorno de
hiperactividad) (W.D. HiRSt, et al., Br. J. Pharmacol., 2000, 130, 1597: C. Gérard, et
al.. Brain Research. 1997, 746. 207; M.R. Pranzatelli, Drugs of Today, 1997, 33, 379).

La solicitud de patente WO 01/32646 describe sulfonamidas derivadas de
biciclos, con 6 miembros en cada uno de los anillos, anillos aromaticos o
heteroaromaticos con actividad antagonista del receptor 5-HTs.

La solicitud de patente EP 0 733 628 describe sulfonamidas derivadas de ind'ol
con actividad antagonista del receptor 5-HT (tiles para el tratamiento de las
migrafias.

Ademas, se ha demostrado que el receptor 5-HT, desempeiia un papel en la
ingestion de alimentos [Neuropharmacology, 41, 2001, 210-219].

Las disfunciones alimentarias, particularmente la obesidad, son una amenaza
seria y cada vez mas frecuente para la salud de personas de todos los grupos de
edad, puesto que 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 invencion era proporcionar nuevos
compuestos, particularmente adecuados como sustancias activas en medicamentos,
preferiblemente en medicamentos para la regulacion de los receptores 5-HTg, para la
profitaxis 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 Ia
obesidad, bulimia, anorexia, caquexia o diabetes de tipo Il (diabetes mellitus insulino
independiente), preferiblemente diabetes tipo || que es causada por la obesidad, para
la profilaxis y/o el tratamiento de trastornos del tracto gastrointestinal, preferiblemenie
el sindrome del intestino irritable, para la mejora de la cognicién, para la profilaxis y/o
el tratamiento de trastornos del sistema nervioso central, ansiedad, panico, depresion.
trastornos bipolares, trastornos cognitivos de la memoria, procesos de demencia senil.
preferiblemente enfermedad de Alzheimer, enfermedad de Parkinson, enfermedad de
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Huntington, esclerosis multiple, esquizofrenia, psicosis o hiperquinesia infantil (ADHD,
déficit de atencién/ trastorno de hiperactividad) y otros trastornos 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 compuestos de 5-indolilsulfonamida de formutas
generales (la, |b, Ic) descritos a continuacién muestran afinidad por el receptor 5-HT,.
Estos compuestos son por consiguiente adecuados para la fabricacion de un
medicamento para la profilaxis y/o el tratamiento de los trastornos relacionados con la
ingestién de alimentos, preferiblemente para la regulacién de! 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 independiente), preferiblemente diabetes tipo Il que sea causada por
la obesidad, para la profilaxis y/o el tratamiento de trastornos del tracto
gastrointestinal, preferiblemente el sindrome del intestino irritable, para la mejora della
cognicidén, para la profilaxis y/o el tratamiento de trastornos del sistema nervioso
central, ansiedad, panico, depresién, trastornos bipolares, procesos de demencia senil,
trastornos  neurodegenerativos, preferiblemente enfermedad de Alzheimer,
enfermedad de Parkinson, enfermedad de Huntington y esclerosis multiple.
esquizofrenia, psicosis, hiperquinesia infantil (ADHD, déficit de atencién/ trastorno de
hiperactividad) y otros trastornos mediados por el receptor 5-HTg de la serotonina en
mamiferos, incluido el hombre. Estos compuestos son también 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 (1a)
R (CH RS
R6 /
A/S\T
RE R4 R3
(ta)
en la que

R' representa un radical -NR®R® o un radical cicloalifatico saturadoc o
insaturado, opcionalmente al menos monosustituido, que puede contener
opcionalmente al menos un heterodtomo como miembro del anillo, y/o que puede eslar
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condensado con un sistema ciclico cicloalifatico mono- o biciclico saturado o
insaturado, opcionalmente al menos monosustituido, que puede contener
opcionalmente al menos un heteroatomo como miembro del anillo,

RZ R R* R®y R, idénticos o diferentes, representan cada uno hidrégeno,
haldgeno, nitro, alcoxi, ciano, un radical alifatico lineal o ramificado, saturado o
insaturado, opcionalmente al menos monosustituido, o un radical fenilo opcionalmente
al menos monosustituido, o heteroarilo opcionalmente al menos monosustituido.

R® representa hidrogeno o un radical alifatico, lineal o ramificado, saturado o
insaturado, opcionalmente al menos monosustituido,

R® y R, idénticos o diferentes, representan cada uno hidrégeno o un radical
alifatico, lineal o ramificado, saturade o insaturado, opcionalmente al menos
monosustituido,
con la condicion, de que R® y R? no sean al mismo tiempo hidrégeno, y si uno de ellos
R® y R° representa un radical alifdtico C-C., lineal o ramificado, saturado o
insaturado, opcionalmente ai menos monosustituido, el otro de ellos 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 atomo puente de nitrégeno forman un anillo heterociclico
saturado o insaturado, opcionalmente al menos monosustituido, que puede contener al
menos un heterodtomo mas como miembro del anillo y/o puede estar condensado con
un sistema ciclico cicloalifalico mono- o biciclico satlurado o insaturado, opcionalmente
al menos monosustituido, que puede contener opcionalmente al menos un
heteroatomo como miembro del anillo,

A representa un sistema ciclico aromatico mono o policiclico opcionalmente al
menos monosustituido, que puede unirse a través de un grupo alquileno, alquenilenc o
alquinileno opcionalmente al menos monosustituido y/o gue puede contener al menos
un heteroatomo como miembro del anillo en uno o mas de sus anillos,

Y

nes0, 1,2 3064;

opcionalmente en forma de uno de sus esterecisobmeros, preferiblements
enantibmeros o diasterdmeros, su racemato o en forma de una mezcla de al menos
dos de sus estereoisémeros, preferiblemente enantiomeros o diasterémeros, en
cualquier razén de mezcle, © una sal de los mismos, preferiblemente una sal
fisivlbgicamente aceptable correspondiente, o un solvato correspondiente de los

mismos.
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Otro aspecto de la presente invencién son los compuestos de formula general
(1b)

(Ib)

en la que

R! representa un radical —-NR®R®,

R?, R® R* R®Y R, idénticos o diferentes, representan cada uno hidrogeno,
halégeno, nitro, alcoxi, ciano, un radical alifatico lineal o ramificado, saturado.o
insaturado, opcionalmente al menos monosustituide, o un radical fenilo opcionalmente
al menos monosustituido, o radical heteroariio opcionalmente al menos
monosustituido,

RS representa hidrogeno o un radical alifatico, lineal o ramificado, saturado o
insaturado, opcionalmente al menos monosustituido,

R® y R®, idénticos o diferentes, representan cada uno hidrégeno o un radical
alifatico C4-C,, lineal o ramificado, saturade o insaturado, opcionalmente al menos
monosustituido,

A representa un sistema ciclico aromatico mono o policiclico opcionalmente al
menos monosustituido, que puede unirse a través de un grupo alguileno, alguenileno o
alquinileno opcionalmente al menos monosustituido y/o puede contener al menos un
heteroatomo coma miembro del anillo en uno o mas de sus anillos,
ynes0,1,2 364
opcionalmente en forma de uno de sus esterecisomeros, preferiblemente
enantidmeros o diasterémeros, su racemato o en forma de una mezcla de al menos
dos de sus estereoisomeros, preferiblemente enantibmeros o diasterédmeros, en
cualquier razén de mezcla, o una sal de los mismos, preferiblemente una sal
fisiolégicamente aceptable correspondiente de los mismos, © un solvato
correspondienle de los mismos.

Todavia otro aspecto de la presente invencion son los compuestos de formula

general {Ic)

3
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R6

Ox Vi Rz
N

A
RE R4 RS

(Ic)
en la que

R' representa un radical -NR®R®, o un radical cicloalifitico saturado o
insaturado, opcionalmente al menos monosustituido, que puede contener
opcionalmente al menos un heteroatomo como miembro del anillo, y/o que puede estar
condensado con un sistema ciclico cicloalifatico mono- o biciclico saturado o
insaturado, opcionaimente al menos monosustituido, que puede contener
opcionalmente al menos un heteroatomo como miembro del anillo, I

R?, R® R* R® y R’, idénticos o diferentes, representan cada uno hidrogeno.
halégeno, nitro, alcoxi, ciano, un radical alifatico lineal o ramificado, saturado o
insaturado, opcionalmente al menos monosustituido, o un radical fenilo opcionalmenic
al menos monosustituido, o un heteroarilo opcionalmente al menos monosustituido.

R® representa hidrogeno o un radical alifatico, lineal o ramificado, saturado o
insalurado, opcionalmente al menos monosustituido,

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

o

R® y R? junto con el atomo puente de nitrégeno forman un anillo heterociclico
saturado o insaturado, opcionalmente al menos monosustituido, que puede contener al
menos un heteroatomo mas como miembro del anillo y/o puede estar condensado con
un sistema ciclico cicloalifatico mono- o biciclico saturado o insaturado, opcicnalmenie
al menos monosustituido, que puede contener opcionalmente al menos un
heterodtomo como miembro del anillo,

A representa un sistema ciclico aromético mono o policiclico opcionalmente al
menos monosustituido, gue puede unirse a través de un grupo alquileno, alquenileno o
alquiniteno opcionalmente al menos monosustituido y/o que puede contener al menos

un heteroatomo como miembro del anillo en uno o mas de sus anillos,
Yy
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opcionalmente en forma de uno de sus estereoisomeros, preferiblemente
enantiomeros o diasterdbmeros, su racemato o en forma de una mezcla de al menos
dos de sus estereocisdbmeros, preferiblemente enantiomeros o diasterémeros, en
cualquier razébn de mezcla, o una sal de los mismos, preferiblemente una sal
fisioldgicamente aceptable correspondiente de los mismos, © un solvato
correspondiente de los mismos.

Si uno o mas de los residuos R%-R® representan un radical alifatico, saturado o
insaturado, es decir un radical alquilo, alquenilo o alquinilo que esta sustituido por uno
o mas sustituyentes, a menos que se defina lo contrario, cada ung de eslos
sustituyentes puede seleccionarse preferiblemente del grupo que consiste en hidroxilo,
flaor, cloro, bromo y trifluorometilo.

Si R' es un radical cicloalifatico saturado o insaturado, que contiene
opcionalmente al menos un hetercdtomo como miembro del anillo, el cual es;té
sustituide por uno o mas sustituyentes y/o estd condensado con un sistema ciclico
cicloalifdtico mono- o biciclico saturado o insaturado, que contiene opcionalmente al
menos un heteroatomo como miembro del anillo, el cual esta sustituido por uno o mas
sustituyentes, a menos que se defina lo contrario, cada uno de estos sustituyentes
puede seleccionarse preferiblemente del grupo que consiste en hidroxilo, fllor, cloro,
bromo, alquito C,-Cs lineal o ramificado, alcoxi C,-Cg¢ lineal o ramificado,
perfluoroalguilo C,-Cs lineai o ramificado, perfluoroalcoxi C,C;s lineal o ramificado y
benciio, preferiblemente del grupo que consiste en alquilo C4-Cg lineal o ramificado y
bencilo.

Los heteroadtomos de dicho radical cicloalifatico y/o de dicho sistema ciclico
cicloalifatico mono o biciclico pueden seleccionarse, independientemente unos de
ofros, preferiblemente del grupo que consiste en nitrogeno, azufre y oxigeno, se elige
mas preferiblemente nitrdégeno como heteroatomo.

Dicho radical cicloalifatico puede contener 0, 1, 2 & 3 heteroatomos elegidos dol
grupo mencionado anteriormente, preferiblemente contiene 0, 1 6 2 heteroatomos
elegidos del grupo mencionado anteriormente,

Si R® y R? junto con el 4tomo puente de nitrégeno forman un anillo heterociclico
saturado o insaturado opcicnalmente al menos monosustituido, que puede contener al
menos un heteroatomo mas como miembro del anillo, y/o el cual esta condensadoe con
un sistema ciclico cicloalifatico mone o biciclico saturado o no saturado, que puede
contener al menos un heterocdtomo como miembro del anillo, y/o que esta sustituido

7S
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por uno o mas sustituyentes, a menos que se defina lo contrario, cada uno de estos
sustituyentes puede seleccionarse preferiblemente del grupo que consiste en hidroxilo,
flzor, cloro, bromo, alquilo C4-Cg lineal o ramificado, alcoxi C4-Cg lineal o ramificado.
perfluoroalquilo C4-Cs lineal o ramificado, perfluoroalcoxi C4-Cs lineal o ramificado y
bencilo, preferiblemente del grupo que consiste en alquilo C;-Cs lineal o ramificado y
bencilo.

Si el anillo heterociclico contiene uno o mas heterodtomos adicionales y/o si
unc o ambos anillos mono o biciclicos contienen uno o mas heteroatomos, eslos
heterocdtomos pueden seleccionarse, independientemente unos de otros,
preferiblemente del grupo que consiste en nitrdgeno, azufre y oxigeno, mas
preferiblemente se elige el nitrogeno come heterocatomo.

Dicho anillo heterociclico puede contener 0, 1, 2 6 3 hetercatomos adicionales
elegidos del grupo mencionado anteriormente, preferiblemente contiene 0 6 1
heteroatomos elegidos del grupo mencionado anteriormente. .

Si A es un sistema ciclico aromatico mono ¢ policiclico, que puede unirse a
través de un grupo alquileno, alquenileno o alquinileno y/o puede contener al menos
un heterodtomo como miembro del anillo, y/o que puede estar sustituido por uno o
mas sustituyentes, cada uno de estos sustituyentes puede seleccionarse
preferiblemente dei grupo que consiste en nitro, -O-fenilo, -O-alquilo C,-Cs, -C(=0)-
alquilo C4-Ce, hidroxilo, halégeno, alquilo C;-Cg lineal o ramificado, alcoxi C,-Cs lineal o
ramificado, perfluoroalquilo C;-Cg lineal o ramificado, perfluoroalcoxi C;-C¢ lineal o
ramificado, un radical fenilo opcionalmente al menos monosustituido y heteroarilo de 5
6 6 miembros, mas preferiblemente del grupo que consiste en nitro, -O-fenilo, -C(=0}-
alquilo C;-Cg, alcoxi C,-Cg lineal o ramificado, haldgeno, alquileo C,-Cg lineal o
ramificado, un radical fenilo opcionalmente al mencs monosustituido y heteroarilo de 5
0 6 miembros, incluso mas preferiblemente del grupo que consiste en nitro, -O-fenilo, -
O-CHs, -C(=O)CHj, flaor, cloro, bromo, alquilo C;-Cg lineal o ramificado, un radical
fenilo opcionalmente al menos monosustituido y heteroarilo de 5 6 6 miembros.

Si uno o mas de los anillos del sistema ciclico aromatico mono o paliciclico
contiene uno o mas heteroatomos, estos heteroatomos (como los hetercatomos del
radical heteroarilo de 5 6 6 miembros antes mencionado} pueden seleccionarse
preferiblemente del grupo que consiste en nitrégeno, azufre y oxigeno.

Si el radical fenilo antes mencionado esta €l mismo sustituido por uno o mas
sustituyentes, cada uno de los sustituyentes puede seleccionarse preferiblemente del
grupo que consiste en flaor, cloro, bromo, alquilo C4-Cg lineal o ramificado, alcoxi C,-Cg
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lineal o ramificado, alquiltio C4-Cg lineal o ramificado, un radical trifluorometiio, un
radicai ciano y un radical NR™R™, en la que R'? y R"™, idénticos o diferentes.
representan hidrdgeno o alquilo C4-Cg lineal o ramificado.

Si el grupo alquileno, alquenileno © alquinileno antes mencionado esta
sustituide por unco o mas sustituyentes, cada uno de estos sustituyentes puede
seleccionarse preferiblemente del grupo que consiste en hidroxilo, halégeno, alquilo
C,;-C; lineal o ramificado, alcoxi C,-C; lineal o ramificado, perfluoroalquilo C,-Cs lineal o
ramificado, perfluoroalcoxi C,-Cglineal o ramificado ¢ un radical fenilo opcionalmente al
menos monosustituido.

Si dicho radical fenilo esta él mismo sustituido por uno 0 mas sustituyentes,
cada uno de estos sustituyentes puede seleccionarse preferiblemente de! grupe que
consiste en fllor, cloro, bromo, alquilo C;-Cg lineal o ramificado, alcoxi C4-Cg lineal o
ramificado, alquiltio C4-Cglineal o ramificado, un radicatl triflucrometilo, un radical ciano
y un radical NR'?R™, en la que R'? y R"?, idénticos o diferentes, representan hidrc':ge;'mo
o alquilo C,-Cs lineal o ramificado.

Si uno o mas de los sustituyentes R?, R® R® R®y R’ representan un radical
alcoxi, dicho radical puede tener de 1 a 6, preferiblemente de 1 a 3 atomos de
carbono.

Los expertos en la técnica, entenderan que el término “"condensade” indica que
los anillos condensados comparten mas de un atomo. 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, opcionalimente al menos monosustituido, que puede coniener
opcionatmente al menos un heteroatomo como miembro del anillo, y/o que puede estar
condensado con un sistema ciclico cicloalifatico mono o biciclico saturado o
insaturado, opcionalmente al menos monosustituido, que puede contener
opcionalmente al menos un heterodatomo como miembro del anillo, en el cual los
anillos tienen 5 6 6 miembros,

mas preferiblemente R' representa un radical -NR®R?® o un radical seleccionado

del grupo que consiste en

\ 3>
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en los que, si esta presente, la linea de puntos representa un enlace quimico opcional
y R representa hidrégeno, un radical alquile C,-Cs lineal o ramificado o un radical
bencilo, preferiblemente hidrégeno o un radical alquile C,-C3, y R2a R®, Ay n se
definen como anteriormente.

También se prefieren derivados de sulfonamidas de formula general (la), en la
gue R?, R® R* R®y R’, idénticos o diferentes, representan cada uno hidrégeno, un
radical alquilo C4-Cg lineal o ramificado, opcionalmente al menos monosustituido, un
radical alguenilo C,-Cs lineal o ramificado, opcionalmente al menos monosustituido o
un radical alguinilo C»-Cg lineal o ramificado, opcionalmente al menos monosustituido.

mas preferiblemente R? R® R* R®y R’ idénticos o diferentes, representan
cada uno hidrogeno 6 un radical alquilo C4-Cg lineal o ramificado, opcionalmente al
menos monosustituido,

incluso mas preferiblemente R%, R® R* R® y R’ representan cada uno
hidrogeno o un radical alquilo Ci2 ¥y R', R® R® R® A y n se definen como
anteriormente.

También se prefiere el uso de derivados de suifonamidas de férmula gencr:!
(la), en la que R® representa hidrogeno, un radical alquilo C,-Cs lineal o ramificado,
opcionalmente al menos monosustituido, un radical alquenilo C,-Cg lineal o ramificado,
opcionalmente al menos monosuslituido, un radical alquinilo C,-Cg lineal o ramificado,
opcionalmente al menos monosustituido,

mas preferiblemente R® representa hidrégeno o un radical alquilo C,-Cg lineai o
ramificado opcionalmente al menos monosustituido,

incluso mas preferiblemente R® representa hidrogeno o un radical alquilo C,-C,

y R'-R* R®%-R? Ay n se definen como anteriormente.
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Ademas, también se prefieren derivados de sulfonamidas de formula general
(la), en la que R® y R®, idénticos o diferentes, representan cada uno un radical alquilo
Cy+-Cy lineal o ramificado, opcionalmente al menos monosustituido, un radical
alquenilo C,-Cqo lineal o ramificado, opcionalmente al menos monosustituido, un
radical alquinilo C,-Cyq lineal o ramificado, opcionalmente al menos monosustituido,
con la condicidn, de que R* y R® no representen al mismo tiempo hidrégeno, y si uno
de ellos R® y R®, representa un radicat alifatico C,-C,, lineal o ramificado, saturado o
insaturado, opcionalmente al menos monosustituido, el otro de ellos 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 anillo heterociclico
de 5 6 6 miembros, saturado o insaturado, opcionalmente al menos monosustituida,
que puede contener al menos un heteroatomo adicional como miembro del anillo y/o
puede estar condensado con un sistema ciclico cicloalifatico mono o biciclico saturado
o0 insaturado, opcionalmente al menos monosustituido, que puede contener
opcionalmente al menos un heteroatomo como miembro del anillo, en el gque los anillos
del sistema ciclico tienen 5, 6 6 7 miembros y R-R’, A y n se definen como
anteriormente.

Se prefiere particutlarmente el uso de derivados de sulfonamidas de formula
general {ia), en la que R® y R®, idénticos o diferentes, representan cada uno hidrageno
o un radical alquilo C, —C¢ lineal o ramificado,

con la condicién, de que R® y R® no representen al mismo tiempo hidrogeno, y
si uno de ellos R® y R® representa un radical alifatico C,-C,, lineal o ramificado,
saturado o insaturado, cpcionalmente al menos monosustituido, el otro de ellos
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 atomo puente de nitrdgeno forman un radical seleccionado

del grupo que consiste en

A7 -
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en los que R"', si esta presente, representa hidrogeno, un radical alquilo C;-Cg lineal o
ramificado o un radical bencilo, preferiblemente hidrogeno, o un radical alquilo C,-C,, y
R'-R® Ay n se definen como anteriormente.

Ademas, se prefieren derivados de sulfonamidas de férmula general (la) en 1a
que A representa un sistema ciclico aromatico mono o policiclico opcionalimente al
menos monosustituido, en el cual el(los) anillo{s) tiene(n) 5 6 6 miembros, que
puede(n) unirse a través de un grupo alquileno C;-Cg opcionalmente al menos
monosustituido, un grupo alquenileno C;-Cg opcionalmente al menos monosustituido o
un grupo alquinileno C;-Cg opcionalmente al menos monosustituido y/o en el que
el(los) anillo{s) puede(n) contener al menos un heteroatomo como miembro del anillo.

preferiblemente A representa un sistema ciclico aromatico mono o policiclico
opcionalmente al menos monosustituido, en el que el(los) anillo(s) tiene(n) 5 & 6
miembros y en el cual uno o mas de los anillos contiene(n) al menos un heteroatomo,
o un radical seleccionadec del grupo que consiste en




X CH, ) CH—CH—
H—GH— \©_
x
Y

Y

/X
~—(CHelmy [ 2

x
en los que X, Y Z independientemente unos de otros, representa cada uno un radical
seleccionado del grupo que consiste en hidrogeno, fltor, cloro, bromo, nitro, acetilo.
alquilo C;-Cq lineal o ramificado, alcoxi C,-Cg lineal o ramificado, alquiltio C,-Cg lineal o
ramificado, un radical trifluorometilo, un radical ciano y un radical -NR'?R"?,
en el que R'? y R", idénticos o diferentes, representan cada uno hidrégeno o alquilo
C4-Cs lineal o ramificado,

W representa un enlace quimico sencillo entre los dos anillos, un grupo CH,, O,
S o un radical NR™,
en el que R™ es hidrégeno o alquilo C,-Cg lineal o ramificado,
mes0,1,2,3064
m1 es 16 2, preferiblemente 2 y R'-R% y n se definen como anteriormente.

Ademas, se prefieren derivados de sulfonamidas de férmula general {la) en ta
que A representa un sistema ciclico aromatico mono o policiclico opcionaimente al
menos monosustituido, en el cual el(los} anillo(s} tiene(n) 5 6 6 miembros, gue
puede(n) unirse a través de un grupo alquileno C,-C¢ opcionalmente al menos
monosustituido, un grupo alquenileno C;-Cg opcionalmente al menos monosustituido o
un grupo alquinileno C,-Cg opcionalmente al menos monosustituido ylo en el que
el(los) anillo{s) puede(n) conicner al menos un hetero4tomo como miembro del anillo,

mas preferiblemente A representa un sistema ciclico aromatico mono o
policiclico opcionalmente al menos monosustituido, en el que el{los) anillo(s) tiene(n) 5
0 6 miembros y en el cual unc 0 mas de los anillos contiene{n) al menos un
heteroatomo,
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o un radical seleccionado del grupo que consiste en

- CHga— b4 aH=—CH— X
z z -
@ T
CH~CH~
X
k 4

en los que X, Y Z independientemente unos de otros, representa cada uno un radical
seleccionado del grupo que consiste en hidrégeno, fltior, cloro, bromo, nitro, acetilo,
alquilo C4-Cs lineal o ramificado, alcoxi C4-Cs lineal o ramificado, alquiltio C;-Cq lineal o
ramificado, un radical trifluorometilo, un radical ciano y un radical -NR™R™,

en el que R y R"™, idénticos o diferentes, representan cada uno hidrégenc o alquilo
C,-Cg lineal o ramificado,

W representa un enlace quimico sencillo entre los dos anillos, un grupo CH,, O,
S o un radical NR™,
en el que R" es hidrogeno o alquilo C,-Cg lineal o ramificado,
mes0,1,2 364
y R’ = R®y n son como se ha definido anteriormente.

Ademas, se prefieren derivados de sulfonamidas de formula general (la) en la
que A representa un radical heteroarilo seleccionado del grupo que consiste en
quinolinilo, benzo[bitiofenilo, benzo[1,2,5]tiadiazolilo, tiofenilo e imidazo[2,1-bltiazolilo
que puede estar sustituido por 1, 2 6 3 sustituyentes seleccionados del grupo que
consiste en flbor, bromo. ~lero, metilo, fenilo, nitro, -C(=0)CHj_ -0-CH; y -O-fenilu y/o
que puede estar unido a través de un grupo alquileno C-C; o un grupo alquenileno C,,
0 un radical seleccionado del grupo que consiste en

&l
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en los que X, Y Z independientemente unos de otros, representa cada unc un radical
seleccionado del grupo que consiste en hidrégeno, flor, cloro, bromo, nitro, acetilo,
alquilo C4-Cg lineal o ramificado, alcoxi C4-Csg lineal o ramificado, alquiltio C,-Cg lineal o
ramificado, un radical trifluorometilo, un radical ciano y un radical -NR'R",
en el que R y R"™, idénticos o diferentes, representan cada uno hidrégeno o alquilo
C,-Cs lineal o ramificado,
W representa un enlace quimico sencillo entre los dos anillos, un grupo CH,, O.
S o un radical NR"™,
en el que R™ es hidrageno o alquilo C,-C¢ lineal o ramificado,
mes0,1,2,364
m1 es 16 2, preferiblemente 2, y R' — R®y n son como se ha definido anteriormente.
Ademas, se prefieren derivados de sulfonamida de formula general (la), en ia
quenes(, 1,2, 306 4; preferiblemente n es 1, 2 é 3; mas preferiblemenienes 26 3y
R'a R%y A son como se ha definido anteriormente.
Aquellos compuestos mas preferidos de férmula general (la} se seleccionan del
grupo que consiste en
[18]  N-[1-(2-pirrolidin-1-il-etil)-1H-indal-5-il|naftaleno-2-sulfonamida,
[17]  N-[1-{2-pirrolidin-1-il-etil)- 1H-indol-5-il|naftaleno-1-sulfonamida,
[18]  N-[1-(2-pirrolidin-1-il-etil)-1H-indol-5-il]-5-cloro-3-metilbenzo[b]tiofeno-2-
sulfonamida,
[28]  N-[1-(2-pirrolidin-1-il-etil)-1H-indol-5-il]-6-cloroimidazo[2, 1-b]tiazol-5-
sulfonamida,
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[43]  5-cloro-3-metil-N-{1-(3-(piperidin-1-il)-propil)-1H-indol-5-iljbenzo[b]tiofenc-2-
sulfonamida,

f44]  N-(1-(3-(piperidin-1-il)propil}-1H-indol-5-il)naftaleno-2-sulfonamida,

[45]  N-(1-(3-(piperidin-1-il)propil}-1H-indol-5-il)naftaleno-1-sulfonamida

[46]  6-cloro-N-{1-(3-(piperidin-1-il)-propil}-1H-indol-5-illimidazo[2, 1-b]tiazol-5-
suffonamida,

[47]  4-fenil-N-{1-(3-(piperidin-1-il)-propil)-1 H-indol-5-i|]bencenosulfqnamid a,

[48]  2-{naft-1-il)-N-[1-(3-(piperidin-1-il)propil)-1H-indol-5-iljetanosulfonamida,
[49]  4-fenoxi-N-[1-(3-(piperidin-1-il)propil)-1H-indol-5-illbencenosulfonamida,
[50]  3,5-dicloro-N-(1-(3-(piperidin-1-il)propil)-1H-indol-5-il}bencenosulfonilamida,
[51]  4.5-dicloro-N-(1-(3-(piperidin-1-il)propil)-1H-indoi-5-iljtiofeno-2-suifonamida, y
[52]  5-cloro-N-(1-(3-(piperidin-1-il)propil}-1H-indol-5-il)naftaleno-1-sulfonamida,
y sus correspondientes sales y solvatos.

Ademas, también se prefieren derivados de sulfonamidas de formula general
(Ib), en la que R? R® R* R®y R’, idénticos o diferentes, representan cada uno
hidrégeno, un radical alquilo C,-Cs lineal o ramificado, opcionalmente al menos
monosustituido. un radical alquenilo C,-C, lineal o ramificado, opcionalmente al menos
monosustituido o un radical alguinilo C,-Cs lineal o ramificado, opcionalmente al menos
monosustituido,

mas preferiblemente R? R®, R*, R®y R’, idénticos o diferentes, representan
cada uno hidrégeno o un radical aiquilo C,-C; lineal o ramificado, opcionalmente al
menos monasustituido,

incluso mas preferiblemente R?, R®, R?, R® y R, representan cada uno
hidrégeno o un radical alquilo C;-» vy R', R®, R®, R®, A y n se definen como
anteriormente.

También se prefieren derivados de sulfonamidas de formula general (ib), en la
que R® es hidrégeno, un radical alquilo C;-Csg lineal o ramificado, opcionalmente al
menos monosustituido, un radical alquenilo C,-Cs lineal o ramificado, opcionalmente al
menas monosustituido o un radical alquinilo C,-Cg lineal o ramificado, opcionalmente al
menos monosustituido,

preferiblemente que R® represente hidrogeno o un radical alquilo C;-C; lineal o
ramificado opcionalmente al menos monosustituido,

incluso méas preferiblemente que R® represente hidrdgeno o un radical alquilo
C+-Cay R'-R* R%-R® Ay n se definen como anteriormente.

a4
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Ademas, también se prefieren derivados de sulfonamidas de férmula general
(b}, en la que R® y R®, idénticos o diferentes, representan cada uno hidrégeno o un
radical alquilo C,-C, lineal o ramificado, opcionalmente al menos monosustituido,

con la condicién de que R® y R? no sean hidrégeno al mismo tiempo y R'-R”, A
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 hidrogeno o un radical alquilo C;-
C.

con la condicién de que R® y R® no sean al mismo tiempo hidrégeno, y R'-R7, A
y n se definen como anteriormenie.

Ademas, se prefieren derivados de sulfonamidas de formula general {Ib) en la
gue A representa un sistema ciclico aromatico mono o policiclico opcionalmente al
menos monosustituido, en el cual el(los) anillo(s) tiene(n) 5 6 6 miembros, que
puede(n) unirse a través de un grupo alquileno C,-Cg opcionalmente al menos
monosustituido, un grupo alquenileno C5-Cs opcionalmente al menos monosustituido o
un grupo alquiniteno C,-Cg opcionalmente al menos monosustituido y/o en la que
(el)los anillo(s) puede(n) contener al menos un heteroatomo como miembro del anillo,

preferiblemente A representa un sistema ciclico aromatico mono o policiclico
opcionalmente al menos monosustituido, en el cual el(los) anillo(s) tiene(n) 5 o &
miembros y en el cual uno o mas de los anillos contienen al menos un heteroatomo,

o un radical seleccionado del grupo que consiste en

£ O
D
- T

Y

/X
—"(C Hz }m-'mv

en el que X, Y, Z cada unc independientemente representan un radical
seleccionado de! grupo que consiste en hidrégeno, fidor, cloro, bromo, nitro, acetilo,
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alquilo C,-Cg lineal o ramificado, alcoxi C1-Ce lineal o ramificado, alquiltio C,-Cg lineal n
ramificado, un radical trifluorometilo, un radical ciano y un radical -NR'R",

en el que Ry R" | idénticos o diferentes, representan cada uno hidrégeno o
alquilo C-Cj; lineal o ramificado,

W representa un enlace quimico sencillo entre los dos anillos, un grupo CH,. O,
S o un radical NR™,

en el que R es hidrégeno o alquilo C;-Cg lineal o ramificado,

mes0, 12 364y

m1 es 1 6 2, preferiblemente 2, y R' - R® y n son como se ha definido
anteriormente.

Ademds, se prefieren derivados de sulfonamidas de férmula general (Ib) en la
que A representa un sistema ciclico aromatico mono o policiclico opcionalmente al
menos monosustituido, en el cual el(los) anillo(s) tiene(n}) 5 6 6 miembros, gue
puede(n) unirse a través de un grupo alquileno C;-Cg opcionalmente al menos
monosustituido, un grupo alquenileno C,-Cy opcionalmente al menos monosustituido o
un grupo alquinileno C,-C; opcionalmente al menos monosustituido y/o en el que
el(los} anillo(s) puede(n) contener al menos un heterodtomo como miembro del anillo,

mas preferiblemente A representa un sistema ciclico aromatico mono o
paliciclico opcionalmente al menos monosustituido, en el que el(los) anillo(s) tiene(n} 5
¢ 6 miembros y en el cual uno o mas de los anillos contiene(n) al menos un
heteroatomo,

o un radical seleccionado del grupo que consiste en

{CH, e CH—CH—
Y: Y Y
z ]
. X ,
CH—CH; ~ U

en los que X, Y Z independientemente unos de otros, representa cada uno un

Y

radical seleccionado del grupo que consiste en hidrégeno, flior, cloro, bromo, alquilo
C,-Ce lineal o ramificado, alcoxi C,-Cg lineal o ramificado, alquiltioc C,-C¢ lineal o
ramificado, un radical trifluorometito, un radical ciano y un radical -NR'?R™,
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en el que Ry R™ | idénticos o diferentes, representan cada uno hidrogeno o
alquilo C,-Cg lineal o ramificado,

W representa un enlace quimico sencillo entre los dos anillos, un grupo CH,, O,
S o un radical NR™,

en el que R es hidrégeno o alquilo C,-Cg lineal o ramificado,

y

mes0,12 364

y R'— Ry n son como se ha definido anteriormente.

Ademas, se prefieren derivados de sulfonamidas de formula general (Ib) en la
que A representa un radical heteroarilo seleccionado del grupo que consiste en
quinalinilo, benzo[b]tiofenilo, benzo[1,2,5]tiadiazolilo, tiofenilo e imidazof2, 1-b]tiazolilo
que puede estar sustituido por 1, 2 6 3 sustituyentes seleccionados del grupo que
consiste en flior, bromo, cloro, metilo, fenilo, nitro, -C(=0)CHj, -O-CH, y -O-fenilo yio
que puede estar unido a través de un grupo alquileno C4-C; o un grupo alquenileno Cs,
o un radical seleccionado del grupo gue consiste en

CH I CH=CH~— g
¥ 3

o O
>
Y # v '
/x
—(CH:),.,H—%Y
x #

en los que X, Y Z independientemente unos de otros, representa cada uno un radical
seleccionado del grupo que consiste en hidrégeno, fidor, cloro, bromo, nitro, acetilo,
alquilo C;-Cq lineal o ramificado, alcoxi C+-Ce lineal o ramificado, alquiltio C4-Cq lineal o
ramificado, un radical trifluorometilo, un radical ciano y un radical -NR'R",

en el que R'? y R™ | idénticos o diferentes, representan cada uno hidrageno o
alquilo C4-Cy lineal o ramificado,

W representa un enlace quimico sencilio entre los dos anillos, un grupo CH,. O,

S o un radical NR"™,
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en la que, si esta presente, la linea de puntos representa un enlace quimico opcional y
R' representa hidrogeno, un radical alquilo C4-Cg lineal o ramificado o un radical
bencilo, preferiblemente hidréogeno o un radical alquilo C,-C,, yRZa R A ¥y n se
definen como anteriormente.

También se prefieren derivados de sulfonamidas de férmula general (Ic), en Ia
que R?, R® R* R®y R’, idénticos o diferentes, representan cada uno hidrégeno, un
radical alquilo C,-Cs lineal o ramificado, opcionalmente al menos monosustituido, un
radical alquenilo C,-Cg lineal o ramificado, opcionalmente al menos monosustituido o
un radical alquinilo C,-Cg linea! o ramificado, opcionalmente al menos monosustituido.

maés preferiblemente R? R® R® R®y R’ idénticos o diferentes, representan
cada uno hidrégeno o un radical alquilo C:-Cs lineal o ramificado, opcionalmente al
menos monosustituido,

incluso mas preferiblemente R% R® R‘ R® y R’ representan cada uno
hidrégeno o un radical alquilo C,, y R, R% R% R® A y n se definen como
anteriormente.

También se prefieren los derivados de sulfonamidas de formula general {Ic). en
la que R® representa hidrégeno, un radical alquilo C,-Cs lineal o ramificado.
opcionalmente al menos monosustituido, un radical alquenilo C,-Cg lineal o ramificadn
opcionalmente al menos monosustituido, un radical alquinilo C,-Cg lineal o ramificado,
opcionalmente al menos monosustituido,

més preferiblemente R® representa hidrageno o un radical alguilo C,-Cg lineal o
ramificado opcionalmente al menos monosustituido,

incluso mas preferiblemente R® representa hidrégeno o un radical alquilo C,-C.
y R-R* RER® Ay n se definen como anteriormente.

Ademas, también se prefieren derivados de sulfonamidas de férmula general
(lc), en la que R® y R®, idénticos o diferentes, representan cada uno un radical alquilo
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6 6 miembros y en el cual uno o mas de los anillos contiene(n) al menos un
heteroatomo,
o un radical seleccionado del grupo que consiste en

CH)— N CHCH— X
Y »
¥ P Y
z z
N
- w
CH—-CH;—
. X
Y

¥

en los que X, Y Z independientemente unos de otros, representa cada uno un radical
seleccionado del grupo que consiste en hidrogeno, fltior, cloro, bromo, alquilo C,-Cg
lineal o ramificado, alcoxi C,-Cs lineal o ramificado, alquiltio C,-Cg lineal o ramificado,
un radical trifluorometilo, un radical ciano y un radical -NR'2R",

en el que Ry R™ | idénticos o diferentes, representan cada uno hidrégeno o
alquilo C;-Cs lineal o ramificado,

W representa un enlace quimico sencillo entre los dos anillos, un grupo CH,. O,
S o un radical NR™,

en el que R"™ es hidrogeno o alquiio C,-Cg fineal o ramificado,

mesQ0,12.3064

y R' = R%y n son como se ha definido anteriormente.

Ademas, se prefieren derivados de sulfonamidas de férmula general (Ic) en la
que A representa un radical heteroarilo seleccionado del grupo que consisic en
quinolinilo, benzolb]tiofenilo, benzo[1,2 5]tiadiazolilo, tiofenilo e imidazof2,1-bjtiazolilo
que puede estar sustituido por 1, 2 6 3 sustituyentes seleccionados del grupo que
consiste en flior, bromo, cloro, metilo, fenilo, nitro, -C{(=Q)CH; -O-CHj y -O-fenilo y/o
que puede estar unido a través de un grupo alquileno Cy-; 0 un grupo alqueniteno C,,

o un radical seleccionado del grupo que consiste en

144
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en los que X, Y Z independientemente unos de otros, representa cada uno un radical
seleccionado del grupo que consiste en hidrégeno, flior, cloro, bromo, nitro, acetilo.
alquilo C4-Cs lineal o ramificado, alcoxi C,-Cg lineal o ramificado, alquiltio C4-Cg lineal o
ramificado, un radicat trifluorometito, un radical ciano y un radical -NR'?R",

en el que R y R™ | idénticos o diferentes, representan cada uno hidrégeno o
alquilo C4-Cg lineal o ramificado,

W representa un enlace quimico sencillo entre los dos anillos, un grupo CH,. O.
S o un radical NR",

en el que R™ es hidrogeno o alquilo C;-Cs lineal o ramificado,

mes0,1,2, 364

m1 es 1 6 2, preferiblemente 2, y R' -~ R® y n son como se ha definido
anteriormente.

Ademas, se prefieren derivados de sulfonamida de férmula general {Ic). en la
quenesO, 1,2, 306 4; preferiblemente n es 1, 2 & 3; mas preferiblemente nes 2 6 3 y
R'a R*y A son como se ha definido anteriormente.

Otro aspecto de la presente invencién son compuestos de formula general (lc)

o

sl
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Los compuestos mas preferidos de férmula general (Ic) se seleccionan del

grupo consistente en:

1 N-{1-(2-dimetilaminoetil)-1H-indol-5-il]-5-cloro-3-metilbenzo[ blticfeno-2-
sulfonamida,

2] N-{1-{2-dimetilaminoetil)- 1H-indol-5-il]-naftaleno-2-suifonamida,

[3] N-[1-{2-dimetilaminoetil)- 1H-indol-5-il]-naftaleno-1-sulfonamida,

(4] N-[1-(2-dimetilaminoetil)-1H-indol-5-il}-5-cloronaftaleno-1-sulfonamida,
[5] N-[1-(2-dimetilaminoetil}-1H-indol-5-il]-bencenosulfonamida,

(€] N-[1-(2-dimetilaminoetil)-1H-indol-5-il]-quinolina-8-sulfonamida,

[7] N-[1-(2-dimctilaminoetil)- 111-indol-5-il]-4-fenoxibencenosulfonamida,

{8l N-[1-(2-dimetilaminoetil)-1H-indol-5-il]-4metilbencenosulfonamida,

[9] N-[1-(2-dimetilaminoetil}t H-indol-5-il]-5-clorotiofeno-2-sulfonamida,

[10)  N-[1-(2-dimetilaminoetil)-1H-indol-5-ill-benzo[1,2,5]tiadiazol-4-sulfonamida,
[11]  N-[1-{2-dimetilaminoetil)-1H-indol-5-if]-6-cloroimidazo[2,1- bitiazol-5-
sulfonamida,

[12)  N-[1-(2-dimetilaminoetil}-1H-indol-5-il]-3,5-diclorobencenosulfonamida,
[13] N-[1-(2-dimetilaminoetil}-1H-indol-5-il]-3-bromobencenosulfonamida,
[14]  N-[1-(2-dimetilaminoetil)-1H-indol-5-il]-3-nitrobencenosulfonamida,

[156]  N-[1-(2-dimetilaminoetil}-1H-indal-5-il]-1-feniimetanosulfonamida,

[16]  N-[1-{2-pirrolidin-1-il-etil}-1H-indol-5-il]-naftaleno-2-sulfonamida,

{171  N-[1-(2-pirrolidin-1-il-etil}-1H-indol-5-il]-naftaleno-1-sulfonamida,

[18]  N-[1-(2-pirrolicin- 1-il-c:til)- 1H-indol-5-il]-53-clore-3-metilbenzo[btiofeno-2-
sulfonamida,

[19] trans-N-[1-{2-dimetilamInoetil)-1H-indol-5-il]-2-feniletenosulfonamida,
[20] N-{1-(2-dimetilaminoetil}-1H-indol-5-il}-4,5-diclorotiofeno-2-sulfonamida,
[21]  N-[1-{2-dimetilaminoetil}-1H-indol-5-il}-4-acetilbencenosulfonamida,

[22]  N-[1-{2-dimetilaminoetil)-1H-indol-5-il]-4-bromobencenosulfonamida,
[23] N-[1-(2-dimetilaminoetil)-1H-indol-5-il]-4-metoxibencenosulfonamida,
[24]  N-[3-(2-dietilaminoetil)-1H-indol-5-il]-5-cloro-3-metilbenzo[b]tiofeno-2-
sulfonamida,

[25]  N-[1-{2-dimetilaminoetil}-1H-indol-5-il]-4-nitrobencenosulfonamida,

[26]  N-[1-{2-dimetilaminoetil)-1H-indol-5-il]-4-flucrobencenosulfonamida,
[27] N-{1-(2-dietilaminoetil}-1 H-indol—5-i!}-6-cloroirnidazo[2,1-b]tiazol—s-sulfor{amida,
{28]  N-[1-{2-pirrolidina-1-il-etil}- 1H-indol-5-il}-]-8-cloroimidazo[ 2, 1-bitiazol-5-
sulfonamida,




wn

(B ]
L

30

29

(29]  N-(1-(2-(dietilamino)etil)-1H-indoi-5-il}-naftaleno-2-sulfonamida,

[30]  N-(1-(2-(dietilamino)etil)-1H-indol-5-il)-naftaleno-1-sulfonamida,

[31]  N-(1-(2-(dietilamino)etil)-1H-indol-5-il)-4-fenilbencenosulfonamida,

{32]  S-cloro-N-(1-(2-(dimsatilamino)etil})-2-metil-1 H-indol-5-il}-3-metilbenzo[b]tiofeno-
2-sulfonamida,

[33]  N-{(1-(2-(dimetilamino)etil)-2-metil-1H-indol-5-il)-naftaleno-2-sulfonamida,

[34]  N-(1-(2-(dimetilamino)etil)-2-metil-1H-indol-5-il)-naftaleno-1-sulfonamida,

[35]  6-cloro-N-(1-(2-(dimetilamino)etil)-2-metil-1H-indol-5-il)imidazo[2, 1-bjtiazol-5-
sulfonamida,

[36]  N-(1-(2-(dimetilamino)etil)-2-metil-1H-indol-5-il)-4-fenilbencenosulfonamida,
[37} N-(1-(2-dimetiIami'no)etil)-z-metil-1 H-indol-5-il)-2-(naft-1-il)etanosulfonamida.
[38]  N-(1-(2-(dimetilamino)etil)-2-metil-1 H-indol-5-il)-4-fenoxi-bencenosulfonamida.
[39]  3,5-dicloro-N-(1-(2-(dimetilamino)etil)-2-metil- t H-indol-5-il)bencenosulfonamida.
[40]  N-(1-{2-(dimetilamino)etil}-2-metil-1 H-indol-5-il)benzo[bjtiofeno3-sulfonamida,
[41]  N-{1-(2-(dietitamino)etil}-1H-indol-5-ilbenzo[b}tiofeno-3-sulfonamida y

[42]  N-(1-(2-(dimetilamino)etil)- 1H-indol-5-il\benzo[b]tiofeno-3-sulfonamida,

[43}  5-cloro-3-metil-N-(1-(3-(piperidin-1-il)propil)-1H-indol-5il)benzo[b]tiofeno-2-
sulfonamida,

(44]  N-(1-(3-(piperidin-1-il)propil)-1H-indol-5-il)naftaleno-2-sulfonamida,

[45]  N-(1-(3-(piperidin-1-ipropil)-1H-indol-5-il)naftaleno-1-sulfonamida,

[46]  6-cloro-N-(1-(3-piperidin-1-il}propil}1H-indol-5-il)imidazo[2, 1-b]tiazol-5-
sulfonamida,

(47]  4-fenil-N-(1-(3-(piperidin-1-il)propil)}-1H-indol-5-il)bencenosulfonamida,

(48]  2-(naft-1-il)-N-(1-(3-(piperidin-1 i)propil)-1 H-indol-5-il)etanosulfonamida,

{49]  4-fenoxi-N-(1-(3-(piperidin-1-il)propil}-1H-indol-5-il)bencenosulfonamida,

[50]  3,5-dicloro-N-(1-{3-(piperidin-1-il)propil) 1H-indol-5-il)bencenosulfonilamida,
[51]  4,5-dicloro-N-(1-(3-(piperidin-1-il)propil)-1H-indok-5-il)tiofeno-2-sulfonamida ¥
[52]  5-cloro-N-(1-(3-(piperidin-1-il)propil)-1H-indol-5-il)naftaleno-1-sulfonamida

Yy sus sales y solvatos correspondientes. '

La presente invencion se refiere iguaimente a las sales, preferiblemente a las
sales fisiolégicamente aceptables de ios compuestos de férmula general (la) y/o (Ib),
yfo de formula general (Ic), en particular las sales de adicién de acidos minerales mas
preferiblemente de &cido clorhidrico, acido bromhidrico, acido fosférico, acido suifurico,

acido nitrico y las sales de acidos organicos mas preferiblemente de &cido citrico,
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acido maleico, acido fumérico, acido tartarico o sus derivados, acido p-toluensulfénico,
acido metanosulfénico, acido camforsulfénico, etc.

A continuacion la expresion derivados de sulfonamidas de la férmula general ()
se refiere a uno o mas compuestos de la formula general (la) y/o a uno o mas
compuestos de la férmula general (Ib), y/o a uno o mas compuestos de la formula
general (lc}) respectivamente, y opcionalmente en forma de uno de sus
esterecisomeros, preferiblemente enantiémeros o diasteromeros, su racemato o en
forma de una mezcla de al menos dos de sus esterecisdmeros, preferiblement2
enantibmeros o diasterémeros, en cualquier razén de mezcla, o una sal de los mismos
preferiblemente una sal fisiolégicamente aceptable correspondiente de los mismos, o
un solvato correspondiente de los mismos.

Otro aspecto de la presente invencion consiste en un procedimiento para la
preparacion de los nuevos derivados de formula general (I), en la que R'-R°, ny A
tienen el significado dado anteriormente, segin e! cual al menos un compuesto de
formula general (11,

0‘\500
AT X

(i

en la que A tiene el significado dado anteriormente y X es un grupo saliente aceptable,
preferiblemente un atomo de halégeno, mas preferiblemente cloro; reacciona con al

menos un S-aminoindal sustituido de formula general (111)

(CH)—R1
RE / )
Vo
H
AW
(i)

en la que R'-R” y n tienen el significado dado anteriormente, o uno de sus derivados
adecuadamente protegido, y, si fuera necesario, se eliminan los grupos protectores
para obtener el derivado dé sulfonamidas de formula (I) correspondiente, que puede
purificarse y/o aislarse mediante métodos convencionales conocidos en la técnica
anterior.
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La reaccion entre los compuestos de formula general (I1) y (lll) suele llevarse a
cabo en presencia de un medio de reaccion organico preferiblemente en presencia de
un eéter de dialquilo, mas preferiblemente dietiléter, o un éter ciclico, mas
preferiblemente tetrahidrofurano o dioxano, un hidrocarburo organico halogenado, mas
preferiblemente cloruro da metileno o cloroformo, un alcohol, mas preferiblemente
metanol o etanol, un disolvente dipolar aprético, mas preferiblemente acetonitrilo,
piridina o dimetilformamida, o cualquier otro medio de reaccidn adecuado.
Naturalmente, también pueden ulilizarse mezclas de al menos dos de las clases de
compuestos mencionadas o de al menos dos compuestos de una clase.

La reaccion se efectia preferentemente en presencia de una base adecuada,
por ejemplo una base inorganica mas preferiblemente hidréxidos de metales alcalinos
y carbonatos de metales alcalinos o bien en presencia de una base orgénica, mas
preferiblemente trietilamina, N-etildiisopropilamina o piridina.

Las temperaturas de reaccién mas adecuadas varian desde 0°C hasta Ia
temperatura ambiente, es decir, aproximadamente 25°C, y el tiempo de reaccion esta
comprendido preferiblemente desde 5 minutos hasta 24 horas.

El derivado de sulfonamida de férmula general (1) resultante puede purificarse
y/o aislarse de acuerdo con métodos convencionales conocidos en la técnica anterior.

Preferiblemente, los derivados de sulfonamida de férmula general (1) pueden
aislarse evaporando el medio de reaccion, afadiendo agua y si fuera necesario
ajustando el pH para que se obtenga un sélido que pueda aislarse por filtracion; o bien
el derivado de sulfonamida puede extraerse con un disolvente no miscible en agua
preferiblemente cioroformo y purificarse por cromatografia o recristalizacién en un
disolvente adecuado.

Los compuestos de férmula general (il) estan disponibles comercialmente o
pueden prepararse segun meétodos estdndar conocidos en la técnica anterior. por
ejemplo por métodos similares a los descritos en la bibliografia [E.E. Gilber,
Synthesis, 1969, 1, 3]. Los compuestos de férmula general (lll) pueden también
prepararse segun métodos convencionales conocidos en la técnica anterior. por
ejemplo métodos similares a ios descritos en la bibliografia. Pigero!, Charles; De
Cointet de Fillain, Paul, Eymard, Pierre; Werbenec, Jean Pierre; Broll, Madeleine
(Labaz S. A., Fr.). Ger. Offen. (1977). DE 2727047 19771229. Schwink, Lothar:
Stengelin, Siegfried; Gossel, Matthias. Preparation of indol5-ylureas and relate
compounds for the treatment of cbesity and type !l diabetes. WO 0315769 A1
20030227. Uno de ellos consiste en la reduccion del grupo nitro de derivados de
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formula general (V) por métodos conocidos en la técnica anterior como por gjemplo:
BRATTON, L. D.: ROTH, B. D.; TRIVEDI, B. K.; UNANGST, P C.; J Heterocycl Chem.
2000, 37 (5), 11031108. FANGHAENEL, E.; CHTCHEGLOV, D.; J Prakt Chem/Chem-
Z2tg, 1996, 338 (8), 731-737. KUYPER, L. F.; BACCANARI, D.P.; JONES, M. L;
HUNTER, R. N.; TANSIK, R. L.; JOYNER, S. S.; BOYTOS, C. M.; RUDOLPH, S. K.
KNICK, V.: WILSON, H. R.: CADDELL, J. M.; FRIEDMAN, H. S.; Et al.; J Med Chem,
1996, 39 (4), 892-903.

R7
(CH)TR1
RG /
- Y/ R2
o\ﬁ,
O Rd R3
(Iv)

en la que R'-R7 y n tienen la significacion mencionada anteriormente, o uno de sus
derivados adecuadamente protegido, y, si fuera necesario, se eliminan los grupcs
protectores para obtener la amina de formula generatl (111) correspondiente, que puede
purificarse y/o aislarse mediante métodos convencionales conocidos en la técnica
anterior.

Los cor_npuestos de férmula general (IV) pueden también prepararse segun
métodos convencionales conocidos en el arte de la técnica, por ejemplo métodos
similares a los descritos en la bibliografia: Journal of Heterocyclic Chemistry, 37(5),
1103-1108; 2000; Schwink, Lothar; Stengelin, Siegfried; Gossel, Matthias. Preparation
of indol-5-ylureas and relate compounds for the treatment of obesity and type Il
diabetes WO 0315769 A1 20030227; Baxter, Andrew; Brough, Stephen; Mcinally.
Thomas; Mortimore, Michael; Cladingboel, David. Preparation of N-aryl-1-
adamantaneacetamides and analogs as purinergic P2Z receptor antagonists WO
9829660 A1 19990617 ; Pigerol, Charles; De Cointet de Fillain, Paul, Eymard, Pierre,
WerbeneC, Jean Pierre; Broll, Madeleine. Indole derivatives. Ger. Offen. (1977). DE
2727047 19771229,

Uno de ellos consiste en la alquilacién de nitro derivados de férmula general (V)
por métodos conocidos en la técnica como por ejemplo: BHAGWAT, S. S, GUDE. C.:
Tetrahedron Lett, 1994,35 (12), 1847-1850. BRATTON, L. D.; ROTH, B. D.; TRIVEDI,
B. K.: UNANGST, P. C.; J Heterocycl Chem, 2000, 37 (5), 1103-1108.
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en la que R%*R’ y n tienen el significado dado anteriormente, o uno de sus derivados
adecuadamente protegido, y, si fuera necesario, se eliminan los grupos protectores
para obtener la amina de férmula general (lil) correspondiente, que puede purificarse
y/o aislarse mediante métodos convencionales conocidos en la técnica anterior.

Los compuestos de férmula general (V) estan disponibles comercialmente o
pueden también prepararse segin métodos estandar conocidos en la técnica anlerior
como por ejemplo YAMASHKIN, 8. A; YUROVSKAYA, M. A.; Chem Heterocycl
Compd (N Y) 1899, 35 (12), 1426-1432. OTTONI, O.; CRUZ, R.; KRAMMER, N. H.:
Tetrahedron Lett, 1999, 40 (6), 1117-1120. EZQUERRA, J.; PEDREGAL, C.: LAMAS,
C.; BARLUENGA, J.; PEREZ, M.; GARCIA-MARTIN, M. A.; GONZALEZ, J. M.; J Org
Chem, 1996, 61 {17), 5804-5812. FADDA, A. A.; Indian J Chem, Sect B: Org Chem
Incl Med Chem, 1990, 29 (11), 1017-1019. KATRITZKY, A. R.; RACHWAL. S.;
BAYYUK, S.; Org Prep Proced Int, 1991, 23 (3), 357-363. Inada, A.; Nakamura. ..
Morita, Y.; Chem Lett, 1.980, 1287.

Las descripciones bibliograficas respectivas se incorporan como referencia y
forman parte de la descripcion.

Otro aspecto de la presente invencion consiste en un procedimiento para la
preparacion de los nuevos derivados de sulfonamida de formula general (1), en la que
R'-R*, R°-R® n y A tienen el significado dado anteriormente y R® es un radical alquilo,
preferiblemente un radical alguilo C4-Cg, lineal o ramificado, opcionalmente al menos
monosustituido, por alquilaciéon de un derivado de sulfonamida de férmula general (1),
en la que R'-R*, R®-R® n y A tienen el significado dado anteriormente vy R® representa
un atomo de hidrégeno, con un halogenuro de alquilo o un sulfato de dialquilo.

La reaccion de alquilacion se efectua preferentemente en presencia de una
base adecuada mas preferiblemente en presencia de hidroxidos de metales alcalinos y
carbonatos de metales alcalinos, hidruros metalicos, alcoxidos metalicos, incluso mas
preferiblemente metoxido de sodio o terc-butdxido de potasio, - compuestos
organometalicos incluso mas preferiblemente butillitio o terc-butiliitio, en presencia de
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un medio de reaccion organico mas preferiblemente un éter de dialquilo, incluso mas
preferiblemente dietiléter, o un éter ciclico, incluso mas preferiblemente
tetrahidrofurano o dioxano, un hidrocarburo, incluso mas preferiblemente tolueno, un
alcohol, en particular metanol o etanol, un disolvente dipolar aprético, incluso mas
preferiblemente acetonitrilo, piridina o dimetilformamida, o cualquier otro medic de
reaccidon adecuado. Naturalmente, también pueden utilizarse mezclas de al menos dos
de las clases de compuestos mencionadas o de al menos dos compuestos de una
clase,

Las temperaturas de reaccion mas adecuadas varian desde 0°C hasta la
temperatura de ebullicién del medio de reaccidn, y los tiempos de reaccion estan
comprendidos preferiblemente desde 1 hasta 24 horas.

Preferiblemente, el derivado de sulfonamida resultante de formula general (1)
puede aislarsc preferiblermente por fillracién, concentrando el filtrado a pres!én
reducida, afiadiendo agua y, si fuera necesario, ajustando el pH para que se obtenga
un soélido que pueda aislarse por filtracién; o el derivado de sulfonamida puede
extraerse con un disolvente inmiscible en agua, preferiblemente cloroformo, y
purificarse por cromatografia o recristalizacion en un disolvente adecuado.

Las sales, preferiblemente las sales farmacéuticamente aceptables de los
compuestos de foérmula general () se pueden preparar mediante métodos
convencionales conccidos en la téchica anterior, preferiblemente por reaccién con un
acido mineral, mas preferiblemente por reaccién con acido clorhidrico, acido
bromhidrico, acido fosférico, acido sulflirico, acido nitrico o por reaccién con acidos
organicos mas preferiblemente por reaccién con acido citrico, acido maleico, &cido
fumarico, acido tartdrico o sus derivados, Aacido p-toluensulfonico, &acido
melanosulfonico, acide 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 precipitacion o
cristalizacion de las sales correspondientes.

Las sales fisioldgicamente aceptables preferidas de los derivados de
sulfonamida de férmula general (I) son las sales de adicion de acidos minerales, mas
preferiblemente de acido clorhidrico, acide bromhidrico, acido fosférico, acido sulfurico
o acido nitrico y las sales de adicién de acidos organicos, mas preferiblemente acido
citrico, acido maleico, acide fumarico, acido tartarico o sus derivados, acido p-
toluensulfonico, acido metanosulfonico, acido canforsulfonico, etc.
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Los solvatos, preferiblemente los solvatos fisiclégicamente aceptables. mas
preferiblemente hidratos, de los derivados de sulfonamida de formula general {i) o de
las sales fisiolégicamente aceptables correspondientes pueden prepararse por
métodos conocidos en la técnica anterior,

Durante alguna de las secuencias sintéticas descritas o en la preparacion de
los reactivos adecuados utilizados puede ser necesario y/o deseable proteger grupos
sensibles o reactivos en algunas de las maléculas utilizadas. Esto puede llevarse a
cabo mediante el uso de grupos protectores convencionales preferiblemente aguellos
descritos en la bibliografia [Protective groups in Organic Chemistry, ed J. F.W.
McOmie, Plenum Press, 1973; T.W. Greene & P.G.M. Wuts, Protective Groups in
Organic Chemistry, John Wiley & Sons, 1991). Los grupos protectores pueden ser
eliminados en el estadio posterior adecuado por métodos conocidos en ia técnica
anterior. L.as descripciones bibliogréficas respectivas se incorporan como referencia y
forman parte de la descripcion. '

Si los derivados de sulfonamida de formula general (1) se obtienen en forma de
mezcla de estereoisomeros, preferiblemente enantiémeros o diasteromeros, dichas
mezclas pueden separarse mediante procedimientos estandar conocidos en la técnica
anterior, por ejempio métodos cromatograficos o cristalizacién con agentes quirales.

Otro objeto de la presente invencién es un medicamento que comprende al
menos un derivado de 5-indolilsulfonamida de formula general (1), opcionaimente en
forma de uno de sus estereoisomeros, preferiblemente enantiomeros o diasterémcos,
su racemato o en forma de una mezcla de al menos dos de sus estereoisémeros,
preferiblerente enantiémeros o diasterdmeros, en cualquier razén de mezcla, o una
sal fisiologicamenie aceplable correspondiente de los mismos © un solvato
correspondiente de los mismos, y opcionalmente uno o mas adyuvantes
farmacéuticamente aceptables.

Este medicamento es adecuado para la regulacién del receptor 5-HT;, para la
profilaxis y/o el tratamiento de un trastorno o enfermedad relacionada con la ingestion
de alimentos, preferiblemente para la regulacidn 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 trastornos del tracto gastrointestinal.
preferiblemente el sindrome del intestino irritable, para la mejora de Ia cognicion, para
la profilaxis y/fo el tratamiento de trastornos del sistema nervioso central, ansiedad.
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panico, depresion, trastornos bipolares, trastornos cognitivos de la memoria, procesos
de demencia senil, trastornos neurodegenerativos, preferiblemente enfermedad de
Alzheimer, enfermedad de Parkinson, enfermedad de Huntington y esclerosis mditiple,
esquizofrenia, psicosis, hiperquinesia infantil (ADHD, déficit de atencion / trastorno de
hiperactividad) y otros trastornos mediados por el receptor 5-HT de la serotonina en
humanos yfo animales, preferiblemente en mamiferos, mas preferiblemente en
humanos.

Otro objeto de la presente invencion es un medicamento que comprende al
menos un derivado de 5-indolilsulfonamida de férmula general (la), opcionalmente en
forma de uno de sus estereocisdémeros, preferiblemente enantiémeros o diasterémeros,
su racemato v en forma de una inezcla de al menos dos de sus esterecisdémeros,
preferiblemente enanti6meros o diasterémeros, en cualquier razén de mezcla, o una
sal fisiolégicamente aceptable correspondiente o un solvato correspondiente de Ilos
mismos, y opcionalmente uno o mas adyuvantes farmacéuticamente aceptables.

Este medicamento es adecuado para la regulacion del receptor 5-HTg, 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 ¢ reduccién del peso corporal, para la profilaxis y/o el tratamiento de ia
obesidad, bulimia, anorexia, caquexia o diabetes de tipo |l (diabetes mellitus insulino
independiente), preferiblemente diabetes de tipo Il que es causada por la obesicad,
para ia profilaxis y/o el tratamiento de trastornos del tracto gastrointestinal,
preferiblemente el sindrome del intestino irritable, para la mejora de 1a cognicién, para
la profilaxis yfo el tratamicnlo do traslomos del sistema nervioso central, ansiedad.
panico, depresion, trastornos bipolares, trastornos cognitivos de la memoria, procesos
de demencia senil, trastornos neurodegenerativos, preferiblemente enfermedad de
Alzheimer, enfermedad de Parkinson, enfermedad de Huntington y esclerosis multiple,
esquizofrenia, psicosis o hiperquinesia infantil (ADHD, déficit de atencion / trastorno de
hiperactividad} y otros trastornos mediados por el receptor 5-HT; de la serotonina on
humanos y/o animales, preferiblemente en mamiferos, mas preferiblemente en
humanos,

mas adecuado para la regulacién del receptor 5-HTs, para la profilaxis y/o «l
tratamiento de un trastorno o enfermedad relacionada con Ia 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, anoraxia. rcagquexin o diabotes de tipe 1 (diabetes mellitus insuling
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independiente), preferiblemente diabetes de tipo Il que es causada por la obesidad,
para la profilaxis y/o el tratamiento de trastornos del tracto gastrointestinal,
preferiblemente el sindrome del intestino irritable, en humanos y/o animales,
preferiblemente en mamiferos, mas preferiblemente en humanos.

Otro objetoc de la presente invencién es un medicamento que comprende al
menos un derivado de 5-indolilsulfonamida de férmula general (Ib), opcionaimente 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 estereoisbmeros,
preferiblemente enantibmeros o diasterdmeros, en cualquier razén de mezcla, o una
sal fisiologicamenie aceplable correspondiente de los mismos o un solvato
correspondiente de los mismos, y opcionalmente unc © mas adyuvantes
farmacéuticamente aceptables.

Este medicamento es adecuado para la regulacién del receptor 5-HTg, para la
profilaxis y/o el tratamiento de un trastorno o enfermedad relacionada con la ingestié‘an
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
obesidad, bulimia, anorexia, caquexia o diabetes de tipo |l (diabetes mellitus insulino
independiente), preferiblemente diabetes de tipo Il que es causada por la obesidad,
para la profilaxis y/o el tratamiento de trastornos del tfracto gastrointestinal.
preferiblemente el sindreme del intestino irritable, para la mejora de la cognicién, para
la profilaxis y/o el tratamiento de trastornos del sistema nervioso central, ansiedad,
panico, depresion, trastornos bipolares, trastornes cognitivos de la memoria, procesos
de demencia senil, trastornos neurodegenerativos, preferiblemente enfermedad de
Alzheimer, enfermedad de Parkinson, enfermedad de Huntington y esclerosis multiple.
esquizofrenia, psicosis o hiperquinesia infantil (ADHD, déficit de atencién / trastorno de
hiperactividad) y otros trastornos mediados por el receptor 5-HTg de la serotonina en
humanos y/o animales, preferiblemente en mamiferos, mas preferiblemente en
humanos,

mas adecuado para la mejora de la cognicién, para la profilaxis ylo el
tratamiento de trastornos del sislema nervioso central, ansiedad, panico, depresioi.
trastornos bipolares, trastornos cognitivos de la memoria, procesos de demencia senil,
trastornos  neurodegenerativos, preferiblemente enfermedad de  Alzheimer,
enfermedad de Parkinson, enfermedad de Huntington y esclerosis multiple,
esquizofrenia, psicosis o hiparquinesia infantil (ADHD, déficit de atencion / trastorno de
hiperactividad), mejorando la cognicién, para la prevencion yfo el tratamiento de
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trastornos del sistema nervioso central, ansiedad, panico, depresion, trastornos
bipolares, trastornos cognitivos de la memoria, procesos de demencia senil, trastornos
neurodegenerativos, preferiblemente enfermedad de Alzheimer, enfermedad de
Parkinson, enfermedad de Huntington y esclerosis multiple, esquizofrenia, psicosis. ¢
hiperquinesia infantil (ADHD, déficit de atencion / trastorno de hiperactividad) en
humanos y/o animales, preferiblemente en mamiferos, mas preferiblemente en
humanos.

Otro objeto de la presente invencién es un medicamento compuesto por al
menos un derivado de 5-indolilsulfonamida de formula general (Ic), opcianalmente 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 enantiémeros o diasterémeros, en cualquier razon de mezcla, o una
sal fisiolégicamente aceptable correspondiente de los mismos o un solv?to
correspondiente de los mismos, y opcionalmente uro o mas adyuvantes
farmacéuticamente aceptables.

Este medicamento es adecuado para Ia regulacion del receptor 5-HTg, para la
profilaxis y/o el tratamiento de un trastorno o enfermedad relacionada con la ingestion
de alimentos, preferiblemente para la regulacion del apetito, para el mantenimientn
incremento o reduccion del peso corporal, para la profilaxis y/o el tratamiento de ia
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 trastornos del tracto gastrointestinal,
preferiblemente el sindrome del intestino irritable, para la mejora de la cognicién, para
la profilaxis y/o el tratamiento de trastornos del sistema nervioso central, ansiedad,
panico, depresion, trastornos bipolares, trastornos cognitivos de la memoria, procesos
de demencia senil, trastorncs neurodegenerativos, preferiblemente enfermedad de
Alzheimer, enfermedad de Parkinson, enfermedad de Huntington y esclerosis multiple,
esquizofrenia, psicosis o hiperquinesia infantil (ADHD, déficit de atencion / trastorno de
hiperactividad) y otros trastornos mediados por el receptor 5-HTg de la serotonina cn
humanos y/o animales, preferiblemente en mamiferos, mas preferiblemente en
humanos.

El medicamento obtenido segin la presente invencion es particularmente
adecuado para su administracién a mamiferos. incluido el hombre. El medicamento
puede administrarse preferiblemente a todos los grupos de edad, es decir, nifios,
adolescentes y aduitos.
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tracto gastrointestinal, preferiblemente el sindrome del intestino irritable, para la mejora
de la cognicidn, para la profilaxis y/o el tratamiento de trastornos del sistema nerviosn
central, ansiedad, panico, depresidn, trastornos bipolares, trastornos cognitivos do i
memoria, procesos de demencia senil, trastornos neurodegenerativos, preferiblemente
enfermedad de Alzheimer, enfermedad de Parkinson, enfermedad de Huntington v
esclerosis multiple, esquizofrenia, psicosis o hiperquinesia infantil (ADHD, déficit de
atencion / trastorno de hiperactividad) en humanos y/o animales, preferiblemente en
mamiferos, mas preferiblemente en humanos,

preferiblemente para la regulacion del receptor 5-HTg, para la profilaxis y/o el
tratamiento de un trastorno o enfermedad relacionada con la ingestion de aiimentos,
preferiblemente para la regulacion del apetito, para el mantenimiento, incremento o
reduccion del pesc 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 obesidéd,
para la profilaxis y/o el tratamiento de trastornos del tracto gastrointestinal,
preferiblemente el sindrome del intestino irritable en humanos y/o animales,
preferiblemente en mamiferos, mas preferiblemente en humanos.

Otro aspecto de la presente invencion es el uso de al menos un derivado de
sulfonamida de férmula general (Ib) anterior, opcionalimente en forma de uno de sus
estereoisémeros, preferiblemente enantidmeros o diasterémeros, su racemato o en
forma de una mezcla de al menos dos de sus estereoisomeros, preferiblemente
enantiomeros o diasteromeros, en cualquier razén de mezcla, o una sal
fisiologicamente aceptable correspondiente de los misrmos o un  solvato
correspondiente de los mismos, para la fabricacion de un medicamento para la
regulacion del receptor 5-HT;, para la profilaxis y/o el tratamiento de un trastorno o
enfermedad relacionada la ingestion 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 ia 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 e! tratamiento de trastornos del
tracto gastrointestinal, preferiblemente el sindrome det intestino irritable, para la mejora
de la cognicién, para la profilaxis y/o el tratamiento de trastornos del sistema nervioso
central, ansiedad, panico, depresién, trastornos bipolares, trastornos cognitivos de Ia
memoria, procesos de demencia senil, trastornos neurodegenerativos, preferiblemente
enfermedad de Alzheimer, enfermedad de Parkinson, enfermedad de Huntington y
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esclerosis miultiple, esquizofrenia, psicosis o hiperquinesia infantil (ADHD, déficit de
atencién / trastorno de hiperactividad) y otros trastornos mediados por el recepto: -
HTs de la serotonina en humanos y/o animales, preferiblemente en mamiferos, mas
preferiblemente en humanos,

preferiblemente para la mejora de la cognicién, para la profilaxis vfo el
tratamiento de trastornos del sistema nervioso central, ansiedad, panico, depresién,
trastornos bipolares, trastornos cognitivos de la memoria, procesos de demencia senil,
trastornos  neurodegenerativos, preferiblemente enfermedad de Alzheimer,
enfermedad de Parkinson, enfermedad de Huntington y esclerosis miltiple,
esquizofrenia, psicosis o hiperquinesia infantil (ADHD, déficil de atencién / trastorno de
hiperactividad) en humanos yfo animales, preferiblemente en mamiferos, mas
preferiblemente en humanos,

Otro aspecto de la presente invencion es el uso de al menos un derivado de
sulfonamida de férmula general (Ic) anterior, opcionaimente en forma de uno de s'aus
estereoisémeros, preferiblemente enantiomeros o diasterémeros, su racemato o en
forma de una mezcla de al menos dos de sus esterecisdmeros, preferiblemente
enantibmeros o diasterbmeros, en cualquier razén de mezcla, o una sal
fisiologicamente aceptable correspondiente de los mismos o un solvato
correspondiente de los mismos, para la fabricacién de un medicamento para la
regulacidon del receptor 5-HTe, para la profilaxis y/o el tratamiento de un trastorno o
enfermedad relacionada la ingestion de alimentos, preferiblemente para la regulacién
det apetito, para el mantenimiento, incremento o reduccidn del peso corporal, para la
profitaxis y/o el iralamiento 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 yfo el tratamiento de trastornos del
tracto gastrointestinal, preferiblemente el sindrome del intestino irritable, para la mejora
de la cognicion, para la profilaxis y/o el tratamiento de trastornos del sistema nervioso
central, ansiedad, panico, depresion, trastornos bipolares, trastornos cognitivos de la
memoria, procesos de demencia senil, trastornos neurodegenerativos, preferiblemente
enfermedad de Alzheimer, enfermedad de Parkinson, enfermedad de Huntington y
esclerosis maitiple, esquizofrenia, psicosis o hiperquinesia infantil (ADHD, déficit de
atencion / trastorno de hiperactividad) y otros trastornos mediados por el receptor 5-
HTs de la serotonina en humanos yfo animales, preferiblemente en mamiferos, mas

preferiblemente en humanos.
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La preparacidon de las composiciones farmacéuticas correspondientes, asi
como de los medicamentos formulados puede llevarse a cabo por métodos
convencionales conocidos en 1a técnhica anterior, por ejemplo a partir de los indices de
"Pharmaceutics; The Science of Dosage Forms”, segunda edicién, Aulton, M.E. (ED.
Churchill  Livingstone, Edinburgh (2002); “Encyclopedia of Pharmaceutical
Technology”, segunda edicidén, Swarbrick, J. y Boilan J.C. (Eds.), Marcel Dekker, Inc.
Nueva York (2002); “Modern 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). L.as respectivas descripciones de la bibliografia se incorporan en el
presente documento como referencia y forman parte de la descripcion.

Las composiciones farmacéuticas, asi como los medicamentos formulados.
preparados segun la presente invencion, pueden tener ademas al menos un derivaqr:
de sulfonamida de férmula general (1), opcionalmente en forma de uno de sus
estereoisomeros, preferiblemente enantibmeros o diasteromeros, su racemato o en
forma de una mezcla de al menos dos de sus esterecisomeros, preferiblemente
enantibmeros o diasterébmeros, en cualguier razén de mezcla, o una sal
fisiologicamente aceptable correspondiente de los mismos o© un solvato
correspondiente de los mismos, como excipientes, cargas, disolventes, diluyentes.
tintes, agentes de recubrimiento, agentes para formar una matriz yfo aglutinantes. Tal
y como saben los expertos en la técnica, la eleccion de las sustancias auxiliares, y de
la cantidad de las mismas. dependera de la via de administracion buscada. por
ejemplo rectal, intravenosa, intraperitoneal, intramuscular, intranasal, oral, bucal o
topica.

Los medicamentos adecuados para la administraciéon oral son, por ejemplc.
comprimidos, comprimidos recubiertos, capsulas o multiparticulados, preferiblemente
granulos © grageas, sometidos opcionalmente a compresidbn en comprimidos,
cargados en capsulas o suspendidos en disoluciones, suspensiones o liquidos
adecuados.

Los medicamentos adecuados para la administracion parenteral, topica o
inhalada pueden elegirse preferiblemente del grupo consistente en disoluciones.
suspensiones, preparaciones anhidras de rapida reconstitucidn y también aerosoles.

Los medicamentos adecuados para su uso oral 0 percutaneo pueden liberar los

compuestos de sulfonamida de férmula general (I} de una forma soslenida.
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generalmente se conoce en la técnica anterior la preparacion de estos medicamentos
de liberacion sostenida.

Se conocen de la técnica formulaciones de liberacion sostenida adecuadas, asi
como los materiales y métodos para su preparacion, por ejemplo, a partir de los
indices de "Modified-Release Drug Delivery Technology”, Rathbone, J.JI, Hadgraft, J. y
Roberts, M.S. (Eds.), Marcel 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 (1983) 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
bibliograficas respectivas se incorporan como referencia al presente documento y
forman parte de la descripcion.

{ os medicamentos de la presente invencién también pueden tener al mencs un
recubrimiento entérico, que se disuelve seguan el valor de pH. Debido a dicho
recubrimiento, el medicamento puede pasar por el estdmage sin disolverse y los
compuestos de formula general | se liberan s6lo 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.

Normalmente, 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 {l) y desde un 40 hasta un 99% en peso de uno 0 méas
excipientes.

La cantidad de principio activo a administrar al paciente varia en funcién del
peso del paciente, de la via de administracion, la indicacién y la gravedad del
trastorno. Habitualmente, se administran desde 1 mg hasta 2 g de al menos un
derivado de sulfonamida de formula general (l) por paciente y dia. La dosis diaria total
puede administrarse al paciente en una o mas dosis.

Métodos Farmacéuticos
1) UNION AL RECEPTOR DE LA SEROTONINA 5-HT,
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La membranas celulares de células HEK-293 que expresan el receptor
recombinante humano 5HTe fueron suministradas por Receptor Biclogy. En dichas
membranas la concentracién de receptor es 2,18 pmol/mg de proteina y la
concentracion de proteina es 9,17 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
Agents to 5-Hydroxytryptamine-6 and Hydroxytryptamine-7 Receptors. The Joumal of
Farmacology and Experimental Therapeutics, 1994, 268, 1403] con ligeras
modificaciones. Se diluye la membrana comercial (dilucién 1:40) con el tampén de
unién: Tris-HCI 50 mM, MgCl, 10 mM, EDTA 0,5 mM (pH 7,4). El radicligando usado
es [*H]-LSD a un concentracion de 2,7 nM con un volumen final de 200 Hl. Se inicia ta
incubacién afiadiendo 100 ul de suspensién de membrana, (= 22,9 ug de proteina de
membrana), y se prolonga durante 80 minutos a una temperatura de 37 °C. Se finaliza
la incubacion por filtracion rapida en un colector de células de Brandel a través de
fitros de fibra de vidrio de la marca registrada Schleicher & Schuell GF 33862
pretratados con una disolucién de polietilenimina al 0,5 %. Se lavan los filtros tres
veces con tres mililitros de tampdn Tris-HCI 50 mM, pH 7,4. Se transfieren los filtros a
viales y se afiaden a cada vial 5 m| de la mezcla de centelleo liquido Ecoscint H. Se
deja que los viales aicancen el equilibrio durante varias horas antes del recuento con
un contador de centelieo Wallac Winspectral 1414. Se determina la unién no
especifica en presencia de serotonina 100 pM. Se reélizan 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, Analytical
Biochemistry, 1980, 107, 220.

Las descripciones bibliograficas respectivas se incorporan como referencia y
forman parte de la descripcion.

I.) MEDIDAS DE LA INGESTION DE COMIDA (MODELO DE COMPORTAMIENTO):

Se usan ratas macho W (200-270 g) obtenidas de Harlan, S.A. Los animales se
aclimatan a los alojamientos durante al menos 5 dias antes de que se sometan a
cualquier tratamiento. Durante este periodo los animales se alojan (en grupos de
cinco) en jaulas traslicidas, y se les da agua y comida a voluntad. Al menos 24 horas
antes de que comience el tratamiento, los animales se alojan en jaulas individuales.
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Entonces, se delermina el efecto agudo de los derivados de sulfonamida de
formula (I) usados de manera inventiva sobre la ingestion de comida en ratas en
ayunas segun se indica a continuacion:

Las ratas se mantienen en ayunas durante 23 horas en sus jaulas individuales.
Después de este periodo, se trata a las ratas via oral o intraperitoneal con una dosis
de una composicion que contiene un derivado de sulfonamida de formula general (I) o
una composicidbn correspondiente (vehiculo) 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.

Este método de medida de la ingestién de comida se describe también en las
publicaciones de Kask et al., European Journal of Farmacology 414 (2001), 215-224 y
Turnbull et al.,, Diabetes, Vol. 51, Agosto 2002. Las descripciones bibliograficas
respectivas se incorporan como referencia y forman parie de la descripcion.

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

Ejemplos
Ejemplo 2- Preparacion de N-[1-(2-dimetilaminoetil}-1H-indol-5-ilnaftaleno-2-
sulfonamida

Se afiaden 150 mg (0,66 mMol) de cloruro de naftaleno-2-sulfonilo a una
disolucién de 122 mg (0,6 mMoi) de 5-amino-1-(2-dimetilaminoetil)-1H-indol en 3 mi de
dimetilformamida y 116 mg de N-etildiisopropilamina. Se agitd la mezcla de reaccion a
temperatura ambiente durante 12 horas. A continuacién se evapord hasta sequedad,
se alcalinizd ligeramente con una disolucién de bicarbonato sédico y se extrajo con
cloroformo. Se lavd repetidamente ia fase organica con agua y una disolucién saturada
de bicarbonato sédico, se separé y se secd con sulfato sédico anhidro, Se evapord
hasta sequedad la disolucidbn organica y se purific6 el sdlido resultante por
cromatografia obteniéndose 187 mg (80%) de N-[1-(2-dimetilaminoetil}-1H-indol-5-il]-
naftaleno-2-sulfonamida.

Ejemplo  10.- Preparaciébn de  N-[1-(2-dimetilaminoetil)-1H-indol-5-il]-benzo-
[1,2,5]tiadiazol-4-sulfonamida 4-sulfonamida
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Se afiadieron 116 mg (0,66 mMol) de cloruro de benzo-[1,25]tiadiazol-4-
sulfonilo & una disolucién de 168 mg (0,6 mMol) de 5-amino-1-(2-dimetilaminoetil)-1H-
indol en 5 ml de piridina y 311 mg de N-etildisopropilamina. Se agité la mezcia de
reaccién a temperatura ambiente durante 2 horas. A continuacion se evaporé hasta
sequedad, se alcalinizo ligeramente con una disolucidén de bicarbonato sodico y se
extrajo con cloroformo. Se lavé repetidamente la fase organica con agua y una
disolucion saturada de bicarbonato sédico, se separd y se secd con sulfato sodico
anhidro. Se evaporé hasta sequedad la disoluciéon orgénica y se tratd el sdlido
resultante con dietiléter obteniéndose 183 mg (76%) de N-[1-(2-dimetilaminoetil)-1H-
indol-5-il}-benzo-[1,2,5]tiadiazol-4-sulfonamida 4-sulfonamida.

Ejemplo 17.- Preparacion de N-[1-(2-pirrolidin-1-il-etil)-1H-indol-5-iljnaftaleno-1-
sulfonamida

Se afiadieron 199 mg (0,88 mMol) de cloruro de naftaleno-1-sulfonilo a una
disolucién de 335 mg (0,8 mMol) de 5-amino-1-(2-pirrolidin-1-il-etil)-1H-indot en 10 m!
de cloruro de metileno y 0,44 ml de trietilamina. Se agitd la mezcla de reaccion a
temperatura ambiente durante 12 horas. A continuacion se alcalinizé figeramente con
una disolucion de bicarbonato sddico y se extrajo con cloruro de metileno. Se lavo
repetidamente |a fase orgénica con agua y disolucién saturada de bicarbonato sadico,
se separd y se secé con sulfato sédico anhidro. Se evapord hasta sequedad la
disolucion orgénica y se trat6 el sélido resultante con dietiléter obteniéndose 264 mg
(79%) de N-[1-(2-pirrolidin-1-il-etil)-1H-indol-5-il}-naftaleno-1-sulfonamida como un
sélido.

Ejemplo 28.- Preparacion de N-(1-(2-(dietilamino)etil)-1H-indol-5-il)-naftaleno-2-
sulfonamida

La reaccion se llevé a cabo segtn el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 139 mg (0,6 mMol) de 5-amino-1-(2-dietilamino)-etil)-1H-
indol y 150 mg (0,66 mMol) de cloruro de 2-naftil-sulfonilo dando 115 mg (45%) del
compuesto deseado como un solido.

Ejemplo 30.- Preparacion de N-(1-(2-(dietilamino)etil)-1H-indol-5-il)-naftaleno-1-
sulfonamida

La reaccion se llevé a cabo segun e! procedimiento dado en el ejemplo 1.
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Se hicieron reaccionar 139 mg (0,6 mMol) de 5-amino-1-(2-dietilamino)-etil)1H-
indol y 150 mg (0,66 mMol) de cloruro de 2-nattil-sulfonilo dando 160 mg (63%) del
compuesto deseado como un sélido.

Ejemplo 31.- Preparacion de N-(1-(2-(dietilamino}etil)-1H-indol-5-il)-4-
fenilbencenosulfonamida,

La reaccidn se llevo a cabo segin el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 139 mg (0,6 mMol) de 5-amino-1-(2-dietilamino)-etil)-1H-
indol y 167 mg (0,66 mMol) de cloruro de 4-fenilbencenosulfonilo dando 181 mg (68%)
del compuesto deseado como un aceite.

Ejemplo 32.-Preparacion de 5-cloro-N-(1-(2-(dimetilamino)etil)-2-metil-1H-indol-5-il)-3-
metilbenzo[b]tiofenc-2-sulfonamida

La reaccion se llevd a cabo segun el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 130 mg (0,6 mMol) de 5-aminc-1-{2-dietilamino)-etil}-2-
metil-1H-indol y 186 mg (0,66 mMol) de cloruro de 5-cloro-2-metilbenzo[bjtiofeno-2-
sulfonilo dando 127 mg (46%) del compuesto deseado como un sélido.

Ejemplo 33.- Preparacién de N-(1-(2-(dimetilamino)etil)-2-metil-1H-indol-5-il)-naftaleno-
2-sulfonamida,

La reaccion se llevo a cabo segin el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 130 mg (0,6 mMol) de 5-amino-1-(2-dimetilamino)-etil)-
2-metil-1H-indol y 150 mg (0,66 mMol) de cloruro de 2-naftil-sulfonilo dando 142 mg
(58%) del compuesto deseado como un sélido.

Ejemplo 34.- Preparacion de N-(1-(2-(dimetilamino)etil}-2-metil-1H-indol-5-il)-naftaleno-
1-sulfonamida,

La reaccion se llevé a cabo segun el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 130 mg (0,6 mMol) de 5-amino-1-(2-dimetilamino)etif)-2-
metil-1H-indol y 150 mg (0,66 mMol) de cloruro de 1-naftil-sulfonile dando 81 mg (33%)
del compuesto deseado como un sdlido.

Ejemplo 35.- Preparacion de 6-cloro-N-(1-(2-{dimetilamino)etil)-2-metil-1H-indol-5-
il)imidaze[2,1-b]tiazol-5-sulfonamida,

La reaccién se llevo a cabo segin el procedimiento dado en el ejemplo 1.
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Se hicieron reaccionar 130 mg (0,6 mMol) de 5-amino-1-(2-dimetilamino)-etil)-
2-metil-1H-indol y 170 mg (0,66 mMol} de cloruro de 8-cloro-imidazo[2,1-b]tiazol-5-
sulfonilo dando 96 mg (37%) del compuesto deseado como un sdlido.

Ejemplo 36.- Preparacion de N-{1-(2-(dimetilamino)etil)-2-metil-1H-indol-5-i1)-4-
fenilbencenosulfonamida

La reaccion se llevo a cabo segin el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 130 mg (0,6 mMol) de 5-amino-1-(2-dimetilamino)etil)-2-
metil-1H-indol y 167 mg (0,66 mMol) de cloruro de 4-fenilbencenosulfonilo dando 160
mg (62%) del compuesto deseado como un sélido.

Ejemplo 37 .- Preparacidon de N-(1-(2-(dimetilamino)etil)-2-metil-1H-indol-5-il}-2-(naft-1-
il)-etanosulfonamida

La reaccitn se llevd a cabo segun el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 130 mg (0,6 mMol) de 5-amino-1-(2-dimetilamino)etil)-2-
metil-1H-indol y 168 mg (0,66 mMol) de cloruro de 2-(naft-1-il)etanosulfonilo dando 108
mg (41%) del compuesto deseado como un sdlido.

Ejemplo 38.- Preparacion de N-(1-(2-(dimetilamino)etil)-2-metil-1H-indol-5-il}-4-fenoxi-
bencenosulfonamida,

La reaccion se llev a cabo seglin el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 130 mg (0,6 mMol) de 5-amino-1-(2-dimetilamino)etil)-2-
metil-1H-indol y 177 mg (0,66 mMol) de cloruro de 4-fenoxi-bencenosulfonilo dando 89
mg (33%) del compuesto deseado como un soélido.

Ejemplo 39.- 3,5-dicloro-N-(1-(2-(dimetilamino)etil)-2-metil-1H-indol-5-il}-
bencenosulfonamida

La reaccion se llevo a cabo segin el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 130 mg (0,6 mMol) de 5-amino-1-(2-dimetilamino)etil)-2-
metil-1H-indol y 162 mg (0,66 mMol) de cloruro de 3,5-dicloro-bencenosulfonilo dando

81 mg (32%) del compuesto deseado como un sdlido.

Ejemplo 40.- Preparacion de  N-(1-(2-{dimetilamino)etil)-2-metil-1H-indol-5-
ilfbenzo[bltiofeno-3-sulfonamida,

La reaccidn se llevé a cabo seguin el procedimiento dado en el ejemplo 1.
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Se hicieron reaccionar 108 mg (0,5 mMol} de 5-amino-1-(2-dimetilamino)etil)-2-
metil-1H-indol y 128 mg (0,55 mMol) de cloruro de benzofb]tiofenc-3-sulfonilo dando
82 mg {39%) del compuesto deseado como un sdlido.

Ejemplo 41.- Preparacion de N-(1-(2-(dietilamino)etil)-1H-indol-5-il)benza[bltiofeno-3-
sulfonamida

La reaccion se llevé a cabo segln el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 115 mg (0,5 mMol} de 5-amino-1-(2-dimetilamino)etil)-
1H-indol y 128 mg (0,55 mMol) de cloruro de benzo[b]tiofenc-3-sulfonilo dando 91 mg
(43%) del compuesto deseado como un soélido

Ejemplo 42.- Preparacion de N-(1-(2-(dimetilamino)etil)-1H-indol-5-il)benzo[b]tiofeno-3-
sulfonamida

La reaccion se llevd a cabo segln el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 102 mg (0,5 mMol) de 5-amino-1-(2-dietilamino)eti)-1H-
indol y 128 mg (0,55 mMol) de cloruro de benzo[b]tiofeno-3-sulfonilo dando 91 mg
(43%) del compuesto deseado como un solido

Ejemplo 43.- Preparacién de 5-cloro-3-metil-N-{1-(3-{piperidin-1-il)propil)-1H-indol-5-
iibenzo[blticfeno-2-sulfonamida

La reaccién se llevd a cabo segin el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 118 mg (0,46 mMol) de 5-amino-(1-{3-(piperidin-1-
il}propil))-1H-indol y 143 mg (0,51 mMol) de cloruro de 5-cloro-3-metil-benzo[bjtiofeno-
2-sulfonilo dando 89 mg (38%) del compuesto deseado como un sélido.

Ejemplo 44.- Preparacion de N-(1-(3-(piperidin-1-il)propil)-1H-indol-5-il)naftaleno-2-
sulfonamida

La reaccion se llevd a cabo segin el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 118 mg (0,46 mMol) de 5-amino-(1-(3-(piperidin-1-
iljpropil))-1H-indol y 116 mg (0,51 mMol) de cloruro de naftil-2-sulfonilo dando 75 mg
{37%) del compuesto deseado comeo un sélido.

Ejemplo 45.- Preparacidn de N-(1-(3-(piperidin-1-il)propil)-1H-indol-5-i)naftaleno-1-
sulfonamida

l.a reaccion se llevod a cabo segin el procedimiento dado en el gjemplo 1.
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Se hicieron reaccionar 118 mg (0,46 mMol) de 5-amino-(1-(3-(piperidin-1-
ipropil))-1H-indol y 116 mg (0,51 mMol) de cloruro de naftil-2-sulfonilo dando 91 mg
(44%}) del compuesto deseado como un solido

Ejemplo 46.- Preparacién de 6-cloro-N-(1-(3-(piperidin-1-il)propil)-1H-indol-5-
ilimidazo[2, 1-b]tiazol-5-sulfonamida

La reaccion se llevd a cabo segun ef procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 118 mg (0,46 mMol) de 5-amino-(1-(3-{piperidin-1-
ilpropil))-1H-indol y 131 mg (0,51 mMol) de cloruro de 6-cloro-imidazo[2,1-b]tiazol-5-
sulfonilo dando 91 mg {44%) del compuesto deseado como un sélido.

Ejemplo 47.- Preparacion de 4-fenil-N-(1-(3~(piperidin-1-il)propil) 1 H-indol-5-il)-
bencenosulfonamida

La reaccion se llevo a cabo segln el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 118 mg (0,46 mMol) de 5-amino-1-(3-(piperidin-1-
iHpropil)-1H-indol y 129 mg (0,51 mMol} de cloruro de 4-fenilbencenosulfonilo dando
106 mg (49%) del compuesto deseado como un sdlido.

Ejemplo 48.- Preparacion de 2-(naft-1-il)-N-(1-(3-(piperidin-1-il)propil)- 1H-indol-5-il)-
etanosulfonamida

La reaccion se llevo a cabo seguan el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 118 mg (0,46 mMol) de 5-amino-1-{3-(piperidin-1-
illpropil}-1H-indol y 130 mg (0,51 mMol) de clorurc de 2-(naft-1-il)etanosulfonilo dando
68 mg (31%) del compuesto deseado como un sélido.

Ejemplo 49.- Preparaciéon de 4-fenoxi-N-(1-(3-(piperidin-1-iljpropil)-1H-indol-5-il)-
bencenosulfonamida

La reaccion se llevé a cabo seguin el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 118 mg (0,46 mMol) de 5-amino-1-(3-(piperidin-1-
ilpropil}-1H-indo! y 137 mg (0,51 mMol) de cloruro de 4-fenoxibencenosulfonilo dando
86 mg (38%) del compuesto deseado como un sélido.

Eiemplo 50.- Preparacién de 3,5-dicloro-N-(1-(3-(piperidin-1-il)propil)-1H-indol-5-it)-
bencenosulfonilamida

La reaccion se llevé a cabo segun el procedimiento dado en el ejemplo 1.

Y
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Se hicieron reaccionar 118 mg (0,46 mMol} de 5-amino-1-(3-(piperidin-1-
iljpropil)-1H-indol v 125 mg (0,51 mMol) de cloruro de 3,5-diclorobencenosulfonilo
dando 79 mg (37%) del compuesto deseado como un sélido.

Ejemplo 51.- Preparacion de 4, 5-dicloro-N-{1-(3-(piperidin-1-il)propil}-1H-indol-5-il}-
tiofeno-2-sulfonamida

La reaccion se llevd a cabo segin el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 118 mg (0,46 mMol} de 5-amino-1-(3-(piperidin-1-
ipropil)}-1H-indol ¥ 128 mg (0,51 mMol) de clorurc de 4,5-diclorotiofeno-2-suifonilo
dando 68 mg (31%) del compuesto deseado como un sélido.

Ejemplo 52.- Preparacion de 5-cloro-N-(1-(3-{piperidin-1-il)propil}-1H-indol-5-
inaftalenc-1-sulfonamida

La reaccion se llevo a cabo segin el procedimiento dado en el ejemplo 1.

Se hicieron reaccionar 118 mg (0,46 mMol) de S5-amino-1-(3-(piperidin-1-
i)propil}-1H-indol y 133 mg (0,51 mMol) de cloruro de 5-cloro-naftil-1-sulfonilo dando
81 mg (37%) del compuesto deseado como un sélido

Las rendimientos son indicativos y no se realizd ningin esfuerzo adicional para
mejorarlos.

El punto de fusion y los datos espectroscopicos para la identificacion de
algunos de los compuestos de la presente invencion se indican en la tabla siguiente.
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R1 RZ|R3|R4|R5|R6IR7| n A p £ °C | IRem’ "H-RMN(300 MHz) 5 (as sedvenee)

2 13(s BH) 236(s M) 261(m,
CH 2950 | 2H), 4,14(t, 2H =65 \z), 6 20(d,

3
cl 1334, [1H J=3 Hz), 7,32 (m, 2H), 7.50dd
(CHglN- HIHIHIH|H]|H] 2 N 73 1180 1H, J=8,7 Hz, J=2,0 Hz), 7,83(d, 1H,|
1080, 862, J=20 Hz) 799(d 1H, J=8 7 Hz)
L] {DMSO-d6}

4y




Ej

Ri

R7

p £°C

"H-RMI(300 MHZ) §(at zorvante)

(CHN-

4,14{t, 2H, J=T,1 Hz), 6,35(d, 1H,
J=31 Hz) 688{dd 1H, J=8B Hz,
J'=2,0 Hz); 7,10(d, 1H, 3 1 Hz),
7,16(d, 1H, J=8 6 Ha); 7,31(d, TH
J=2,0H2), 7,80-7,83(m, 2H); 7,69(dd,
1H J=B7 Mz, J'=1 8 Hz) 7 84(m,

3H), 8,28(s, 1H) (CDCly)

(CHN-

170-181

1130, 763,
586, 603

2.26(s, 6H), 2 63(t, 2H, J=7,0 Fiz),
4,1(t 2H, J=7,0 Hz), 6,28(d, 1H,
=3,1 Hz), 6 68 (dd, 1H, J=8,6 Hz,
4=2,0 Hz); 7,03-7,14(m, 3H),
7,87(m, 1HY; 7 66-7 70(m, 2H);
7,94(d, 1H, J=8,7 Hz), 8,00(d, 1H,
J=7,9 Hz); 8,08(d 1H J=7,3 Ha),

2 26(s, 6H) 2634, 2H, J=" 1 H2),

8,73(d, 1H, J=8,7 Hz) (CDCh)

1S



E3 R4 R4 P £°C | IRem® | "H-RMN(S00 MHz)Stataotvente)
3257, | 2,28(s, 6H), 2,83@, 2H J=7,1 Hz);
2035, | 4,13, 2H, J=7,1 Hz), 6,30(d, 1H,
2768, | J=3,1 Hz), 8,66 (dd, 1H J=8,6 Hz
1488, | J'=2,0 Hz), 7,05(d, 1H, J=8,7 Hz)
4 {CHg.N- H 172174 | 1334 | 708(d 1H J=B1Hz) 7 11(d 1H
1167, |J=2,0 H), 7,46-7,68(m 2H), T 69{d,
3 1H, J=7 5 Hz) 813(d 1H J=7 5
1013 780] Hz), 8,50(d, 1H, J=8,6 Hz); 8,68(d,
608. 1H, J=8,8 Hz) (CDCl,)
1453, | 228(s, 6, 2,68t 2H, J=7,1 Hz),
q3aq, | 417( 2H, J=7.1 Hz), 8 36(d, 1H
{308 | 9731 H2); 8,88 (dd, 1H, J=8,6 Hz,
B | (CHN- H 130441 | {35a | S=20H2), 7,13(d, 1H, J=3,1 Ha),
000 T25] 7:18(0, 1H, J=8,6 Hz), 7,27(m, 1H),
ggg. | 7+39(m 2H); 7,48(m, 1H). 7.69(m,

ZH). (CDCh)

<
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R1 R2[R3|R4|R5{RE|R7| n A p £°C | IRem' | 'H-RMN(300 MH2)8(asz01vente)

3095, | 2 23(s, 6H) 2 58t 2H J=7,1 Ha),

oz2e21 | HOB{t 2H, J=7.1 Hz); 6,24(d 1H,
' | J=31Hz),688({dd 1H, J=8,8,

J=2,0 Hz) 7,03(d. 1H, J=3,1 Ha),

4450, | 7:07(d 1H J=8.8Hz), 7 10(d, 1H,
(CHN- Hi{H|H|H|H]|H]2 P 181-164 | qan, | JS20H2), 7 51( 1H, I=7,8 Ha),
784(dd, 1H J=85 J=43 Hz),

1141, 72| :00(, 1H, J=8,2 Hz) 8.28(m 1H)
y 8,30(dd, 1H, J=8,2, =1 5 Hz),

N9

788,598 | 8/40{s, 1H), 9,20(ad, 1H, J=4,1
=1,4 Hz) (CDCly)
3255,
2081, | 2,28(s, 6H), 267 2H J=71 ra),
1683, | 4,18(t, 2H, J=7,1 Hz), 8.40(d, 1H,
0—@— 1488, [J=3,1 Hz); 6 82 (m, 3H), 7,02(d 2H
(CHg)N- HIM|H|{B]|H]|H]|2 138140 | 1332, | J=7 7 Hz); 7,%4(d, 1H, J=8,1 Hz);
1245, | 7,20d, 2H, J=8,6 Hzy, 7,28(d, 1H,
1488, | J=1,9 Hz), 7,37(m, 2H), 7,84(d, 2H,
1082, 866, J=8,8Hz). (CDCl)
695, 566




E) R RS |R4|R5|R6|RY A p £°C | IRe' | 'H-RMN(300 MH2)5tat sorvente)
1474, |231(s, 6F) 2.38(s SH), 2,72 2H,
o | oK) 4200 20, It
1156, |8.38(d, 1H, J=3,1 Hz), 6,90 (dd, 1H,
8 ClaN HIH|HH _< >—°"e 126128 (1088, 673 1=6.6 Hz J=1 8 Hal, 7.43(d 1H,
780, 664, |4=3,1 Hz), 7,16-7 20(m 3H) 7 26(m,
554, 538. | 1H), 7,67(d, 2H, J=8,3 Hz) (CDCly)
5005, | 223, BH); 2,74(m, 2H), 4,24(1, 2H,
3095 | 327 1 Ha), a4(d, 1H, 5,1 Ha),
/\ ate, 879, TH, =40 Hay 5 85(ca, 1,
+ | 18,7 iz, 2,0 Ha), 7.45(d, 1H,
o HiH[RR cn/q.,)\ UEIT | o10ks] 1240 Hz) 7,17(d 1H =31 He)
ot e | 7:24(d 1M, J=8,7 Hz), 7,35(d, 1H,
s 3220 Hz) (DMSO-d)
2,26(5, 6F), 263(L, 2R, 3=7,1 Ha),
P g 4120t 2H, J=7,1 Fizy, 8,20(5, 1H,
N ‘ass | =3 '-l-‘lz)) 680 (dd, 1H.7J=§i‘7, Ha,
' |.=2 0 Hz) 7 07(m, 2H), 7,15(d, 1
o] 957 1h2), B,10(d, 1H, J=7,1 Hz),
o oay| B 16(d, TH J=8.8 Hz) (CDCk)

g
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£ R1 R3 R7 A p £°C | Rert! | HRMN(300 MHZ)S (assorvente)
3103,
Y 2002 | 2.260s, oy 284 26 J=6.4 H2),
)——N 1206 | & ;gtzbﬂ:ﬁ! 4 o%)eggg& b
M (CHN H H P 8082 | 1508 | jeg.4 ), 7,16(m, 2H) 7,39(e, H),
1243 | 7.85(d, 11, J=4,0 Hz) (COCh)
Cl 1142, 727
828 628
3.28(s, BF), 7,671 2H J=T0 Hz),
ol 3064 | 4 19(t 2H, J=7 0 Hz), B 43(d, 1H,
2035, | J=B,1 Hz), 6,86 (dd, TH, J=8,6 Hz,
1332 | J=20Hz) 7 17(d, 1H J=3,1 Hz)
12 (CHgIN- H H 124126 | q4g5, | 7,22(d, 1H, J=8,6 Hz), 7 31(d, 1H,
H136,508) J=2 0 Hz) 7 48(t 1H, J=1 8 Hz),
887 | 7,56(d, 2H, J=1.8 Hz) (CDCL}
2.28(s, 6F), 26711, 2H 4=7 0 Fia)y
Br 1985 | 41ai 2H, J=7.0Fid) 8 4d H
13| (CHYN- H H 11a118 | 1286, T‘f:g('g g ?;szfé‘:;z’)'."ﬁ"gf'fﬁ,{;'
1161, 7221 ) 7,68(d, 1H, J=7.8 Hz), 7 63(d
1H, J=7 9 Hz), 7,86(5,3H) (CDCls)

LC



Ej R1 R6|R7 A p £ | Rom™ | 'H-RMN(300 MHz),5 ta1s0rventa)
1541, | 2.28(s, 6H); 2,66(;, 2H, J=7,1 Hz),
1481, | 4,97, 2K, J=7,1 Hz) 6,40(d, 1H,
1365, | J=2,9 Hz), 7,03 5(&;(1,1 :-1 H.J J=8,7 H’:i
1330, | J'=181k), 71 W=2,0
14 (CHoN- H NO | 13810 o55 | 7.291d, 1H, J=B 7 ey 7,30 1,
- 1150, |J=1,8Hz), 7,.48(m, 1H) 7,65(m, 1H),
1124 738] 7 71(d 1R J=8,B Hz), 7,86(d,1H,
580 J=7,8Hz2) (CDCL)
2,30(s, 6H), 2 706 2H J=7 1 Hz),
1320, | 4,22{t, 2H, J=7,1 Hz) 4 26(s 2H)
1288, |6 48(d, 1H, J=3.1 Hz), 7,04 {dd, 1H,
16 (CHg)N- H ©/\ 163-166 | 1158, | J=8,8 Hz, J=2,2 Hz), 7 19(d, 1H,
1126 894| J=3,1 Hz) 7 31(d, 1H, J=8,8 Hz),
5485, 600 | 7,32-7,40(m, SH); 7 49(d 1H J=2,2
Hz) (CDCly) |
1.57{m 2H), 2 37(m, 4H); 2 BB{t, 2R
2060, | 4°6:8 Hz) 4 12(t 2H, J=6,8 Hz);
1481, |6:25(d, 1H =81 Hz); 6,62 (dd, 1H,
qa0s |0=8.8 Hz, J=2,0 Hz)i 7,22(d 1H,2,0
18 _ H 138140 | 1181 | H2) 72500, 1H, J=8,8 Hey 7 20(d
4151 | _1H, J=3,1Hz), 7,54-7,66(m, 2H),

4074, 650, 7,74(dd, TH, J=8 7 Hz J'=1,8 Hz),
549, 480

7 94(m, 1H), 8,08(m, 2H), 8,28(s,
1H) (CDCk)

(&

8¢



E3 Rt R3|R4 R? A p £°C | IRom™ | 'H-RMN(300 MH2),5 tas aorvente)]
1,58(m, 4H), 2,38(m, 4H) 2 67(t 2H
J=8,8 Hz), 4,11(, 2H, J=6,8 Hy)
2814, |824(d 1H, J=3,1 W2 6,70 {dd 1H, |
o~ OO 149:, J:‘s,: hz,J =11: Hz), 7,10(d, 1H, 1,8
N 1201, | Hz), 7,20(d, 1H, 4=8,8 Hz), 7,27(d,
7oL HiH H 188189 | 4458, | 1H, J=8,1Kiz), 7,50(m, 1H), 7,60-
1128, 783[7,74(m 2H), 8,03(m 2H), 8,11(d 1H,
685 | J=81 Hz), 8 76(d, 1H, J=8,8 Hz)
(CDCt)
2950, |1/89Um, 4H), 2.36(n 4H) 2 60(t 2H,
" 2803 | U=6/6 Ha), 4,11t 2H J6,6 Hz),
y 1491 Je,som, 1H, J=3,1 Hz)7.'6 a:; (dd m.h
* =87 Hz J'=1,9 Hz), 7,25(d, 1H, 1,9)
8 E\/‘_‘ HiH H N |1t | 1328 PN S 2.7 50,
S 078, 650] =8 8Hz, J'=2,0 H2); 7,92(d, 1H,
g6a | 9=2.0Hz), 7,98(d, 1H, 1=5.8 Hz)
{CDCly)
2943 | 228(s, 6H), 288(t, 2H, J=7,1 Hz),
2821 | 418(t 2H, J=7,1 Hz) 843(d, 1H,
Y I516. | =3 H2),8,82(d 1H, J=18,6 Hz),
19| (GHiN- H(H H 10811 |1139 75p]  7.08(dd, 1H J=8.6, J'=2 Ohiz)
728, 540 | +15(8; TH, J=3,3 Hz), 7,26(m, 1H);
531 | 7+33-7.44(m, BH), 7,40(d, 1H, =2,0

Hz) (COCk)

6§



E R1 R3|R4 [Rs|Re A p £°C | IRem' | "HRMN(B00 MHZ)S (cssorvente)
Sossr | 2,30(s, &H), 2,880, 20 4= 1 Hz)
al, 2949 | 4210, 2H, J=7,1 Hz), 6.46(c M,
+ | "1=371 Hz), 8,98(dd, 1H, J=8.6,
20 [ (CHghN- HiH|HIH n\ 120423 | 1925 | y=2,02); 7,17(s, 1H), T,18(d, H,
O™ g 030 730 4=3:3 H2), 7.26(m, 1H) 738(d 1H
iy J%2'0 Hz) (CDCle)
2,12(s, 6F) 2,531, 2, J=6,0 1),
(636, | 415 2H, J=8,6 Hz) 6.30(d, 1H
2 175 | tqa4 | =8 Hz) B,80(dd 1H J=86
21| (CHJN H|H|H]|H 004 67| T=2:2 Hz), 7,18(d, tH J=20 )
HC atcton | 634,475 7*”@&3%&%‘?&“;& 2K,
J=8,4Hz) {DMSO-dB)
2045 | 2,13(s, 6H), 2.50-2,55(m, EH),
taoe | 4Taq 2H =63 Hz) 6.20(d, TH,
22| (CHIN Hi{H|H|H B|—'< >— tearr | te21 | SPECEESE2(0 I 42N
o te [7,79(AB sist, 2H, J=8,4Hz), 8,02(AB
i e | St 2H J=8.4Hz) (DMSO'ds)

09



Ej R1 R4|R5|R6|R7 A p £°C| IRem" | 'HRMN(300 MHz)Sasso1vente)
2036
1598, | 2.28(s, 6M), 2 67(t, 2H, J=7,1 Hz),
1497, | 4,18(t, 2, J=7,1 Hz); 6 38(d, 1H,
1333, |J=81 Hz) 6,84 (AB Slst. 2H, /=80
23 (CHgkN HIw|H]H P 141-144 | 1258 |Hzy 690(dd 1H J=88, ¥=2,0 Hz)
HC 1180 | 7,13{d, 1H, J=3,3 Hz), 7,19(d, 1H,
1083, J=8,8 Hz) 7 27(d 1H J=20 H2)
1018, 836, 7 62(AB sist., 2H, J59 Hz) (CDCl;)
568, 560
2689, | 0 78(m, 6H) 2,32(s, 3H), 2 42(m,
H, 1486, | 4HX 2,66(m, 2H) 4.12{m 2H),
i 1334 | B 30(d, 1H, J=2,0 Hz), 8,82(d, 1H,
24 | (CHCH)N- H|H|[H|H N §358 [1161,114] J=8,6 Hz) 7,25(d 1H 17 Ha),
11080, 862] 7,32(m, 2H); 7,50(dd, 1H, J=8 THz,
729,852,| J=1,9 H2), 7,81(d, 1H J=1 7 Hz):
7,90(d, 1H, J=8,6 Hz) (CDCh)
2,29(s, 6F), 2,87(1, 2H, J=7,0 Fz)
3005 | 418(t, 28 J=7,0 Hz), 6 40(d, 1H,
Q 2;23. J=3,1 l-ll_g:) 685 3((cm, 1H, J=8,6 Hz,
. . 1629, | J=2,0 Hz),7,16(d, 1, J=3 1 Mz}
2% | (CHIN HIH|HIH ,,’"@_ 6064 | 1349 | 7 18(a, 1H J=8,6 Ha), 7.20(d, 1H1,
0 1185 | J=2 0 Hz) 7 85(AB sys, J=8.8 Hz, 2
090, 736]  H); 8,21(AB sys, J=8 8 Hz, 2 H)
{CDCly)

19



®@ @ 134

R1 R2|R3|R4{R5|R6|RT| n A p £°C | Rem" [ H-RMN(300 MHz) S(atso1vente)

3108,

B |2.35(s, 61), 2,83(m, 2H); 4,280, 2H,
tao1 | 9=67 Hz), 8'a0(d, 141 4=3,0 Hax
(CHgLN- H{H[H|H|H|H]|2 F-—©~ 138-140 | 4oqc | 8,83 (dd, 1H, J=B,8 Hz, J'=2,0 Hz),
ta% | 7200, 1H 41,8 ey 7,30-7,38(m,

089, 557 4H): 7.70-7.75(m 2H) (DMSO-d6)

9

at10, | 100( 6H, J=7,0 Hz), 2,60(q, 4H,
2860 | =7 OHz), 2,81 2H, J=6,7 Ha),
‘| 42104 2H J=67 Hzy 638(d 1H

1458
| 4=8,0 Ha), 6.78.(d, 1H, J=4,5 Hz)
CHOHYN- | H I HHH W2 /> Nzg—ﬂ ee70 | 120 | "8:86(ca, 1H J=88, J=1,7 Hay
SN e | 74(d, 1H, 30Hz), 7,19(q, 1H,

J=8,8 Hz), 7,40(d 1H J=1 5 Hz),
1142 T271 " 7.69(d, TH, J=4.4 Hz) (CDCk)




Ej R A p £°C | Rem' [ 'H-RMN(300 MHz),5(a sorvente)
3119,
2051 | 1,85(m, 6H}, 2,68{m, 4k} 3,00(m,
2798, | 2H) 4 38(m 2H) 8.40(d 1HJ=31
1458, |Hz) 882(d 1H,J=4 5 [z}, 6,06(d
28 Q_ 4% 8184 | 1271, | 1H J=8 6 He) 7,18(d, 1, 2.7 ),
e 1248, | 7.22(m, 1H) 7,41(m, k), 7,64(d,
s~ N 178 H J=4 § Hz) (COCk)
1140, 727
623
T 95(%, 61 J=7 1 Fiz), 2 54(q, 4H,
Ju7 0Hz) 2,76(t, 2H J=6 7 Hz),
407(t, 2H J=8,7 Hz); 8 68(dd 1H
1=8,5 J'=1 7 Hz), 6,91(5, 1H), BS7(s)
20 | (CHCHYN— 97-104 1H), 7 01(d, 1H J=8,8 Hz), 7,22(dd,
1H J=86 J'=1,8 Hz); 7 26(s, 1H)X
7.42-7,55({m, 3H), 7,63(d, 1H, J=8 1
Hz) 7,70(d, 1H, J=8,2 Hz), 8,03(s,
1H), 8,95(s, 1H) (CDCIZ
087(m GH) 2.68(m, 4H), 2,76(m,
2H), 4,14(m, 2H); 8,24(s, 1H),
673(d 1M, J=8.8 Hz), 7 11{s, 1H}
30 | (CHCH)N— 133-135 7,24{d 1H, J=8,0 Hz), 7.20(s, 1H),

7 80(t, 1H J=7 8Hz) 763-7 71{m,
2H) 804(d 2H, J=7 5 Hz), 8,13(d
1H J=82 Hz) 876{d 1H J=8,2

Hz), 10,21(s, 1H) {DMSO-d6)

(%S



® §7A

Rt R2{R8|R4|R5|R6|R7| n p £°C | IRom' | *H-RMN(300 MHz) Bt o1 eace)

0.83(m, 6H), 2,50(m 4H); 2,70(m,
2}, 4,13(m, 2H); 6,30(d, 1H, J=26
rceste Hz) 6 87(d, 1H, J=8,8 Hz), 7,24(s,
g8 1H), 7 30(m, 2H) 7.44(m 3H),
786(d 2H J=7,2 Hz), 7 72(AB sys,
2H J=8,5 Hz), 7,78(AB sys, 2H,
J=8 5 Hz) 991(s 1H) (DMSO-d8)

{CHCHIN=— | 1 (1l |H] B |H]|2

2,13(s 6H) 2.3%(s, 6H) 2,39(t 2H
J=7 0 Hz) 4,07(t, 2H, J=8,8 Hz),
8,08(s, 1H), 6 76(dd 1H, J=8 6

203-206 42,0 Hz), 7,43(d, 1H, J=2,0 Hz),

7,20(d, 1H, J=8 8 Hz) 7 51(dd 1H,

J=8,7 , J'52,0 Hz), 7,83(d, 1H, J=2,0

Hz)y 8 00(d, 1H, J=8,8 Hz), 10 20(s,

1H). (DMSC-d8

9

(CHN—  fcH|H|H|H| H |H]|2

2,11(s, 6H), 2 30(s, 3H); 2,35(1, 21,
4=7,0 Hz), 4 03(t, 2H, J=7,0 hz),
6,03(s 1H) 675(dd 1H, J=8,6,
J=2,0 Hz), 7,40(d, 1H, J=2,0 Hz);

199-200 7,13(d, TH, J=8,8 Hz); 7,64-7,67(m,

2H), 7,73(dd, 1H, J=88 , J'=1,8 Hz),
7,05(d, 1H, J=7.9 Hz): 8 02(d 2H,
J=8,8 Hz), 8,27(d, 1H, 1,5 Hz)

9.89(s, 1H) (DMSO-d6)

(CHYN—  |CHy|H|H|H|H |H|2




E)

R4

p £ | Rem

"H RMN(300 MHz) 5(d1s01vente)

34

(CH,) N—

183-184

2 12(s GH), 2 205, 3H) 2,35(3, 21
J=7.0 Hz), 4,01Q, 2H, J=7,0 Hz),
5,98 1H) 6,62(dd 1H, J=8,7

J'=1,9 Hz), 8,95(d, 1H J=2,0 Hz),

7.07(d, 1H J=8,8 Mz, 7,49(m, 1H)
7,63(im, 1H), 7,70(m, 1H), 8,02(d
2H, J=7 5 Hz) 8,12(d, 1H J=8,0

35

{CH ) N—

CH;

182-183

2,14(s, 6H), 2,34(s, 3H), 2,39(m,
2H) 4,01(m, 2H), 8,095, 1H),
8,70(dd 1H J=85J 1,8 Hz); 7,08(d
1H, J=1 8 Hz), 7 21(d, 1H, J=8,5
Hz), 7,51(d, 18, J=4,5 Hz), 7,80(d,
1H, J=4,5 Hz} (DMSO-d6) |

3s

{CH);N—

CHy

176 177

2.14(s, GH), 2 33(s, 3H), 2,39(t, 21,
J=7 1 Hz) 4 08(t, 2H, J=7,1 Ha);
807(s, 1H), ,70(dd, 1H J=6,8,
J=2,0H2), 7,11(d, 1H J=1,8 Hz),

7,19(d, 1H, J=8,8 Hz), 7,36-7,48(m,

3H), 7 86(m 2H), 7,72(AB sys, ZH,
4=8,8 Hz), 7,70(AB sys, 2H, 8,8

Hz}; 9,88(e, 1H) (OMSO-46)

Hz), 8,75(d, 1H, J=8,4 Hz), 10,15(s,
1H) (ODMSO-d6 !

183

<9



E

R1

R4

RS

Ré

R7

p £°C

R cm*

'H-RMN({300 MHz),8(assorvente)

a7

(CHy,N—

H

@ :

135-137

217(s BH), 2,38(s, 3H), 2,45(m,
2H)} 3,30-3,45(m, 4HY; 4,14, 2H,
J=8,7 Hz), 6 15(s, 1H), 7,04(d, 1H,
J=8,5 Hz), 7,26(m 1H) 7 30-7,38(m,
4H), 7,44(m 1H), 7,65(d 1H, J=8,2
Hz); 7.62(m, TH); 7.87(d, 1H J=8 2

Hz), 8,58(s, 1H) (DMSO-dB)

(CHIN—

CH:

?

147-149

2.20(3 6H) 2 34(s, aH), 2 45(m
2H); 4,10{t, 2H, J=7,1 Hz) 6,05(s,
1H); 6,76(dd, 1H, J=8,8 J=2 0 Hg)
6,90(d, 2H, J=8,8 Hz); 7,03-7,08(m,
3M), 7,17-7,24(m 2H), 7,41{t 2H,
J=7.8 Hz), 7,83(d, 2H, J=5 8 Hz)
9,73(s, 1H). (DMSO-d6

{CHgN—

CH,

<

147-149

2,15(s, 6H), 2,35(s, 3H), 2,41(t, 2H,
26,7 Hz), 4,100, 2H, J=7,1 Hz),
612(s 1H), 6,74(dd, 1H, J=8.6,

J'=2.0 Hz) 709(d, 1H, J=1 8 Hz);
7,24(d, 1H, J=0 0 Mz); 7,68(d, 2H,
J=1,9 Ha), 7.80(t 1H J=1,9 Hz)

{DMSO-d6)

8¢

99



1H-RMN(300 MHz) 3 (asaotvente)

214(s 6H) 2,31(s, 3H), 2,38(m,
2H), 4,04(t, 2H, J=7,1 H2), 6 02,
1H), 666(dd, 1M J=8.4 J'=1,8 Hz);
704{d 1H, J=1 6Hz} 7,12(d, TH,
3=8,2 Hz) 740-7 61m 2H) 8 03(d,
1H, J=7,6 Hz), 8,21(d, 1H J=7,9

Hz), 8 31(s, 1H) 10 08{s, 1H)
{DMSO-d8)

0,88{m, 8H), 2,54(m 4H), 2,70(m,
2H), 4,78(m, 2H), 6.26(2 1H)

8,77(d, 1H, J=8,5 Hz), 7,48(s, 1H),
7,34(m, 2HY; 7,30-7,52(m, 2H)

B03(d 1M, J=7,9 Hz), 8,22(d, 1H,

Ej R1 R5IRB|R7| n A P £°C | IRem?
40 | (CHyN— H|H|2 @:’g 167-189
s
a1 | (CHCH),N— H|H|2 A 82:75
g
4z | (CH)N— H|H|2 A\ 81-72
S

J=7.5 Hz), 8,84(s, 1H), 10,18{s, 1H)
(CDCIa)

2,12(s; GH), 2,50(m, 2H), &,12(t, 2H,
J=8,7 Hz), 8,25(d 1H, J=8,1 Hz),
8,75(dd, 1H, J=8 7 J%2 1 Hz)

7,47(d 1H, J=1,9 Hz), 7,25(d, 1H,

J=8,9 2}, 7.30(d, 1H, J=3,2 Kz),

7,48{m, 2H), 8,04(d, 1H J=7 O He)

8,24{d, 1H, J=7 4 Hz) 8 34{s 1H)

10,14(s, 1t} (CDCI3)

189

L9



Ej)

R1

R {R7

p £°C

IRem!

*H-RMN (300 MHz),5 (as svents)

CN/

1.20-1,55(m GHY, 1,88(m 2H)
2,33(s, 3H), 2 16-2,60{m, 6H),
4,10(t 2H, J=8,6 Hz); 8,34(d, 1H,
$=3,2 Hz), 6 82(d, 18, J=0 9 Hz);
7,27-7:36(m 2H) 7 50(dd, 1H,
J=8,7, J=2,0 Hz), 7.00(d 1H, J=2,2
Hz) 7.89(d, 1H J=8,8 Hg), 10,20(bs

w

62108

1H) (BMSC-d
120 1 55(m, 6H), 1,87(m, 2H), 2,22}
2,62(m, 6H), 4,061t, 2H, J=6 8 Hz);
6 28(d, 1H, J=2,9 Hz), 6,83(dd, 1H,
J=8,7, J'=2,0 H2), 7,.24(d 1H J=2,0
Hz), 7.27 (m, 2H); 7 59(n, 1HY;
7.64m 1H), 7 76(dd, 1H, J~8 8
J=1,9 Hz), 7,85(d 1H, J=7,5 Hz),

8,03( g,g2H, J=8,5 Hz); 8,28(s, 1H),

7(s, 1H) (DMSO-16

\ 90

89
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R6(R7( n A p £ °C | IRcm' "H-RMN(300 MH2).5 (as aorvente)

Q

T26-1,55(m, 6H), 1,81( 2H) 2 03
2,60(m, 6HY; 4,05(t, 2H J=6,4 Hz),
6 28id 1H J=3,1 Hz), 8,70(d 1H,
OO =8 % Hz), 7,11(d, 1H J=1.8 Hz)
7.200d, 1H, J=8,9 Hz) 7 24{d 1H,
HIH|3 105-107 1=3.1 H2), 7.49(dd, 1H, J=8,1, .r=7.4L
Hz) 756-7,66(m 1H) 7 66-7 73(m
1H), 8-8,05(m, 2H), 8,12(d 1H
J=8,2 H2), 8,75(d, TH J=7 8 Hz),
10 20(bs, 1H) (DMSO-6)

69

138 (m 2H); 149(m, 4H), 1,86(m,
2H); 2,15-2.44(m, 6H), 4,10(t, 2H,

J=6 7 Hz) B33(d, 1H, =3 1 Hz)

H|H|3 (\ \ 85-88 6,79(dd, 1H, J=8,7, J'=2,0 Hz);
= 7.21(d, 1H J=2,0 Hz), 7,30-7,36(m,
N~ o 2H), 7,52(d, 1H, J=4,4 Hz); 7.83(d,

1H, J=4 4 Hz), 10,25{bs, 1H)
DMSO-dE)




® 192

p £°C | IRem™' | 'H-RMN(300 MH2),5 (assoa eare)

[

134 (m 2Hy, 1A47(m, 4H), 1,88(m,
2H), 2,03-2,66(m, 6H) 4,00(t, 2H,
J=6 6 Hr) 8,32(d, 1H, J=2,8 Hz);
6,87(da, 1H, J=8.9, J'=1,8 Hz);
148150 726(d 1H, J=1,8 Hz) 7 28-7,34(m,
2H); 7,36-7,49(m, 3H), 7.86(m 2H),
7 T3(AB sys 2H, J=8,8 Hz), 7,78(AB
sys, 2H, J=8,8 Hz) 9,91(s 1H)
DMSO-d8

1,20-1,66(m 6H), 1.89(m, 2H), 2,12
2,50(m, 6H), 3,263 47(m, 4H),

4,18(t, 2H, J=6,2 Hz) 6 40(d, 1H,
5061 J=2,3 Hz), 7,13(d, 1H, J=8,6 Hz),

7,24(t, 1H J=7,5 Hz) 7 34-7,50(m,
6H), 7.84(d 1H, J=8,4 Hz); 7.76(m,
1H), 7.87(d, 1H, J=8.2 Hz), © 65(s,
1H). (DMSO-d6

0L

1,20-1,68{m, 6H) 1 80(m, 2H); 2,20-]
2 &5(m, 8H); 4,08(t, 2H J=5,4 Hz),
8,33(s, 1H), 8,84(dd, 1H, J=8 4 Hz);
64-66 6,86-7,02(m 2H); 7,04(d, 2H, J=7.9
Hz), 717-7,24(m 2H) 7 32(m 2H)
7.41(m, 2H), 7,64(d, 2H, J=8,6 Hz),

9.79(s, 1H). (OMSC05) __ |



Ej}

R1

RS

R6

p £°C

IRem

"HRMN (300 MHz),5(dt so1vente)

56-58

1,35(m 2H)} 1 46(m, 4H) 1,83(m
2H), 2,10(mn, 2H), 2 24(m 4H),

4.11({t, 2H, J=8 4 H=}. 6 36{d 1H

J=2,8 Hz), 6,78(dd, 1H, J=8,8, J'=i ﬁq

Hz); 7.22(d, 1H, J=1,980 Hz), 7,33(d,
1H, J=2,9 Hz), 7,37{d, 1H, J=8,8
Hz), 7,58(d 2H J=8,6 Hz), 7 89(1

1H, J=1,9 Hz) 9,98(s, tH)} (DMSO-

d8)

51

70-72

1,38(m, 2H), 1,52(m, 41), 191(m,
2H) 2,24(m 2H), 2,37(m, 4H),
4 16t 2H, J=6,8 Hz), 8,42(d, 1H,
J=2 5 Hz) 689(d, 1H, J=8 8 Hz),
7,32{s, 1H), 7,37(d, 1H, J=2,8 Hz),
7 43(d, 1H, J=8 6 Hz), 7,48(s, 1H)
{DMSO-d8)

92-98

143-1,70(m €H) 2 00{m 2H),
2,68(m, 2H}); 2,84{m, 2M), 3,26{m,
214}, 4,05(m, 2H); 6,22(d, 1H, J=3,1
Hz), 8,71(m, 1H), 7,10-7,18(m, 3H);
7.52-7 53{m 2H), 7,72(m 1H),
8,15(d, 1H, J=7,3 Hz); 8,37(d, 1H,

J=8,5 Hz), 8,77(d, 1H, J=8.,5 Hz),
8 87(be, 1H), 10,23(bs, 1H) (OMS
46 + TFA)

k¢

IL
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Datos farmacéuticos:
La unién de los nuevos compuestos de férmuia general (1a) y {Ib) vy (Ic) al

receptor 5-HTg se determind como se describe anteriormente.
Los resultados de union para algunos de los compuestos de la presente
invencion se indican en la tabla siguiente:

Tabla

Ejemplo Ki{nM)
3 942

4 112,4
11 1,89
12 104,6
13 82,5
20 84,8

La posologia diaria en medicina humana estd comprendida entre 1 miligramo y
2 gramos de producto medicinal que puede ser administrada en una o varias dosis.
Las composiciones se preparan en formas compatibles con la via de administracion
utilizada, preferiblemente comprimidos, comprimidos recubiertos, capsulas,
supositorios, disoluciones o suspensiones. Estas composiciones se preparan mediante
metodos conocidos y comprenden desde el 1 hasta el 60% en peso del principio activo
(compuesto de formula 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
composicién utilizada.

A titulo de ejemplo se presenta la formula de un comprimido que contiene un
producto de la invencion.

Ejemplo de férmuia por comprimido:

Ejemplo 1 5mg
Lactosa 60 mg
Celulosa cristalina 25mg
Povidona K 90 5mg
Almiddn pregelatinizado 3 mg
Didxido de silice coloidal 1mg
Estearato de magnesio 1mg

Peso total por comprimido 100 mg
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REIVINDICACIONES
1. Compuesto sulfonamida de formula general (la)
&7 ,lcnn),-m
R&
o] g
N\ % R2
A/S\T ) /
RS R4 R3
' (la)

en la que

R' representa un radical -NR®R? o un radical cicloalifatico saturado o
insaturado, opcionalmente al {_menos monosustituido, que puede contener
cpcionalmente al mencs un heteroatomo como miembro del anillo, y/o que puede estar
condensado con un sistema ciclico cicloalifatico mono- o biciclico saturado o
insaturado, opcionalmente al menos monosustituido, que puede contener
opcionalmente al menos un heteroatomeo como miembro del anillo,

R?% R® R* R®y R’, idénticos o diferentes, representan cada uno hidrégeno,
halégeno, nitro, alcoxi, ciano, un radical alifitico lineal o ramificado, saturado o
insaturado, opcionaimente al menos monosustituido, o un radical fenilo opcionalmente
al menos monosustituido, o un heteroarilo opcionalmente al menos monosustituido,

R® representa hidrégeno o un radical alifatico, lineal o ramificado, saturado o
insaturado, opcionalmente al menos monosustituido,

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

con la condicion, de que R® y R® no sean al mismo tiempo hidrégeno, y si uno
de ellos R® y R®, representa un radical alifatico C,-C,, lineal o ramificado, saturado o
insaturado, opcionalmente al menos monosustituido, el otro de ellos representa un
radical alifatico lineal o ramificado, saturado o insaturado, opcionalmente al menos
monosustituido con al menos cinco dtomos de carbono, o

R® y R? junto con el 4tomo puente de nitrégeno forman un anillo heterociclico
saturado o insaturado, opcionalmente al menos monosustituido, que puede contener al
menos un heteroatomo mas como miembro del anillo y/¢ que puede estar condensado
con un sistema ciclico cicloalifatico mone- o biciclico saturado o insaturado,
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opcionalmente al menos monosustituido, que puede contener opcionalmente al menos
un heterodtomo como miembro del anillo,

A representa un sistema ciclico aromatico mono o policiclico opcionalmente al
menos monosustituido, que puede unirse a través de un grupo alquileno, alquenilenc o
alquinileno opcionalmente al menos monosustituido y/o que puede contener al menos
un heteroatomo como miembro del anillo en uno o0 mas de sus anillos,

y
nesQ,1,2,364;

opcionalmente en forma de uno de sus esterecisomeros, preferiblemente
enantiomeros o diasterébmeros, su racemato o en forma de una mezcla de al menos
dos de sus estereoisomeros, preferiblemente enantibmeros ¢ diasterémeros, en
cualquier razén de mezcla, o una sal de los mismos, preferiblemente una sal
fisiologicamente aceptable correspondiente, ¢ un solvate correspondiente de los
mismos.

2. Compuesto segun la reivindicacion 1, caracterizado porque R’ representa un
radical -NR®R? o un radical cicloalifatico de 5 6 6 miembros saturado o insaturado,
opcionalmente al menos monosustituido, que puede contener opcionalmente al menos
un heteroatomo como miembro del anillo, y/o que puede estar condensado con un
sistema ciclico cicloalifatico mono o biciclico saturado o insaturado, opcionalmente al
menos monosustituido, que puede contener opcionalmente al menos un heteroatomo
como miembro del anillo, en el cual los anillos tienen 5 6 6 miembros,

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

" Ne—g o @
_(j

N
R0
y

R0

\

i
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en la gue, si esta 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 hidrogeno o un radical alquilo C4-Co.

3. Compuesto segun las reivindicaciones 1 6 2, caracterizado porque R?, R®, R*,
R® y R’, idénticos o diferentes, representan cada uno hidrégeno, un radical alquilo C,-
Cs lineal o ramificado, opcionalmente al mehos monosustituido, un radical alquenilo
C.-C; lineal o ramificado, opcionalmente al menos monosustituido o un radical alquinilo
C>-Cq lineal o ramificado, opcionalmente al menos monosustituido,

preferiblemente R2, R®, R*, R® y R’ idénticos o diferentes, representan cada uno
hidrégeno o un radical alquilo C;-Cs lineal o ramificado, opcicnalmente al menos
monosustituido,

mas preferiblemente R?, R?, R®, R® y R’ representan cada uno hidrégeno o un
radical alquilo C_;

4. Compuesto seglin una o mas de las reivindicaciones 1 a 3, caracterizado
porque R® representa hidrogeno, un radical alquilo C.-Cs lineal o ramificado,
opcicnalmente al menos monosustituido, un radical alquenilo C,-Cq lineal o ramificado,
opcionalmente al menos monosustituido, un radical alquinilo C,-Cs lineal o ramificado,
opcionalmente al menos monosustituido,

preferiblemente R® representa hidrogeno o un radical alquilo C;-Cg lineal o
ramificado opcionalmente al menos monosustituido,
mas preferiblemente R® represente.a hidrégeno o un radical alquilo C4-C,.

5. Compuesto segin una o mas de las reivindicaciones 1 a 4, caracterizado
porque R® y R? idénticos o diferentes, representan cada uno hidrégeno, un radical
alquilo C4-Co lineal o ramificado, opcionalmente al menos monosustituido, un radicai
alquenilo C,-Cy lineal o ramificado, opcionalmente al mengs monosustituido, un
radical alquinilo C;-C,q 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 puede
contener al menos un heteroatomo adicional como miembro del anillo y/o puede estar
condensado con un sistema ciclico cicloalifatico mono o biciclico saturado o
insaturado, opcionalmente al menos monosustituido, que puede contener
opciocnalmente al menos un hetercatomo como miembro del anillo, en el que los anillos
tienen 5, 6 6 7 miembros.
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6. Compuesto segun |a reivindicacion 5, caracterizado porque R® y R®, idénticos o
diferentes, representan cada uno hidrégeno o un radical alquilo C—Cq lineal o
ramificado, o

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

O O -0

en el que R"", si est4 presente, representa hidrogeno, un radical alquilo C,-Cg lineal o
ramificado o un radical bencilo, preferiblemente hidrégeno, o un radical alquilo C,-C.

7. Compuesto segun una o mas de las reivindicaciones 1 a 6, caracterizado
porque A representa un sistema ciclico aromatico mono o policiclico opcionalmente at
menos monosustituido, en el cual el(los) anillo(s) tiene(n) 5 © 6 miembros, que
puede(n) unirse a través de un grupo alguileno C;-Cs opcionaimente al menos
monosustituido, un grupo alguenileno C»~-C¢ opcionalmente al menos monosustituido o
un grupo alquinileno C,-Cs opcionalmente al menos monosustituido y/o en el que
el(los) anillo(s) puede(n) contener al menos un heteroatomo como miembro del anillo,

preferiblemente A representa un sistema ciclico aroméatico mono o policiclico
opcionalmente al menos monosustituido, en el que el(los) anillo(s) tiene(n) 5 6 6
miembros y &n el cual uno o mas de los anillos contiene(n) al menos un heteroatomo,
o un radical seleccionado del grupo que consiste en

\1



10

15

20

77

Y @/m—_ ., @,cum_ {Iﬁ
»!

Y
/X
&y
P

en los que X, Y Z, independientemente unos de otros, representa cada uno un

——{CHz)n1

radical seleccionado del grupo que consiste en hidrogeno, flier, cloro, bromo, nitro,
acetilo, alquilo C4-Cg lineal o ramificado, alcoxi C,-Ce lineal o ramificado, alquiltio C,-Cs
lineal o ramificado, un radical triflucrometilo, un radical cianc y un radical -NR'?R",

en el que R'? y R™ , idénticos o diferentes, representan cada uno hidrégeno o
alquilo C4-Cg lineal o ramificado,

W representa un enlace quimico sencillo entre los dos anillos, un grupo CH,, O,
S o un radical NR™,

en el que R" es hidrégeno o alquilo C,-Cs lineal o ramificado,

mes0,1,2, 304

mies162 _

8. Compuesto segln una o mas de las reivindicaciones 1 a 7 elegido del grupo

gue consiste en
[16]  N-[1-(2-pirrolidin-1-il-etil)-1H-indol-5-il]naftaleno-2-sulfonamida,
(17]  N-[1-(2-pirrolidin-1-il-etil}-1H-indol-5-il]naftaleno-1-sulfonamida,
[18]  N-[1-(2-pirrolidin-1-il-etil)- 1H-indol-5-il]-5-cloro-3-metilbenzo[b]tiofeno-2-
sulfonamida,
[28]  N-[1-(2-pirrolidin-1-il-etil)-1H-indol-5-il]-6-cloroimidazo[2, 1-bjtiazol-5-
sulfonamida,
[43] 5-cloro-3-metil-N-{1-(3-(piperidin-1-il}-propil)-1H-indol-5-iljbenzo[b]tiofeno-2-
sulfonamida,

\qq % !
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[44] N-(1-(3-{piperidin-1-il)propil)-1H-indol-5-il)naftalenc-2-sulfonamida,

[45] N-(1-(3-(piperidin-1-il}propil)-1H-indol-5-il)naftalenc-1-sulfonamida

[46] 6-cloro-N-[1-(3-(piperidin-1-il)-propil)-1H-indol-5-ilJimidazof2, 1-bitiazol-5-
sulfonamida,

[47] 4-fenil-N-[1-(3-(piperidin-1-il)-propil)-1H-indol-5-illbencencsulfonamida,

[48] 2-(naft-1-il}-N-{1-(3-(piperidin-1-ii)propil)-1 H-in&ol—5-iI]etanosulfonamida,

[49] 4-fenoxi-N-[1-(3-(piperidin-1-il}propil)-1H-indol-5-iljbencenosulfonamida,

[50]  3,5-dicloro-N-({1-(3-(piperidin-1-il}propil)-1H-indol-5-il)bencenosulfonilamida,
[51] 4,5-dicloro-N-(1-(3-(piperidin-1-il)propil}-1H-indol-5-iljtiofeno-2-sulfonamida, y
[62] 5-cloro-N-(1-(3-(piperidin-1-il)propil)-1H-indol-5-il)naftaleno-1-sulfonamida,
opcionalmente en forma de sus sales correspondientes, o de sus solvatos
correspondientes.

9. Compuesto sulfonamida de férmula general (Ib)

R7 {CH'},,-R‘I
R6
o, .0
N7 R2
A/S\T 4
RS R4 R3

en la que

R' representa un radical -NR°R®,

R?, R? R* R®y R, idénticos o diferentes, representan cada uno hidrogeno,
halégeno, nitro, alcoxi, ciano, un radical alifatico lineal ¢ ramificado, saturado o
insaturado, opcionalmente al menos monosustituido, o un radical fenilo opcionalmente
al menos monosustituido, o heteroarilo opcionalmente al menos monosustituido,

R® representa hidrégeno o un radical alifético, lineal o ramificado, saturado o
insaturado, opcionalmente al menos monosustituido,

R? y R, idénticos o diferentes, representan cada uno hidrégeno o un radical
alifatico C,-C4, linea! o ramificado, saturado o insaturado, opcionalmente al menos
monosustituido,

A representa un sistema ciclico aromatico mono o policiclico opcionalmente al
menos monosustituido, que puede unirse a través de un grupo alquileno, alquenileno ¢
alquinileno opcionalmente al menos monosustituido y/o puede contener al menos un
heteroatomo como miembro del anillo en uno o0 mas de sus anillos,
ynes0,1,2 364;
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opcionalmente en forma de uno de sus esterecisomeros, preferiblemente
enantibmeros o diasterdmeros, su racemato o en forma de una mezcla de al menos
dos de sus estereocisémeros, preferiblemente enantiomeros o diasterébmeros, en
cualquier razén de mezcla, o una sal de los mismos, preferiblemente una sal
fisiologicamente aceptable correspondiente de los mismos, o un solvato
correspondiente de los mismos.

10. Compuesto segun la reivindicaciéon 9, caracterizado porque R?, R?, R*, R® y R,
idénticos o diferentes, representan cada uno hidrégeno, un radical alquilo C4-Cg lineal
o ramificado, opcionalmente al menos monosustituido, un radical alql}enilo C2-Cs lineal
o ramificado, opcionaimenie al menos monosustituido o un radical alquinilo C,-Cg lineal
o ramificado, opcionalmente al menos monosustituido,

preferiblemente R?, R®, R*, R® y R idénticos o diferentes, representan cada uno
hidrégeno o un radical alquilo C;-Cs lineal o ramificado, opcionalmente al menos
monosustituido,

més preferiblemente R?, R?, R*, R® y R’ representan cada uno hidrégeno o un
radical alquilo C,.,

11. Compuesto segln la reivindicacion @ 6 10, caracterizado porque R® es
hidrégeno, un radical alquilo C,-Cg lineal o ramificado, opcionalmente al menos
monosustituido, un radical alquenilo C,-Cg lineal o ramificado, opcionalmente al menos
monosustituido o un radical alquinilo C-Cs lineal o ramificado, opcionalmente al menos
monosustituido,

preferiblemente que R® representa hidrégeno o un radical alquilo C-Cg lineal o
ramificado opcionalmente al menos monosustituido,
més preferiblemente que R°® representa hidrégeno o un radical alquito C4-C,,

12. Compuesto seglin una o mas de las reivindicaciones 9 a 11, caracterizado
porque R® y R®, idénticos o diferentes, representan cada uno hidrégeno o un radical
alquilo C4-C, lineal o ramificado, opcionaimente al menos monosustituido,

preferiblemente R® y R® idénticos o diferentes, representan cada uno
hidrogeno o un radical alquilo C4+-C,,
con la condicion de que R® y R? no sean al mismo tiempo hidrégeno.

13. Compuesto segin una o mas de las reivindicaciones 9 a 12, caracterizado
porque A representa un sistema ciclico aromatico mono o policiclico opcionalmente al
menos monosustituido, en el cual el{los) anilio{s) tiene(n) 5 6 6 miembros, que
puede(n} unirse a través de un grupo alquileno C;-C; opcionalmente al menos

monosustituido, un grupo alquenilenc C,-C, opcionalmente al menos monosustituido o

7,0&



80

un grupo alquinileno C,-Cg opcionalmente al menos monosustituido y/o en la que

el(los) anillo(s) puede(n) contener al menos un heteroatomo como miembro del anillo,
preferiblemente A representa un sistema ciclico argmético mono o policiclico

opcionalmente al menos monosustituido, en el cual el(los) anillo(s) tiene(n) 5 6 6

miembros y en el cual uno ¢ mas de los anillos contienen al menos un heteroatomo,

o un radical seleccionado del grupo que consiste en

? {}ZD/W_ Y %j,mzm_ _Y
- T}@
_(cu,hr__g);é_v

en el que X, Y, Z cada uno independientemente representan un radical
seleccionade del grupo que consiste en hidrégeno, fldor, cloro, bromo, nitro, acetilo,
alquilo C4-Cs lineal o ramificado, alcoxi C+-Cq lineal o ramificado, alquiltio C,-Cs lineal o
ramificado, un radical trifluorometilo, un radical cianc y un radical -NR'?R",

en el que R y R™ | idénticos o diferentes, representan cada uno hidrogeno o
alquilo C;-Cs lineal o ramificado,

W representa un enlace quimico sencillo entre los dos anillos, un grupo CHz, O,
S o un radical NR",

en el que R es hidrogeno o alquilo C,-Cs lineal o ramificado,

mes0,12 364y

mtes102.

14. Compuesto seglin una o mas de las reivindicaciones 9 a 13, seleccionado del

grupo que consiste en
[1] N-[1-(2-dimetilaminoetil}-1H-indol-5-if}-5-¢loro-3-metilbenzo[bitiofeno-2-
sulfonamida,
[2] N-[1-(2-dimetilaminoetil)-1H-indol-5-iljnaftaleno-2-sulfonamida,

=y
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3] N-[1-(2-dimetilaminoetil}-1H-indol-5-iljnaftaleno-1-sulfonamida,

{4] N-[1-(2-dimetilaminoetil)-1H-indol-5-il]-5-cloronaftaleno-1 sulfonamida,

[5] N-[1 -(2-dimetilaminoetil)-1H-indol-5-iljbencenosulfonamida,

61 N-[1-{2-dimetilaminoetil)-1H-indol-5-iljquinolina-8-sulfonamida,

[7] N-[1-(2-dimetilaminoetil)-1H-indol-5-if}-4-fenoxibencenosulfonamida,

[8] N-[1-(2-dimetilamingetil)-1H-indol-5-i]-4-metilbencenosulfonamida,

9] N-[1-(2-dimetilaminoetil)-1H-indol-5-il]-5-clorotiofeno-2-sulfonamida,

[10] N-{1-(2-dimetilaminoetil}-1H-indol-5-il|benzo-[1,2,5]tiadiazol-4-sulfonamida,
[11]  N-1-(2-dimetilaminoetil)-1H-indol-5-il]-6-cloroimidazo[2, 1-b}tiazol-5-
sulfonamida,

[12] N-{1-(2-dimetilaminoetil)-1H-indol-5-il}-3,5-diclorobencenosulfonamida,

[13] N-[1-(2-dimetilaminoetil)-1H-indol-5-il}-3-bromobencenosulfonamida,

[14]  N-[1-(2-dimetilaminoetil)-1H-indol-5-il}-3-nitrobencenosulfonamida,

[15] N-[1 -(2-dimetilaminoetil)-1H-indol-5-il]-1-feniimetanosulfonamida,

[19] trans-N-[1-(2-dimetilaminoetil}-1H-indol-5-il]-2-feniletenosulfonamida,

[20]  N-[1-(2-dimetilaminoetil}-1H-indol-5-il]-4,5-diclorotiofeno-2-sulfonamida,

[21]  N-[1-(2-dimetilaminoetil)-1H-indol-5-il]-4-acetilbencenosulfonamida,

[22] N-[1-(2-dimetilaminoetil)-1H-indol-5-if]-4-bromobencenosulfonamida,

[23] N-[1-(2-dimetilaminoetil)-1H-indol-5-il]-4-metoxibencenosulfonamida,

[24]  N-[3-(2-dietilaminoetil)-1H-indol-5-il]-5-cloro-3-metilbenzo[bjtiofeno-2-
sulfonamida,

[25] N-{1-(2-dimetilaminoetil}-1H-indol-5-i{}-4-nitrobencenosulfonamida,

[26] N-[1-(2-dimetilaminoetil)-1H-indol-5-il]-4-flucrobencenosulfonamida,

[27])  N-[1-(2-dietilaminoetil)-1H-indol-5-il]-6-cloroimidazo[2, 1-b]tiazol-5-sulfonamida,
[29] N-(1-(2-(dietilamino)etil}-1H-indol-5-il}-naftaleno-2-sulfonamida,

[30] N-(1-(2-(dietilamino)etil}-1H-indol-5-il}-naftaleno-1-sulfonamida,

[31]  N-(1-{2-(dietilamino)etil}-1H-indol-5-il)-4-fenilbencenosulfonamida,

[32] 5-cloro-N-(1-(2-(dimetilamino)etil)-2-metil-1 H-indol-5-il)-3-metilbenzo[bjtiofeno-
2-sulfonamida,

[33] N-(1-(2-(dimetilamino)etil)-2-metil-1H-indol-5-il}-naftaleno-2-sulfonamida,

[34] N-(1-(2-(dimetilamino)etil)-2-metil-1H-indol-5-il)-naftaleno-1-sulfonamida,

[35] 6-cloro-N-(1-(2-(dimetilamino)etil)-2-metit-1H-indol-5-il)imidazof2, 1-b]tiazol-5-
sulfonamida,

[38] N-(1-(2-(dimetilamino)etil)-2-metil-1H-indol-5-il}-4-fenilbencenosulfonamida
[37]  N-(1-(2-(dimetilamino)etil)-2-metil-1H-indol-5-il}-2-{ naft-1-il}-etanosulfonamida,
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[38] N-(1-(2-{dimetilamino)etil)-2-meti-1 H-indol-5-il)-4-fencxi-bencencsulfonamida,
[39] 3,5-dicloro-N-(1-(2-(dimetilamino)etil)-2-metil- 1 H-indol-5-il)bencenosulfonamida,
[40] N-(1-(2-(dimetilamino)etil)-2-metil-1H-indol-5-il}benzo[b]tiofeno-3-sulfonamida,
[41]  N-{1-(2-(dietilaminc)etil}-1H-indol-5-il)benzo[b]ticfeno-3-sulfonamida, y

[42] N-(1-(2-(dimetilamino)etil)-1H-indol-5-il)benzo[b]ticfeno-3-sulfonamida,
opcionalmente en forma de sus sales correspondientes y sus solvatos
correspondientes.

15. Procedimiento para la obtencidn de un derivado de sulfonamida de férmula
general (ia) y/o (Ib), segin una o mas de las reivindicaciones 1 a 14, caracterizado
porque al menos un compuesto de formula general (ll), o uno de sus derivados
convenientemente protegidos,

0 P

P

(I
en la que A tiene la significacion segun una o mas de las reivindicaciones 1 a 14, y X
es un grupo saliente aceptable incluyendo un atomo de halégeno, mas preferiblemente
cloro, se hace reaccionar con al menos un 5-aminoindol de férmula general (111}, o uno

de sus derivados convenientemente protegidos;
7

i ,(GH, TR1
/ R2
H
Is R4 RS
CTiE)

en la que R'-R7 y n tienen el significado segiin una o mas de las reivindicaciones 1-14
para obtener la correspondiente sulfonamida y opcionalmente a partir de esta se
pueden, si fuera necesario, eliminar los grupos protectores.

16. Procedimiento para la obtencién de un derivado de sulfonamida de formula
general (la) y/o (Ib), segln una o mas de las reivindicaciones 1 a 14, en la que R'-R*,
RE-R'. n y A tienen el significado segun una o mas de las reivindicaciones 1 a 14, y R®
representa alquilo C,-Cs, caracterizado porque al menos un compuesto de formula
general (la) y/o al menos un compuesto de formula general (Ib), en la que R'-R*, R®-
R’, n y A tienen el significado seg(in una o mas de las reivindicaciones 1-14, y R®

4%
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representa un atomo de hidrégeno, se hace reaccionar con un halogenuro de alquilo o
sulfato de dialquilo.

17. Procedimiento para la preparacion de las sales, preferiblemente las sales
fisiologicamente aceptables de los compuestos de formula general (la) y/o (Ib), seglin
una o mas de las reivindicaciones 1 a 14, que consiste en hacer reaccionar al menos
un compuesto de fdrmula general (la) y/o al menos un compuesto de férmula general
{Ib) con un acido minerat o con un acido organico en un disolvente adecuado.

18. Medicamento que comprende al menos un compuesto segln una o mas de las
reivindicaciones 1 a 8 y opcionalmente al menos uno o mas de los excipientes
farmacolégicamente aceptables.

19. Medicamento segun la reivindicacion 18 para la regulacion del receptor 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 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 independiente), preferiblemente diabetes de tipo Il que es causada
por la obesidad, para la profilaxis y/fo el tratamiento de trastornos del tracto
gastrointestinal, preferiblemente el sindrome del intestino irritable, para la mejora de la
cognicién, para la profilaxis y/o el tratamientc de trastornos del sistema nervioso
central, ansiedad, panico, depresidn, trastornos bipolares, trastornos 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, psicosis o hiperquinesia infantil (ADHD, déficit de
atencién / trastorno de hiperactividad)

preferiblemente para la regulacion del receptor 5-HTg, para la profilaxis y/o el
tratamiento de un trastorno 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 |l (diabetes mellitus insulino
independiente), preferiblemente diabetes de tipo Il que es causada por la cbesidad,
para la profilaxis y/o el tratamiento de trastornos del tracto gastrointestinal,
preferiblemente el sindrome del intestino irritable

20. Uso de al menos un compuesto segln una o mas de las reivindicaciones 1 a 8,
para la preparacién de un medicamento para la regulacion del receptor 5-HT,.

ISy
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21. Uso de al menos un compuesto segin una o mas de las reivindicaciones 1 a
8, para la preparacién de un medicamento para profilaxis y/o el tratamiento de un
trastorno o enfermedad relacionada con la ingestion de alimentos.

22. Uso de al mencs un compuesto segln una o mas de las reivindicaciones 1 a
8, para la preparacién de un medicamento para la regulacién del apetito.

23. Uso de al menos un compuesto segin una o mas de las reivindicaciones 1 a
8, para la preparacion de un medicamento para el mantenimiento, incremento o
reduccién del peso corporal.

24. Uso de al menos un compuesto segun una ¢ mas de las reivindicaciones 1 a
8, para la preparacion de un medicamento para la profilaxis yfo el tratamiento de la
obesidad.

25. Uso de al menos un compuestc segun una o mas de las reivindicaciones 1 a
8, para la preparaciéon de un medicamento para la profilaxis y/o el tratamiento de la
bulimia.

26. Uso de al menos un compuesto segun una o més de las reivindicaciones 1 a
8, para la preparacion de un medicamento para la profilaxis y/o el tratamiento de la
anorexia.

27. Uso de al menos un compuesto segun una 0 mas de las reivindicaciones 1 a
8, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
caquexia.

28. Uso de al menos un compuesto segln una o mas de las reivindicaciones 1 a
8, 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 1l que es causada por la obesidad.

29. Uso de al menos un compuesto segtin una o mas de las reivindicaciones 1 a
8, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de los
trastornos del tracto gastrointestinal.

30. Uso de al menos un compuesto segun una o mas de las reivindicaciones 1 a
8, para la preparacion de un medicamento para la profilaxis y/o el tratamiento del
sindrome de intestino irritable.

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

33. Uso de al menos un compuesto seglin una o mas de las reivindicaciones 1 a
8, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de los
trastornos bipolares.

34. Uso de al menos un compuesto segin una o mas de las reivindicaciones 1 a
8, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de los
trastornos cognitivos de la memoria.

35. Uso de al menos un compuesto segin una 0 mas de las reivindicaciones 1 a
8, para la preparacién de un medicamento para la profilaxis yfo el tratamiento de los
procesos de demencia senil.

36. Uso de al menos un compuesto segun una o mas de las reivindicaciones 1 a
8, para la preparacion de un medicamento para la prefilaxis y/o el tratamiento de
enfermedad de Alzheimer.

37. Uso de al menos un compuesto segin una o mas de las reivindicaciones 1 a
8, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de
enfermedad de Parkinson.

38. Uso de al menos un compuesto seglin una o méas de las reivindicaciones 1 a
8, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de
enfermedad de Huntington.

39. Uso de al menos un compuesto segun una o més de las reivindicaciones 1 a
8, para la preparacién de un medicarmento para la profilaxis y/o el tratamiento de las
demencias en las que predomina un déficit de la cognicion.

40. Uso de al menos un compuesto segun una o mas de las reivindicaciones 1 a
8, para la preparacion de un medicamento para la profilaxis yfo el tratamiento de la
esclerosis multiple.

41. Uso de al menos un compuesto segan una o mas de las reivindicaciones 1 a
8, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
psicosis.

42. Uso de al menos un compuesto segin una o mas de las reivindicaciones 1 a
8, para la preparaciéon de un medicamento para la profilaxis y/o el tratamiento de la
hiperquinesia infantil (ADHD, déficit de atencién / trastorno de hiperactividad).
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43. Uso de al menos un compuesto segun una o mas de las reivindicaciones 1 a
8, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de los
trastornos del sistema nervioso central.

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

45. Uso de al menos un compuesto segun una o mas de las reivindicaciones 1 a
8, para la preparacion de un medicamento para la mejora de la cognicién.

458. Medicamento que comprende al menos un compuesto segln una o mas de las
reivindicaciones 9 a 14, y opcionalmente al menos uno o mas excipientes
farmacolégicamente aceptables.

47. Medicamento segun la reivindicacion 46 para la regulacién del receptor 5-HT,,
para la profilaxis y/o el tratamiento de un trastorno o enfermedad relacionada con la
ingestion de alimentos, preferiblemente para la regulacidbn 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 Ii {diabetes
mellitus insulino independiente), preferiblemente diabetes de tipo |l que es causada
por la obesidad, para la profilaxis y/o el tratamiento de trastornos del tracto
gastrointestinal, preferiblemente el sindrome del intestino irritable, para la mejora de la
cognicion, para la profilaxis y/o el tratamiento de trastornos del sistema nervioso
central, ansiedad, panico, depresion, trastornos bipolares, trastornos cognitivos de la
memoria, procesos de demencia senil, trastornos neurodegenerativos, preferiblemente
enfermedad de Alzheimer, enfermedad de Parkinson, enfermedad de Huntington y
esclerosis miultiple, esquizofrenia, psicosis, hiperquinesia infantil (ADHD, déficit de
atencion / trastorno de hiperactividad)

preferiblemente para la mejora de la cognicién, para la profilaxis y/o el
tratamiento de trastornos del sistema nervioso central, ansiedad, panico, depresion,
trastornos bipolares, trastornos cognitivos de la memoria, procesos de demencia senil,
trastornos neurodegenerativos, preferiblemente enfermedad de Alzheimer,
enfermedad de Parkinson, enfermedad de Huntington y esclerosis miltiple,
esquizofrenia, psicosis o hiperquinesia infantil {ADHD, déficit de atencién / trastorno de
hiperactividad).

48. Uso de al menos un compuesto segin una o mas de las reivindicaciones 9 a
14, para la preparacion de un medicamento para la regulacidn del receptor 5-HTs.
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49. Uso de al menos un compuesto segln una o mas de las reivindicaciones 9 a
14, para la preparacion de un medicamento para profilaxis y/o el tratamiento de un
trastorno o enfermedad relacionada con la ingestion de alimentos.

50. Uso de al menos un compuesto seglin una o mas de las reivindicaciones 9 a
14, para la preparacién de un medicamento para la regulacién del apetito.

51. Uso de al menos un compuesto seglin una o mas de las reivindicaciones 9 a
14, para la preparacién de un medicamento para el mantenimiento, incremento o
reduccién del peso corporal.

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

53. Uso de al menos un compuesto segtin una o mas de las reivindicaciones 9 a
14, para la preparacidén de un medicamento para la profilaxis y/o el tratamiento de la
bulimia.

54. Uso de al menos un compuesto seglin una 0o mas de las reivindicaciones 9 a
14, para la preparaciéon de un medicamento para la profilaxis y/o el tratamiento de ia
anorexia.

55. Uso de al menos un compuesto segiin una o mas de las reivindicaciones 9 a
14, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de !a
caquexia.

56. Uso de al menos un compuesto segln una o mas de las reivindicaciones 9 a
14, para la preparacion de un medicamento para la profilaxis y/o el tratamiento de la
diabetes de tipo 1I (diabetes mellitus insulino independiente), preferiblemente diabetes
tipo Il que es causada por la obesidad.

57. Uso de al menos un compuesto segln una o mas de las reivindicaciones 2 a
14, para la preparacion de un medicamento para la profilaxis y/o el tratamiento de los
trastornos del tracto gastrointestinal.

58. Uso de al menos un compuesto segiin una o mas de las reivindicaciones 9 a
14, para la preparacion de un medicamento para la profilaxis y/o el tratamiento del
sindrome de intestino irritable.

59. Uso de al menos un compuesto segin una o mas de las reivindicaciones 9 a
14, para la preparacién de un medicamento para la profilaxis y/c el iratamiento de la
ansiedad.

N
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60. Uso de al menos un compuesto seglin una o mas de las reivindicaciones 9 a
14, para la preparacion de un medicamento para la profilaxis y/o el tratamiento de la
depresion.

61. Uso de al menos un compuesto segin una o mas de las reivindicaciones 9 a
14, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de los
trastornos bipolares.

62. Uso de al menos un compuesto segin una o mas de las reivindicaciones 9 a
14, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de los
trastornos cognitivos de [a memoria.

63. Uso de al menos un compuesto segin una o mas de las reivindicaciones 9 a
14, para la preparacidon de un medicamento para la profilaxis y/o el tratamiento de los
procesos de demencia senil.

64. Uso de al menos un compuesto segtin una o mas de las reivindicaciones 9 a
14, para la preparaciéon de un medicamento para la profilaxis y/o el tratamiento de la
enfermedad de Alzheimer.

85. Uso de al menos un compuesto segtin una o mas de las reivindicaciones 9 a
14, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
enfermedad de Parkinson.

66. Uso de al menos un compuesto segin una o mas de las reivindicaciones 9 a
14, para la preparacion de un medicamento para la profilaxis y/o el tratamiento de la
enfermedad de Huntington.

67. Uso de al menos un compuesto segun una o mas de las reivindicaciones 9 a
14, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
esclerosis multiple.

68. Uso de al menos un compuesto segun una o mas de las reivindicaciones 9 a
14, para la preparacion de un medicamento para la profilaxis y/o el tratamiento de las
demencias en las que predomina un déficit de cognicion.

69. Uso de al menos un compuesto sequn una o mas de las reivindicaciones 9 a
14, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de la
psicosis.

70. Uso de al menos un compuesto segin una 0 mas de las reivindicaciones 9 a
14, para la preparacioén de un medicamento para la profilaxis y/o el tratamiento de la
hiperquinesia infantil (ADHD, déficit de atencion / trastorno de hiperactividad).
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71. Uso de al menos un compuesto segun una o mas de las reivindicaciones 9 a
14, para la preparacién de un medicamento para la profilaxis y/o el tratamiento de los
trastornos del sistema nervioso central.

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

73. Uso de al menos un compuesto segdn una o mas de las reivindicaciones 9 a
14, para la preparacion de un medicamento para la mejora de la cognicion.
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RESUMEN

La presente invencion se refiere a nuevos derivados de sulfonamidas, de
férmula general (1a, 1b, 1c) opcionalmente en forma de unc de sus estereoisomeros,
preferiblemente enantiémeros o diasterémeros, su racemato o en forma de una mezcla
de al menos dos de sus esterecisomercs, preferiblemente enantibmeros o
diasterémeros, en cualquier razén de mezcla, 0 sus sales, preferiblemente las sales de
los mismos fisiologicamente aceptables, correspondientes o los solvatos
correspondientes 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.
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Reasoned statement with regard to novelty, inventive step or industrial
applicability; citations and explanations supporting such statement

1. Reference is made to the following documents:

D1: WO 03/042175 A (ESTEVE LABOR DR) 22 May 2003 (2003-05-22)

D2: EP-A-0 815 861 (HOFFMANN LA ROCHE) 7 January 1998 (1998-01-07)

D3: WO 02/060871 A (FLAUGH MICHAEL EDWARD ; GILLIG JAMES RONALD

. (US); HEINZ LAWRENCE JOSEP) 8 August 2002 (2002-08-08)
€ D4: US-A-3 472 870 (GOULD BARBARA E ET AL) 14 October 1969 (1969-10-

14)

D5: EP-A-0 471 609 (SANOFI SA ; SANOFI PHARMA N V SA (BE)) 19 February
1992 (1992-02-19) .

2. Novelty (Article 33(1) and (2)PCT)

The present application discloses compounds of formula (la-b) (see present
Claims 1, 9), which are useful as 5-HT-6 modulators.

The present compounds(see Claims 1 and 9) differ from the D1 compounds on
the account of the present R1 substituent, from the D2 compounds on the account

‘,.. of position 5 of substitution with sulfonamide moiety on the indole ring (instead of
the 4-th position for the D2 compounds), from the D3 compounds on the account
of the sulfonamide moiety (see Claim 1), from the D4 and D5 compounds on the
account of the A substituent of the sulfonamide function (which in the present
case should contain a (hetero)aromatic ring and for the D4-D5 compounds is an
alkyl or alkenyl moiety). Consequently, the novelty of the present subject-matter is
acknowledged.

3. Inventive step (Article 33(1) and 33(3) PCT)
The present application discloses 5-sulfonamidoindoles which are substituted on

position 1 of the indole with an amino moiety or with a (hetero} cycloaliphatic ring
useful as 5-HT-6 modulators.

Form PCT/Separate Sheel/409 {Shaet 1) (EPO-January 2004)
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D1, which is regarded as being the closest prior art, discloses 5-HT-6 modulators
which are also sulfonamide indoles. The main difference between the present
compounds and the compounds disclosed by D1 is the position of substitution
with the -(CH2)n-R1moiety on the indole ring which is not in the first position(as for
the present case) but in the 3-rd position of the indole ring for the D1 compounds
(see present Claim 1 and the Claim 1 of D1).

The problem underlying the present invention cannot be regarded in providing
further sulfonamide indoles useful to treat diseases modulated through the 5-HT-6
receptor, for the following reasons:

D3 discloses indol-5-yl esters which are 5-HT6 antagonists and are substituted in
the position 1 of the indole ring with the same moieties as in the present casa(see
e.g. examples 23, 28, 67 of D3 and the present Claim 1).

The present general structures (la) differ from the compounds disclosed by D1
only through the position of substitution with -(CH2)n-R1 moiety on the indole ring
(the 1-st position in the present case and the 3-rd in D1 case). D3 teaches that
compounds substituted in position 1 with a cycaloaliphatic ring (see e.g. examples
23, 28, 67 of D3) are useful as 5-HT-6 modulators.

Having regard that the present compounds differ from D1 compounds only though
the position of the substitution with R1 substituent on the indol ring, and that the
D3 D3 discloses 5-HT-6 ligands which bear on the nitrogen of the indole ring the
A same substituents as in the present case, the skilled person would have combined
the teaching of D3 with the teaching of D1 in order to solve the above-mentioned
problem.

The problem underlying the present application should thus be seen in providing
of sulfonamide indole derivatives with unexpected or surprising effects compared

to those of the closest prior art. An inventive step cannot be recognized as it is not
yet shown by appropriate information, e.g. in form of experimental data, that
substantially all the claimed compounds have un unexpected property or improved
activity over the structurally closest prior art compounds (D1), which is attributable
to the distinguishing feature of the invention.

Form PCT/Separale Sheet/409 (Sheet 2) (EPO-January 2004)



(®

PATENT COOPERATION TREATY 'Z\Ci\aéb

PCT

INTERNATIONAL SEARCH REPORT

(PCT Asticle 18 and Rules 43 and 44)

Applicant's or agent's file reference FOR FURTHER see Form PCT/ISAZ220

ET0022PCT ACTIPN as well as,_where fpucable, itom § below.
Intsmational appiication No. International filing date {(day/month/year) {Earliest) Priority Date {day/month/vaar)
PCT/EP2004 /008511 29/07/2004 30/07/2003
Applicant

LABORATORIOS DEL DR. ESTEVE S.A.

This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant
according to Article 18. A capy Is being transmitted to the International Bureau.

This international Search Report consists of a total of 5 sheets.
[X] tisaiso accompanied by a copy of each prior art document clied In this report.

t. Baasls of the report

a. With regard to the language, the Intemational search was carried out on the basis of the international application In the
language in which it was filed, unlees otherwise indicated under this item.

D The international search was carried out on the basls of a translation of the intemational application fumished 1o
this Authority (Rule 23.1{b)).

b. D With regard to any nucleotide andfor amino acld sequence disciosed in the International application, see Box No. 1.
2. [] Certainciaims were found unaearchable (See Box II).
3. D Unity of invention ls lacking {see Box II1).

4, With regard to the title,
[7] thetsxtisapproved as submitted by the applicant
[X] the text has been established by this Authority to read as follows:

INDOL-5 SULFONAMIDE DERIVATIVES, THEIR PREPARATION AND THEIR USE 5-HT-6 ALS
MODULATORS

5. With regard to the abstract,
E the text is approved as submitted by the applicant.

[] the text has besn estabiished, according to Ruia 38.2(b), by this Authority as it appears in Box No. IV. The applicant
may, within one month from the date of malling of this International search report, submit commants to this Authority.

6. With regards to the drawings,
a. the figure of the drawings to be published with the abstract is Figurs No.
[[] assuggested by the applicant.
[[] asselectad by this Authority, because the applicant falled to suggest a figure.
[[] asselected by this Authority, because this figure better characterizes the invention.
b. D none of the tigures is to be published with the abstract.

Form PCT/ISA/210 {first sheat) (January 2004)




(@

INTERNATIONAL SEARCH REPORT

Intarnational Application No

0|

PCT/EP2004/008511
A CLASEIRGATION OF EySECT MATIER

IPC 7 A61K31/4045 0070209/08 C07D409/12 C07D513/04 A61K31/429
A61P3/04

According to Intemational Patert Glassification (IPG) or to both natlonal classification and IPC

B. FIELDS SEARCHED

Minimum documeantalion searched (classification system followed by classification symbols}

IPC 7 CO7D

Documentation searched other than minimum documentation to the extent that such documents are included in the flelds searched

Elacironic data bass consulted during the Intemnatlonal search (name of data base and, where practical, search tarms used)

EPO~Internal, WPI Data, PAJ, CHEM ABS Data, BEILSTEIN Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

compounds of formula (le)

page 14, 1ine 3 -~ page 15, line 10; claims

Y WO 02/060871 A (FLAUGH MICHAEL EDWARD ; v 1-73
GILLIG JAMES RONALD (US); HEINZ LAWRENCE

JOSEP) 8 August 2002 (2002-08-08)

page 102, 1ine 30 - page 116, line 17; vV

claims; examples

2,8-10,18,-21,23-,25,28,30,48-50,59,60,67

- .

Gategory * | Chation of documant, with indication, whara appropriate, of the relevant passages Ralevant to clalm No.
Y WO 03/042175 A (ESTEVE LABOR DR) 1-73
22 May 2003 (2003~05-22) \//
page 33, line 1 - page 35, line 3; claims;
_ examples _
Y EP O 815 861 A (HOFFMANN LA ROCHE) 1-73
7 January 1998 (1998-01-07) v \/

m Funher documents are listed in tha continuation of box C. E Patent family members are lisled in annex.

* Spacial categories of cited documents :

*T* laier document published after the international fillng date

European Patent Office, P.B. 5818 Palantlaan 2
'PIL I")Vs?mo Tx. 31 651 I,

el. (+31~70] = x. epo n
Fex: (+31-70) 340-3016 Gavriliu, D

or priority date and not in conflict with the application but
"A" document dafining the general state of the arnt which Is not
consicered 10 be of particular relevance me: n}&:ndarstand tha principle or theory underlying the
"E" earller document but published on or aftertha International *}* document of parlicular relevancs; the claimed invention
fiing data cannot be considered novel or cannot be considered to
"L dow?t‘kr;rhnlm wlgié:h maga Ilt’nlliglwll':l;ubiz ;:; ﬂo’b% d:fhn(s)t :r nvolve an inventive siep when the document Is laken alone
s cled to & pu n daté of another *y* document of particular relevance; the claimed invention
citation or cther spaciaf reason (as specified) cannot be considered to involve an inventive slep when the
‘0" document referring to an oral disciosure, use, exhibition or document [s combined with one or more other such docu—
other means ments, such combination being obvious to a person skdlled
*P* documant published prior ta the intemational flling date but in the art.
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For receiving Office use only

PCT

International Application No.

REQUEST

International Filing Date

The undersigned reguests that the present
international application be processed
according to the Patent Cooperation Treaty. | Name of receivinig Office and “PCT International Application”

ki * 's file reference
Foesoet) (13 i moiee ET0022PCT

BoxNo.I  TITLE OF INVENTION
Indol-5-yl sulfonamide derivatives, their preparation and their use in medicaments

BoxNo.II  APPLICANT D ‘This person is also inventor

Name and address: Family name followed by vmmmei'_ﬂra legal entity, full official designation. | Telephone No.
The address include postal code and name of country. coun the address indicated in this
Baxifﬂlup;;i:“wﬂ's swmnﬁm.cam;wmmmmequ&mumNuumT +34-034466058

Laboratorios del Dr. ESTEVE S.A. ' Facsimile No,
Av. Mare de Déu de Montserrat, 221 +34-934501611
E-08041 Barcelona Teleprinter No.
SPAIN
Applicant’s registration No. with the Office
State (that is, coumtry) of nationality: : . State (that is, country) of residence:;
ES
for e parposenp " [] Srieeed [ S bmgiSmer ot [T e Unhed S [ the Staes ndicued in

BoxNo.lII FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S)

Name and address: (Family name followed name; legal entity, ial designation, ; fer
Tmmzmlmhgmwmfmdmnzygxm ﬁm rzﬁﬂcﬁﬁm&dhﬁ& This person is:
Baxis the applicant's State (that is, country) of residence ifno State of res Isindicated below.) D applicant only

MERCE VIDAL, Ramon

CiCasanova 264 4° 1a [] sppticant and inveator
E-08021 Barcelona [] inven i g‘gg%u b neck-bax s
SPAIN i

Applicant’s registretion No. withthe Office
State {that is, country) of nationality: State (that &s, country) of residence:
ES ES
Dt [ames Citemisems, € ramty (s imstns

[3] Fusther applicants and/or (further) inventors are indicated on a continuation sheet.

BoxNo.IV  AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE

The person identified below is hereby/has been inted to act on behalf common
of the applicant(s) befcre the competent mhemaﬁ"gnr;l Authorities as: D agent D representative

Name and address: (Fomily name followed by given nome; for a legal entity, fill o designation. | Telephone No.
The m?d'rw must inchede postal mdeﬂmme qfcow{lny.)m +34-91 8065600
DAVILA BAZ, A., ' Facsimile No.
Clarke, Modet & Co. +34-918065607
CiGoya, 11 Teleprinter No.
E-28001 Madrid
SPAIN Agent’s registration No. with the Office

D Address for correspondence: Mark this check-box where no t or common representative isthas been appointed and the
space above is used instead to indicate a special address to which correspondence should be sent.

Form PCT/RO/101 (first sheet) (January 2004) See Notes to the request form
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SheetNo. .. 2.

Continuation of Box No. Il  FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S)
If none of the following sub-boxes is used, this sheet should not be included in the request.

N s, ool o o ety S s, T pei
Box is the applicant's State (that is, country) of residence ifno State of is indicated below,) D spplicant only
CODONY SOLER,OXawer [X] spplicant and inventor
C/Lepanto 71-77 2° 1a  entor my (I this check.
E-08301 Mataro (Barcelona) . D is marked, do not fill in below,)
SPAIN
Applicant’s registration No_ with the Office
State (that is, country) of nationality: State (that is, country) of residence:
ES ES
Tusgeoonisappliont [} asewet [T Sippiro e, RIOARNY [ RIREERS
N s, ol o s fr bty Sty | i peronis
Box is theapplicont’s Swe(zham mny)qu _fnoSweof is indicated below.) D applicant only
DORDAL ZUERAS, Alberto ticant and inventor
C/Maladeta 26, 3° 3a (X] spptcn only (i checs b
E-08016 Barcelona |:| is marked, do not fill in below.)
SPAIN - — -
Applicant’s registration No. with the Office
Stute (that 5, country) of nationality: ' State (that is, country) of residence:
ES ES

This person is applicant Dnlldengnmd I:I

the United States
for the purposes of:

Snmofm mofAmuimouly I:'theSupplememlBox

Name and address: name followed lofficial designation. is person is:
mm mmﬁ;%mmmfmmﬁ’mmg&mmwmm This e

Baxhﬂneapplm:&au(Mm mﬂy)ofmndzmg"no&amof iz indicated below.} D applicant only
. D applicant and inventor

D inventor only (If this check-box
is marked, do not fill in below.)

Applicant’s registration No. with the Office

State {that is, country) of nationality: State (that is, country) of residence:
This person is applicant all designated all designated States except the United States the States indicated i
for the - pm-pos:spgf' D D -%SmofAmm D of America only tb:SupplmmulBo?:

Name and address: Fami d ciol desi i is:
N b, oty ol g bl Mty | i eoni
Box is the applicant’s State (that is, wmuy)ofmldmcey‘m&areofm is indicated below,) D applicant only

[] applicant and imventor

D inventor only (If this check-box
is marked, do not fill in below)

Applicant’s registration No, with the Office

State {that is, country) of nationality: State {that is, couniry) of residence:
This person is applicant all designated all designated States excep the United States the States indicated i
forﬂmpmpog:;pgﬁ D Shtesgu DlheUnrtedSht:sofAmm DofAmericaonly D ﬂ:eSupplemlnlBol:

D Further applicants and/or (further) inventors are indicated on another continuation sheet.

Form PCT/RO/101 (continuation sheet) (January 2004) See Notes to the request form
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Box No.V  DESIGNATIONS

The filing of this request constitutes under Raole 4.9(a), the desi
filing date, for the grant of every kind of protection available

However,

[ DE Germany is not designated for any kind of national protection

[J KR Republic of Korea is not designated for any kind of national protection
D RU Russian Federation is not designated for any kind of nzational protection

tion of all Contracting States bound by the PCT on the international
where applicable, for the grant of both regional and national patents.

(The check-boxes above may be used to exclude (irrevocably) the designations concerned in order to avoid the ceasing of the effect, under
the national law, of an earlier national a?lioan'on  from which priority is claimed. See the Notes 1o Box No. V as (o the consequences of
such national law provisions in these and certain other Stotes.)

Box No. VI  PRIORITY CLAIM

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

Filing date Number Where earlier application is:

of earlier application
(day/month/vear)

of earlier application

pational
country or
of

lication:

regional application:*
regional Office

intermational application:
receiving Office

| Box No. VIl DECLARATIONS

jtern (1)

July 30, 2003
| (30/07/2003)
item (2)

P200301805. ES

item (3)

{71 Further priority claims are indicated in the Supplemental Box.

The receiving Office is requested to prepare and transmit to the International Burean a certificd copy of the earlier application(s) (only if
the earlier application was filed with the Office which for the purposes of this international application is the receiving Office) identified

above as:

[ alitems ] item (1) [] item) ] item(3) ] other, see Supplemental Box

* Where the earlier application is an ARIPO application, indicate at least one to the Paris Convention for the Protection
Industrial Property or one Member of the Worid Trade Organization for which that earlier application was filed (Rule 4.10@)f0): . ...

Box No. VI INTERNATIONAL SEARCHING AUTHORITY

Choice of Internationa] Searching Authority (ISA) (if two or International Searching Authoriti competent to carry out th
international search, MmhAnﬁ{qugg'dw)go-kmmmaykwd): e eare ‘
ISA/

Request to use results of earlier search; roference to that search (if an earlier search has been carried out by or requested from the
International Searching Authority):

Date (day/month/vear) Number

Country {or regional Office)

The following declarations are contained in Boxes Nos. VLI (i) te (v) (mark the applicable
check-boxes below and indicate in the right column the number of each type of declaration):

[] BoxNo. VI ()
[] BoxNo. vim (i)

Number of
declamations

Declaration as to the identity of the inventor

Declaration as to the applicant’s entitlement, as at the intemational filing
date, to apply for and be granted a patent

D Box No. VII (jii) Declaration as to the applicant's entitlement, a5 at the international filing

date, to claim the priority of the earlier application

Declaration of inventorship (only for the purpases of the designation of the
United States of America)

[0 Box No. VI (iv)

D Box No. VIII (v) Declaration as to non-prejudicial disclosures or exceptions to lack of novelty

Form PCT/RO/101 (second sheet) (January 2004) See Notes to the request form
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SheetNo. .. 4 .
Box No.IX CHECK LIST; LANGUAGE OF FILING
This international application contains: 'It':u;(n;tmho;:l application is ammptliled by the following Ntl.nnbcr
; item(s) (mark the applicable check-boxes below and indicate in of items

{a) hﬁewerfonn,thefollomngmnnberof right column the mumber of each item):

request (incl 1. [ fee calculation sheet : 1

declaration slwets!) : % ' 2. ] original scparate power of attorney

description (?“'m 3.0 original general power of attorney

tables related ) : g2 | a [ copy of general power of attorney; reference number,

o . 2 6 ANy . . i sveerananarsrassnsosnnsasssncteeannen : /l
abstract . A 5. [1 statement explaining lack of signature :
drawings : 6. 1 pt:;!%(n document(s) identified in Box No, V1 as
S n of sheets : 4 23 7.0 translation of international application into
sequence listing : (angUAgE): < .. oot et e et s
tables “1’“‘1 thereto : 8. {1 separate indications concerning deposited microorganism
agm e or other biological material
§ r’a“ ™, 9.1 listing in computer readable form
whetherormralmﬁ mwgﬂn r of carriers)
m%c)bekmy [ @ 0 ;JoRymbmlttod for the purposes of international search under

. . 13ter only (and not as part of the international application) :
% Totzal number of sheets : /,23 () D ﬂmm{b mwm “"Wﬂmth mhmfm)ﬂn
N [J oxlyin computer readable form onal copics incl lic: °’ ccopy lerthe
( (b) (SeZtion 80T(a)D) @ O pu:pomot;lllntemmonai :
sequence listi i) together with relevant statement as to the ldenh ofthe or
((lg g tables mlm ereto 0 copies with the sequence listing mentioned in le% mlm;opy :
10. 3 tablesin ter readable fmnrelaxedto e listin,
0 ?S“;;‘;n“s%l’(:t)gl)';“d‘me form Mmtemw number of carriers) seduene 5

@ O] sequence listing (1) I:I oopy submitted for the purposes of international search under

(if) O tables a;;ﬂg:n&&z)(b-qmter) only (and not as part of the international :
and number of carriers (diskette, i) [ (only where check-box or (c)(t) is marked in left colionn)
ROM, CD-R or other) on which are @ aﬂwﬂl copies inc &y (f:?ﬂ cable, tl'niefopy forthe
ned the purposes of intemational search Section 802(b-quater) :
O sequencelisting:................ (iii) [ together with relevant statsment as to the identity of the or
[ tables related thereto: .. .......... coﬁ?; with the tables mentioned in left t:c)lumnty oy :
(gd;bm ies to be indicated under llD Oﬂlﬂ'(spr[v) ..........................................
items D) and/or 101, in right cohimn)
Fignre of the drawings which Language of filing of the
should accompany the sbstract: . international application: English

BoxNo.X  SIGNATURE OF APPLICANT, AGENT OR COMMON REPRESENTATIVE
Next 1o each signature, indicate the name of the person signing and the capacity in which the person signs (if such capacity is not obvious from reading the request).

Macid, -7 X 1.0} .04

A. Davila 3

i
\y@

~—
A [y

For receiving Office use only

1. Date of actual receipt of the purported 2. Drawings:
international application:

3. Corrected d?r':d"fmal n.-&orglpt due mnll;tlu but
nmely received papers or drawings completin
the purported international application: 8

4. Date of timely receipt of the requi [ not received:
corrections under Article 11(2): .

5. International Searching Authority 6. Transmittal of search delayed
(if two or more are competent): ISA/ D mulmrch?‘ecu (tl:opy e

For International Bureau use only

Date of receipt of the record copy
by the International Bureau:

Form PCT/RO/101 (last sheet) (January 2004) See Notes to the request form
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SUPERINDUSTRIA Y CONERCID .
Radicacion : BRORI74S @B303MR folios: 233

Fecha (RNDY: PBB&-81-27 17:42:42
Teanite @ 11 PCI-PATENT 375 FASE MAC1 411 PREGENTH
Dependencia: 2828 DIVISION Bt BUEWS CKERCIOMES

REQUISITOS NECESARION P AR PRESENTACION Y AGHLITR O G
TRAMITE

USUASIC  RuwdhoArmer

PATENTS DE INVENCIO! / F40,2ELC DE UTILIDAD { )

LT
Indicacion de que se solicita 1a concesion de una paienlc./ / j i}
Datos rle identificacion del salicilante o de i PErSONA Lue se presenta la solicifud..~{ ) .
Descripcion de la invencisn.; ] N
Cihijos de serestos piarlinenhesx / i 1
Comprobante de Pago de las tasas estabieciidas
COMPLETA { ) : INCOMPLETA ( ] i

DISENO INDUSTRIAL { )

- Indicacién de que se solicita el registro de Disefio Indusirial ( ) oo
- Datos de identificacion dei solicitante o de |a parsona que presenta i :
- la solicitud.
- Representacion grafica o folografica del Disefio industrial o muesatra del
Material que incorpora el disefio. () )
Comprobante de pago de las tasas estaziscidas { .
COMPLETA () INCOMPLETA {) { )
ESQUEMA DE TRAZADO i)
- Indicacion de que solicita el registro de un Esquems de trozado. { ) { )
-  Datos de identificacion del soicitante o de Ia persona (ue presenta
La solicitud. () !
" " Representiacion grafica del esquema cie «r Jzano () vy
Comprobante de pago de las tasas estilecidae () { .
COMPLETA ( INCOMPLETA { ) P

Firma Responsabie:

e

Fecha:




REPUBLICA DE COLOMBIA m
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

Bogota,
2020

Doctor (a)

RODRIGUEZ DILITA MARIA
Apoderado{a) y/o Representante de
LABORATORIOS DEL DR ESTEVE S.A

P49

REFERENCIA Radicacién No. 6 7745
Solicitud internacional EP2004/008511
Fecha inicio fase nacional 28/02/2006

Tramite 11
Evento 379
Actuacién 430
oficio No. o R A 6

Como resultado del examen de forma, realizado con fundamento en el articule 38 de
la Decigidén 486 de la Comigién de la Comunidad Andina, articulo 27 del Tratado de
Cooperacién en Materia de Patentes (PCT)}, regla 51 bis del Reglamento y Circular
Onica de la Superintendencia de Industria y Comercio, se le comunica que:

1. La s8olicitud no contiene 1la copia del documentc en gque consta la cesidn del
derecho a 1la patente del inventor al solicitante o a su causante. (Art. 26-k)
Decisién 486.

En cumplimiento de 1lo dispuesto por el articulo 39 de la Decisibén 486, se le
requiere para que dentro del término de dos meses siguientes a la fecha de
notificacion del presente oficio, complete los requisitos antericrmente enunciados.
En caso de no dar cumplimiento al presente requerimiento, 1la solicitud se
considerari abandonada y perderi su prelacién.

Notifiquese el presente oficioyconforme a lo dispuesto en el numeral 5.2, literal
e), del capitulo quinto del titylec primero de la Circular Unica No.10 de 2001.

ALIX CARMENZA € EDES DE VERGEL
Jefe de la div”éién de Nuevas Creaciones

El anterior requerimiento fue notificado por fijacién en lista de
fecha )

e




