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of serotonin receptors (5-HT) includes 7 classes (5-HT,-5HT~) enconpassi ng
14 human subcl asses [D. Hoyer, et al., Neuropharnacol ogy, 1997, 36, 419].
The 5-HT6 receptor is the |atest serotonin receptor identified by nolecul ar
cl oni ng sbot h FigldrofitBe [fvehtiokbnsma, et al ., Ml . Pharmacoi., 1993, 43, 320;
30 M Ruat, et al., Biochem Biophys. Res. Commun.) 1993, 193, 268] and in

humans [ R Kohen, et al., J. Neurochem,b 1996, 66, }4 (fo ounds . '%h
5-HTs receptor antidgopiesentciryentiop fajatas do nexy shiPhgRantidg q’&gt"f?éntw'&‘l:‘ he
various di sorgipesal Oforrhiie (R Nnks alvelNedsv talsh&y sthysiolgitaly ddeeptghist seitsit tet i nal
tract, such as_irr d e,
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are u e eat e h nmﬁ %1 depressi on
and cogHl t i vevetasinrytharapy e tiae P*M"m?ﬁ%‘hticé MRS 5’I”St GRAMAfMN&T, G Sci .
1998, 861, 244; A. Bourson, et al., Br. J. Pharnmcol. , 1998, 725, 1562;

D. C. Rogers, et al., Br. J. Pharnacgl . Suppl., 1999 127, 22P; A. Bourson,
et al., J. Pharmacol. Exp. Ther , 995, 274, /73R, J. Sl ei ght, et al.

Behav. Brain Res. , *cooooz* 5 T.A. Branchek, et al.
Annu. Rev. Pharnmacol. Toxi col. //SSSCQO 3; C Routledge, et al., "Br.
J. Pharymcol. , 2000, 730, 1606 as~eeyl shown that typical and

atypi cal anti psychotic drugs for treatl ng schi zophreni a have a high
affinity for 5-HTB receptors [B.L. Roth, et aR., J. PharmacoL Exp. Ther. ,
1994, 268, 5 1403; C E. Gatt, et al., Ml. Md. , 1995 1) 398; F.J.
Mosma, et al., Mol . Pharmacol. , 1993, 43, 320; T. Shinkai, et al., Am J.
Med. Cenet. , 1999, 88, 120]. Conpounds V\@th 5- HTB recept or antagoni stic
activitg are useful for treating infantile& hyperkinesia (ADHD, attention
deficit2Q hyperactivity disorder) [WD. Hrst, et al., Br. J. Pharnmacol. ,
2000, 73D, 1597; Crhéseear compdunds. qb;@taufnhaenmmvenm@wanmuse@m theo
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| (CHz)n Rz A~<SIN O N R~ A represents a substituent selected from anong: 15
- a heteroaromatic ring of 5 or 6 nenbers containing 1 or 2 heteroatons

sel ected from anong oxygen, nitrogen and sul phur, optionally substituted by
1 or 2 halogen atonms, by a C--C4 al kyl radical or by a phenyruul mmlmﬂwmm
het eroaryl radi cal with 5 or 6 members contai ni ng 1 or 2 ato

nitrogen or sul phur; - a bicyclic heteroaromatic ring contai ni ng +doodo® 3

het er oat ons sel ected from 20 anong oxygen, nitrogen and sul phur, optionally

substituted by 1 or 2 hal ogen atons or by a C~-C4 al kyl radical; - a group
selected fromarmng X(CHZ)mx ~ CH-CHZS YYY/ / / / zz X30/ I w
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[ 3- (2-di met hyl am noet hyl ) -1

ol -5-yl]-5-chl oro-3-net hyl benzo[ b] t hi ophene2- sul phonam de. [ 8]

(2-di net hyl am noet hyl )-1 Hi ndol - 5-yl ] napht hal ene- 1- sul phonanm de. [ 9]
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2- sul ph d
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dol -5-yl]-6-chl oroi mdazo[ 2, 1- b] t hi azol - 5sul phonam de. [40]
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15 [41 ] N [3-(4-nethyl pi perazin-1-yl)nmethyl -
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H i ndol - 5-yl ] napht hal ene- 2- sul phonam de. [43] N-[3-(3-diethylam nopropyl)-1
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H i ndol - 5-yl ] - 5- chl oronapht hal ene-1 25 sul phonam de. [49]
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10 solvent imm scible with water such as chl oroform and purified by

chromat ography or recrystallisation froma suitable solvent. METHOD C 15 By
condensati on of a conmpound with the general fornula (1) wherein R~-, R3, and
A have the meanings indicated above, n=0 and RZ represents an atom of
hydrogen, with a suitably substituted 4-piperidone the correspondi ng
conpound is obtained with the general fornmula (I) wherein R, R3, and A
have the neani ngs indi cated above, n=0 and RZ represents a suitably
substituted 1, 2, 3,620 tetrahydropyridine-4-yl radical. The reaction can
take place in both an acid and a bagjic nmedium in a suitable solvent at

t enper at ures between 25 and 150 C.agB Sui tabl e }ic Reondi ti ons i ncl ude

i norgani ¢ bases such as sodi unagr oy dr oxi de, or organic bases
such as pyrrolidine or triethyl e | such as net hanol or

et hanol .5 Pref erabl y) solutionsod?\smdi de in nethanol at refl ux.
Reaction tinmes range from1l to 48 hour 3 { tabl e acidic conditions

i ncl ude hydrochloric acid in ethanol or triflu&roacetic acid in acetic acid
at tenperatures between 50 and 100 C and reacti®n tinmes ranging from1l to
48 hours. The resulting sul phonam de can be isolated by dilution in water,
eventually 35 adjusting the pH, to obtain it as a solid that can be
isolated by filtration; or it can be extr ?ted with a solvent immscible
with wai®r such as chl orof orm and purifieg by chronmat ography or by
recrystallisation froma suitable solvent. 10 The conpounds with the
general fornufgekiy Wherein R, R3, and A have the neanings indicated
above, n=0 and R2 represents an atom of hydrogen, can be prepared accordi ng
to the nethod A froma 5-ami noindole. 5 METHOD D The conpounds wth the
gener al for nuAgegreyentparsebstitrent spiected fiprMaRQ0e: t he meani ngs i ndi cat ed
above, n50 and R/ dtepaesedticying «f\ draingmbalsstdntainieg 14pidpeaterdatopts seletitedh

can be Prepar g 2%@6@"%;@%% ﬁgSﬁé&PQhﬁ‘guI%&r%BmaWQ@Es%i'tuté@bgqrm falbgen

wh in R, ] d . b = d
r eg; g!sgnt s a 3oMmsaby ¢ Srfbsilkyl lﬁ?‘@%laa'lgl,r E?%,P%‘-QFﬂggi{?eﬁi&?a%f#fagﬁ- @-%Sn‘f‘la' ‘ﬁrh? 4|

prepar ed acco6aiagngpdrs comtainingt hor2 tontdyafroaggen nittogen ak sglppltace with the aid

of a ”f‘t al | ihC- caf gloysite ﬁH%Poa?‘éméﬁ_’c Piﬂé' @cﬁ\itéﬂgﬂwgpi %imllhméaéatbh@dw@at@@ feom
support such as carbon, al um num, oxi de or.bariu e B

pal | adi 8fh ovePMEaY BEYHENNHTRIGH aNidh SHipaYr ﬂ@tbqngg%ﬁlmpsigustgé]u%?c?{Ebhgﬁo\%gg%lt ™3nd
10 at nospher est bya € €halityyrasétalieen 2 and 5 at nospheres, in a solvent such
as net hanol or ef fanplseletfea fiowaatong: time ranges from 1 hour to 3 days. 20
The resulting sul phonam de can be isolated by filtering the catal yst and
concentrating the filtrate at reduced pressure. The product recoyered can
be used as such or it can. be pawiited b egraphy :
recrystaglisation froma swytabl e sokvﬁ‘ 25 METHOD E Y
phar macol ogi cal | y acc&ptabl ¢ formul a
(1) can be conventional I’'y>prepared by feaction with a mn aci d, such as
30 hydrochl oric, hydrobfom c, phosphoric, sulphuric, nitric acids or with
organi c acids such as citric, malefic, fumaric, tartaric acids or their

derivatives, p-toluensul phonic 3 Qi ¢ acid, etc., in a

sui tabl e sol vent such as netha g , ethyl acetate,
aired

precipitation or crystallisation qQf

acetoni tPil e or acetone and obt chni ques of
s. 35 During any
of the synthesis sequences desqfib®d, or in the prep5
used it may be necessary and/orll desjrable to protect $gnrdi¥ive or reactive
groups in sone of the nolecul es/efpl oyed. This can be perforned by neans of
conventional protective groups such as those described in the literature

[ Prot ectgsve 11 groups in Organic Chemstry, ed J. F.W MOre, Plenum
Press, 1973; . - [ -in Oganic

Chem stry, Jokﬁ%@r%g;rﬁi%g%r?geﬁl%%l#E$Klerg%re%|?gt€tqé\?‘é%rggﬁggé can be renoved
in a suitable'1@@ﬁ§?”§ﬁhde25§°kﬁomm met hods. 5 The invention provides

phar maceut i calr,aepreesnts i-bIRGRE had gomppyiihdermidar addition to an acceptabl e
pharmaceuti cal excipient, at |east one conpound with the general formula
(1) or one of its physiologically acceptable salts. The invention al so
relates to the use of a conpound with the general fornula (1) and its
physi ol ogically 10 acceptable salts in the preparation of a nedi cament
havi ng serotonin 5HT8 receptor antagonistic activity, useful for preventing
or treating various disorders of the Central Nervous System and
particularly anxiety, depression, cognitive nmenory disorders and senile
denentia processes, and other denentias in which predom nates a cognition
deficit, psychosis, infantile hyperkinesia (ADHD, attention deficit / 15
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(CHCH) 2 H~ 170-1731236, 1158, H); 7.20(d 1 H J=8.6 Hz); 7.50(dd, 3 2

2~ 1107, 1080,1 H, J=8.7, 2.0 Hz): 7.90(d, 1 H, J=2.0993, 862, 805, Hz):
7.98(d, 1 H J=8.7 Hz): 10.10 (bb, S57, 565.1 H); 10.80(s, 1 H).

(DMBO-d6). 90(t, 6H, J=7.1 Hz); 2.33-2,55(4n 3451, 3337,8H); 6.69(dd, 1 H,
J=8.7, 1.8 Hz);972 1466,.95(s, 1 H); 7.02 d, 1 H, J=1 8 Hz); 7, 1319

1237, Hz): 7.47(t, 1 H .05(d, 1 H,  J=8.2H(CH3CH2)2N-2H / 170, 1132
1157=7.7 Hz); 7.63(m 1 H; 7.70(m 1 Hy;, , 1091, 991, 770,~01 (m 2H);
8.12(d, 1 H J=7.5 Hz); 1 H =8 10 bb 1 H 175 583, 481.. z); . , ); 8.77(d,
1 H, J 0(,10,66(s, 1 H (DVBO-d6)  (gP-OSWa) ' (H 6 “s) L8'0 6 ~(H L 44)
60'0 6 ~(HZ " ~) Z'LOZL (zH 6- 6= '~79 "t66 "S 1. ~ 6 S I-~P)~

6' H6P)L6L 6' 626 ~6g y0 - NOZHZEFR), HO" -
0'1~=f “H 1. 6*d, , —ng 2 ‘HH ’L9t~ 2N H6 PPPHES~9| (HZ
*099' Z g HZ ° ) L6Z °SL *w) ~(ZH 6' “Ho "I 0~9P ’)

'~H6 "s) SL' 06-~!—|6 “44)08' 6 '~zH98f "HZ " 8s~(s)8 L '.(zH 9' 8=f
"8 d s~s)ZL' 069 . ( ' L=f P) 9L—(H‘~)‘ OL9 " 991 8606‘

e~ 9~ ~~HZ- EH~)H P8 6L 05 L-E\L ~(z
E 6/T %zHO H & ;@1162 /BEY, 8f H6
K- SS ZnZE' Z =f ,°

"' LS 662Z6
'5)78' 08 " (H 1. 'L8S " 10\ggYS6" 6 ~( yLe' L ~(Hz'f )88‘066

‘P)SS 9 ‘(HZ —M) Z9'

wherein the dotted line represents an optional chemical bond,

15 Rs, Rs ¥ Rs independently represent hydrogen or a C1-Cq alkyt;
X, Y and Z independently represent hydrogen, fluorine, chlorine, bromine, a C4-C,4
alkyl, a C4-C4 alkoxy, a C4-C, alkylthio, trifluoromethyl, cyano, nitro and —NR4Rs;
W represents a bond between the two rings, CH,, O, S and NRy;
m represents 0, 1, 2, 3 or 4;
20 with the proviso that when m = 0, A is a substituted phenyl;
or one of its physiologically acceptable salts.

The alkyl term C,-C, represents a linear or branched hydrocarbon chain
including 1 to 4 atoms of carbon, such as methyl, ethyl, propyl, isopropyl, butyl,
25 isobutyl, sec-butyl and tert-butyl.

Compounds object of the present invention that correspond to the above
formula can be selected from among:

30 [1] N-[3-(2—diethylaminoethyl)-1H-indol-5-yl]-5-chIoro-3-methy|benzo[b]thiophene-Z-
sulphonamide.
2] N-[3-(2-diethylaminoethyl)-1H-indo|-5-y|]naphtha|ene-1-su|phonamide.
[3] N-[3-(2-diethylaminoethyl)-1 H-indol-5-yllnaphthalene-1-sulphonamide
hydrochloride.

35 (4] N-[3-(2—diethylaminoethyl)-1H-indol-5-y|]-3,5-dich|orobenzenesu|phonamide.
[5] N-[3—(2-diethylaminoethyl)-1H-indol-5-y|]-4-phenylbenzenesulphonamide.
[6] N-[3—(2-diethylaminoethyl)-1H-indol-5-y|]-5-ch|orothiophene-2-suIphonamide.
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2-sulphonamide.

[8] N-[3-(2-dimethylaminoethyl)-1H-indol-5-yl]naphthalene-1-sulphonamide.
[9] N-[3-(2-dimethylamino-ethyl)-1H-indol-5-yl]-6-chloroimidazo[2,1-b]thiazol-5-
sulphonamide.

[10] N-[3-(1-methylpiperidin-4-yl)-1H-indol-5-yl}-5-chloro-3-methylbenzo([b]thiophene-

2-sulphonamide.

"6
LfH~P)808‘(ZH8L—“ ' E~-66 72966 -SH

|Y?] N-[3-( I_Ezilmethy\/’\gmlnoethyls HIQi -in oI- -y C)5 %hlo$ H? methylbenzo[b]thiophene-

[11] N-[3-(1-methylpiperidin-4-yl)-1H-indol-5-yl]-5-chloro-3-methylbenzo[b]thiophene-

2-sulphonamide hydrochioride.

[12] N-[3-(1-methylpiperidin-4-yl)-1H-indol-5-ylnaphthalene-1-sulphonamide.
[13] N-[3-(1-methylpiperidin-4-yl)-1H-indol-5-yllnaphthalene-1-sulphonamide
hydrochloride.

[14] N-[3-(1-methylpiperidin-4-yl)-1H-indol-5-yl]-5-chlorothiophene-2-sulphonamide.

[15] N-[3-(1-methylpiperidin-4-yl)-1H-indol-5-yl}-4-phenylbenzenesulphonamide.
[16] N-[3-(1-methylpiperidin-4-yl)-1H-indol-5-yl]quinoline-8-sulphonamide.

[17] N-[3-(2-diethylaminoethyl)-1H-indol-5-yl]naphthalene-2-sulphonamide.

[18] N-[3-(1-methyi-1,2,3,6-tetrahydropyridin-4-yl)-1H-indol-5-yllnaphthalene-1-
sulphonamide.

[19] N-[3-(4-methylpiperazin-1-yl)methyl-1H-indol-5-yl]-5-chloro-3-
methylbenzo[b]thiophene-2-sulphonamide.

[20] N-[3-(2-dimethylaminoethyl)-1H-indol-5-yl]-5-(2-pyridil)thiophene-2-
sulphonamide.

[21] N-[3-(2-dimethylaminoethyl)-1H-indol-5-yl]}-2,1,3- benzothiadiazol-4-
sulphonamide.

[22] N-[3-(2-dimethylaminoethyl)-1H-indol-5-yl]quinoline-8-sulphonamide.

[23] N-[3-(2-dimethylaminoethyl)-1H-indol-5-yl]-6-chloronaphthalene-2-
sulphonamide.

[24] N-[3-(2-dimethylaminoethyl!)-1H-indol-5-yl]-4-phenoxybenzenesulphonamide.
[25] N-[3-(2-dimethylaminoethyt)-1H-indol-5-yl]-4-phenylbenzenesulphonamide.

[26] N-[3-(2-diethylaminoethyl)-1H-indol-5-yl]-N-ethyl-naphthalene-2-sulphonamide.

[27] N-{3-[2-(morpholin-4-yl)ethyl]-1H-indol-5-yl}-5-chloro-3-
methylbenzo[b]thiophene-2-sulphonamide.

[28] N-{3-[2-(morpholin-4-yl)ethyl]-1H-indol-5-yl}naphthalene-1-sulphonamide.

[29] N-[3-(2-diethylaminoethyl)-1H-indol-5-yl]naphthalene-2-sulphonamide.

[30] N-[3-dimethylaminomethyl-1H-indol-5-yl]-5-chloro-3-methylbenzo[b]thiophene-
2-sulphonamide.

[31] N-[3-(2-dipropylaminoethyl)-1H-indol-5-yllnaphthalene-1-sulphonamide.
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[40] N-{3-[2-(morpholin-4-yl)ethyl]-1H-indol-5-yl}naphthalene-2-sulphonamide.
15 [41] N-[3-(4-methylpiperazin-1-yl)methyl-1H-indol-5-yl]-a-toluenesulphonamide.
[42] N-[3-(3-diethylaminopropyl)-1H-indol-5-yilnaphthalene-2-sulphonamide.
[43] N-[3-(3-diethylaminopropyl)-1H-indol-5-yl]-5-chloro-3-methyibenzo[b]thiophene-
2-sulphonamide.
[44] N-{3-[2-(pyrrolidin-1-yl)ethyl]}-1H-indol-5-yl}-5-chloro-3-
20 methylbenzo[b]thiophene-2-sulphonamide.
[45] N~{3-[2-(pyrrolidin-1-yl)ethyl]-1H-indol-5-yl}naphthalene-1-sulphonamide.
[46] N-{3-[2-(pyrrolidin-1-yl)ethyl}-1H-indol-5-yl}naphthalene-2-sulphonamide.
[47] N-[3-(2-dipropylaminoethyl)-1H-indol-5-yllnaphthalene-2-sulphonamide.
(48] N-[3-(2-dimethylaminoethyl)-1H-indol-5-yl]-5-chloronaphthalene-1-
25 sulphonamide.
[49] N-[3-(2-dimethylaminoethyl)-1H-indol-5-yl]naphthalene-2-sulphonamide.
[50] N-{3-[2-(morpholin-4-yl)ethyl]-1H-indol-5-yl}quinoline-8-sulphonamide.
[51] N-{3-[2-(morpholin-4-yl)ethyl]-1H-indol-5-yl}-4-phenylbenzenesulphonamide.
[52] N-[3-(4-methylpiperazin-1-yl)ethyl-1H-indol-5-yl]naphthalene-2-sulphonamide.
30 [53] N-[3-(4-methylpiperazin-1-yl)ethyl-1H-indol-5-yl]-5-chloronaphthalene-1-
sulphonamide.
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The present invention also relates to the physiologically acceptable salts of
the compounds with the general formula (1), particularly the addition salts of mineral
35 acids such as hydrochloric, hydrobromic, phosphoric, sulphuric, nitric acids, and of
organic acids such as citric, maleic, fumaric, tartaric acids or their derivatives, p-
toluensulphonic acid, methansulphonic acid, camphorsulphonic acid, etc.
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35 The reaction between the compounds with the general formula (1) and (i)
is carried out in the presence of an organic solvent such as an alkyl ether,
particularly diethyl ether, or a cycloalkyl ether, particularly tetrahydrofurane or

dioxane, a halogenated organic hydrocarbon, particularly methylene chloride or
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The compounds with the general formula (1), wherein R, Rz, R4, nand A

have the meanings indicated above and R; represents a C4-C4 alkyl, can be

30 prepared by alkylation of a compound with the general formula (i), wherein R4, Ry,

R,, n and A have the meanings indicated above and Rj represents an atom of

hydrogen, with an alkyl halide or a dialkyl sulphate.

The reaction preferably is carried out in the presence of a suitable base such

35 as hydroxides and carbonates of alkali metals, metal hydrides, alkoxides such as
sodium methoxide or potassium tert-butoxide, organometallic compounds such as

butyl lithium or tert-buty! lithium, in the presence of an organic solvent such as an

alkyl ether, particularly diethyl ether, or a cycloalkyl ether, particularly
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particularly methanol or ethanol, an aprotic dipolar solvent, partlcularly acetonitrile

pyridine or dimethylformamide, or any other suitable solvent. The most suitable

temperatures are between 0 ° C and the boiling point of the solvent, and reaction
5 times are between 1 and 24 hours.

The resulting sulphonamide can be isolated by concentrating the filtrate at
reduced pressure, adding water and eventually adjusting the pH so that it is
obtained as a solid that can be isolated by filtration, or it can be extracted with a

10 solvent immiscible with water such as chloroform and purified by chromatography or
recrystallisation from a suitable solvent.

METHOD C

15 By condensation of a compound with the general formula (1) wherein Ry, Rs,
and A have the meanings indicated above, n=0 and R, represents an atom of
hydrogen, with a suitably substituted 4-piperidone the corresponding compound is
obtained with the general formula () wherein Ry, Rs, and A have the meanings
indicated above, n=0 and R, represents a suitably substituted 1,2,3,6-

20 tetrahydropyridine-4-yl radical.

The reaction can take place in both an acid and a basic medium, in a
suitable solvent at temperatures between 25 and 150° C.

25 Suitable basic conditions include inorganic bases such as sodium or
potassium hydroxide, or organic bases such as pyrrolidine or triethylamine in
solvents such as methanol or ethanol. Preferably, solutions of sodium methoxide in
methanol at reflux. Reaction times range from 1 to 48 hours.

30 Suitable acidic conditions include hydrochloric acid in ethanol or
trifluoroacetic acid in acetic acid at temperatures between 50 and 100° C and
reaction times ranging from 1 to 48 hours.

The resulting sulphonamide can be isolated by dilution in water, eventually

35 adjusting the pH, to obtain it as a solid that can be isolated by filtration; or it can be

extracted with a solvent immiscible with water such as chloroform and purified by
chromatography or by recrystallisation from a suitable solvent.
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prepared according to the method A from a 5-aminoindole.

5 METHOD D

The compounds with the general formula (I) wherein R;, Rs, and A have the

meanings indicated above, n=0 and R, represents a suitably substituted 4-

piperidinyl radical, can be prepared by reducing a compound with the general

10 formula (1) wherein Ry, R;, and A have the meanings indicated above, n=0 and R;

represents a suitably substituted 1,2,3,6-tetrahydropyridin-4-yl radical prepared
according to the method C.

Hydrogenation takes place with the aid of a metallic catalyst such as

15 palladium, platinum or rhodium on a support such as carbon, aluminum oxide or
barium sulphate, preferably palladium over carbon, with an initial hydrogen pressure

of between 1 and 10 atmospheres, preferably between 2 and 5 atmospheres, in a

solvent such as methanol or ethanol. The reaction time ranges from 1 hour to 3

days.
20
The resulting sulphonamide can be isolated by filtering the catalyst and
concentrating the filtrate at reduced pressure. The product recovered can be used
as such or it can be purified by chromatography or by recrystallisation from a
suitable solvent.
25

METHOD E

The pharmacologically acceptable salts of compounds with the general
formula (1) can be conventionally prepared by reaction with a mineral acid, such as

30 hydrochloric, hydrobromic, phosphoric, sulphuric, nitric acids or with organic acids
such as citric, maleic, fumaric, tartaric acids or their derivatives, p-toluensulphonic
acid, methansulphonic acid, etc., in a suitable solvent such as methanol, ethanol,
ethyl ether, ethyl acetate, acetonitrile or acetone and obtained with the usual
techniques of precipitation or crystallisation of the corresponding salts.

35 During any of the synthesis sequences described, or in the preparation of the
sintones used it may be necessary and/or desirable to protect sensitive or reactive
groups in some of the molecules employed. This can be performed by means of
conventional protective groups such as those described in the literature [Protective
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The invention provides pharmaceutical compositions that comprise, in

addition to an acceptable pharmaceutical excipient, at least one compound with the

general formula (1) or one of its physiologically acceptable salts. The invention also

relates to the use of a compound with the general formula (1) and its physiologically

10 acceptable salts in the preparation of a medicament having serotonin 5HTe receptor

antagonistic activity, useful for preventing or treating various disorders of the Central

Nervous System, and particularly anxiety, depression, cognitive memory disorders

and senile dementia processes, and other dementias in which predominates a

cognition deficit, psychosis, infantile hyperkinesia (ADHD, attention deficit /

15 hyperactivity disorder) and other disorders mediated by the serotonin 5-HTe receptor
in mammals, including man.

The following examples show the preparation of novel compounds
according to the invention. Also described is the affinity for the serotonin S5HTs
20 receptor, as well as galenic formulae applicable to the compounds object of the
invention. The examples provided below are given for purposes of illustration only
and should not restrict the scope of the invention in any way.

METHOD A
25
Example 7.- Preparation of N-[3-(2-dimethylaminoethyl)-1H-indol-5-yl]-5-
chloro-3-methyl-benzo[b]thiophene-2-sulphonamide.

To a solution of 3.05 g (15 mMol) of 5-amino-3-(2-dimethylaminoethyl)-1H-

30 indole in 100 ml of pyridine is added dropwise at room temperature a solution of
4.21 g (15 mMol) of 5-chloro-3-methyl-benzo[b]thiophene-2-sulphonyl chloride in 20

ml of pyridine. The reaction mixture is stirred at room temperature for 20 hours. Itis

then evaporated to dryness, slightly alkalinised with diluted ammonia and dissolved

in ethyl acetate. The organic phase is washed with water and a saturated solution of

35 sodium bicarbonate, separated and dried with anhydrous sodium sulphate. The
organic solution is evaporated to dryness and the resulting solid is repeatedly
washed with ethyl ether, to yield 5.5 g (82%) of N-[3-(2-dimethylaminoethyl)-1H-
indol-5-yl}-5-chloro-3-methyl-benzo[b]thiophene-2-sulphonamide as a solid with m.p.
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chloride/methanol/ammonia, yielding N-[3-(2-diethylaminoethyl)-1H-indol-5-yl]-N-
ethyl-naphthalene-2-sulphonamide as a solid with m.p. = 49-30° C.

METHOD C

20 Example 18.- Preparation of N-[3-(1-methyl-1,2,3,6-tetrahydropyridin-4-yl)-
1 H-indol-5-yl|naphthalene-1-sulphonamide.

To a solution of 712 mg (13.2 mMol) of sodium methoxide in 100 mi of
methanol, 850 mg (2.64 mMol) of N-[1H-indol-5-yllnaphthalene-1-sulphonamide are
25 added, followed by 596 mg (5.28 mMol) of 1-methyl-4-piperidone and the resulting
solution is heated to reflux for 48 hours. The reaction mixture is concentrated at
reduced pressure and the residue obtained is purified by chromatography over silica
gel, using as an eluent mixtures of methylene chloride/methanol/ammonia, to yield
573 mg (52%) of N-[3-(1-methyl-1,2,3,6-tetrahydropyridin-4-yl)-1H-indol-5-
30 yljnaphthalene-1-sulphonamide as a solid with m.p. = 244-245° C.

METHOD D

Example 12.- Preparation of N-[3-(1-methyl-piperidin-4-yl)-1H-indol-5-
35 ylJnaphthalene-1-sulphonamide.

To a solution of 417 mg (1 mMol) of N-[3-(1-methyl-1,2,3,6-
tetrahydropyridin-4-y|)-1H-indol-5-yl]naphthalene-1-sulphonamide in 50 mi of
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LLO zH 6" 8558hg '-h%ugs Gie \“éace%ﬁ miktdrd is filtered "andEthe filtrGte sl corfeehtrate®)£16' L
:EE : 2H 8 reguced pressu)re to provnde a crudelthat is sIurr%d IRGetl%ﬁlelﬂ%rFQeldHazzﬁ) 5 oL
) (65%) of N-[3-(1-methyl-piperidin-4-yl)-1H-indol-5-yllnaphthalene-1-sulphonamide
as a solid with m.p.= 254-256° C
METHOD E
10 - Example 3. Preparation of N-[3-(2-diethylaminoethyl)-1H-indol-5-
ylJnaphthalene-1-sulphonamide hydrochloride.
1.05 g (2.5 mMol) of N-[3-(2-diethylaminoethyl)-1H-indol-5-yllnaphthalene-
1-sulphonamide (example 2) are dissolved in 10 ml of ethanol, and 0.6 mlof a 4.2 N
15 solution of hydrochloric acid in ethanol are added. It is allowed to crystallise at room
temperature. N-[3-(2-diethylaminoethyl)-1H-indol-5-yllnaphthalene-1-sulphonamide
hydrochloride is obtained as a solid with m.p.= 255-257° C.
The melting point and spectroscopic data for identifying some of the
20 compounds object of the present invention are shown in the following table:
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‘d' w~l eSbj Ebaz~| " p 82 29 BIOLOG CAL ASSAYS Bl NDI NG TO|SEROTONI N RECEPTOR
5HT6 5 CefT nenbr anes of HEK{293 cel|ls expressing the regconbi nant human
5HT6 recept orgwere supptied by Recgptor B|ol ogy.TIn said nenbranes the
receptor goncentration is 2.18 pnol/ng protein and the grotein
concentrafion is 9.17 ng/m . |The experinmental protocol fjollows the nethod
of B. L. Rothcet al. [B' L. Roth, & C Craigo, M S. CHoudhary, A. U uer,
F. J. Mongma, Y Shen H Y IMltzer—D—R—Stbley—>Birdi ng 10 of Typi cal
and Atypifal Antipsychotic Agents to 5-Hydroxytryptam ng-6 and
Hydr oxytr | ptam ne{7 Receptorg. The Journal of Pharmacol agy and Experi nent al
Therapeut | cs, 1994, 268, 1403] with slight changes. The jconmercial menbrane
is dilutegl (1:40 dilutizon) wijth the binding buff&r; 50 Tris-HC, 10 mM
M 2, 0.% sEDTA (pH-Z.4). |The radioligand us is [3H]-LSD at a
concentration of 2.7 niwithia 15 ttnal volune 200 NI|. incubation is
initiated|by addi ng 106N ofl nenbrane suspensi o, (~ 24.9 Ng nenbrane
protein), [and is prolonged far 60 mnutes|at a tenperature of 37 C The
i ncubatiofp is ended by fast fliltration inja Brandel Cell| Harvester through
fiber glags filtens made by Schleicher & $chuell pretreated with a
sol ution hylenimne jat 0.5 % The filters are washed three tines
with 20 t iliters of |buffertTris-HC 50 ﬁ‘MpH 7. The filters are
transferr sks—and-5-l—of—FEeosernt—HtHagui-d——setntil | ati on cocktail
are added|to each|flask.  The |fl asks,are alll owed o reach equilibrium for
several hqurstbefare counting with a Wallac Wnspectral (1414 scintillation
counter. He=brreg—rs—determn i ce of 100 NM of
serotonin. Tests were made in triplicate. The inhibition 25 constants (K;,
nM were cal cul ated by non-1linear regression analysis using the program

EBDA/ LI GAND [ Muinson and Rodbard, Analytical Biochem stry, 1980, 707, 220].
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<10% &: ()-@ <10% & ()-@*6789=gK+ <10% & ()-@ <10% & ()-@ <10% & ()-@
<L0% & ()-@ <10% & ()-@ <10% & ()-@ <10% & ()- @>?@BCA, +G 4&X)v, 1679<
<10% & ()-@ <10% & ()-@ <l0%& ()-@ <10% & ()-@ <10% & () - @ky~cGr
<I0% & ()-@ <10% & ()-@ <10% & ()-@ <10% & ()-@ <10%& ()-@ <10%
& ()-@ <10%& ()-@,+G 4G&)v,1679<; 280N & ()-@6 <10% & ()-@ <10%
& ()-@ LW & ()-@ <10% & ()-@?+F 4&&) v, 1679 <10% & ()-@ <10% & ()-@
<10% & ()-g <6%;’(&%§\)§-% <10% & ()-@ <10% & ()-@?+F 4&XR)v, 16?9 <10%
& ()-@ <109%06% AR0%°e ()- @ <10% & ()-@ <10% & ()-@ <10%
& ()-@CHQ 4G®)V, 1679 <10% & ()-@ <l0%& ()-@ <10%& ()-@ <10%& ()-@
<10% & () - @NSINETE $EREIONNBECERIOREAN & ()-@ <10% & ()- @ 4G&)v, 1629<
<LO% & ()-@ <10% & ()-@?+G 4G <l0% & ()-@ <10% & ()-@ <10% & ()-@
<10% & ()-@ <10% & ()-@ <10% & ()- @G+ <10% & é)%’-@ <10% & () - @_ <10%
& ()- @ 5<10% & (Qell@nerboanes of) HEK- ogllg Pregsing1hey @C?'T-b@a[‘tr@f' an SHTsg
4G v, t 6?9<réc%pﬂr0%eﬁé (3upBhed B0 Rekepior @iokhP%Ik $9id @Gnembbied’ (He @cepld%
& () - @ Gt atio TR Y16 Pribumatiheieth &ad & protei jon i
concentrati M % oI/mgpor Pe d protein concentration is 9.17 mg/mi. 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
10 of Typical and Atypical Antipsychotic Agents to 5-Hydroxytryptamine-6 and
Hydroxytriptamine-7 Receptors. The Journal of Pharmacology and Experimental
Therapeutics, 1994, 268, 1403] with slight changes. The commercial membrane is
diluted (1:40 dilution) with the binding buffer: 50 mM Tris-HCI, 10 mM MgCl;, 0.5 mM
EDTA (pH 7.4). The radioligand used is [*H]-LSD at a concentration of 2.7 nM with a
15  final volume of 200 ul. incubation is initiated by adding 100 pl of membrane
suspension, (~ 22.9 pug membrane protein), and is prolonged for 60 minutes at a
temperature of 37° C. The incubation is ended by fast filtration in a Brande! Cell
Harvester through fiber glass filters made by Schleicher & Schuell GF 3362 pretreated
with a solution of polyethylenimine at 0.5 %. The filters are washed three times with
20 three milliliters of buffer Tris-HCI 50 mM pH 7.4. The filters are transferred to flasks and
5 ml of Ecoscint H liquid scintillation cocktail are added to each flask. The flasks are
allowed to reach equilibrium for several hours before counting with a Wallac
Winspectral 1414 scintillation counter. Non-specific binding is determined in the
presence of 100 puM of serotonin. Tests were made in triplicate. The inhibition
25  constants (Ki, nM) were calculated by non-linear regression analysis using the program
EBDA/LIGAND [Munson and Rodbard, Analytical Biochemistry, 1980, 107, 220]. The
following table shows binding results for some of the compounds object of the present

invention.
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& ()-1<10% & ()-cGH <10% & ()-!<10% & ()-!<10% & ()-!<10% & ()-!<10%

& ()-1<10% & ()-!<10% & ()-gK+! <10% & ()-!<10% & ()-!<10% & ()-!<10%

& ()-1<10% & ()-!1<10% & ()-!<10% & ()- cC+! <10%!<10% & ()-!<10%

& ()-1<10% & ()-1<10% & ()-!1<10% & ()-!1<10% & ()-#(| @+ <10% <10%

& ()-1<10% & ()-G 4GR)v, 06?29<! <10% & ()-!<10% & ()-(/49>@8_?+! <10% <10%
& ()-1<10% & ()-1<10% & ()-1<10% & ()-!<10% & ()-!<10%

& () - BDMPSTVCCH! <109 <10% & ()-!<10% & ()-!<10% & ()-!<10% & ()-!<10%

& ()-1<10% & ()-VWK[ ] cdhH, | <10% & ()-!<10% & ()-!<10% & ()-!<10%

& ()-1<10% & ()-'<10% & ()-!'<10% & ()-defl gz|\<hH,!<10% <10% & ()-!<10%
& ()-1<10% & ()-GF 4G&) v, 06?9<! <10% & ()-z_7?,!<10% <10% & ()-!<10%

& ()-1<10% & ()-!1<10% & ()-!<10% & ()-!<10% & ()-0S7! <10! <10% & ()-!<10%
& ()-1<10% & ()-1<10% & ()-!1<10% & ()-!<10% & ()-!<10%

& ()-" @S7! <10! <! <10% & ()-!<10% & ()-F 4G8) v, 06?9<! <10% & ()-!<10%

& ()-gK+! <10% & ()-!1<10% & ()-1<10% & ()-!<10% & ()-!<10% & ()-!<10%

& ()-1<10% & ()-t,+F 4G8&) v, 06?9<! <10% & ()-!<10% & ()-!!<10% & ()-!<10%
& ()-1<10% & ()-0S7G 4G <10% & ()-!1<10% & ()-!<10% & ()-(!<10%

& ()-('<10% & ()-(!'<10% & ()-(!<10% & ()-dH, 7' <10% & ()-;!<10% & ()-; ¢
4G&) v, 06?29<! <10% & ()-!<10% & ()-!<10% & ()- tX<!<10% <10% & ()-!<10%

& ()-vI<10% & ()-!<10% & ()-!<10% & ()-!<10% & ()-!<10% & ()-

)1: ]\ <t X<! <10% <10% & ()-!<10% & ()-!<10% & ()-G 4G&) v, 06?9<! <10%

& ()-:?BEGIM ?<! <109% <10% & ()-!<10% & ()-!<10% & ()-!<10% & ()-!<10%

& ()-1<10% & () - MNOPSTUV' SF9! <109%40; 10; 10; & “*10% & ()-!<10% & ()-)
4G8&) v, 06?9<! <10% & () - V<S| 299! <10% <10% & ()-! 0 <10%8S& ()- A <10%&' () -
<10% & ()- X0 <10%4& ()- <109 & ()-St$|[:9!<10% <10%& ()- <10% & ()-
<10% & ()- <10%2& ()- O <10%& ()- a <10% & ()-$EI JKL\ | obU5! <. <10%

& ()-;10;10;10; &s*10% & ()- @<1097& ()- <109 ()- K

<10% & ()-\]"_ abctX<5!<. <10% & ()-;1. <10% & ()-;. <10% & ()-;. <10%

& ()-;. <10% & ()-;. <10% & ()-;. <10% & ()-;cdef  @X<5!<. <10% & ()-;.
<10% & ()-; ¢ +C& mk669<. <10% & ()-;. <10% & ()-;k®B5. <10% & ()-;. <10%
& ()-;. <10% & ()-;. <10% & ()-;. <10% & ()-;. <10% & ()-;. <10% & ()-; dDs.
<10% & ()-;. <10% & ()-; G +C& m k669<<. <10% & ()-;. <10% & ()-;. <10%
& ()-;cG <10% & ()-;. <10% & ()-;;. <10% & ()-;. <10% & ()-;. <10% & ()-;.



<10% & ()-;. <10% & ()-;0S. <10% & ()-;. <10. <10% & ()-;. <10%& ()-; .
<10% & ()-;. <10% & ()-;. <10% & ()-;. <10% & ()-;xX8S. <10% <10% & ()-;
<10% & ()-;. <10% & ()-;. <10% & ()-;§ +C& m k669<$,.0 ?. <10% <10%

& ()-;. <10% & ()-;. <10% & ()-;. <10% & ()-;. <10% & ()-;. <10% & ()-;
024@BF_?. <10% <10% & ()-;. <10% & ()-;32 <10% & ()-;. <10% & ()-;. <10%
& ()-;. <10% & ()-; FGvdkn \ <?. <10% <10% & ()-;. <10% & ()-;. <10% & () -
<10% & ()-; & +C& m k669<npz{| gK/. <1Q%& ()-:. <10% & ()-:. <10% & ()-;.
<10% & ()-;.. <10%& ()-;. <10% & ()-;= % & ()-;dDS. <10% & ()-;. <10%
& ()-; G +C&mk669<<. <10% & ()-;. <10% & ()-;. <10% & ()-;cGr. <10%

& ()5 . <101%&(A)sucp&honéma/é@er‘i\baﬁvewﬁllﬂ%é?er(e}alfomﬁﬂ@% & ()-;. <10% & ()-
<10% & () ) M K669<; . <10% & ()-;% <10% & ()-; . <10%&'()
<10% & ()-;. <10%&'() . 2+Q +C&)mk669 <10% & ()-;. <10% & ()-:. <10%

& ()-;. 5<10% & ()-;. <10%& ()-;. & () -; 0S7TGgHags10% & . <10%
& ()-i. <10%& ()-; . <10%& ()-;. <1 % & ()- GECH’C_R 0
~N /
//S
o
10
n
wherein
15 A represents a substituent selected from among:

- a heteroaromatic ring of 5 or 6 members containing 1 or 2 heteroatoms selected
from among oxygen, nitrogen and sulphur, optionally substituted by 1 or 2 halogen
atoms, by a C,-C, alky! radical or by a phenyl radical or a heteroary! radical with 5 or 6
members containing 1 or 2 atoms of oxygen, nitrogen or sulphur;

20 - a bicyclic heteroaromatic ring containing 1 to 3 heteroatoms selected from
among oxygen, nitrogen and sulphur, optionally substituted by 1 or 2 halogen atoms or
by a C4-C, alkyl radical;

- a group selected from among:

o5 X (CH)e— XE : LCH==CH— X
z

4

30 N

Y
35

R, represents hydrogen, a C4-C4 alkyl radical or a benzyl radical;
n represents 0, 1, 2, 3 or 4,



<10% & ()-;. <10% & ()-;dD(7. <10% & ()-;. <10% & ()-; G +C& m k669<. <10%
& ()-;. <10% & ()-;. <10% & ()-;tX<. <10% & <10% & ()-;. <10% & ()-; m
<10% & ()-;. <10% & ()-;. <L0% & ()-;. <10% & ()-;. <10% & ()-;dH <. <10%
& ()-;. <10% & ()-;. <10% & ()-;. <10% & ()-; G +C& m k669<. <10% & ()-;
tX<. <10% & ()-;. <10% <10% & ()-;. <1OfH & ()-;. <10% & ()-;m <10% & ()-;
<10% & ()-;. <10% & ()-;8: <>xX8X<. <10. <10% & ()-;. <10% & ()-;. <10%
& ()-;. <10% & ()-; G +C& m k669<>@ RXYZ[ cG+. <10% & ()-;. <10% & ()-;.
<10% & () - ; R rep®Reais(-NR.Rs @1 g@yauRn With formdlevy & () -;. <10% & ()-;[\]17_ at, +
+C8&) m k669<; . <10% & ()-;% <10% & ()-;. <10% & ()-;. <10% & ()-;. <10%
& ()-:adjv} ?2+G _+C& m k669. <10% &' ( <10% & ;. <10% & ()-;. <10%
& ()-;. <10% & ¢)-;\ <10% &) -\gG+ Ym k669, <N% & ) -:\ <10%&()-; .
<10% & ()-;. Q% &N(YR;. ~A10% & (T . ; _GHE THC&) mPk 6B <10% .
<l0% & (§-;. <1 ()-;. <18%& ()-;—=10% & () -5N<10% &<~ |\ <GF(F
+C8 M <10% & ()-;. <10% & ()-;. <10% & ()-;. <10% &) -: J

TN, N y TN, N ;
wherein the dotted line represents an optional chemical bond,

)
I'+

10

Rs, Rs ¥ Rs independently represent hydrogen or a C4-C, alkyl;
15 X, Y and Z independently represent hydrogen, fluorine, chlorine, bromine, a C4-C4
alkyl, a C,-C, alkoxy, a C4-C, alkylthio, trifluoromethyl, cyano, nitro and -NR4Rs;
W represents a bond between the two rings, CHy, O, S and NRy;
m represents 0, 1, 2, 3 or 4,
with the proviso that when m = 0, A is a substituted phenyl;
20 orone of its physiologically acceptable salts.

2. A compound, according to claim 1, selected from among the following group:
[1] N-[3-(2-diethy|aminoethyl)-1H-indol-5-yl]-5-chloro-3-methylbenzo[b]thiophene-Z-
sulphonamide.

25 (2] N-[3-(2-diethylaminoethyl)-1H-indol-5-y|]naphthalene-1-sulphonamide.
[3] N-[3-(2-diethylaminoethyl)-1H-indol-5-yl]naphthalene-1-sulphonamide
hydrochloride.
(4] N-[3-(2-diethylaminoethyl)—1H-indol-5-y|]-3,5-dichIorobenzenesulphonamide.
ts) N-[3-(2-diethylaminoethyl)-1H-indol-5-yl}-4-phenylbenzenesulphonamide.

30 (6] N-[3-(2-diethylaminoethyl)-1H-indoI-5—yI]-5-chlorothiophene-2-su|phonamide.
{7 N-[3-(2-dimethylaminoethyl)—1H-indol-S-yI]-S—chIoro-3-methy|benzo[b]thiophene-2-
sulphonamide.
(8] N-[3-(2-dimethylaminoethyl)-1H—indol-5-yl]naphthalene-1-sulphonamide.
[9] N-[3-(2-dimethylamino-ethyl)-1 H-indol-5-yl]-6-chloroimidazo[2,1-b]thiazol-5-

35 sulphonamide.
[10] N-[3-(1-methylpiperidin-4-yl)-1 H-indol-5-yl]-5-chloro-3-methylbenzo[b]thiophene-2-
sulphonamide.



+C&) m k669<_C+G{ +C&)M <10% & ()-;. <10%& ()-;. <10%& ()-;. <10%& ()-

<10% & () -
<10% & () -
<10% & () -
<10% & () -

<10% & ()-;pT8F +C. <10% & ()-;;. <10% & ()-,% <10% & ()-

<10% & ()-;. <10% & ()-; G +C&m k669<& () cG+. <10% & ()-;
<10% & ()-:. <10% & ()-:. 9,110%&'()-;. <10% & ()-;. <10%

& ()- )*+ - t, +G +C& m k669<;. <10% & ()-;% <10% & ()-;. <10% & ()-

<10% & () -
<10% & () - ;[
<10% & ()

<10% & ()L

Bt e SR it oA

su|pﬁbﬁ&m&e(mdmchma%&'() % <10%&' . <10% & ()-;. <10%

.&. (-5 C{( ] f &;:niﬁ( tSE G- 1'Fﬁnd(ﬂJEQ (\t}waieneqlﬁ%h%n@hmde <10% & () -
hyipipes

<10% & () -

81

& ()-: %6 <LMaRhlyide. <10% & ()-:. <10% & ()-:. <10% & ()-; dD+Q
+C&)m k669(<)[04ﬁ4 ?&m@)hyipépe?ﬂﬂﬁw%l (1)‘-1‘|ndo|<519f/61%h(o}othlopﬁé@’/Q&ul(ohonamlﬂéO%

& () -
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95]8IL\I- -(1- methylplpen(ﬂn-4 -TH-indol-5-yl]-4-phenylbenzenesulphonamide.
[16] N-[3-(1-methylpiperidin-4- yI) 1H-indol-5-yljquinoline-8-sulphonamide.
[17] N-[3-(2-diethylaminoethyl)-1H-indol-5-ylJnaphthalene-2-sulphonamide.
[18] N-[3-(1-methyl-1 ,2,3,6-tetrahydropyridin-4-yl)-1H-indol-5-ylJnaphthalene-1-
sulphonamide.
[19] N-[3-(4-methylpiperazin-1-yl)methyl-1H-indol-5-yl]-5-chloro-3-
methylbenzo[b]thiophene-2-sulphonamide.
[20] N-[3-(2-dimethylaminoethyl)—1H-indol-5-y|]—5-(2-pyridiI)thiophene-2-su|phonamide.
[21] N-[3-(2-dimethylaminoethyl)-1H-indol-5-yi}-2,1,3- benzothiadiazol-4-sulphonamide.
[22] N-[3-(2—dimethylaminoethyl)—1H-indo|-5—yl]quinoline-8-su|phonamide.
[23] N—[3-(2-dimethylaminoethyl)—1H—indol-5-yl]-5-chloronaphthalene-2-su|phonamide.
[24] N-[3-(2-dimethylaminoethyl)-1 H-indol-5-yl]-4-phenoxybenzenesulphonamide.
[25] N-[3-(2-dimethylaminoethyl)-1 H-indol-5-yl]-4-phenylbenzenesulphonamide.
[26] N-[3-(2-diethylaminoethyl)-1 H-indol-5-yl}-N-ethyl-naphthalene-2-sulphonamide.
[27] N-{3-[2-(morpholin-4-yl)ethyl]-1 H-indol-5-yl}-5-chloro-3-methylbenzo[b]thiophene-
2-sulphonamide.
[28] N-{3-[2-(morpholin-4-yl)ethyl]-1 H-indol-5-yl}naphthalene-1-sulphonamide.
[29] N-[3-(2-diethylaminoethyl)-1 H-indol-5-yl]naphthalene-2-sulphonamide.
[30] N-[3-dimethylaminomethyl-1 H-indol-5-yl}-5-chloro-3-methylbenzo[b]thiophene-2-
sulphonamide.
(311 N-[3-(2-dipropylaminoethyl)-1H-indo|—5-yl]naphthalene-1-sulphonamide.
[32] N-[3-(2-dipropylaminoethyl)-1 H-indol-5-yl]-5-chloro-3-methylbenzo[b]thiophene-2-
sulphonamide.
[33] N-[3-(2-dibutylaminoethyl)-1 H-indol-5-yl]-5-chloro-3-methylbenzo[b]thiophene-2-
sulphonamide.
[34] N-[3-(2-dibuty|aminoethyl)-1H-indo|-5-yl]naphthalene-1-sulphonamide.
[35] N-[3-(2-diethylaminoethyl)-1 H-indol-5-yl]-5-chloronaphthalene-1-sulphonamide.
[36] N-[3-(2-diethylaminoethyl)-1 H-indol-5-yl]-trans-B-styrenesulphonamide.
[37] N-[3-(4-methylpiperazin-1-yI)methyI-1H-indol-5-yl]-trans-B-styrenesulphonamide.
[38] N-[3-(octahydroindolizin-7-yl)-1 H-indol-5-yl]-5-chloro-3-methylbenzao[b]thiophene-2-
sulphonamide.

<10% & ()-:. <10% & ()-:. <10% & ()-:xX8pT8G +C. <10% & () -

AT -'ﬁgf&ﬁlﬁwéa e bk a0t (llo%



<10% & ()-;;. <10%& ()-;. <10% & ()-;. <10%& ()-;. <10%& ()-;. <10%

& ()-;0S+. <10%& ()-;. <10. <10%& ()-; . <10% & ()-;. <10% & ()-;. <10%
& ()-i. <10%& ()-;. <10% & ()-;xX8S+. <10% <10% & ()-;. <10%& ()-;.
<10% &. ()-;. <O & ()-;F +C& m k669<_C+. <10% <10% & ()-;. <10% & ()-
<.10%& ()-;. <10% & ()-;. <10% & ()-;. <K0% & ()-; "% _?+. <10% <10%

& ()-;. <10% & ()-;. <10% & () . <10% & () . <10% & ()-;. <10% & () ;

‘(- <LN| \ <?+. <10% <10(V? & ()- c? &l ?j <10 & ()-; ¢
+C&) m k669<f&ﬁi}FQHq %@ghy a.alg%tlg}dx- Hnm ok-% }égggl'ﬂcjrmml a\zf@/& (Q]tmazol "<10% &. 0)-:.
<1OEA)& () - sulphbBsin&e( ) -; . <10% & () ; bcef ghnD$. <10% & ()-; § +C& m k669<<.
;.1(())4 & ()- 0[61/0]2\} ‘fﬁ(n@r%zglmﬁ étﬁ‘ylf)Halndo‘@%%r(thalelﬁ@%%ul l;ﬁ@/m&'e <10%
<10% | <10%‘%1 (4-meifybpingrasin-’ -yl)gﬁjsla)gl gf—‘! §w&olz§ yl]<f_x[ 30 hbnagill\gi 0 & 8 EX<
<.10% & 6) - [42]414[@4(3&&1|(e)hyldmlﬁmp(stpyl)<1lﬂ%do| EMJ%antt(a)lene 2~sg! r@r(u)je . <10%
&()-: ¢ +CE§%]”N IS8R ety hSpropy!)- Fiindor5QjestcHidro-3-mediyibeszé(bithiophene-2-

sulphonamide.
[44] N-{3-[2-(pyrrolidin-1-yl)ethyl]-1 H-indol-5-yl}-5-chloro-3-methylbenzo[b]thiophene-2-
sulphonamide.

10  [45] N-{3-[2-(pyrrolidin-1-yI)ethyI]-1H-indol-5-y|}naphthalene-1-sulphonamide.
[46] N-{3-[2-(pyrrolidin-1-yl)ethyl]-1 H-indol-5-yl}naphthalene-2-sulphonamide.
[47] N-[3-(2-dipropylaminoethyl)-1 H-indol-5-yllnaphthalene-2-sulphonamide.
[48] N-[3-(2-dimethylaminoethyl)-1 H-indol-5-yl]-5-chloronaphthalene-1-sulphonamide.
[49] N-[3-(2-dimethylaminoethyl)-1 H-indol-5-yllnaphthalene-2-sulphonamide.

15 [50] N-{3-[2-(morpholin-4-yl)ethyl]-1 H-indol-5-yl}quinoline-8-sulphonamide.
[51] N-{3-[2-(morpholin-4-yl)ethyl]-1 H-indol-5-yl}-4-phenylbenzenesulphonamide.
[52] N-[3-(4-methylpiperazin-1-yl)ethyl-1 H-indol-5-ylnaphthalene-2-sulphonamide.
(53] N-[3-(4-methy|piperazin-1-yl)ethy|-1H—indol-S-yl]-5-chloronaphthalene-1-
sulphonamide.

20
3. Process for preparing a sulphonamide derivative with the general formula (1),
according to claim 1, characterised by making react a compound with the general
formula (I1), or one of its suitably protected derivatives,
25 0\\8//
A7 X

, (In
30 wherein A has the meaning indicated previously in the general formula (1) of claim 1,
and X is a suitable leaving group including an halogen atom, particularty chlorine;
with a 5-aminoindole with the general formula (lll), or one of its suitably protected

derivatives;



<10% & ()-;. <10% & ()-;. <10% & ()-;. <10% & ()-
+C& M k669<;. <10% & ()-;% <10% & ()-;. <10% & (
cGJlr_O(y<10f(%;&'()-;. <10% & ()-;. <10% & ()-;
<10% & ()-;. <10% & ()-;tX+. <10% & ()-;. <10% . <10% & ()-;;
<10% & ()-:% <10% & ()-:. <10% & ()-:.3610% & ()-: . <10%&'()-;z(3)E\j§<xsx+.

& ()-;

& ()-.

<10%

+C&) m k669<j knt vwxyhLO. <10% & ()-;. <10% & ()-;. <10% & ()-; <10% &
. . ( - - -, b & -
<10% & ()-;. <10% & ()-;. <10% & ()-;y{}ghLO. <10% & ()-;. <10%&'()-()

<I0O% & ()-;t,+F

)~
0. <10% & ()-;. <10%

<10% & ()-;. <10% & ()-;. <10% & ()-;. <10% & ()-; g

<10% & ()-;. <10% & ()-;. <109R& ()-;. <1l0%6k)FIR,; . <10% & ()-; xX8hLO.

<10% & ()-;. <10% & ()-;. <109%& ()-;
<10% & ()-;. <10%& ()-;. <1p7¥®

& ()-; gK+.
<10% & 6)-; .
& ()-;.
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(ﬁ&'gg-;e{ +C&) m k669<cQ). .
% & ()-;. <10% & ()-;. <10%
<10% & ()-;. <10% & () () 0

<10% & ()-; hH+. <10% 0% & ()-;. <10% & ()-;. <10%

<10% & ()-;. <10% & ()-;. < %&'%\)-;gHt <10% & ().

()

wherein n, Ry, R, and R; have the meanings indicated above in the general formula (1)
of claim 1, :

in order to obtain the corresponding sulphonamide, and optionally it is possible to
remove eventually the protective groups from it.

4, Process for preparing a sulphonamide derivative with the general formula (l),
according to claim 1, wherein R;, Rz, R4, n and A have the meanings indicated above
in claim 1, and R, represents a C-C, alkyl, characterised by making react a compound
with the general formula (1), wherein Ry, Rz, R4, N and A have the meanings indicated
above in claim 1, and R, represents an atom of hydrogen, with an alkyl halide or dialkyl
sulphate.

5. Process for preparing a sulphonamide derivative with the general formula (1),
according to claim 1, wherein R;, R3, and A have the meanings indicated above in
claim 1, n=0 and R; represents a 1,2,3,6-tetrahydropyridin-4-yl radical substituted in
position 1 with an R, radical, characterised by making react a compound with the
general formula (1), wherein Ry, Rs, and A have the meanings indicated above in claim
1, n=0 and R represents an atom of hydrogen, with a 4-piperidone substituted in
position 1 with an R, radical.

6. Process for preparing a sulphonamide derivative with the general formula (1),
according to claim 1, wherein Ry, R;, and A have the meanings indicated above in
claim 1, n=0 and R, represents a 4-piperidinyl radical substituted in position 1 with an
R, radical, by reduction of a compound with the general formula (1) wherein Ry, Rs, and
A have the meanings indicated above in claim 1, n=0 and R, represents a 1,2,3,6-
tetrahydropyridin-4-yl radical substituted in position 1 with an R, radical.

7. Process for preparation of physiologically acceptable salts of the compounds

<10% & ()-;. <10%

<1.

¥ ()-;. <10%& ()-;. <10%& ()-;.



<10% & ()-;. <10% & ()-;. <10%& ()-;. <10% & ()-;. <10% & ()-;. <109
& ()-;|\<H+. <10% <10% & ()-;. <10% & ()-;. <(12)% & ()-;? <(12)%3 & ()1?'@6{
+C&) m k669<_Ct. <10% <10% & ()-;. <10% & ()-;. <10% & ()-;. <l0% & () -
<1o;%; & ()-i. <10%& ()-;tX<. <10% <10% & ()-;. <10%& ()-;. <10% & ()-
<100A;&| ()-:. <10%& ()-;. <10%& ()-;. $A0% & ()-;xXBLX<. . <10% & ()-;.
<I10A)& ()5 <10% & ()-;. <10%& ()- G{ +c&)mk669<koe <10% & ()-; . <’10%
& ()-;. <10% & ()-:. <10% & ()-:. <10 . <10% <
T H( 3. I<10%A&h(tjwe QEHGF@&M'E“M%Q‘ <a°<‘@i@% 820 %‘a"TU 896%)?@9% )'h ma é%ﬂ?%‘gt
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formula (1) or one of its physiologically acceptable saits, according to claims 1 and 2.

9. Compound according to claim 1 for prevention or treatment of anxiety,

10  depression, cognitive memory disorders and senile dementia processes and other
dementias where a cognition deficit is predominant, psychosis, infantile hyperkinesia
(ADHD, attention deficit / hyperactivity disorder) and other disorders mediated by the
serotonin 5-HTe receptor in mammals, including man.

15 10. Use of a sulphonamide derivative with the general formula (1),

?3 (CH)—R

P
S
20 o7 o N

R

25
wherein

A represents a substituent selected from among:

. a heteroaromatic ring of 5 or 6 members containing 1 or 2 heteroatoms selected
30 from among oxygen, nitrogen and sulphur, optionally substituted by 1 or 2 halogen

atoms, by a C4-C, alky! radical or by a phenyl radical or a heteroaryl radical with 5 or 6

members containing 1 or 2 atoms of oxygen, nitrogen or sulphur;

- a bicyclic heteroaromatic ring containing 1 to 3 heteroatoms selected from among

oxygen, nitrogen and sulphur, optionally substituted by 1 or 2 halogen atoms or by a
35 C4-C, alkyl radical;

- agroup selected from among:
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