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| - SOLFONYLI NDOLE DSRXVATI VES, THEI R PREQARATI ON AND

THEI R USE AS S-KT LI GANDS 5 The present inventidn8 JAN 2007
refers to new sul fonanm de derivatives, of general

WO MOMR™Pa, Ib, Ic), RS::rEl1 N R3 ~~ A g FETEPHHE55I6

[c), - optionally in formof one of their

stereol sonmers, preferably anantl omars or

d[ astereoners, their racemate, or in formof a mxture
of at |least two of their 10 stereol soners, preferably

enantioners or dlastereoners, In any mxing ratio, or

their salts, preferably t hei r correspondi ng,
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sol vates; to the processes for their preparation, to
their application as nedi canents i n human and/ or
vet erTi I'laq:ngrsariﬁ émapden refers [anekw salfoiemidp [dervatoest ofgeneral
n& il gon containing them 15 The new conpounds of
HE % & t nvention can be used in the
I nternmedi ates and for
EihbgsfaRl |y of serotonin
7 asses (5 20
0 bcl asses [ D
997, M 419]. The
"serotonin recept or
#R rats [F.J. Monsna,

phar maceutical industry 3
prepari ng medi canents.
receptors (5-HT) coRPBLi
HT-,-5-HT7), which covd
Royer, et al.. Neurop
5-HTB receptor has Re
identified by nol ecul ar
et al. Mol . Phar macol ., 43, 320; M Ruat, at
al . Blochen1 Bi ophys. Res. BN. 1993, 193, 268]
as well as in humans [R Koheiy at al., J. 2 9 SAN
2001 WO 2005/ 013974 PCTI EP2004/ 00k516

{la, [b, [c),

optlonally in form of one of their stereclsomers, preferably enantiomers or
dlastereomers, their racemate, or in form of a mixiure of at least twe of thair
stereolsomers, preferably enantiomers or dlastereomars, In any mixing ratio, or
their salts, preferably their comesponding, physlologleally acceptable salts, or
carresponding solvates; to the processas for thelr preparation, 1o their
application as medicaments in human and/or velerinary lharapeutles, and {o the
phamaceutical composilions containing them.

The new compounds of the present invenlion can be used in lhe
phamnaceutical industry as Intermediates and for preparing medicaments.

The superfamily of serctonin receptors (5-HT) comprises 7 classes {5-
HT4-8-HT7), which cover 14 human subclasses [D. Hoyer, et al.,
Neuropharmacology, 1997, 36, 419]. The 5-HT; receptor has been the last
serotonin receptor identified by malecular claning in rats [F.J. Monsma, et al.,
Mol. Pharmacol,, 1993, 43, 320; M. Ruai, et al., Biochem. Biophys. Res.
Cornmun,, 1993, 193, 268] as well as in humans [R. Kohen, et al., ..
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-2- Neurochem, 1996, 66, 47]. The conpounds with an

affinity for the 6-HT6 receptor are useful in

treating different disorders of the Central Ner\ddusiAN ZO0T

System and of the Gastrointestinal system as well as .-
we ¥PHt abl e bowel syndronme. The conpound§THFER¥AS16

affinity for the 5-HTe receptor are useful for treati

ng andety, s depression and“tognitive nenory disorders

[M Yoshioka, at al., Ann. |IVY Aced. ScL, 1990, 861,

HeuroclemBI89& &6, 421 The comppunds with an airdly fortbe §:HTe

%%épptﬂ:?él%ll.&&gl ﬁWer%ﬁ %“JPE'EL of tl'}? GEF%IW@%US System
MMdofithe GasEﬁptesThairs}fstem% welzs tha $Tltahle] bovg@tlesygomenThe
Girmpquia Rl M sty 1 e 5 e of oot B sERdGitey,
&dftession Mtdgﬁdlgae magggdndlsurﬂers [?'l Ylah?lﬁ];n.?mfal . ARGy Acad.
%33?%@?8%?%%5?%% % S i oS B  fos, 1RE2:

bay, ﬂ@eh; @half#d i Phyarfatol Bepf-, Hﬁagrmﬁempr A. Bburson, et al.,

L btgmaoat . Jhier. 1985, 391\ K0, st Hohav g5

Res, 1% 7B, 24%; k. E!rawﬂﬁek ehalr, neael Rek98Famtkdol Fokcoll.

SO0 B35 B o o meph 2008 o, gL s

Eéeﬁf srféin.‘h taehe yfigd ahd %@};ﬂlnﬁa@ahﬁﬁs@ﬁﬁdﬂﬁ fhyRadtingnesi a
ADHD attentlon deficit 5?E/ily‘eractlwt di sorder)]

fwzou;hrama Bave %hlgaafﬁmtsﬁor ihe &w&eaﬂors BlddolhagiaEl.,
ﬂ’g%?rlacgf Exgemé;dns@h zéa ,14@&&13E %ﬁ@tsh Méﬁﬂ%d 4485, 1,
To

anzat el 33,

P . 2005, @4 el han e faa e TSt skal, Am.
?%&? N3HeA S 1ok daY ¢80 f%ﬁgt Ia;s&grmﬁ.gsﬁm Ky RRHE ST,

‘he rings 1s o-nehbered feroaromati c

reicaplor aiet sefy ferteeatiog anfaniile hyperisiaasiol ABHD. witeptiorrdafisiiy
0 ahhan

Eﬁ% ﬁ@&!( raig'r:'nl%onﬁgfé?k'\;ﬁ\%ﬁﬁfj@?% %qfhecepggr Qgﬁtﬁgsagh 1?” C.
Geétard, atyal., Beavi Mesdarcht 1897 V46 20 nM.Rf Psangalallin&augs af5

r.t 8, akty has been shown that the 5-HTe receptor
E&%ﬁﬂ;qgﬁ)oﬁea? " the ingestion of food
Pateat Emﬂl&ailmcwmgyf;ﬂﬂdﬁ dig€l6des Alfpnamdles desived from bicycles
%%%bg%ﬁa pﬁt?nfatrin%g is é—n¥en?be I té’rbmailc ar hai%Fua?gr%aﬁ: &gs wlih
5-HTq receptor antagonist acfivity.
Patent application EP 0 733 628 discloses sulfonamides derived from indole

with 5-HTr receptor antagonist activity, useful for the treatment of migralnes.

B A

Furthermore, it has been shown thai the 5-HTq receptor plays a rola In
the ingeslion of food [Neuropharmacolagy, 41, 26001, 210-219]. -

Eating discrders, parteularly obesily, are a serious and increasingly
frequent threat for the health of humans of all ages, since these dieseases
increase the risk of developing other sericus and even mortal diseases,
preferably dizbetes and coronary artery diseases.



14

15

S I bl Bl i ol oo B LI S Bt Jo e [ T L B P L™, e P o i sl sl L P | . —- = r=-=" e i

30 frequent threat for the health of humans of all ;
ages, since these dieseases increase the risk of :
devel opi ng ot her serious and even nortal diseas@sy JAN 2001

ref erably di abetes and coronary artery di seases. 04/1]: 2 .
‘SEQMNJ%HW WO 2 0 0 510 139 74 PCTI EP2004 106 HFaI4A03514 5
Therefore, an object of the present Invention was to
provi de new conpounds, par‘@"l cularly suitable as :
active substances In nedicanents, E{eferabl y in

Thedefomnantablacs of Biemresant nvpotinn weg n provigie netbpemprunds,

PREIRY YUY g pISERES In el lort, st e o0

roedicamppistfion B-HTh oecephas regulatiosy, ﬁmdlee pmmusardfnr Ireatment
drE bl ot ool A tpod Plakk, frordaBR M B rBodaerPbr
annmhtel for Lk aimvttmmr(moincraasa of redoietemoimdydiretpiat, o the

EerieS hocyBF BRERRAL e Sodlfy. Hhufi BbfiSas, FAHRGE: BYtype 1
l::jlabdtﬂm [rrﬂmaﬁulha:lephn?ﬂt dIEII:Ie:Eg{ rdglhmﬁ}.ﬁFHSEeb#btype Il diabetes
qaees BY RSB Bosie BitBWans Bfvcf Redirant o GRORRGERRR ract
difortibe, priférably meable bewahsyhdmme, fondoghitive pahakcement, for
s praAts sy sayRen Al dRoTidR Y e isal asuSos Skisin,
AVOREIROC diSGULRY BGERESIEH, lpr@feﬁhtﬂpbiﬁaraﬁ dusoﬂie@é em@hiﬂye

Al zhei ner's di sease, Par ki nson' s di sease ntin
BEePasdsodRER SeNile Aementa R"SE‘FE'@F%F?“ ﬁ'?’ 53 lE’TE-

PIEHFHES Azhaimard maéaéae PRIk s el Fluﬁ s dissase

attention deficit / hyperactivity di sor der and, ot her

@@@r'ﬂe\ﬂele@é&raﬁréoﬁdwphwas PFFR'"P?'ESQH'HPBHP hyperkingsts:
tlér'i‘giéﬁl'flt AHy aﬂcﬁ‘ﬁ{ysdlsdﬁﬁﬁf) Arifbthar lﬁ]anrﬂ%ﬁﬁb&mtad

m)re£ er ab urrans aS been ound t
by el Uﬁyﬁerﬁmreraﬁépiwmhurwso&‘ndgarn@ﬁwmal%mrafea@lrbm

@gw@ mbrepréle hadinbelcow show an affinity for the

receptor ese conpounds are therefore suitable
for preparing a medi canent for the prophylaxis and/or

ol ) 0 BB Ao

flaribt Inpdessiibed helovesshownay @ilisity for lhe 5-HTg receptar.

These compounds are therefore suitabls for preparing a medlcament for the
prophylaxls andfor treatment of a disorder or dlsease related to food Intake,
preferably for the regulation of appeitfte, for the malntenance, increase or
reduction of body weight, for the prophylaxls andfor treatment of obesity,
bulimis, ancrexla, cachexia or typa Il dlabsles (non insulln dependent diabseles
mellitus), preferably type Il diabetes causad by obesity, for the prophylaxis
andfor reatment of gastrolntestinal lract discrders, preferably irritable bowel
syndrome, for cognitive enhancement, for the prophylaxls andfor treatment of
disarders of lhe central nervous syslem, anxiely, panic disorders, depression,
praferably blpolar disorders, cognitive memory disorders, senile dementia
processes, neurodegenerative disorders, preferably Alzheimer’s disease,

P
-
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25 reduction of body weight, for the prophyl axis

and/ or treatnent of obesity, bulima, anorexia, each
exia or type |l diabetes (non Insulin dependent?9 JAN 2001
di abetes nellitus), preferably type 11 di abetes

WO AR Yy obesity, for the prophylaxis and/f3fEFHI/GIESIE

treatnment of gastrointestinal tract disorders,
preferably irritable bowel “%yndrorre for cognitive
enhancenent, for the prophylaxis and/or treatment of

E@fliinsﬁblﬁdiﬁﬂﬁﬁéf Hymingkasys ﬁﬁﬁamﬂﬁﬁwﬁﬂﬁmﬂb&ﬂeﬁﬁbﬁb ety,
Bl dersgrﬁge&s.sd&nﬁ@ﬁﬁmg qrle dae{msen ﬁ@mbgherc.

nitive nmenor
hyrasectivily disg baa@ other dicnedas swdiried py ﬂ’Eeﬁ-éﬂ'akslewtonln

BerPRETF et RGN aginsas, Mty neRinde hifhE raforasly

tndrinsardi. J besecempiiLnds Mt alsplseilde dordie preparation uf a

' [ [ r.infantile hyperkinesia
?%%ﬁéﬁﬁg¥F@ﬁ?g@ﬁ&%épﬁ%F%¥£“hyperactivity di sorder),
and ot her disorders medi ated by the 5-Hf e serotonln

ceptor ns andl.or Ln ani ma ef er abl
T g ashie ety 3, FmBourRis s Gedsr) e
fay al so SU|tabIe for the preparation of a nedicanent
for cognitive enhancenent. Thus, one aspect of the
present invention are conpounds of general fornula
(la), 10a4 R7 pS ~Q A g g@gy ein R represents a
-NR R6 radical or a s oY nsal ur at ed,
aptiona]ly at |east e=3ybst| | ul ed. optlonally
at | east one heteroato g &2 menber contai ni ng
cycl oal i phaf c radi cahs fay be condensed with a
saturated or unsaturated|] ogL;eﬂhlly at | east
nono- substituted, optionally aty|east one

(Ia)

wherain

R! represents a -NRR® radical or a saturated or unsalurated, optionally at least
meng-substiluled, oplionally at least one heteroatom as a ring member
conlaining cycloallphalic radical, which may be condensed with a saturated or
unsalurated, oplionally at lsast mono-substiludad, optionally at least one
heteraatom as a ring member containing mono- or bicyclic cycloaliphatlc ring
system,

R? RS, RY, R® and R®, ldenllcal or different, each represent hydrogen, halogen,
cyano, nitro, a saturated or unsalurated, linear or branched aliphatic radical, a
linear or branched alkoxy radieal, a linear or branched alkylthio radical, hydroxy,
trifluoromethyl, a saturated or unsaturated cyclaallphatic cadical, an
alkylcarbonyl radical, a phenylcarbonyl or a —NR®R™ group,
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heteroatom as a ring nenber containing nono- or
bi cyclic cycloaliphatlc ring system 20 R2,
R6 and Rs, ldentical or different, each represeritg .!AN 2001
dr ogen, hal ogen, <cyano, nitro, a saturated or _
WQJ%Q%W 4t ed, |inear or branched aliphatic FSHEEHPI/045L6
i near or branched al koxy radrcal a |linear or
branched al kyl thi o radi cal, hydroxy, trifl uoronethyf,

Fg sat ur at ed or unsaturated cycloal fphatlc radical, an
el Rylldmtlﬁiirw diffesentceach repisse !@ﬁ?ﬂﬁﬁﬁjﬂﬂ ﬁﬂ-@fﬂd or

AR 3 Al iy s

raditéler ent, each represent hydrogen or a saturat ed or
unsaturated, optionally at |east nono-s ubstituted

i near or branched aliphatic radical, s with the
withctire poovisethabR® amd RRaranat hydrogendat di'gaesarae titriee asd ifwne of

HBERLPERE S aRecdpd of Uit ingiliorharitr . phitnfy ot

|esas onoisbsibist it aiC 5T, GHphatic phditalcthe ather aing is haabtrated or

one, is satur or, unsaturated, |inear or

RSesle), Tt PEENRSFe, pPRRRLY SFlsRSt mnERYsifliga alehatc
radicangitt &t lesdidive ahrbontdioms, | east five carbon atons, 10
or R7 and Re, together with the bridging nitrogen
atomforma saturated or unsaturated, optionally at
dreast nono-substituted, optionally at |east one
further 15 haleroatomas a ring nenber containing
heterocyclic ring which nmay be condensed with a
Radnd RY Qggélﬁeﬂm&ﬂmﬁfhﬂﬂgﬁg rﬂﬂigeﬂ%ﬂ'r)forﬁ alsBRFAtedRA0-
subtil uited, ﬁér onal | | east one,_heteroat om as

qﬂﬁﬁ@]fﬂ@%bmg ali lpas nWﬂ@;&d@ Pefjenally at least one further
rFBX Q m BQ %trin% rﬁérﬂﬁerﬁi&‘hﬁa@r’ﬂhg ﬁ@te?&y@ﬂ@ru@ﬂhrch%ﬁ? b@al

erent eacn represen TO en or a saturated

@ndemeﬁawm asaluraled pe uﬂsaiwasﬁtbﬁeﬂr@ta“r apleashaPng- at
duBefiutdP BRGSHANY &t fodbiSsheH dtbXdatant as a ring member conlaining

mono- or bleyclic cycloaliphatic ring system,

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

or

R® and R'?, together with the bridging nitrogen atom farm a saturated or
unsaturaled, optionally at least mono-substituted, optionally at least one further
heteroalom as a fing member containing heterocyclic ring which may be
condensed with a saturated or unsaturated, aptionally at least mono-
substiluted, opfionally at least one hetercatom as a ring member containing
mono- or bleyclic cycloaliphatic ring system,
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radical, or 25 Re and R10, together with the bridging
nitrogen atomforma saturated or wunsaturated,
optionally at |east nono-substituted, optionally SBtiAN 2007
| east one further heteroalomas a ring nenber .-
WR YA ng het erocyclic ring which may be FESFTANERYS16

Wth a saturated or unsaturated, optionally at | east
nono 30 substituted, opti ondT | y  at | east one
het eroatom as a _ring nenber containin nono- or
Biaspd. idertige s et ¢S PRIgSePLa saralod ORANFatUted, Wesar
SkaheHeEh bftidtally BERAGNGISS sttt Aufhatictadbacal of
different, each"represent a saturated or unsaturat ed,
linear or branched, optionally at |east

no-substituted aliphatic radical or 5 A and B,
together with the carbon atomto which they are
attached, forma satura |ed or unsaturated, but not

r [ i I 1 '
AT, o Bt e kol chafide WG SRR bddth@f fom,g
satufatedrondnsaturated, bitaiot axcrmatiepbptomaily at leastrrordeEybstituted
?@$%$%$ﬁ§ s or 1s diastereoners, their raoemate or in

'm xture of at |east two of their
sl ereoi sonmers, preferably enantionmers or
gﬁ stereoners, in any mxing ratio, or a salt
reof, preferably a correspondi ng physi ol ogically

acceptable salt thereof or a corresponding solvate

theéeﬁf. 20 Anot her aspect of the present invention
8% &8&1\" of general formula (Ib) (CFWR7 U x

optienally in form of one of their stereolsomers, preferably enzantiomers or
diastereomers, their racemate ar in form of a mixiure of at least two of thelr
slereoisomers, preferably enantiomers or diastereomers, in any mixing ratio, or
a salt lhereof, preferably a corresponding physiclogically acceptable salt thereof
or a comesponding solvate lhereoi.

Ancther aspect of the present invention are compounds of general
formula {Ib)

wherein
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RZ R4 gl A (Ib) 25 wherein 2 9 JAN 2607 WO i
2005/ 013974 PCTI EP200410095J6 R1 is a -NR7R8 radical . :
R2, R R R5 and Re, identical or different, eaQrg JAN 007 '
re@r esent hydrogen, hal ogen, cyano, nitro, - .

dPH¥d or unsaturated, |inear or branché’&rﬁ:ll’?‘lﬁ‘ﬂﬁ?“ﬂf‘ )

radical, a s linear or branched al koxy radical, a
Ilnear or branched aIkyIIh|3 radi cal , hydroxy,
|quor thyl, a saturated or unsat ur at ed
By@ﬁbﬂMR aﬁﬂwﬂkadlcal an al kyi carbonyl radical, a
phenyl car bonyl or a -NRSRlO group, R7 and R8,
identical or different, each represent hydrogen or a

B%ltRi’r & RF and RY, idanfsalondiffesent, mh repegsient bydrogars halogen,

| taﬂgs%étg%agEQthﬂﬁ%r%{adbﬁ or gﬁgfl‘é?%%[ﬁ eaf':%‘ﬁcal a
Irmar esﬂaﬂcﬂquﬂab legyarradicah asllae?llrlar Braoched aleyitbhic rtadhtgb di;fdruxy.
gL SR GHES o RSty Sl R R 10
Mharbhﬁyl baldxchjj & phenycanienyl at arNRSRfigrospt ur ated or 20

unsaturated, optionally at |east nobno-substituted,
optionally at |east one further heteroatomas a [ ng

Réaﬁuenﬂ qmtmhmrrmfférene Bacty adpresent hgdrobés br s@gtupsted or

R R e T

ﬁq@hgﬁ@m,as a ring nmenber containing nono- or :
bicyclic cycloaliphatic ring system 25 A and B, :
identical or different, each represent a saturated or

RPSAd R idRAticdlioh @fferant, sach represent hydrogen or a saluraled or
unsaturated, linear or branched, optionally at |east meno-subslituted aliphafic

radical,
ar

R? and R", {ogelher with the bridglng nitrogan atom form a saturated or
unsalurated, oplionally at leasl mono-substituled, oplionally at lsast one further
heteroatom as a ring member conlaining heteracyclic ring whick may be
condensed wilh a saturated or unsaturated, aptionally at leasi mono-
subsliluted, oplionzally at least one heteroalom as a ing memkber conlaining
meno- or bicycelic eycloaliphatic ring syslem,

A and B, idenfical or different, each represent a saturated or unsaturated, Inear
or branched, oplionally at leasl mono-substituled aliphatic radical -

or
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or branched, optionally at |east nono-substituted !

al i phatic radical or 30 i 2 9 JAN 2667 WD 2005@.3974 ;

PCTI EP2004/ 009516 .& r' A and B, together witi@ §haW ZO0T

carbon atomto which they are attached, forma e
WOHGMYEY or unsaturated, but not aromati cpcgﬁmﬂ'ﬁfﬁﬁsﬁ

at | east nono-substitul ed cycfoal kyl ring, s and

ni sO, 1, 2, 3or 4; optionally'P'nformof one of its

stereoi soners, preferably enantionmers or

/angE teasiesTavit the carhosctemite which; theraml&ﬁmadniﬂmﬂ e
Sruited @la.ﬁ{sa&if‘@tegf pht' MRt BronBdte! §HonaFaBieall RbHE- §ﬁﬁ§ﬁm1&d
enantiorners or diasterecmers, 1n any mxing ratio,
eydaglikyl indr eof , preferably a correspondl ng
physi ol ogi cal |y acceptable salt therof or a
correspondi ng sol vate thereof. 15 Yet, another aspect
ghdt he present inventlon are conpounds of general
formula {lc) RB(CH)"-RL RS RZ R4 N1'O R3~~ A
3 [lc), wherein

nisd, 1,2, 3o0r4,

R
-

aptionally in form of cne of ils sterecisomers, preferably enantiomers or
dlasterecmers, their racemate or in form of a mixlure of at least bwo of lheir
stereolsomers, preferably enantiomers or diasterecmers, in any mixing ratio, or
a salt thereof, preferably a comresponding physiologically acceptable salt therof
or a comesponding solvate thereof.

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

(Ic)

B8 (oH)—R1
R5
N—pz
R4 N
v .
R3 o'—“-‘*s"o
B
(le).

wharsin

R' represents a -NR’R® radical or a saturated or unsaturated, optionally at least
mono-subsliluted, oplionally at [east ane heleroatom as a ring member :
conteining cycloaliphatic radical, which may be condensed with a saturated or '
unsaturated, optionally at least mono-substituted, optlonally at least one

heteroatom as a ring member containing mono- or bleyclls cycloaliphatic ring

system,
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Rl represents a -NR R8 radical or a saturated or
unsaturated, optionally at |east 20 nono-substituted,
optionally at |east one heteroatomas a ring nedukugﬂ 2007
cont ai ni.ng cycl oali phatic radical, which

WQMHMLE with a saturated or unsaturat edP\(:E{ﬁPF%i‘fgq“F]f

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

heteroatom as a ring menber®cont ai ni ng nono- or

&JG %. cycl |iphatic ring system 2 9 sou 2997 WO
identica) ot diilepnd, each represeiyinydiogens halegen,

cﬁ%rm' ﬁ’lﬁé‘td Qa?thra?éd & drisaifKed, fiRah of Eﬁnﬁﬁ@@hliﬂﬁéﬁ&?&ﬁ la

o, nitro, a saturate unsat ur at e
IInEﬁearr hrencfmdeailm@cradicaba Ainear ordanchied aikylthiotedicab hydroxy,

[
PR el s fated BibeBhall ARASE on
alisytlcarboryd rastical,es phenyicagabnyl o mawﬁﬁmﬁtgmup.adu cal, an s
al kyl carbonyl radical, a phenylcarbonyl or a -NR(PlO
gro up, R7 and RO, i dentical or different, each

Rean :bE%nnlermyalrmgHﬁarmt aad‘alepr@eatjhmagmmeaa satairadel] or

‘Hf)sé'hﬁnt&ﬂl %lﬂqnﬂﬂly?aﬁ%as f'go Dgéfb%&%?f% Eﬂlhlt;lp Eﬁl&mﬁ@d aliphalic

radigel,her with the bridging nitrogen atomforma
saturated or unsaturated, optionally at |east

nono- substituted, optionally at |east one further 15
dgretemat om as a ring nmenber containing heterocyclic
ring which may be condensed with a saturated or
unsaturated, optionally at |east nobno- substituted,

nbﬁnwnﬁltbgetﬁér Withethile mﬁgmbeﬁtﬁigwﬂmnafﬁrrﬂ arsiam‘aféﬂfd?ef

CO” | alni oepticealiat lead g, oP T 'gfaraté:'éﬁi @B frther

ﬁtﬁ%ﬁ&%‘hs EYﬂﬁQﬂ&ﬁbﬂrccﬁ‘atﬁﬁh héie%by‘érc nh'@ %‘dﬁrrﬁhyﬁga
[ i near or branched ptiona Q{gaptj%ﬂ east

srswiensarbuith e sabeptaf Pﬁ Hﬁﬁ lgral ally gt leasi meno-

substituted, optionally at least ons heteroatom as a ring member conlaining
mono- ar bicyclic cycloaliphalic ring system,

R® and R, idenfical or diffarent, sach represent hydrogen or a saturated ar
unsaturated, linear or branched, cptionally at least mono-substituted aliphatic
radical,

or

R? and R", 1ogether with the bridglng nlirogen alom form a saturated or
unsaturated, apflonally at least mono-substilutad, aptionally at [east one further
heterozatorn a5 a ring member conteining helerocyclic ring which may bs
condensed with a safurated or unsaturated, optonally af leasl mong-
substituted, optionally at [2ast one heteroatom as a ring membsar conlaining
mono- ar bicyclle cycloaliphatic ring systern,

AN e

S ek LAEapL mbwy o
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25 RO and R10, together wth the bridging nitrogen
atomforma saturated or unsaturated, optionally at

| east nono-substitul ed, optionally at |east one? 9 JAN 7007
further heteroatomas a ring nmenber containjn

BTl ic ring which may be condensed WAIFFZI04/008516
saturated or unsaturat ed, oﬁsi onally at |least nmen 0 3c
substituted, optionally at "I"€ast one heteroatom as a

ring menber containlng nmono- or bicyclic

R @pfl & ldentisalie differen), el ER{esenkn galiaterd pr unggturated, linear
&Qﬂé&&ﬂe@%ﬁg&fég{égg l%%@tqﬂéﬂ%ﬁiﬁtmé@allp‘haﬁg%ﬁcal' denti cal

or differe represent a saturated or
unsaturated, linear or branched, optionally at |east
no- substituted all phauc radical or 5 A and B,
together with the carbon atomto which they are
bonded, forma saturated or unsaturated, but not

I [ ts I i d
RABHEL (oo R B ity 130 yRRGNNSY 3! bt romm 2
saluratedhdt ynsaturated nbwifnobaromsltict optianaly arleastsoame-substiiuled

enantlorners or rs diastereoners, their

%@J&‘ﬁﬁgﬁﬁﬁ-m in formof a mxture of at |east two of
their stereoisoners, preferably enantionmers or
di astereoners, In any mxing ratio, or a salt

reof, preferably a correspondi ng physiologically
acceptable salt thereof or a corresponding solvate
t'gﬁeoﬁ. 20 Jf one or nore of the noieties R2-R10, A
| 'éf r%p?% ent an al kyl radical, an al kenyl radica
or an ai kynyl radical, which Is substituted by one or

re substityents, each one of these substijfuents can
optionaihEin 1o ot ohe BLIREY Sisreqipamers, Beferabli enantigrgers or
st Rtmers e $Aberi-t8 BRI f8Fm BY A RANARE GFat @k kb of their

| inear or branched O -Ca ai koxy, linear or branched
omETs RIEtembly enantomess opdiastereomers, in any mixing ratio, of

a salt thereof, preferably a camesponding physlologically acceptable salt thereol
ar a comrasponding solvate thereof,

If ane or more of the moieties R2-R'Y, A and B, represent an atkyl radical,
an alkenyi radical or an alkynyl radical, which Is substituted by one or more
substituents, each one of these substituents can preferably be chosen from the
group consisting of hydroxy, halogen, linear or branched C+-C; alkyl, linear or
branched Cy-Cgalkoxy, linear or branched C4-Cg perfluoroalkyl, linear or
branched C4-Cy perfluoroalioxy, ar an optichally at least mono-substiiuted
phenyl radleal.

If said phenyl radical is subslituted by one one or more subslttuents as well,
each ona of lhase subslituenls can preferably be chasen from the group
conslsting of Auoring, chlerine, bromine, a linear or branched C+-Cg alky, a
lInear or branched C;-Cg alkoxy, a linear ar branched C-C; alkyithio, a
trifluoromethyl radical, a eyano radical and an NRIR™ radical, whereln R and

—gaaT—— it

e
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25 branched Cl1-Ce perfluoroal koxy, or an optionally at

| east nono-substituted phenyl radical. |F said phenyl
radical is substituted by one one or nore substi %elfN 2001
as vveII each one of these substituents can

WO v be chosen from t he group ao consiS{HAY+BeEsLe

fluorine, chlorine, bromne, a linear or branched
Cl-CC alkyl, a Ilnear or bHanched C1- 0 al koxy, a
Ilnear or branched C1-C6 al kylthia, a trifluaronethyl

REdidentical ar difierant areidefinedasiRiand®I1R12 r adi cal
wherein R11 and 2 9 JAN 2097 WO 20051015974
PcreEP20041008516 - -11 R72, identical or different,
are deR] me:jsaturamd 'zmmmlrateﬂ Gptlmalhaalslaaﬁrmmmtematum as

#/1AG kb bonBitiing Bitiotpaue AR, kS PR AT bner
5 Mre;sﬁlmhh.tantmdﬁqr |bﬁbcmnpn$5rmaiummisdm unsahirateapoptonally
t.ur at t ur at ed I
alenh ok TRterSrld At e o Ad bREC o BRhiRG
osmluahgbmtnﬁu:g/?slm wmﬂtbmbsmhmjl bsy dir{e”lg' Tamtmmstmhmsh
S ut e uent s C ne
o AT it FyRlRnG B, (e Seied Atheriss, praftBy e
ﬂ'ﬁ%ﬁaﬁl’mﬂl heafrous b@mh ln@hﬁﬁ?drbﬁy FluetRe, aiksir! brgnied, linsar
o or C oril ne 0 | ear 0 r
o gy brapeHag ‘fém&eﬂfkﬁlr W}ﬂafﬂr 'ﬂe'igb {’gﬂé‘ﬁ@ﬁ{éd{']‘@ﬂr @faﬁr&n@aﬁewr
Ci pefnoRalklr, #Rsdred bRinchéd Cp-ﬂﬁfpléﬂ’f@ﬁhéikﬁ dﬂmﬁ?fzylomura

branched Cl- ertlu oaI ko benxy
e hor LuRal by oo BeCill, Tl

Bé hed G - Caal kyl and benzyt rs The hel eroat ons of
the cycl oal i phatic radical andlor of the nono- or
bi cyclicc cycloaliphatic ri ng can, independently

15 The Hbl%P@at&ﬂQ‘ohﬁfe cy%ﬁﬁpﬁ‘iaﬁ@k B&ﬁ%\“ thel MBSt

conS|st|ng of t rogen, oxygen, nore

wwph@uwnnmm inglenendengy iﬂ'ﬁ'é'hﬂla% apothest, Grajarabiv bepghosen

Ea'lneroét L@?dnﬁigg%%&f q@%qn&aﬁm r()%r‘é:ﬂ%@%& | om:'(iljB B‘%Séﬁ% bi

pliregen isghpsen agametdroatod. 1 or 2 heteroatons chosen
fromthe above nentioned group.

20 Said cycloaliphalic radical may contain 0, 1, 2 ar 3 heteroatoms chosen
from the above mentioned group, preferably it contains 0, 1 or 2 heleroatoms
chosen from the above mentioned graup.

if R7 and R® together with the bridging nitragen form a saturated or

25  unsahurated, oplionally at least ons further heteraatom as a ring member
containing helerccyclic ring, which is substituted by one or more substituents
and/or condensed with a saturated or unsafurated, optionally at least one:
heternatom as a ring member conlaining mano- or bicyclice cycloaliphatic ring
system, which is subslituted by one or more subsliluents, each one of these

30 substltuents can, unless defined otherwise, preferably be chosen from the
group consisting of hydraxy, fluorine, chlorine, bromine, linear or branched C4-
Csalkyl, linear or branched C;-Cg alkoxy, linear or branched C4-Cs
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If R7 and Re together with the bridging nitrogen Form

a saturated or 2s unsaturated, optionally at | east

one further heteroatomas a ring nenber contai rfi PgJAN 00T

hal erocyclic ring, which is substituted by one or nore -
WQas¥Ueni s andl or condensed with a sat urfAfT&T2H/mesia

unsaturated, optionally at |east one heteroatomas a

ri ng menber containing nmond?™ or bi cyclicc

cycloaliphatic ring system which is substituted by

padiuefoaliyl. dneannribranchet & lenemfiusealiexyt aruklernzyl. more
| bl
DA B e Sap ey Sk i e

beagw.i ne, chlori ne, brom ne, linear or branched C Cs
al kyl, lI'inear or branched Cl-Ca al koxy, |inear or
branched C-C6 2 9 JAN 2907 WD 20051013974

5 RAT BRecsC0dT GonzEing 2ng er Mbtmadditidnal hetergatams oand/or If

B8R Bt B PR BT el ose

hetensdienis @ﬂm Gedependentyitiom aae anothed, prefardtly be chosen from
B G548 Lot PR L e B S b moger

id ¢chgses abadigleroatormr nore heteroat ons, these
het eroat ons can, independently from one another,
preferably be chosen from the group consisting of

ni t r oggla haﬁerbwﬂm rifd) shaSPEnBiRin ﬂ.n‘n@ﬂf:?émlﬁ&la‘i’ QLB EE ST
I s chosen, as heterpatgm to heterﬁ \B/cllc ring

fBgERSOTRIA 6 aove manign SRR BT
ﬁ%ﬁ&@%ﬁﬁﬁ%@aﬁﬂﬁ@ﬁ%aﬂ@&m preferably it

contains 0 or 1 heteroatons chosen fromthe above
menti oned group. Ps If Als an aliphatic radical. I.e.

15 an alfkplig aﬁ'dﬂﬁl@éﬂc radlcal k. alh@délﬁt% or ﬁlﬂw rddidegd by

one or nore substl tuents each one 0O

sulpsityted by oge o5 morp supstiants, egeh onBoEtone Hbstifeenys 5ap

Etay ol ) SRRy oL Y Rl o
brangbe@ &+-Ch-atiys linpar o hianaher Kt Ca alkmaralinaﬂr obbenched) Cq- Ca
GhrifBREik, 1HOAAR anchel o, 5 FMUIBAKNY S ar §AShally at least

20 mono-substituted phenyl radical.

10

If said phenyl radical is substituted by one or mare substituents as well, each
one of lhese substibvents can preferably be chosen from tha group consisting of
fluorine, chiarine, bromine, linear or branched C1-Cs alkyl, linear or branched

25 G4-Cy alkoxy, linear or branched C4-Cs alkylthio, a trifluoromelhyl redical, a
cyano radical and an NR"’R™ radical, wherein R™ and R™, identical ar different,
are defined as R” and R%.

It B is an aliphatlc radical, i.e. an alkyl radical, an alkenyl radical or an
30 alkynyl radleal, which Is substituied by one or more substituents, each one of
these substifuents can preferably be chasen from the group conslsting of
hydraxy, halogen, linear or branchad C4-Cs alkyl, linear or branched C-Cg
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20 nono-substituted phenyl radical. If said phenyl

radical is substituted by one or nore substituents as
wel |, each one of these substituents can preferia®l JWN 2001
Be chosen fromthe group consisting of quorlne

BPBMEZ bronine, [inear or branched Gi - CsPGH/REzPO+/008SIS

i near or branched 25 C1-C6 ﬁLkoxy, i near cr branched
Cl-C6 alkylthio, a trlfluoroifel hyl radical, a cyano

B ey B B ek i L e ek
H:&rﬂumﬁalﬁbgﬁ bRhh ephaig at Ieaht rﬁen@-@uaédﬁytlafi ofi mﬂf?ﬁ“"?@[]

al kenyl cal or an " 30 al kynyl radica
substitul ed by one or nore substtuents, each one of

t ireant Shirs ﬂaﬂléﬁf‘&%uﬁﬁﬂul@ﬂ %@%{n@*&iﬁh&i@ sﬁﬁgﬁﬁQm& RN Each
group consi stin I ox hal 0g I hear Or
g E@ﬂ@@ng‘-’r & Pre}{lir %e Ghﬂiﬁmﬁi@héhe groupsconsisting of

- 97d. P
g Siioried pomiy e ortaribaCe Aty hear o oo
dérﬁt alexb dinkgn or brannbed G}fcdﬁl@ﬂhh:ed tuaesméthyl radical, a

ﬁ%ﬁo g%'gaﬁtﬂ%‘ a8 RFﬁe nyﬁ yh%%{]ﬁ HW @%B Bebﬁﬁegﬂﬁl or different,

reqd idgined ESBude ut ed by one or nore substituents as
well, each 5 one of the substituents can preferably

be chosen fromthe group consisting of fluorine,

chl or ifrfeandBdagather *Jﬂ'lmiharcadmrta‘ramdh avh|dB| Eh@gt ape kyhded form a

j - al ar ranc
logtlr uRERNERES nubhot FaRalic Sistonldlita,phic B35 Asihuted
rtychineadr rore mh_ﬁmﬁiﬂi.ﬁeanadirﬁaif mm@msmaﬂ@ cangaraﬁﬁably be
[ Sﬁé'ﬁﬁﬁgﬁr _gllffere% re defbgled as., R7 an
PO, t SEFPHRONSIRARG, RIen. dineacorprapsfiadieyCe
alieyl,binsatest Hravdhed c1seg mn@@e%ﬂ ok BMcHE 055 ﬂ@rﬁuuP@émyl
%omatl C @géa#k'%/ which |I's substltute
TG § realkegyy 2 RPHgRal eideast oo
subsiitiiikdgihefylCadical ef er abl y be chosen fromthe group

consi sting of hydroxy, hal ogen, l|inear or branched
Cl-Ce 1s al kyl, linear or branched Cl-C6 al koxy,

lif S phéxiyl Ricras Reshbeiuledl BYesHd 3+herR! d¥bkituents as well, oach
one of these substituents can preferably be chosen from lhe group consisling of
fiuorine, chlorine, bromine, linear or branched Cy-Cs alkyl, linear or branched Cy-
Cg alkoxy, linsar or branched C4-Cs alkylthio, a trifluoromethyl radical, o cyano
radical and a NR''R" radical, wherein R'" and R, idenlical or differsnt, are
defined as R” and R,

If one of the substituents R%, R®, R*, R® and R® represants a linear of branched
aliphatic radleal, a linear or branched alkexy redical or a linear or branched

alkylthio radlcal, lhe carbon chain may have preferably 1-6, more preferably 1-3
carbon atoms.
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i near or branched Cl-Ce perfl uoroal koxy or an

optionally at |east nono- substituted phenyl radical,

I f said phenyl radical is substituted by one or 2npriaN 2007
subs tituants as well, each 20 one of these

WQHNEIBYHent s can preferably be chosen fromPCREPHIYEHS

consi sting of fluorine, chI orine, bromne, |inear or
branched Cl1- C6ai kyl, |inear 1%r branched C1- Ce al koxy,
| i near or branched Cl al kylthio, a trIquoronethyI

r adi cﬂhﬁeékﬁlﬁdﬂmﬂﬁr&mﬂ rstg th;t &F&ltﬂRheomraiﬁnsad" Indicates

Qﬂ’?l ne'g3 ﬁ%l%;&a%ﬂﬁé one K bﬁﬂg au%ge? Fr{su"%ﬁ't%latﬁﬁ" or

FstedMnaﬁsabel ured foFinle fypetof bendingear or br anched
aliphatic radical, a linear or branched al koxy radical
or a linear or branched alkylthio redlcal, the carbon
chai nSulfonamidecderivatiessadfl gentrd formuize(lay m‘bq:rrafehgd,lw&reln R

b t 0 JAN 2
bbb B2 ool g1 Saiitee ST eaydice. Rl at least
u*gxﬂme#stﬂ:aﬂtd tatlg epticnaly aﬁearmt mhﬁerﬁaidﬁn as diringtmer%ﬁhat
t r1 aJ e a e alt om
bR Ppeb e Daleaulie g e, SAtpIvalhe Chglensed
Withs ée?bm?leaf urlkm@ﬁh.lﬁﬂed &:p‘ﬁuhél fﬁ%bt nﬁbumwm @ptionally
era ormu ereln
e BeEtane 1 Goeft b Rl ety ook ating Rigrior Op Reyeli
gpaadtivhaliethg SRtdrm, nﬁhérﬁbﬁthd faflaf 1Ry §yﬂl§mldraeeer G-

opti onaIIy at | east one heteroatomas a ring nenb
HSmEAraEng 5- or b- menmber ed cycl oal i phatic radical,
whi ch nmay be condensed with a saturated or

unsat urated, .optionally a ast nono-substituted,

Uiﬁrﬁﬁf’ﬁﬁ'[ﬂ?m% rgpresentsta MR E’ﬁb@&%’fﬁd&?lﬁh?ﬁw
g ﬁnd@g or bicyclic cycloaliph a tic ring
ystem y the rings of the dng system are 5- or

mor e prefera represents a NR7R
rad| Rﬁdl cal rom t he

. . _(:[ and N
. P 18
Rie
whereln, if present, the dofted lina represenls an oplional chemical bond, and
R'? represents hydrogen, a linear or branched G-Ca alkyl radical or a benzyl
radical, preferably hydrogen or a C-C; alkyl radical and R%-R? R%, R, A, B
and n are defined as above.

Sulfonamide derivatives of general formula ([a) are also preferred, wherein R?,
R? R* R and R®, idenlical or different, each represent hydragen, F, Ci, Br,
cyano, nitro, a linear or branched C+.s alkyi radical, a linear or branched Cos
alkenyl radical, a linear or branched Cs.g alkynyl radical, a linear or branchead Ci.

o
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WOIWFBISH| y hydrogen or a Cl-C2 al kyl radi cACTHR0H008516

j5 group consisting of Rte D and -Q\W\}21e RI B wherein,

if present, the dotted |line represents an optional

chem cal bond, and R19 represents hydrogen, a [ZiqemN 2007
or branched Cl1-C6 al kyl radical or a benzyl radical, -

R2-R6, Ra, R70, A. B 20 and n are defined as above.

Sul f onam de derivatives of é neral Forrmula [la) are :
al so preferred, wherein R2, R4, R6 and RB,
ﬁal%‘ﬁﬁ' @dinegF ogbranghiacc:-a @Immm éwﬁlmdnﬂhwﬂw@wl a yaturated _ i

h
i st Al 1B Ciqgrrson
radica) aphenylcarhoayt orgmn tNRTR A gwue2s al kynyl radical, a
Li near or branched C1 2 9 JAN 2097 WO 2D05(013974

PCTI EP20041008516 -~ -15 6al koxy, a linear or branched :
aare M?thﬂ R’®, RiyRt. ddyandt RS, identical or differerty¢acherepresent H,

PO S I TR BB 4 8 e

phevs:l car bony] or an -NROR10 group, s nore preferably
R2, R R R5 and R6, identical or different, each
represent H F, O, NO2, NH2 or a Cl.2 al kyl rad[cal
Entthéi‘rmr@,?sﬂﬁ&mﬂe derizatives cﬁlgend'ef fomadlagta) and alke. prefarred,

Bt B AR Pen iR B ek 228h rSiesqit svarierya dger or
Beanmddmpueahu:,mt A@hds‘l hlitlmFEtubslﬁtlﬂIHd CER EWBﬁdldﬂ/@ﬁ?@éﬁ or a
| he e t | ona a

hﬁ?\'@ﬁﬁ PP%'Fe‘% k./%‘ (Lc%zp ﬂﬁﬁ“?'u radigal, gf a linear
lor BrMRREY, @ﬂhhﬂ@@ti%sﬁhoh@%&bsﬂ!@lﬁﬂﬁ.qpﬁﬂ(yﬁ trﬁaiumm the
al ken ra,pl é i.near _or branched, optional

Brovied el B5nET R ol ndltwipaen 2t Bresaepmime. s Baneds them,
Riandmiow §@athﬂ3ﬁéd &%rﬁﬁﬁ.rﬁi@d qrr%al"‘alt hﬁwaﬁ&gg%muaﬁalﬁrfﬁ least

sarretlrre and if one o

FAnorsHoBRRLISR. Crr P BREaCialy i otber anedrauraled or
Qﬁééﬁ]&?éd )rn@ﬁr dr%ﬁcheﬂoﬁﬁhoﬁﬁmﬁéﬂ bkt nu-QUh@ﬁtLﬁ‘éd ngtﬁ? i€

r adi cal t e ot her one a saturate unsat ur
ﬁdﬂe‘ﬂiﬂ"brﬂttﬁaéhﬁwfb%ﬂiﬂmﬁal ly at | cast

nono- substituted aliphatic

or R7 and R® together with the bridging nilrogen form a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one further
hetercatom as a ring member contrining 5- or 6-membered hetarocydic ring
which may be condensed with a saluraled or unsaturated, optionally at least
maono-substituted, optionally at least one heteroatom as a ring member
containing mono- or bicyclice cycloaliphafic ring system, whereby the rings of
the ring system are &- 6 or 7-membered and R1-R%, R® R'®, A, Band n are
defined as above.

Particulariy preferred are sulfonamlde derivatives of genaral formula (la),
wherein R” and R®, identical or different, reprasent hydragen or a linsar or
branched Cy-C1s alkyl radical, with the proviso that R® and R® are not hydrogen
at the same fime, and if one of them, R? or R®, represents a saturated or

- -



————— e T

10

[ &3

20

25

-t =T . L il a e = -7 = A - - R R oL, A — T =L Sl o

radical wth at |east five carbon atons, 20 or Rr and

Re together with the bridging nitrogen forma

saturated or unsaturated, optionally at least 208 JAN 2007

nono- substituted, optionally at |east one further
WORMOEI33om as a ring nenmber containing 5- SFTEF2004/008516

6- menbered heterocyclic rin whi ch may be condensed

with a saturated or unsatur@ed, optionally at |east

mono-substituted, optionally at |east one heteroatom
unsafiratedglineanpebrapshed; sptionali gt leesbmope-sybeljiutaddn-C.

. : . . ; o
S BRSPS A ofer B SYRLAYTepltREHE Y sdtlupd fpiinaghuralett
[Rkar orhraBeled) optlenady atliiehstrodnasubsiibuted alfphaticaatiaal with ai
referr r | fonam de derivatives of general
@ﬂ%rﬁ?ﬁ%@)ﬁmﬁgér\/\herei n R7 and Re, identical or
di fferent, represent hydrogen or a linear or branched
G -CL3 al| radi cal ith.the proviso that Re.a R9
are R bghReh i ineBrdgig Firfleh afh i g 20iBl ehoden
frdranhe GauprcofSistinggfr esents a saturated or 2 9 JAN 2007
WD 20051011974 PCTI EP20041009516 - -16 unsat urat ed,

| i negf— o% branched, opti m% at | east
nm‘rd\?_utt_)ﬁmi—tﬂﬂtﬂed Cl- CA—pal i plepti c radi cal ,_ter
one O emrepresents gﬁs_at/nrat ed or» unsat urgt ed/

| inear or branched, optionally at |east
nono-substituted aliphatic radical with at |east five
carbon atons, or s R and R together with the bridging

nitrogen atomforma radical chosen fromthe gro
consi sting of -R20 - and wherein R20, _jf

pres ~represents hydr a|l i near, or branche
Cr=a, al kyl io radical zyl 3 cal _'% g?a y
hydr o , or a Cl-C2 alk di cal, and RT- . ,

RSO, A, B and n are defined as above. Furthernore,

: are : :
SR, H5rA8iL i, R O g by i
whidicaborm benzylieavided, pireforabdy fydsegam, or afaCs disyleadical, and R'-

R®, R?, R A, B and n are defined aa above.

Furthermare, sulfonamide derlvallves of general formula {la) are also prefered,
wherein R® and R, Identical or different, identical or different, each represent
hydrogen, a lingar or branched, optionaliy at least mono-substituted C+-C4g alkyl
radical, a linear or branched, aplionally at leas|l mone-subslituted Co-Cqp alkenyl
radical or a linear ¢r branched, opllonally at least mono-substituted CCo
alkyniyl radical or

R® and R, together wlih bridging nitragen atom form a saturated or
unsaturated, optionally at least mono-substifuled, oplionally at least one further
heteroatom as a ring member conlaining 5- or 6-membered heterocyclic ring,
which may be condensed wilh 2 salurated or unsaturated, optlonelly at leasl
meno-subslituted, , optlonally at least one hefsroatom as a ring member
containing mono- or bleyelice cycloallphatic ing system whereby the rings of the

T}:-‘h .
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15 hydrogen, a linear or branched, optionally at |east
nmono- substituted G -C10 al kyl radical, a linear or .
branched, optionally at |east nono-substituted @9 QAN 2007 ”
al kenyl radical or a linear or branched, optionall

20 RO and R10, together with_bridging nitrogen atom :

forma saturated or unsatUrét ed, optionally at | east

nono-substituted, _optionally at Ieast one further ;

Fieg eyemaaie s Baor T-Hiprhared and B Ai Bgngn gre defined as :
ered heterocyclic ring, which nmay be condensed

Wth a saturated or unsaturated, optionally at |east

nono-substituted, , optionally at |east one heteroatom

BAulehy BrEHBE are EABRRI Ul hell BBy,

wherein RS end R, Jderosalcor ifterenl, ewosh Epeseal bydRegen or a linear or
' t = r 7-menbered and R-Re, A B
éﬁ%ﬂg%?éﬁc]]%gl{kﬁle d]acgr' ﬂgbove. Particularly preferred

are sul fonam de derivatives of general fornmula (la), 5

wher eld_ Re _an ' ' ' i fferen each..

Fopr dYeatt Ry afesiur ST bfidind BB Ble e i
ahdaen fromal tlesdiroup cofEistingobfR70, together with the
bridging nitrogen atomforma radical chosen fromthe

group/consi sting of - ~ 1,/~RRD "N and -NC 10~wherein
RZGTNMEW, represgqgts hygdrogen, a |ineg
br anc C, -CO al'kyl radicAdl ora bemzyl rad
preferably hydrogen, or a GrC2 al kyl radical, and R1-
RO, A B and n are defined as above. 15 Furthernore,

sul fonam de derivatives of general fornmula (I a) are

pre [erred, wherein A and B, identical or differe
each represent a |inear o/r_br<€h:jwed C, - /__(J}
—{] = ad  —N_ N

wheraln R®, If present, represents hydrogen, & linear or branched C4-Ca alkyl
radlcal or a benzyl radical, preferably hydregen, or a Ci-C: alkyl radical, and R
R®, A, B and n are defined as above.

Furthermore, sulfonamide derivatives of general formula {la) are prelered,
wherein A and B, identical or difierent, each represent a linear or branched Cs.
Cs alkyl radical, a linear or branched Cz.Cy allkenyl radical or a linear or
branched C,.Cs alkynyl radical, more preferably A and B, identical or different,
each represent a linear or branched C,.Cs alkyl radical, or

A and B, together with the carbon atorn to which they are bonded, form a
saturated or unsaturated, but not aromatic, optionally at least mono-substifuted
cycloalkyl ring, more preferably A and B logether with the carbon atom to which
they are bonded form a C;-Cy cycloalkyl ring, even more preferably A and B
together with the carbon atom fo which [hey are bonded form a cyclohexyl ring
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Cg alkyl radical, a linear or branched C2. C6 al kenyl
radical or a linear or branched Ca. C8 al kynyl

radical, nore preferably A and B, identical or 2'5 ]AN i
dlfferent each represent a linear or branched -

WORISPISRGi cal . or 20 A and B, toget her vmtt?qTFFé’“E'é’P%W
atomto which they are bonded forma saturated or
unsat urated, but not aromatl®&, optionally at !east
mono- subst i t ut ed cycl oal kyl ring, nore preferably A
amtiRBR'bayut mere defingdidsabos@.bon atomto which they are
bonded forma C3-CO cycl oal kyl ring, even nore
preferably A and B 25 together with the carbon atomto
Ribittosrricinee yul lonemidenderil afieesofgeasral torewa (1a) arg preferad\N

T o8 SRR PR Ay Do

st anam ded Bare definadess afovgeneral formula (la) are
preferred, wherein nis 0, 1, 2, 3 or 4; preferably n
is O or 1; nore preferably nis 0 and RL 5 to R10 and

A andrigsaihtosd piefseed aomphimas.of ghnsml fonsiulzpilsfare selcisd
conmpounds of g‘EEerag formula ([a) are selected from

e e gIRVPCORSISERg RY of 10 [ 1]
1- Cycl ohexanesul fonyl - 3- (1- net hyl -1, 2, 3, 6-t et rahydr opy

i_dl ne-0- -5- nitro-1 Hi | 2 .
B on GrscabdrpesHianb & Lmein. 53 f1etrebyponidnes sy
rahy iggMHLiddse- 4- yl)-1 Hindole, - 15 [3]
5- Ani no- | - cycl ohexanesul fonyl -3- (1-nmethyl -1, 2, 3, 6-tetr

ahydropy“ dine-4- yl)-1 Hlndol e and [4]
t | ndoI | ZI neﬁ?ﬂnﬁ@%e‘sﬁﬁﬂﬂl@f{?rﬁeﬁﬁ k2 %‘Eﬁt&aﬁ?‘j@ﬁ%ﬁ“@#

F I ndol drochl ori de and
t hei rylpdHirdsbandi ng sal ts and sol vaI es. Sul fonami de
derivatives of general fornmula ([b) are al so
preferred,
[3] 5-Amnnu-1-cyclnhexanesul[unyl-ﬂ-ﬂ malhyl-1,2,3,6-tetrahydropyridine-4-

y)-1H-Indole and

[4] 1-Cyclohexaneaulfonyl-5-fluoro-3-(1,2,3,5,8,82-hexahydro-indolizine-7-
yl}-1H-indole hydrachloride

and their comesponding salts and solvales.

Sulfonamide derlvatives of general formula (Ib) are also preferred,
wherein RZ, R?, R*, R®and R?, Idenlical or different, each represent hydrogen,
F, C\, Br, cyano, nilro, a linear or branched Ci.a alkyl radical, a linear or
branched C..¢ zlicenyl radical, 2 linear or branched Ca.g alkynyl radlezl, linear or
branched C,.galkoxy, a linear or branched Cye-alkylthla radical, hydroxy,
trifluoromethyl, a safuraled or unsaturated Cas cycloallphatic radical, a linear or
branched C+.s-alkylcarbonyf radical, phenylcarbony) or a -NR°R' graup,

m—-
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25 wherein R2, R3, R4, Wand Rs, ldentical or

different, each represent hydrogen, F, C', Br, cyano,
nitro, a linear or branched Cl-a al kyl radical, 28 JAN 2007
| i near or branched Cz$al kenyl radical, a |linear or

YRMHEHEY Gz. eal kynyl radlea[, linear or brF&REREEH/008STS

Clsal koxy, a linear or branched C .s-alkylthlo
radi cal , hydroxy, trifuorolethyl, a saturated or
unsaturat ed C4 scycl 'l phatic rad| cal, a linear or 30

prefarably &A%, g'aRR apd .bdel;ur-aha'cﬂjﬁanent phchyepsesendi, I, 61,

@&“@%8% RopeRygaapal, ahy R MR o AT SR SEgd Sa,

i dentical or dlfferent each represent H, F.
CI I\m NH2 or a G -2 al kyl radi cal, and Rl1, R7-R70,
A, B and n are defined as above, 5 Furthernore,
sul f dchadkerraore sulfomzmidesdafvatjeswosfaleneral farmauld {Ib) arartso

al so referr R7 an i depti cal

Sreladh ierin RS apd L Beflic{ ofiierbin. <58 rerfssyarogen, a

Hirieran @hiténcﬁ@:ll ioptienally a&tledsegghngggmiubgmql u:%aneﬂ rédical Ghd
cal_ an and ri are

Ee‘ﬁén%%l%a @'ﬁ”fiﬁ%(ﬁﬂ%? preferred are

sul f onam de derivatives of general formula (IDb).

wherei n R7 and Re, |dent| cal or differe

pr es diAMIGHRIIGYEIPTSH ate yifqupmide Aorivaings gﬁaenwﬁﬂrrr@etﬂ@ (Ib),
WheNIPR” BRGR®, Fiaékﬂlcaﬁnmwe@ﬁt ehwféw@émhya.ﬂgen ora Gy

sane' tine, and B and" n are defined

aksylipdigal, Wﬁ@ “FUF'PH@F’ ﬂliﬁtéa a@QIR cﬁﬁﬁﬁlpa'avdi@%%t the sgmgftime,
andﬁR-Tiﬂ ﬁ!)rﬂl'ﬂllﬁ B 4 nared@fned asdther red, wherein RO

i'dentical or different, each represent
hydrogen, a linear or branched, optionally at | east

o7 andREgentaid, Srer il caNed athciala mid 16755 e
pieferrad, whensin & apd R'% ldan’ﬂsakorcdlﬁmama@vrem@aar@hmrngan.
ftpat SF BlarBREd SHUBRAY {1 (o BuBaHRY o gl ity
fireranoa besiched toptiomally ab fesst moatradbshtpleddﬁmﬂluyﬂllanyl radical or
AR RQarSSHRR Al SRRy XL dt¥ndHo-d fidTkutsd'E, G4 LRI radical
or

R? and R, together with the bridging nitrogen ator form a saturated or
unsaturated, optionally at least mono-substituted, optionally at least one further
heteroatom as a ring member contzining 5- or 6-membered heterocydic ring,
which may be condensed with a saturated or unsaturated, optionally at least
mono-substibuted, optionally at least one heteroatom as a ring member
containing mona- or bicyclics cycloaliphatic ring system whereby the rings of the
ring system are 5- 6- or 7-membered and R'-R?, A, B and n are defined as
above.

Particularly preferred are sufonamide derivatives of general formula (Ib),
wherein R® and R™, Idenllcal or different, each represent hydrogen or a linear or
branched C4-C4 alkyl radical, or

:

i

S AT ey B = s wr A R W,
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heteroatorn as a ring nmenber containing 5- or

6- menbered heterocyclic ring, which nay be condensed
with a saturated or unsaturated, optionally at RdagpN 2001
25 nono-substituted, optionally at |east one

WHAEPIEHom as a ring nenber containi ng noRGIESHI04/008516

bi cyclicc cycloaliphatic ring system whereby the rings
of the ring systemare 5- “®-or 7-menbered and R - Re,

A. B and n are defi ned as above. 30 Particularly

pr ef & rand RP dogethenmitinthedridgingwiiregansonn agedisabghosen from

%ﬁ%f@él‘lsﬁm gihere in R and RO, Identical or

eacth represent hydrogen or a |inear or
branc Cl-Clo al kyl radical, or 1Y 2 9 JAN TOg7 WD

200501294 P |EP200410@’€5“16 - -20 R9 and
t ogetther MtH t he bri dgi rogen forna i cal
chose om the group c stl ng of -N -

wherein R20, If present, representa hydrogen, a linear
or branched Cl1-C5 al kyl s radical or a benzyl radical,
preferably hydrogen, or a Cl-C2 al kyl r.adical, and Rl-
Ra, A B and n are defined as~above. Furthernore
sul fonani de derivatives o nedal fornula (I
prefefred, wherein A [
each esent a,linear y0 branched Ci-
radical, a |inear or branched Cl-Ce alkenyl radi cal ,
or a_ ligear or branched Cl-C6 al kynyl di c

wheteis B et capoRns iERRS 2GR0 e o G Aty

i mél 8P4 bBnzy) PEd Yreltrdidly hiuinga{ PR @tosaky ratiicehand R'-

are bonded, forma 1s saturated or unsaturated,
Bu.t rﬂ)ﬂn%ﬂ@ﬁ%ﬂﬁ%edﬁﬁﬂﬁﬂ?ﬁ ly at |east nono-substituted
cycloal kyl ring, nore preferably A and B together with
the carbon atomto which they are bonded forma C3-C5

cycl daurtheimeten gulfonzaidederivatives efgaperal foramia db) are

d
bAIGHAS e"y”é@ré'ﬁe élfd ﬁ%ﬂ&%a%mﬁré@nmhmréﬁ?sa@r@mnew
branched C4-Ci alkyl r'al:lll:al a Ilnaar or branched C-Cy alkenyl radical, or a
linear or hranched C4-Cs alkynyl radical, preferably a linear or branched Cy-Cg
allo radical, or

A and B, togethar with the carbon atom to which they are bonded, form a
salurated or unsaturated, bul not aromatlc, optlonally at least mono-substlfuted
cycloalkyl ring, more preferably A and B together with the carbon atom to which
they are banded form a C3-Cg cyclealkyl ring, even more preferably A and 8
bogether with the carbon atom te which they are bonded farm a cyclohexyl ring
and R'-R' and n are defined as above.

Furlhermore sulfonamide derivatives of gensral formula (Ib) are preferred,

wherein nis 0, 1, 2, 3 or 4; preferably n is 0 or 1; more preferably nis 0 and R
1o R" and A and B are defined as above.
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and Rl1-R70and n are defined as above. 20 Furthernore
sul fonam de derivatives of general fornmula (lb) are
preferred, wherein nis 0, 1, 2, 3 or 4; prefeQ@Immmﬁ]‘
is O or 1; nore preferably nis 0 and RL to R70 and A

WO defined as above. 25 2 9 JAN 264 PCTERI04 008514

2005! 013974 FCTI EP20041009516 -21- Sul fonam de
derivatives of general forméla (Ic) are preferred,
wherein Rl represents a -NR Ra radical or a saturated

or urﬁldfunﬂa‘ﬂmerwghvaﬁrdlgeyeal farewits (Ic)ave prefeied, whereio, R

R 2 LB el 818 IR0 8 G qtirathd, oo leget

wisnotsubreiiuled, optitdetiys edesswinelhatereatom as ading !member
iyt o-BlnbeEe Jgﬁ's%#ﬁaiﬁiéq%”ﬁéﬁﬁ?ﬁvﬁéﬁﬂdgpm

with Basatiratednarnmsa tﬁra Léad, (bpﬁbh?ilytat éﬂ}zlrsb ﬂicmg#m;bbtlmtém gq:ntn:mvnallyr
t t rin

B 5 e eroAlm 2 P Berio PR prkSe AT kiR e,

cydaaliphatis rirg systéntabharbipsthie drigs ofttiding gyster are 5- or &-

corﬁ_a:lest%ng of NRig |:,J andN j ~RIO Ri s wherein,

the dotted |line represents an optional
chem cal bond and R19 represents hydrogen, a Iinear

‘r’era?re% BB erpamr?'ﬁyaﬁv%@?raﬁmho@ Gelrahoanen e

g 8 Ra, A and n are defined as above
ul Ponam de derivatives of general formula (lc) are

al so pr red, where in
—R18
4@ and i
~ 1 N
4<:)© }“ \R1E
[=3E

wherein, if present, the doited lina represents an optional chemlcal bond, and
R' represents hydrogen, a linear or branched C4-Cg alkyl radical or a benzy!
radical, preferably hydrogen or @ C4-Ca alkyl radical and R:-R®, R®, R1® A B
and n are defined as above.

Sulfonamide derivatives of general formula (Ic) are also preferred, whereln R2,
R3, RY, R® and R®, Identical or different, sach represent hydrogen, F, CI, Br,
cyano, nltro, a linear or branched C1.¢ alkyl radical, a llnear or branched Ca.g
alkenyl radlcal, a linear or branched Co5 alkynyl radical, a linsar or branched Cy.
g alkoxy, a linear or branched C1.¢ alkyithlo, hydroxy, triflucromathyl, a saturated
or unsaturated Cas ¢ycloaliphalic radical, 2 linear or branched Cy¢ alkylcarbonyl
radical, phenylcarbanyl or an -NR?R" group,
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W R4, R5 and R6, ldentical or different, each

represent hydrogen, F, d, Br, 20 cyano, nitro, a

linear or branched G -e alkyl radical, a linear?d jﬁ.N 2007

branched C2.a al kenyl radical, a Ilnear or branched
WOMRSHFM™r adi cal , a |inear or branched O P’E\T@F‘}{'W[ﬁpﬁlg

i near or branched Cl-0 atkylthio, hydroxy,

trtfluoronethyl, a saturate " or unsaturated Cm

cycl oal i phat| c _hadj ainear or branched G -e
Ry PEABBAY R cid B0 e g et BEAETaR, G2 TPRRERRLH,

r 8 M

B B D SRAE A adil S R R A8 e afs defiged ac
abevers, identical or different, each represent H, F.
A . NO2, NH2 or a Cl4 al kyl radi cal and R, R7-R10, A
B and n are defined as above. 5 Furthernore,

Eurtfigymane, dailfideamidatdedivativet of gergral fofronlenilc) ate also praferred,

GBI BRE K fop PRy, 3 b A58 4 inorcr

braanbéd: dipliopallyaat ﬁasyrrmnmﬁehstituiedrﬂx =15 alst ratlicek @ iGead 6r

Plabhed 350Gy f oo ERPeSUneBRLCRSH aEp eear b fhnear

br raached) mpbmmﬂglm@thasﬁpbnmab&t&utaﬂ Gz.eaatkynrm raﬂ:cal

substit Uk 10 r adi cal R7 .and Re

SR i R el malis B RieBen ity £ babeeBdPn ot oo

onsaturatRt, optidresly abRiasmend-gupstitbted Siptionalty studsdt Inhatfﬂtdter
tionally at 'ea%ﬂone further _hete oat m. as a[‘E

REtsiRatom g ang MEmher gonlaining, isor Same eVl igd

Whictindpa bmd‘amd@ m@ Shftlirated c&atrtsmﬁtdd Qbptionally at least

unsaturat ed o |0ﬁ 'lﬂé at | east nono-supstituted,

BIRPSHEFYY affeneeiRreAloRL 233 (NG MemPder | s

e8MERIng rﬁwmchfcyemcctﬁy@wﬁh;tr%c%gls%dehp Rierdhy the gings of
%E/stem whereby the _rings of the, ran% ls%gem are

B IHJ SyStRERBE eb-and- fﬁemhéfﬂﬂmjld RI-B An B Fndp are

defriaaes agmvabove. Particularly preferred are
sul fonam de derivatives of general fornula (Ic), 20

where R7 and Re, identical or different, represent

pg glr ﬁfﬂctﬂérr@pﬂetmare Ul RANaE Beridlved of okl formula (1),
where R" and RE identical or different, represent hydrogen or a linear ar
branched C4-Cyp alkyl radical, or

R? and R® together with the bridglng nltrogen atom form a radical chosen

from the group consisling of

“—NQ-RW | —Co | _O

e R I e

T
1
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R7 and Re together wth the bridging nitrogen atom
forma radical chosen fromthe group consisting of

-N( DO. -( -NC] and - CON NI/ "IN 25 2 9 JAR QO 2007
WO 20051013974 PCLl' | E1' 20041008516 -23- wherein R2

WO Mt represents hydrogen, a |inear JCTOFAMAM5LS
Cl-CB al kyl radical or a benzyl radical, preferably
hydrogen, or a Cl-C2 al kyl “#adi cal, and Rl- - RO, RO,

R10, A. B and n are defined as above 5 Furt her nor e,
wheneimR T i prasent, venresents bydrgeers radlnEﬂbﬂhnra@cmd €)-Camalicyl

1
%d?t%efr}{e%&gﬁ%yg%rwc c'gi ﬁ Jﬁ&er@ rﬁ%?gé%ﬂ@ e esere‘%I and R'-
RE %5 ﬁ.Eanmemedﬁﬂnbdaaahe‘da opt i onaIIy at | east
nono-substituted Cl1-Cl0 al kyl radical, a |inear or

branched, optionally at |east nono- subst ituted C2-C-o0
Biliftesnyiore, saldorcanhide dedvatives ef genardfamukle dic) et dlom pldfgrad,

RhormfiR At R Bl bt s o, <28 el
BydradeH, atlmdapm hnancm:u bpficaeklly aplehsimbhy-sabstihatad IC1-Cq alkyl

Wé’?o s bst | t F‘T"?‘th h@nal I %E@ﬁ?%afﬁﬁﬁ%agggh%fﬁﬂ&eém alkenyl

FReBes ﬁﬂb&h@i’ BFneyed, cpiibhalny at idastfiopb-siglitated Cx-Cqq
g@d@g@cﬁd Wth a saturated or unsaturated, optionally

al®hno- subst i t ut ed, optionally at |east one
heteroatom as a ring nmenber containing nono- or

BF Sba8" fagelies patiiciaing niiodsn P foRe ASG LA T RL. RO,
ﬂmséﬁ.lrﬁféﬂi, Bpsragat leﬁﬁq‘nél‘ﬁ:—s@t‘ﬂﬁ.ﬁed,?dbtlonally at least one further
heteroatomn as a ring member contalning 5- or 8-membered helerccyclic ring,
which may be condensed with a saturated or unsafurated, oplionally at least
mono-substiluted, optionally at least ane heteroatom as a ring member
cantaining mono- or bicyclice cycloaliphatic ring system whereby the rings of the
ring system are 5- 8- or 7-membered and R™-R?, A, B and n are defined as

ahove.

Parlicularly preferred are sulfonamide derivalives of general formula {lc),
whereln R? and R, identica! or different, each represent hydrogen or a finear or
branched C4-Cqp alkyl radical, or

R® and R'’, together wilh the bridging nitrogen alom form a radical
chosen from the group consisting of
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Particularly preferred are sul fonam de derivatives of
general fornmula (lc), wherein RO and R70, identical

or different, each represent hydrogen or a |ineg9qojaN 2001
branched Cl-Cla al kyl radical, or 25 RO and R10

WOIKEHEH with the bridging nitrogen atom f BGHER2004/008516

radi cal chosen fromthe group consisting of 2 9 JAN
2991 WO 200-- 4013970 PCr 1EPZBOWNOS51 6 - -20. -10 -
-N\_2 and wherein R20, if present, represents

hydr o a linear or brapched Cl-Ca alkyl s radica
or enzpl_hadi cal , preferafly hydrogen, or CI\C2
al kylxradical, and R - A/~ B and n, are de®\ ned/sas
above. Furthernore, sulfonam de derivatives of ner a
formula (lc) are preferred, wherein A and B
identical or different, each represent a |linear or
branched @ ia Co alkyl radical, a linear or branched
C2.C8 al kenyl radical or a li r or branched C2.

al kyn adical, nore pre blyl A and B, idepfTcal o
di #pgrent, each repr t a Ji-riear and bra d C

al kyl ical, on A and t gget her with tﬂgmgangi
atomto which they are bonded, forma is saturated or
unsaturated, but not aromatic, optionally at |east
nmono- substituted cycloalkyl ring, nore preferably A
and B together with the carbon atomto which they are
bonded rma C3-Ca cycloal kyl ring, even nore

wiherein BHl, if presant repregenla fydrcagn 3 Inaas of Branshed Coraraivl

\&éﬁ'_i%; of Q%ﬁnﬁn ?ad@éﬁl.dﬁ@fefréﬂlﬁh?drﬁﬁéﬁﬁ?%dtc)é kg radRd, and R'-

a 0 and are defined as” above. urt hérnore
EUl Adhand oare defingsk 3s,OvEr general formula (!c) are
pre ferred, whereinnis 0, 1, 2, 3 or 4; preferably
nis O0or 1, nore preferably nis 0 and R to R7 and
Eudhemirerssiforamidediesvalives wé gengal farmula (Ic) are prefemed,

wherein A and B, identical or different, each represent a linear or branched Cs.

Cs alkyl radical, a linear or branched C..Ca alkenyl radicel cor a lingar or
branched C..Cs alkynyl radical, more preferably A and B, idenlical or diferent,
each representi a linear or branched C1.Cq alkyl radical, or

A and B, together with the carben alom to which they are honded, form a
saturated or unsaturaled, bul not aromatic, oplicnally at leasl meno-subslifuted
cycloalkyl ring, more preferably A and B logelher with the carbon atam to which
they are bonded form a C3-Cg cycloalkyl ring, even more preferably A and B
fogether with the carbon alom to which they are bonded form a cyclohexyl ring
and R'-R" and n are defined as abave.

Furthermore sulfonamide derivatives of general formula (Ic) are pralemed,
whereinnis 0, 1, 2, 3 or 4; preferably n is 0 or 1; more preferably nis 0 and R’
to R" and A and B are defined as above.

e I LR T L

oo
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2 9 JAN 2007 WD 2005! 013974 PCTI EP20041008516 - 25-
Anot her aspect of the present Invention are conpounds

of general formula (Ic), R6 (CH2) R R5 R2 R4ARB JAN 2007

(re), wherein 5 R represents an

er, A
Wﬁﬁg"é‘i"lﬁ' ed, optionally at |east one nitrodéf=rHos16

a ring nenber con lain ing_b5- or 6-nenbered

cycl oal i phati c radical, whr@ﬁ'nay be substituted by a
met hyl group and/or which may be condensed with a 5-
menbered cydoal i phatic ring, nore preferably Rl

f

[ PURT REbEct O LA Aoy e it St PRl )
and R each represent hydrogen, 15 R6 represents H,
fluorine, chlorine, minRECﬁ%% -NRAOR10 group, R9 and
R1 each represent , b J 2047 WO
201151913974 PCTI DE - -2fi A and B together
with the carbon atomt Rz are bonded form a
saturated or unsaﬁgig not aromatic, C3-CB

cycl oal kyl ring, e

wharein

R represents an unsaturated, optionaliy at least one nitrogen atom as a ring
member conlaining & or 8-membered cycloaliphatic radical, which may be
substiluted by a methyl group andfer which may be condensed with 2 5-
membered cycloaliphatic ring, more preferably R' represents a —NR’R® radical
or a moiely selected from Lhe group consisting of

o
and

M
| M
CHy

R?, R?, R* and R? each represent hydrogen,

R represents H, fluorine, chlorine, nltro or a ~NR°R" group,

R? and R'® each represent hydragen,

e e e _n =P SRS el vas’slala Tl s D e o e T N R ==
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preferably forma cydohexyl ri ng, 5 and nisO;
optionally in formof one of their stereoisoners,
preferably anantioners or 10 di astereoners, the|2rg JAN 2001
racemale or in formof a mixture of at |east two of

WQ HPP19%; or eol soners, preferably enanti ome®STHEZ004/008516
di astereoners, in any mxing ratio, or a salt
thereof, preferably a corre’%pondi ng physiologically
accept abI e salt thereof or a corresponding solvate
Aad Edbgethsr Fib e casben aloat lrwhich tweysoe bopded fagerr al

SR P 80, 15t 61 ettt OE1-0 By SEQNR G HoRd ' "0

prefeyatily ferresn epaidtfeamhrings- (1- met hyl -1, 2, 3, 6-t et r ahydr opy
ridine-4-yi)-5- nitro-1 Hindole, 20 [2]

5- Chl oro-1 -cycl ohexanesul fonyl - 3- (1-nethyl -1, 2, 3, 6-t et
smhydr Dpyri dine-4- yl)-1 Hindole, [31 5-Am no-1

- cycl ohexanesui f onyl - 3-{1

-met hyl -1, 2, 3, 8-tetrahydropyridi ne-4- 25 yl}-I
fhig@mdol e and [41 1- Cycl ohexanesu i fo

nyl -5-fluoro-3-(l, 2, 3,5, 8, 8a- hexahydro-i ndolizi ne-7-
yl)-1 Hindol e hydrochloride 30 and their

Z;Sﬂdnﬁg)pﬂr’féﬁﬂ of 67 bEhain Hieralidab&rs; preferabl) ehahtiotAdré orVO
0051013974 PGTI EP2004008514i .- 27-. The

t
digsleraamesrs, theis fesmale peindomy, of 3 migiyre of éotﬁﬁeafsf Eqﬂasf thelhe
RENDIHRGS C&bfe)‘atﬂ*éﬁéﬁti%hie@s §ﬁ$i&§te?§urﬁé]ﬁ Ry OVRIRg rﬁlﬂn ar

general formula (1a) and/or (Ib) and/or of t%ener

@ 5“"{319&9@ E'Ffﬂfﬁvlﬁﬁ@oa&ﬁb}om BamiQlogierlly Accep Pierﬁaﬁgh%muf
ﬂrc Aﬁﬂﬂﬁ RbRGR! @Rfaspof hydrochl oric acid,
ydr obrom g

cid acid, phosphoric acid, 5 sulphurlc
acid, nitric acid, and the salts of organic acids,

mor € R REShAR 'pYef@lfre&&rﬁﬁ(‘}unds of general formula (Ic) are selscted

from lhe group consisting of

[11  1-Cyclohexanesulfonyl-3-{1-melhyl-1,2,3,6-tetrahydropyridine-4-yl)-5-
nitro-1H-indale,

[2] 5-Chloro-1-cyciohexanesulfonyl-3-(1-melhyl-1,2,3,B-tetrahydropyridine-4-
yIriH-indole,

[3] 5-Amino-1-cyclohexanasulfonyl-3-{1-methyi-1,2,3,6-tetmhydropyridine-4-
yl}-1H-indole and

[41  1-Cyclohexanesullonyl-5-fluoro-3-(1,2,3,5,8,8a-hexahydro-Indolizine-7-
y1)-1H-indale hydrochloride

and their comesponding salts and sajvates.

L - - B P e e T "= =" "
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acid, maleic acid acid, fumaric acid, tartaric acid or :
their derivatives, p- toluenesuiphanlc acid, neth an

esu | phonic acid, canphorsuiphonic acid, etc. B@DwAN 2007
t he ex I‘eSSI on sul fonami de derivatives of

ener al
WO PFIEA4(1) io refers to one or mare conpoﬁﬁﬁ@"&@”““ﬁ“

general fornmula (I a) and/or to one ar nore conpounds
of general formula (1b) andfor to one or nore ;
conmpounds of general fornula (ic), respectlvely and :
opt i Jhalprgsdnt inventicrolikewiss refers e the seilter prefaralhy the :

] :

BYBERAELY RBAHBIERPoOhe AREER OBl Fi iy pmpangor ;

((ajulijeandfm-tcé genemrmmula {m},qfremwtmmmmgr orneral acids, ;
t
e Bferay of el o el st a0, SrobBhbay g
ﬁﬂpmpi‘c:?iﬁcﬁ nitA hciﬂhmdekhté sahs F?manmmnmmpmmh@@f citric I
t . ec o e pr.es n
ShaTalpls 41 ack, tyRRBE Sy largE sBR I dHialhe - '

RrichedilpNedc abidgsetiaabsdlphonic acid) JamptorsigplronRl adid Oetc A,
B and a 20 have the previously indicated neaning,

according to which at |east one conpound of general

for mdaaml(r | the: ex%iresﬁbg sulfor{dmide déﬁﬁ)t(ﬁbﬁl upgwalaoh?mglm he
revi ous menti one a e a e
T%@%ﬁltfhenaﬁbuwm B eHIS o SaTeRLIOERHl5 U GReTaE4 Bne or more
SUrRislof g@ﬁerﬁﬂuﬁhh!ﬁeﬂb} 'aﬁdfn?ﬁbﬁé*oWanb @im%@ﬂﬁs of @8neral

stituted indole of %enera formula (|
{ormula (le), respeclively.and aplionally i forpnefangof\lisingersaiseaiera.

Eﬁﬂr@ﬂ%%ﬁﬂr@&ﬁé&@r dlﬁs?e?eﬁﬁers%eﬁﬁoéﬁéﬂe] or in form of & rnixture

of at least iwo of thelr sterecisomers, preferably enanliomers or dlastereomers,
In 2any mixing ratio, or a salt thereof, preferably a comesponding physiclogically
acceptable salt Lhereof, or a corresponding scivate thereof.

Another aspect of the present invention consisis of a process for
preparing the new derivatives of general formule (1), wherein R™-R', A, B and n
have the previcusly indicated meaning, according to which al least one

compound of genaral formula (11).
uﬁd¢n
X
B

)

wherein A and B have the previously mentioned meaning and X is an
acceptable leaving group, preferably an halogen aiom, moere preferably
chlorine, is reacled with at least cne substituted indole of genaral formula ()T}



L i e T == i LA A E L F R e L - m e e e e e e Pl T e

10

15

20

23

n .
WQHPMIHAR de derivative of formula 5 (1), Wgﬁ@gﬂ“%@‘

wherein R -R6 and n have the previously indicated )
meani ng, or ane of their suitable protected :
derivatives, and, |f necessary, the protective @rpupd 2007
are renmoved In order to obtain the correspondi

purified and/or isolated by neans of conventi onal !
met hods known In the prio®®rt. The reaction Is ;
preferably carried out In the presence of a suitable E
strong base, for exanple, |ithiumdiisopropylam de, '
butyl lithium sodium hydrjide, gH)3RI sodi um

bi s(Irinmethylsilyl)akfde d | nert sol vent,

preferably tetrahydrof
di met hyl f orrnam de. T
t enper at ures range £ to room tenperature,
and the reaction tine prefierably conprises fromb5
mnutes to 24 hours. The nost preferred conditions are
sodi um hydride in di nethyhﬁﬁ{nan1de at approximately
OOC. 15 The resulting sul fonam de derivative of

ener al, for myl 1), can be purjfie and/ or_|solate
dogerdts® e e ing SRuposiR A mediianor o ofthef
o e e e v apooRe oo
li%ﬁ@‘fﬁééltﬁid@ﬁ%@&é'&@e Semespgnd! séplfaw'dﬁﬁeﬁég‘@sﬁ??ﬁﬂ%fﬂ

ihichi 2 B YSurified SAdiof RblateSBY irfbank iof Bordhtisreal Infsthadse d

y filtration 1 s oblained: or the sulfonam de
lrawinBthe PHOTGHh be extracted with a water inmiscible

solvent. preferably chloroform and be purified by

chromat ography or recrystallizatlon of a suitable
sol véie. reagtion Is prafprabyamisd o s thepressnee of a suilable strong

e Xeh1Ee Or
Ui t abl e reacti on

| ﬁ%}[mﬁ%g? ) fiiufin dpﬁ;ag%iﬂ@.%@&nﬂfsﬁﬁﬁ?hﬁﬁde, ar

are co y aval e or can’ be

sndiyra bia{lrimatylsiivhamids |8 aa et spiventnergterably wiraiwdrofdrane,

olftp f ot frafife The thotR RIS rodon M ol fange
fromil-HIDBEL tdonPlemperatie, asd theSeactl@Bime pieferably comprises
Eggnrbarrﬁ?n%a%ntajz%gh%uré%h%?fﬁam preferred conditions are sedium hydride

in dimethylformamlde at approximately G°C.

The resulting sulfonamide derivative of general formula {I) can be purified
and/or laolated according lo conventional metheds known in the prior art.

Preferably, the sulfonamlde derivatives of general forrnula (1) can be
isclated by evaporating lhe reaction medium, adding water and, if necessary,
adjusiing the pH so that a solid which can be Isolated by filiration is oblained; or
the sulfonamide derivalives can be extracted with a waber immiscible solvent,
preferably chlorofarm, &nd be purified by chromatography or recrystallizatlon of
a sultable sclvent.
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5 5935-5938; L.N. Arislarkhova et al., J. Og. Chem
USSR, 1970, 6, 2454-2458; E. E. Gl bert, Synthesis,

1969, 1,31, The conpounds of general formuia (I IZIQ jﬁe}hiﬂ[’l?

al so be prepared according to standard net hods

WO Yri or art, for exanple, nethods si rﬁngiml“ﬁ““Bﬂﬁ

those descri bed in the literature. Substituted

aromati c 5-HT1lr agoni st, W¥546570. Pi peri di ne-i ndol e
conmpounds havi ng 5- 10 HT6 affinity, US 6,133,287. The
r es pelde snenpseds ohgenaial formula di)y are spmmgreialiy available or can

g@ ER{ o%ﬁ&gfgﬂ%ﬁtﬁﬁﬂiﬁ PnetRos I{rﬁ{n[]ﬁ |Halﬁé ﬁ&r 4 %or exam Iple

sure aspect ent I'nvent |

by medllsds sirfillax i tfwewsmhed In ﬂmaléteraﬁ@mtﬂ{blﬁh@w V.
TAMICRATAIE FICKRYRA KShs Ol el etlbltint1del) 55 (32),

erein on€ ‘br noré of
EQ&EE%E tLoN.aArisdarkhavagtalpJofrg teot. USER197006, 24542453,

A B8l Sathe 1689, Pi3) Y TafipolffHt Gareraramlyia ity cen

hIsEDbE OREFred Bedrding R VERHardInithpdKAEST the Gridr &, foo .
Het er.ocycj em. 2000, 3 5) 10 F L,
arhIg, tekiead Sviafn hyss fisgibien I g iherdtye SURRUERIET . .
ABmatitSHT Hagoni€t NNERB46570. FIW Wﬂnﬂﬂﬂﬁﬁng B
%‘@Hyg]g{% % TANSI K, R L. JOYNER, S.S.;

1 PH S. K : KN CK, V. . W LSON, H R ;
CADDELL, J.M :; FRI EDVAN, H. S ET AL. J Med Chem

1996, 39 (4 25 892- 903,
ERLL ;N%%E

bR gtk Hrboffthe Miscidsu@. and n have the previously
menti oned neaning, or one of their derivatives

suitably protected, and, If necessary, the protective
Another aspect of the present invention consists of a process for

preparing the new sullonamide derivatives of general formula (1), wherein one
or more of R%, R?, R, R or RE are reducet to an amine group by reduction of
the nitro group of derivalives of general formula {1V} by metheds known in the

prior art, for example BRATTON, L.D.; ROTH, B.D.; TRIVEDI, B.K.; UNANGST,

P.C.; J. Heterocycl Chemn, 2000, 37 {5), 1103-1108. FANGHAENEL, E.;
CHTCHEGLOV, D.; J Prakt Chem/Chem-Ztg, 1526, 338 (8), 731-737.
KUYPER, L.F.; BACCANARI, D.P.; JONES, M.L.; HUNTER, R.N.; TANSIK,
R.L.; JOYNER, $.5.; BOYTCS, C.M.; RUDOLPH, S.K,; KNICK, V.; WILSON,
H.R.; CADDELL, J.M.; FRIEDMAN, H.S.; ET AL.; J Med Chem, 196, 39 {4},
§92-903,

[CH}TRY
o
O
af
o= )'i:

Aeogsriions Bithe Heraiur IE'@Z*BB%PB'@%%&@' reforehce
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groups are renoved in order to obtain the
correspondi ng am ne of general fornmula (1), which can
be purified and/or isolated by neans of conventilohalAib 2087

known in the prior art. The respectiyv .
w{;};é §’?%%Hre descriptions are incorporated bfc Z‘?Pé'f'né‘rﬂ'@élﬁ

and formpart of the di scl_&iure 10 The salts,
preferably pharmaceuticall cceptable salts of the ;-
co ounds ofv‘ggneral fornula (1), may be prepared by i

RSt Brand 1 hatabesrRieHRY mentRedmeaning, qr
Bﬁ@??ﬂ]@ﬁ'ﬂ\én@éﬁpﬁﬁ%ﬁ&ﬁy Wokdbréy Bha s ﬁéce%%!a@s hrRtective

pr et er abl reacti on wth RHydrochloric

BP9Pe b7 rroovedi 1 e 6 phiai e soespaading arspishgeners
glao{r ), %Fch'c%n% rifi ng aﬁ&fcuf' %Gfeﬁéd)ﬂr WekRs BF Eﬁiﬂeﬁtlnnal ;

acl nore 1s era reaction wth ci f
atﬂllmdﬁdﬂbwhdnﬁtﬁmDFEerl C aC| d acid, tartari c aC| d, ;
or [heir derivatives, p-toluenesulphonic aci d,

nmet hanesul phoni ¢ acid, canph orsul phoni c acid,

et c. , Thenreapsative ditdratupndeasniptionsraré dncaporabest homddrence and

ether, ethyl acetate, acatonitrile
@@%ﬂ%fr}ggdgh@%& ai ni ng th)é resulting salts by
usi ng the usual techniques for the precipitation or
cr st ti £t The
o of chr A Byt PREm AR B RRRSR R R g
suhfnam r.tfgendmi fmn!cav{@ﬁ’ roaly tgq:lirepiigéd by medrs c(flc%:nmrﬂilnnal
itio ts O er acl re

b Chesa schna R R gt FRpd By ST scion g sUkof 7. roro
gdfd'tab tﬂyn’elueﬂcm vafth mmr@bmmwh%n wutabrmnm@fcm pmdpﬁdm acid
addi tion sa or i c,acids, refer.
&0 PPl S ALk G by (RAgH WHD PEAAN G A gR HOe
Baférashy bydhittatwiesiricRcid, ﬂiatma asid] RfiMcackEadld, tartaric
met haneésul phonj ¢ acj d, canphor sul phonlc acid, etc. The

geiryar lbelr dﬁﬁ‘@”@%kﬂ'@'%‘i@%ﬁ?@?‘%ﬁ@aq methepesypaonia gFid.

)ﬁﬁéﬁﬁl phBRE @cid3BteP e A SURIY sﬁllégﬁta?l%%raﬁlfy rhéfianol, ethanal,
onam de derivatives of general formula (I) or of

vty ginesslioN eretetey Rpalonitig BE aretons AnetienBodae fesuling

Sl e A R Rl B zh of the

mrrespnndlng salts.

The preferrad physiologically acceplable salts of the sulfonamide
derivatives of general formula (1} are the addition salts of mineral acids, more
preferabiy of hydrochloric acid, hydrobromic acld, phesphoric acid, sulphuric
acid acld or nitric acid, and the additlon salts of organls acids, more preferably
citric acid, maleic acid, umaric acid, tartaric acid, or their derivatives, p- :
toluenesulphonic scid, methanesulphonic acid, campharsulphonic acid, ete.

The solvates, preferably the physiclogically acceptable solvates, mors
preferably hydrales, of the sulfonamide derivatives of general formuia (1} or of
lha correspending physiologically accepiable salts, may be prepared by
methods known in the prior art.

- R ed—— - -_—————— T — - TR DT LS S e e e ——
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s During sone of the synthetic sequences descri bed
or in the preparation of the suitable reagents used,
It may be necessary and/or desirable to protect 29 JAN 2007

wﬁg@gj.“hiﬁe or reactive groups in sonme of the nolecules .

i s can be carried 5 out by neans JI T aEs16
of conventional protective groups preferably those

described In the literature ]‘Protective groups in
Organic Chemstry, ad. J.F.W MOme, Plenum Press,
1973; T.W Geene & P.GM Wls, Protective G oups in

or o xRS e sy AR Yodiéndec MikEriped B hd ifeparation
sﬁmeeqws resagagls Uspdnib niayde necewsarl andier desirable & protast
The.res I . .
FIBUEER TS ordbBIF Sl o B PRELIBE LB O an be carfed

duidwy} raeamseof thé usé ef conventiamal pmtestive geaupscprelera by thasel

o8kt e it ik RSP GRS rlsit oRiok Chebieg, & o
ﬁ{cﬂrl;laigﬂpldni:tgcﬁergzgé UDES; T.Wh Gge?n@ ﬂ&*ﬁt[;ﬂd\fﬁlﬂ?,ﬁf&gﬁ;:ﬂﬁ Gmoups
B ARl CRrBREY. oohn SRS 5Bt Belf R pedlebive Gfovgs can be
Herk el i SLABBIR iosodiEni SeigoTyIIRENOS Khdien B 1A PRor art.
The frareRla eiahes deroripions 8oroqBRter by BGhgegng form
paft opthal distldsard.or m of 20 one of its stereoisoners,

preferably enantioners or diastereoners, Its
racernate, or In farmof a mxture of at |east two of

I US St feRRIIBRAMIKS deRlaivaE ¥ g¥ner@ R LIATD e @btained in form
dlastereoners, In any HIXIng rati o, or a correspondln

phy s L pickarpyisermery PEiFablAnantimessr difslgreomers, sai
&ﬁ;&ﬁﬁ%&%ﬂ%%péﬁwﬁwea% %Pétg 854 r@ﬁés@@ﬁh&#n?ﬂﬁa‘ﬁﬁur
al Iy Pe acﬁ Thi's

more pharmaceuti c accepta uvants. 25

pddios sxwmpleichromateangpaiciragtheds-orecryetgiipation wyonimgl pgants.
for the prophylaxis and/or treatnent of a disorder or
di sease related to food intake, preferably for the

r egul Amdther aspeainidhe presentinvertionisia mesicanent comprisisgat

: ] ) 0 .
s} G F s Bingcig iyt 8 bengra{ tolr e ) o) By gorm of
cae bbits stemoigopyers,| prefératie erantiomens bndiakieneamerendznt

di abet es ' S). I Ly t ' e
ROy TSl iy St 58 o steks et Broteratly
enantiomers ar diastereomers, in any mixing ratio, or a correaponding
physlologically acceplzble sall theraof or 8 comespanding solvate thereof, and
optionally one or mare pharmacsulically asceptable adjuvants.

This medicament is suitable for 5-HTg receptar regulation, for tha prophylaxis
andfor treatment of a disarder or disease related to food intake, preferably for
the regulation of appstite, for the maintenance, increase or reduction of body
weight, for the prophylaxls andfor meatment of obesily, bullmla, ancraxta,
cachexia or type |l diabetes {non Insulin dependenl dlabetas mellitus),
preferably type Il diabeles caused by abesily, for the prophylaxis and/or
treatment of gasircinlestinal tract disorders, preferably Iriable howel syndrome,

1
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an

treatnment of gastroinlsstlnai tract disorders,

preferably Irritable bowel syndrone, .... 2 9 JAN 2467
WD 200510 1 3 9 74 PCTI EP20041009516 -32- for 29 SAN 2001
cogni tive enhancenent, for the prophyl axis _andl or

wo W8t of disorders of the central ner FGUEPIQPLPOMTHS
anxi ety, panic disorders, depression, preferably
bi pol ar di sorders, cognitiv@‘hﬁnnry di sorders, senile
denmenti a processes, neurodegenerative disorders,

fareranitive guimmereenb fortie PRl lExisraidiorieramentoflisasdars of
AV fehSuc RAan ity okt Mo, BERREOBH mrctoraby
bipDHD dlsarders;: dognitite Mamary disepdrss caanile denentia poragesgs,
PRlEBb R AR50 bl SuldSean SlAahts
disease, SJuntingtons difessatdngd/dr Muiipte Sslerdsjs, Acbizhphreaipect

of the. pre ' [ ' ' . j_Si: at
PrureSish a0t D neRs s, FRENGATEHn AR bRt
Hizordérparid afher disbidersinkgiatad tﬁyohm&ﬁTa serotomin feceptor In
BhBGF R FRanReE. BBy SRR AR, Fof prsferabiyinpupens
of at_Ieast t wo _of its stereoi soners, pr_eferabl_y
A
‘Iéh?_t 6 1fﬁ{ulf@n;ﬂlﬁﬂél§3:léﬁﬁﬁﬁm@§hhfgehﬁﬁl Ec;rmhlalr[mr nptmir?ilzg in formn cf
option a .one or re arnpceutic acce e

208 6% B Blerdor G SR PRI BFBIETATS S AlosTasoo SR s
RSB or'if $oHTRGH PMixtirBlof bhRaBl taRlbf it steFeoistrfléms, preferably
treatment of a disorder or djsease related to food

ieneRlkenens 08 diastRipgmeis: in 3y mixiad faliey 4@ CHTEsPORYRS: i t e,

for t e . .

TG AR sall e R 8 Sprrb NGBl Bl HRASo, and
oplienally onggirimarg phampaexlieally asaepfakieadiivanipoe ||

di abetes (non insulin dependent diabetes nellitus),

preferably type Il di abetes caused bY obesity, for the
pitsphpdisamentia sLibable fordeidfereceptor iraulation, fonfhespropaylaxis
S SEBREAEr 0 Aokt Fiatol 2 oMk MRS for
amzlragulztion af appetiteffodithe onzivtesands, indeaseartreductivarol bady

B{aiélﬁﬁgg ﬁ{}%ﬁﬁ“ﬁﬂﬁ@gh&np ﬁgﬁn%ﬂi ] oﬁﬁﬁﬁ,etﬁﬁihﬁﬂ’a norexia,
cachexla or type Il diabetes (nan insulin dependent dlabetes mellitus),
preferably type Il diabetes caused by obesity, for the prophylaxis and/or
treatment of gasirointesiinal tract disorders, preferably irrifable bowal syndrome,
for cognitive enhancement, for the prophylaxis and/or treatment of disorders of
the central nervous system, amxety, panic disorders, depression, prelerabiy
bipolar discrders, cognitive memory discrders, senile dementia processes,
neurodegenerative disorders, preferably Alzhelmer’s disease, Parkinson's
disease, Huntinglon's dlsease and/or Multiple Sclerosis, schizophrenia,
psychosis or infankile hyperkinesla {ADHD, attention deficit / hyparactivity
disorder), and other disorders mediated by the 5-HTy serotonin recaptor In
humans and/or In animals, preferably in mammals, maore prefarably in humans,

QP T o
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bi pol ar di sorders, cognitive nenory disorders, senile
denenti a processes, neurodegenerative disorders,
preferably Al zheiner's disease, Parkinson's di SehsiN 207
Huntig%ton's di sease and/or Miltiple Sclerosis

WQZSHOLBHr eni a, 30 psychosis or infantile hyfSSfiERIaLBs16
(ADHD, attention deficit 1ér¥peract ivity disorder),

and ot her disorders nedi at by the 5-HTO serotonin
receptor In humans andlor In animals, preferably in
manmal s, nore preferably in humans, ~~~~ .n 2 9 JAN

2067 - 5 - -

01 sl ST Cirzaafatol or e by s b reatmont
orarnﬂhgﬂdaxhs?iamﬂsma_ lmicbmtmrtamf. pesieiably e heegdiatienet
related t ood . inta s ti.on
et fon e veign Al Fopisd of Eieton S pod Db Gt et he
?%H%ﬂhilgtranﬂ,;ar lﬁgdum?m bﬂ?t.—'l;s_itﬁrmulit‘rﬁm. m‘nqmﬁ@.h;&ll chﬁi(ie catyaedE
reat nent of obesi ima orexla. cache [
tpBelef (ronynawi dsperient darales el a7 SR dabbies
AR del tiyobasity, #Hetha prophyirie dnd/atiteathent of gaskeidldsiinal Iract
obesity, for e..pr.o hwe xi § and/or treatnent. of |
glRoKess. prefemblymtshis Bowe Ry In hymparpsangipgin animals,
hidiarhBl e meRAls SMBFY SHERrably iAansnd/ or i n ani mal s,
preferably in manmal s, nore preferably In humans. 10
Anot her aspect of the present invention is a

medi ciBdr bFIhd Bredbnt ih@AEbn @8 medicrhartyotmpesing al
derivative of general fornula (I@D. opt i Snal_l in form
teast e i-srifenyiindale dedvaliverof gengreidpanyls) () eoptionalnip farm of

Bhe B ﬁéé@ge%get&;ieﬁs, prbferaPERsAkbfer® br iBsiePésmas, i

mXxture o east two of Its stereoisoners,

paeemata sinyn imafamidie phaidead fue 0 ke sipsralsomersqprpierably
ShEMRS bt GresfimdinG2 N SR IR S BF & o BRINY |
physialogicaliyatceplablecsal thsreoher apomespengingrselieda iiesaqf) gnd
3577 B8 of o Bibringep b P BECAERG aclhanld | 201 5,1 "
and/or treatnent of a disorder or disease related to
R S e T
@hdiae theatment of a discrder or disease relaled to food intake, preferably for
lhe regulation of appetlte, for the maintenance, Increase or reduction of body
welght, for the prophylaxis and/or frealment of obesity, bulimia, ancrexla,
cachexia or type 1l diabetes (non insulin dependent diabetes meilitus),
preferably typs |1 dlabetes caused by obesity, for the prophylaxis andfor
treatment of gastrolntestinal tract disorders, preferably irmitable bowel syndrome,
for cognitive enhencement, for the prophylax's andfor treaiment of dlsorders of
the central nervous system, anxtefy, panic disorders, depression, preferably
bipolar disarders, cognltive memory disorders, senlle dementia processes,
neurcdegenerative disorders, preferably Alzhelmer’s disease, Parkinson’s
disease, Hunlington’s disease andfor Multiple Sclerosis, schizophrenia,
psychasis or infantile hyperkinesla (ADHD, attention deficit / hyperactivity
disordar}, and other disorders mediated by the 5-HTp serotanin receptor in

B e LI
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wei ght, for the prophylaxis and/or treatnent of
obesity. bulima, anorexia, cachexia or typo 11
di abet es (non insulin dependent diabetes neilifdsy, AN 2007

wlbak ]?gly type 11 di abetes caused by obesijy. émﬂﬂﬁag% -

prop xi s and/or 25 treatnment of gastr0|nte ina
tract disorders, preferably,jrritable bowel syndrone,
for cognitive enhancenent,' r the prophyl axis and/ or
treatnment of disorders of the central nervo system
BRRRR 31/ OIS TEErably IRIPRESES TG, REplerahly it Fumars,
bi pol ar di sorders, cognitive nmenory disorders,” senile

dementi a processes, neurodegenerative dlsorders
moes suitablefonior segive snhansamaat, forthe prantyylaxiszmdror

g @ﬁ%ﬁ? d‘l'sﬂ]‘ﬂﬁ&géf‘%ﬁ? Eerﬁia?ﬁéﬁ%u@@?ét@h M&.&rﬁrpbmgmsmem

erosi s I zopnreni a. psyc oSl s or

Hgpressiom quefarabhobipplap diseriers sogrittye menjony diserdars,isenis

S iirhop 2R, Bl Glierty PR SsRR S oty bipiner's

Eﬁi&@%ﬂdﬂ@@%&ﬁeaw hiunlsmmnd$ disease antlion Ms)tiple Sclerosls,

AL Lo, P P e

RypEvastivitk disosdea) mmumameammnnn aiilretils; praferabiyoinh rodremals,

central S stem anxiety, panic disorders, 5
raﬁlﬂr F'Elf"@ﬁ%bl y bi pol ar di sorders, cognitive
nenDry dlsorders senile denentia processes,

neur ode ed orders ref erably Al zhei
Andlbat ashast pihn st fiveRtius S TindPagelt Arred R atloast
aﬁﬁlflfﬁu?fwl'hﬂﬂlbeieﬂohlﬂfeaﬁflgenemlsanﬂmmﬁmtfunawkﬁbmDcha
or _infantile hy esl a ADHD ttent| on d.g%ﬁg e, 0
Ay e+ araoISPmers.ire %ﬁﬁ‘-\‘?"‘ﬁ? c dgnigresmer, | ffrg'e, or
/M B oRA InYiduPe BBMBAsE two bﬁtﬂméﬁnmoﬁie% Aitkferably Bhamidmers
Anot her aspect of the present inventi

ﬁédlﬂ@*&me%dﬁﬁé’@é@xﬁﬂ rafio, Peagpﬂﬁwdf"%h&fﬁéﬂ'ﬂﬂ'ﬁ%m a
§£é Wl ¥§u ﬂi‘er@ﬁ%? Badorre8poRding édlfate tigdtb b BAd bigtioriany enh&or

of Its stereolsoners referably enantioners
W@Ph@ﬂ@@éﬂﬁ@aﬂﬂﬁﬂh@@é‘lﬁﬂﬁ@g isinformof a
m xture of at least two of its stereoi Somners,
preferably enantioners or dlastereoners, in any

Phisi medicarment, Is suitzble for Sdd Foeaeptgr rayplation Jgr the mnhy!axlﬁ
PRAFElBsinTork 8L & clsgRIcF R dieadh AL BPRIE MEE Tty for
eﬂm:wtlhbme Dﬁwnﬂiﬁmﬁm the maintenance, mcraase or reduction of t:u:m:l:n.ar
weight, for the prophylaxis and/or frealment of obeslty, bulimia, anorexa,
cachexia or type |l diabetes {ncn insulin dependent dlabetes mellitus),
preferably lype Il diabetes caused by obesity, for the prophylaxis andfor
treatment of gastrointastinal fract disordars, preferably irntable bowel syndromse,
for cognitive enhancement, for the prophylaxis and/or treatment of diserders of
tha central nervous system, anxiely, panlc disorders, depression, preferably
bipolar disorders, cognilive memary disorders, senile dementia pracesses,
naurcdegenerative disarders, preferably Alzhelmer’s disease, Parkinson's
dlsease, Huntington's disease andfor Multlple Sclerosis, schizophrenia,

psychosis ar infanilla hyperkinesla (ADHD, attention deficil / hypsrachivity
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20 This nedicanent |Is suitable for 5-HTr, receptor
regul ation, for the prophylaxis and/or treatnent of a
d| sorder or disease related to food intake, prefledatfily 2007
the regul ation of appetite, for the majntenance -

Qr
W?ﬁ%"?@h‘gé or reduction of body weight, for PthéEm"“““g‘lﬁ

prophyl axis and/or treatnen{_of obesity, bulima,

anorexia, cachaxis or typeaq'l di abetes (non insulin

dependent di abetes nellit uscgIp gr eferably type 11
Hih

disanier)e gnd aﬁ@édlsbyi%wﬂt@e HTppefsigila e@piid or
ﬁﬂﬁ?ﬁ%ﬁ:ﬁ!ﬂ? n é?i'fi‘lﬁﬁ bl% FﬁEEI ag{ s, rﬂb:%gﬁrgf‘errébl ln humans.
prerera 1 rri ta rorre r cognt ve

enhancemsnt for the prophyl aX|s and/ or treatnent of

T PR o R SRS Bl s
dulﬂhimlmrﬂ;e adrgmlstraﬂm toememynais, snolutiing husans. Eheomadicamant

B Ry 4 D SHEISES] A4 ool R e Sidblchn
Bodtadolgt.on' s di sease and/or Miltiple Sclerosis,

schi zophrenia, psychosis or infantile hyperklnesla

(AD H D, attention deficit 1 hyperactivity 2 9 ! AN

@a.llav\é&wgf %@%rﬁ’iﬁﬁbﬁlﬁ?ﬂﬁ@mgéfgﬁat I&ﬁmd@u}fanmﬂde
GG oF BRerRLinERd= ety 5 i ane St fatsBisomers.

ﬁmbgr er{ﬁhﬁmamfr&rmémnmﬁrm s edrematd her imeshrec afhemixture of
obt ai ned according to the_present | nventio

phleBFOA RleredlioiioePRgN b P aatA B alaslTepmers, i
Eﬁwﬁ% l'ﬁtﬁ'c bbd bﬁﬂeﬁlﬁﬁﬂﬁh‘ggh}?&lﬁloﬁﬁllf a6&spitablé ealt thereuf ora

prefera be adm nistered to all y.
&ﬁtﬂ‘-‘%ﬁ@ﬁ""%’d’&ﬂ?&%@@ﬁ%@ foping rﬁ%rwfa%tur%fa wsﬁ'wgw@ mg?r 5
BIAHED bR Pﬁ)ph?i%xfé%ﬁdﬁr rhirhemsr a%rder ar

sulfronam e to derivative eneral formula (I

dipenae mlatpdite iqogrintake. Rsaferatly for hesteghlagin shaprslits, for the
RiAEh R mr@:f@d%'n? PEdLRE ?fﬂbgny»ﬁée@ggﬁ{ra%e g@ih?Q%%%r

or In a mxture o > ] .
tneetment of pbesily, pullstiar ansirgxlarashexdaer typsrll diabetes {non insulln

SopB A TAE h APlFeHEh hoale e oy tony, o

<bh|e propbylaxis epdiod iregtmesit obgastoinieding] g disdwdsers, preferably

FRRHAEEDG Sy ot A BEIRUR 20Pinckfont FnnE Lo R, faor

dreatmerdrof disardiirs efthe cepiralinedvaus sisied, |emdet§k ganic djsordem.
%reﬁk%{a%ﬁ! ﬁ‘ref‘eorélhlgf %ﬁ:aia(?'%lilslu?éérg nco%fnlhvg memﬂrtyedlsnfrgérsf shaenile
dementia processes, nauradegenerative disorders, preferably Alzheimer’s
disease, Parkinson's disease, Hunfington's disease andfor Mulliple Sclerosis,
schizophrenla, psychosis or infantile hyperkinesia (ADHD, atiention delicit /
hyperactivify disorder) and other disorders medlated by the 5-HT; serotonin
receplor in humans andfor in animals, preferably in mammats, more preferably

In humans.

L D T | - — e TR
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mai nt enance, increase or reduction of body weight, for
the prophylaxis and/or treatnent of obesity, bulima,
anorexi a, cachexia or type It diabetes (non ins@l9nAN 2001

ependent di abetes nellitus), preferably type |1 ..
w@g@a@}agy caused by obesity, for 20 the proﬂﬁ?%"émﬁm

and/ or treatnent of gastrointestinal tract disorders,
preferably irritable bovvel'3§'yndr one, for cognitive
enhancenent, for the prophylaxis and/or treatnment of

d‘iﬂg_mﬂd éEBEféﬂf tiecpresand Il'&‘lﬂnt_i@? ke use of @t,{gaamauygnamide
PRl lof e b ous SR SFBIANg (81 X AbRaN)Intoiff bfbne ofits
ammerﬁr bly .engeunm@agve dastareorped, itemj:gm,te, orin
AL Sref ifn o AF1eE 1 ot s SRR EmafSTpISRIZAY chanfomers or
ﬁlﬂswregmcs_, insartyi mhmrmm.ar_mym?gmtﬁng) physidlagically e t
erkin i
ARG Fak e AlreEPidb S8t rierent KBS Banlickture
@éa onexficament éarepHdg recepton negwdatimnd fapithe praphiemib snd/or
Geghaci e 4ol T st ST o VEiARiko BT 5 33"

regubdtiinnsfrappeiite cor e rhaiatanaass nhcreasedt redoction dffbedvse

of . east one.sul fopani de deyiyvati ye of. the previ ous
i T P nran SISt of oot thiiate, GBreata. 't <
d&h@lﬁ?ﬂﬁ SPHPE ﬁ,dieﬁﬂaﬁae(fn@hﬁneuglﬁdﬂpém ﬂ':caﬂ[alas r?ell'ths], t

| as eaners ITS race _nma , .Oor _1n ormor.a mxture
prelarably:ee || Clabetss caused Dy obasibi, fs e PaRByEKgHlor
Braabhé MI0E GEstASinIDstHaR Fh T RHTBEIS, ?ﬂefhraﬂily irfitatileBowaisyAdrome,
or a correspondi ng physi ol ogi cal | accept abl e salt
ForarogoRive e banse g ok e REoRtyIAMe Sndiarcradiment of digrgers of

B 0

IR LrRE HeRop® bystpiPab iy iinic @oleeti] BepRsSBhobreferatly
SRS dlisorders gragualive mameryalsarders otrnile dementia pregesseh| v
: . . S . |
Pl i g iRy ARroih s iR Pl S

sissahg, Hyntington dseaseandfasiduligle Sslesoss,, schizpphteala,

iy
LIS iSRRI RIbERERNABHD, oAt dond Rt
diismindsrd snd alee disbyleshmedialed HothetiH Tpseptorimsacsptanil or
humans and/or In animals, preferably In mammals, mora preferably in humans,

preferably for the manufacture of a medicament for 5-HTg receptor regulalion,
for the prophylaxs and/or freatment of a disorder or disease relaled to food
Intake, preferably for the regulation of appetite, for tha maintenance, increase or
reductlon oi body weight, for the praphylaxis andfor treatment of cbesity,
bulimia, anorexia, cachexia or type Il diabetes {non Insulln dependent diabetes
mellitus), preferably type |l diabetes caused by obesity, for the prophylaxis
andfor treatment of gastraintestinal tract disorders, preferably irritable bowal
syndraome recepior in hurmans andfor in animals, preferably in mammals, mare
preferably in humans,

yearer] beoen 13
- -
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treatnment of gastrointestinal tract disorders,

preferably irritable bowel syndrone, for cognitive
enhancenent, for the prophylaxis and/or treat et ofg 7101
disorders of 15 the central nervous system_ anxi et

L AR

di sorders, eogn[tive nenory disorders, senile denentia
processes, neurodegenerat e disorders, preferably

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

Hunt iAngtheT aspeiitsd fweprasent dnvention isthe use loéablsast cne

SBRARPI F01ys, SUF PRSIl Yol AP B BEEH G 3 o of
ﬁ@oﬂﬁﬁﬁ@lmﬁe@mﬁaﬂiw@ﬁbmeﬁm {Baaﬁﬁmf iltsni n

I r n u ns n [ n ni S [

(RGRRBIS or o o B ot 1edhe B 8P ol RIcRS. dhgteably
érimilﬁﬁmnét apﬂl}gmramﬁnmmdiﬁymmm rdtmg ;3; &Iﬁ?rreammt r:y

regul at o or e pRro axl S anda/ or. r oL a
ehieIcaly acssatable SR BPY S1 SorioRhing P RRE Reredk, 61
%Qﬁ?ﬁ@aﬁum‘ﬁﬁa iBélcamem fof m(rjraa?pma?gmtioﬂ.dnr lhﬁte

mal Nt enance I NCrease_or,_ r uc on o 0 |

POy s ArgisK FRaTaI 27 8 Fisoradr B4 clveres el ke iy fintake,
ek abiR fora rsitdionc appxtta, PF tHeyRaintdnaftd indreasd Hon

I nsul i n dependent di abetes rrelllwﬁlus&, referably type
rexlugtiemyet kasly veright ofop (hegerhy!gxis ppgiof %atETE&bHE/‘P Ry
BIRAA! afdredb@ithefk &ﬁ%ﬁaﬂfﬁiﬁb@t&& (e inbliRCdepéindentiabetes

preferably irritable bowel 30 syndrome receptor in

meltits, preterably typedhiinbeles cpvssddnaphesity forlmEPRNY!3KSS o
SR oL P TSt o s prefersbly o et
syrulrbron, s pegnitivef entiapcemesle far thepophylaws agdion fregligendof
t ; . : . . :
Bl 1 80 ST QAR L5 AL Bl by i,
ptefersblyridpdisndtesrderspeagnitivebngmaryadisordens: serile dementia
di ast . , f » 0f .2
BIRBbSqeE BfoBagersfy e AEEL G, pefprafly MBI gestalf ©
Padiiridoniedisease, Huangloreadisease amdfanyiultiple $ejenosisi o, or
a_correspnondi ng .physi ' . b : .
e R, ety L0 Bl BB eeBr PRE Iy forih bercts
hyperactivity disorder) and other disorders mediated by lhe 5-HT; serotonin
recepler in hurnans andfor in animals, preferably in mammals, more preferably

LT L EPEF TR

in humans,

preferably for the manufacture of a medicament for cognitive
enhancement, for the prophylaxis and/or lrealmenl of disorders of the central
nervous system, anxlaty, panlc disorders, depression, preferably bipolar
disorders, cognitive memory discrders, senile dementia processes,
neuradegenerative disorders, preferably Alzheimer’s disease, Parkinson’s
disease, Huntington®s disease and/or Multiple Sclerosis, schizophrenia,
psychaosis or infanlile hyperkinesia (ADHD, attention deficit / hyperactivity
disarder) in animals, preferably in mammals, more preferably in humans.
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the manufacture of a nedi canment for 5-HT6 receptor

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

di sorder or disease related to food intake, 29 JAN 2007
referably for the regulatlon of appetite, for th
¥R Ence, increase or to reduction of bm‘%w@m&sm

for the prophyl axis and/or treatnent of obesity,

bul i mi a, anorexia, cachexi a¥br type I't diabetes (non

i nsulin dependent diabetes nellitus), preferably type

I dlﬂahﬂnm'saspactsém&aprea@ﬁsmsﬁhmﬂé&mehtiemfablﬁ?ﬁﬁt%ﬁ S

SMenBirudd SRR ofthe BREGR SHrSHl fuid NEF bpflorth §Ffcim of
ﬁﬁ@ﬁfmtemlsohmrs tﬂnﬁemﬁm&rﬁrﬁmmmﬁtﬂmsmﬂmmtﬂ of

pRtaov o r gEL! oA BRI BlAforiR, oterably

ghsfliofesrs or dlaglerdamms Jirany ynixing catibg o2 mﬂaammdﬂ'@m ntia

R inaEny S nenEIal iy & S pRing 58 Bldheteot, for
Eﬂlé;]khhmﬂ‘ﬁ@tﬂreﬁnﬁh medieamencibps- I-llvtalfrbt:qbter rﬁgumuom for the
sScnl zoO renli a |1 S.. Or n l.ne
PEoPhHORBATISH bAB T O b SiFornsar Seess [ ous It ntiky”
?E@P?r@ﬁﬁﬂﬁﬁ%ﬁ?ﬁaﬁ??ﬁeﬂﬁ folp ﬁ}%bﬁfﬁr&ﬁb@tuﬁﬂ?ﬂse ar
0 BRSHAVOIB 6 15 §oP B AT URRETRIN 2h PORYr
ﬁgﬁaahﬂ@ﬁbue&ngha%rmﬁ@ IraaBaksi(A6n BSAR Gépendent dlahates

ntenment grop hyl axi s ‘and/ or treat ment

nedibue)cprerassbly RpedbHiebaes chHeverbs olsaily efey ¢ B'E'S;Jaxls
%ﬂﬂ:‘n? ggéﬁﬁn‘i’ & SastBfESMSI PAbt d%?ée% aitbierktip pfigdble bowel

I'sorders, coghitive nenory disorders, senile denentla

synireseeior mmtwwd@@ﬁ@nam {ns lop penhlexts asdiardreanent of

@ F&lgton s |sease an %%ﬂ'f‘ﬁ%?’é’ﬁ% errg%rfsdﬂpmﬁiﬂn.
podfembly ripoiaedisaderss gegritbiesTemonmiaendprs Sﬁmtﬁetﬂwefggq a

&:ﬁﬂ%ﬁﬁ%&éﬁfb&@%&ﬁ%ﬁ&%éﬂ#deﬁ)éﬁ%fér%ﬁ&o iﬁéfmee I 8 | .
Rankinsn'2diSedss)\HAGHMtYCS Biseade sadior MuHIpMScIBrGSIs

SEer o Boeges sp il WesRind3e BB, alictiolidRRer!
dﬁbbmaﬂwlweilﬁrdm\an@nmr dﬂewmlalécbhmheaﬁ-ﬁjl'e)samtomn
?gcep?orel mans Elnd[n 8: animals, preferably in memmais, more preferably
in humans.

The preparallon of the comesponding pharmaceutical compesilions as
well as of tha formulated medlcaments can ba carried out by means of
conventional methods known in the prior art, for example, based on the Indices
of "Pharmaceufics: The Science of Dosage Forms", Second Edition, Aulton,
M.E. (ED. Churchlll Livingstone, Edirburgh (2002)); “Encyclopedia of
Pharmaceutical Technology™, Second Edition, Swarbrick, J. and Boylan, J.C.
(Eds.), Marcel Dekker, Inc. New York (2002); “Modem Pharmaceullcs”, Fourth
Edition, Banker 3.5, and Rhodea C.T, (Eds.) Marcel Dekker, Inc. New York
(2002}, and “The Theory and Pracilce of Industrial Pharmacy”, Lachman L.,

L THTRR
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one of its stereoisoners, preferably enantioners

ordi astereoners. its racernate, or in formof a

m xture of at least two of its stereo isoners, 29 JAN 2001

%eferably s enanltomers or diastereoners,_ |in ny
@?Ffmj“”r atio, or a corresponding physiol OJCE"FaEI %9"“"3’15

acceptable salt thereof or a correspondi ng sol vate

t hereof, for the manuf act #% of a nedi canent for

5- HTO receptor ulation, for the prop hgl axi s _and/ or

Klebarmap . Ak Kerdy dofEdls:), bha &iFebiges Riuladelpbied(39Bodhe
Jfagp@l%iﬁe Inté?étﬁ[-e:&é’ﬂrléhéﬁar%%uﬁ-&%ie?tds%E?S%rteﬁ&?Eh#l tageo%rt of

€ 'nmal ntenanc I'ncrease or 1o re Ion 0

W djsslosurer t he prophyl axi s and/ or treatnent of
obesity, bullma, anorexia, cachexfa or type II

di abetes (non insulin dependent diabetes nellitus),

pr ef élfrmhirmnhapm.ltlﬂll ﬁmﬂsmdﬂabmm%ulawﬂ for the

hyl axi nd/or_t t
tedidamgits phapdied asf @I%jg 'ﬁ%”g:rp%% AdiBh L E@&dt}nn Ho at
legst dr@gaﬂlmhafvtaqmm{jmﬂtganfémtl mem{no pF;rchmklym fomd/od one
treatnent o | S S ers ..o e [ a ner.vou
o aarRoisnem PRt ST UBrats & SeReRr s aamate, or
IBIe bR Mixthicnsr A leatt fay eflsSstereolgbiviers; praferably enanliomers
%%orders senil e denentj a roce

AYARGBIAET. IR AOE Mg Fafi, of ﬁ?%%%ﬁﬂaﬁw Ravsidlagialy o

%@?m salFhekdof 5P A cBmesFRafmg, sokbd m&ﬁﬁnmp&nwm
nd Mul tiple Sclerosis, schizophrenia

genventionl aplisgy subkianeas KiowROLETE RY9rat, .P&?{ﬂ%aw Spignts,

ﬂfér&%&%ﬁ&t um&én\rs djyé@ [shating aGEhte SN dbPfng 8a8nts and/or
di'ated by t serotoni n receptor n hunans

hindmr Ag H‘l%ﬁl&\fﬂﬁﬁ In me@rteaﬂa@;kyowmwﬁ\%ﬁ g thggpxiliary
Bl cak! dthé‘aﬁlﬁﬁﬁ&ﬁheﬂéﬁﬁd fHeR8 oA Pidtiaddtiminisration

correspon I Ng pna rmaceuti ca COITpOSI t1ons as
eattenffon mmnba reetat ntraveaeusaindiaperioanalp Biagrigealap inrangsal,

Eﬁﬂl t&ﬂﬂ%ﬁntl onal nethods known in the prior art,
or exarrrﬂ ased on the indices of Pharnmaceutics:

The Sci ence of Dosage Fors", Second Edition, Aulton,

Enc;}@%)'ﬁ%rgg o(gpké%ﬁgér\r@g%ﬁﬁm%a@ Fﬂgb Ggg'))f& , B%écon

Eotzted ¢ableiSveapsuies lor muliipaniiculbdss, ml‘aﬂab(? graguleEas pilats,

E%%QEED‘S? %‘Ed tb %P{gﬁwﬂgﬁf Eb&ﬁgqﬁéﬁ In M’p%fl@s or sysperded in

Bblatherss, ﬁuﬂ'penésﬁdso)' shitatdeliquidkker, 1nc. New York
(2002), and "The Theory and Practice of Industri al
Phar macy", Lachnman L.,

Medicaments suilable for parenteral, topical or inhalatory administration
¢an preferably be chosen from the group consisting of solutions, suspensions,
qulckly reconstitutable dry preparalions and also sprays.

Madlcaments suitable for oral or perculanecus use can release the
sulfonamide compounds cf generel formula (1) in 2 sustained manner, ine
preparation of these sustained release medlcaments generally being known In
{he prior ari.

B i ey sl al S wr Et
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tions are incorporated as a referenc
wiSsh i

f:. 2 9 JAN 2091 WO 200-"134) 74 PCT/ EP2004/ 008516 - 39- :
Li eberman H and Kanig J. (Eds.), Lea & Febiger, :
Phi | adel phia (1986). The respective literature?d JAN 2007

this disclosure. 5 The pharmaceut |P%§?EHW4‘£’M”
conpositions, as well as the fornmul ated nedicanents
pr epar ed accor di ng to the pfsent Invention, can, in
addition to at |east one sul fonanide derivative of

gener‘ﬁ‘le mostrauktabl spstansdirelease forns. 29well a Uy matasialg ard

AR BOEplep P Err Bl oSS RN oty ot exapple o

e iaflickeafMdditedeRelease BiugrRaivenriBachnomoeT, Radbhibone, M.J,

BRGS0t il 5 BT o e N Boligpot

tHadboblk af Pﬁammeamxb GanimgllesiReledse Téﬂ'rrmdﬁgy'.dﬁﬁnpr Dde

G Siarbe D RS ok oo oM B Bl P

Bhabid Tnge Iﬂme:kC@Et. I[Em} QR Passylic, IB’ada(Rah:nn q 12889 ndred by

TR S'a” Phbkava. i oz g Siisbl Eodciiedta fdoidted
Eﬂgilﬁﬂinbmérjﬂ PMSABlowiie PENEY, ]O.lrbﬂrhmaw&estﬁgqumw ybhietoon,

for exa I ntravenou

|
VRl 2a b 8Tk - Crel i Geleih. smajmiasiie.prd oope
Brefbpeia B{C@érﬁﬁiued Wiy DRIRRSH Miichtbl E. (Emé QbR Wiley &

stration are, for exanple, tablets 0 coated

Bapedne., Newpéark 199, YAl 2.i594 128 Tharespeclive feralyey
BLBRIALES ARy mBﬁ‘bbl%ttéd by ReRESAMY fo?r‘z'lkiia%éﬁﬁe d&closure.

conpression in'tablets, filled In capsules or
suspended in qutlons suspensi ons or suitable

I qui ﬂﬁ? n@%wmﬁe?ﬁﬁpinﬁe@?n RS54 Rad 2t IEQ%HF\@'

or in mnistrati on can prefera
entesiercottingnthing gesalyesasaording ladhe pHs 4@ fesulé of Ihis coaling,

THEMEHRL AR corfti poub TR SbiL A SuUiksdiing Aritha e
gempotadeaigne sk ftmmﬂer @) arasaolyt ialeased irf thednieginal ract. The
SRR LR n e MscbRESY! & ph'dr oRuder 2ha'7% e materiss

and methods suitable far preparing enteric coalings are also known in lhe priar
art.

B T R

Typleally, the pharmaceutical compositions and the medicamants
comprise from 1 to 60% by weight of one or more sulfonamide derivatives of
genseral formula (1), and from 40 to 99% by weight of ane or mare exciplenis.

The medicament substance amount to be administered to the patient
varies according to the patient's weight, the administration route, lhe indication
and the severity of the diserder. Usually from 1 mg to 2 g of ai [east one
sulfonamide derivative of general formula {I) are administared per pallent per
day. The total daily dose can be administered to the patient In one or more
doses.
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30 preparation of these sustained rel ease nedi canents
generally being known In the prior art. 2 9 JAN 2607
WO 20051013974 PCTI EP2004/ 008516 - 40- The nost 29 AN 2001

uitabl e sustained rel ease forns. as well
w'ﬁﬁ'f"éfﬁsg‘f‘s and nmet hods for the preparation 11%&"?%5@,”“@?]@

known in the prior art, for exanple from the indices
of ' Modi f | ed- Rel ease Drug Dé‘ﬁ'very Technol ogy",

Rat hbone, MJ, Hadgraft, J. and Roberts, MS. (Eds.),
Mar cel Dekker, Inc., New York (2002); 5 "Handbook of

BRgiRGRcaPRpyiRaL ol e el ease Technol ogy, e,
Controlled Drug Delivery, Vol. I, Basic Concepts,
Siiide Toue STy SERSHQNBERECERTOR *° 8 P irng
De: Ih \HEP,’{ 20F cely mleupwahes mPrﬁsmgﬂaalremmimnalg‘t Tenan, ghi e
Na , W A
oPRIcf ot uppieg i oce 8P Bbey s sy coifonyahin sad
dc'?ﬂhrm?s '3 irg;ﬂuﬂmmlfrlnie\s/g ;rmmtamadd Ithﬂ protaln Em;;ea:llra( edisd. bf
o T o T ot W e,
kB, Gfesftm@tgovm EJ tggn:ﬂmgst.ﬁ glfaﬁ?r E”S?'?“"'SS ¥ nBlosm ¢t. ¥t ed
Rl S ne e B e e 5H R Ao s

mmatﬂeand:Hpmkmquaminedecqmisv Fbe doumakbig

H9afky®yifa
bbby 4 S st Sppii IbALpe, o st
%oﬂ%bﬁdﬁéﬂhéﬁﬁ'mhiﬁcmﬁﬁﬁmﬁ%s diiutge menald.mmu}mm thad )

are onl released in the intestinal trac

bincina e GO TR PEh ABImIGel 6 T A, pHh7 4). The
fac eﬁ%ﬁd E?Q&Q [FHLST Bea BBA&IHaESH 402 721 BE hiRgissolume

or préparing enteric coatings are also known

baingl2@0pu.i locubation beging by adilpg 108 shhermembianasguspension
siti.ons ndth to
Gy it ramRe ST A EBRimasi I S it B A e
ﬁmp@ﬁh@ﬂﬂﬂb freubaiion érh:)sl , byequick fillpatictOintzoH&eseY Brandel
t of .one or ent.
5 Hron gt M e e oni i SRR T32 agomark,
pretreated with a 0.5% polyethyleneiming solulion. The filters are washed lhree
imes with three milliliters of 50 mh Tris HCI bufler, pH 7.4. The filters are
transferred lo Vials and 5 ml of Ecoscint H. liquid scintillatlon cocktail are added
to each vial. Tha vials are left to equilibrate for several hours prior o {heir

counting in a 1414 Wallac Winspectral scintillation counter. The non-specilic
binding is determined in the presenca of 100 uM of serotonin. The assays are
carried out In Elplicate. The inhibition constants {iK, nM) are calculated by non-
linear ragresslon analysis using the EBDA/LIGAND program [Munson and
Rodbard, Analytical Biochsmistry, 1980, 107, 220).
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vari es according to the padenes wei ght, the
admnistration route, the indication and the severltﬁ/
of the disorder. Usually froml ng to 2 g of at 4%alN 2001

ne 30 sul fonam de derivative of general fornul a
wsisi

Waf*i stered per patient per day. The L] ""%g@w
dose can be adm nistered to {he patient In one or nore
doses. F2 2 9 JAN 2667 WO 26651013974
FCTI EP20041008516 -41- Pharnmaceutical Mt hods:

Bl NDI NG TO THE 5HT8 SEROTONI N RECEPTOR 5 HEK- 293 cel |

et R e e

receptor concentration in said nenbranes is 2.18

Ol ; : :
617 WRler BZB037 B AR FBNAH, B8, SEUREE, TG P gle”
aetlinualized tBtHe hdRstrigsaluring at eBstS dayRgqurior tsbé@&ngGuhjegted to

M o Shioudh U , H.
EhY et g i et wlrahimiB B Rouskd A Gfhupkof fue) n
&hnﬂuoait cAgbh Pl elabdri md@drﬁntem%-ﬁ@a&ﬂmﬁam adapted to
- d t -7 t Th
WiH g Sg AL A RS AT Bindie Tt e S
Thgr ?wacma ﬂh‘é?&ﬁ lha?ﬁﬂmnmﬁtl&] deriviatiVessofi @ﬁiaral formula (1)
nodi fi cafl Cl a r e
U6 B ety orygoof Wmstion iy ralS 8 Heane setalignjs determined
BEifGoWet . 10 mv Mgd 2, 0.5 nM EBTA (pH 7. 4). The 1s
r adi o) |gand used | s rI _Iéo LSD at a concentrati.on aual

2. 7 niie faie afg kept in fslig.congiljons forods purs jnthgkdediy
lRAgaNSF nilqhdiamdﬁanda tf ratid\GrelBRaR) GHBIrspRSISH! P realed
22.9 pg O nbr ane proteln) and i's prolonged for 60

I"H'tﬁLﬁ famms'twn qompssia Pdlopamidspdenvelive ptagrsraldapaula (1) or

h
itespindicfharifos RrctvB LT Miibut SaRT SionafrRid abilpivdl
:!IBB'@dtﬂ’l%lH after Wis, e Bk istlelb wil ragveighgd doslidhe accumulated
?tﬁdd’lﬁfﬂé“?ﬂ%'aﬂhr‘éﬁ a?l%} Yt %‘?l‘llc‘-rﬁﬁauﬂsl ters are vvashed
r e

tinmnes wt Iters of 50 MM Tri s
buf f eBaiddepd ingestiitemeagtrisgdnelhed is glspmdiselpsed)In ﬂae\ﬂtesaﬁyre

WRekrOoply, Bl Gollinal b Adihalon) 1k tdtH) Prseosk LAk
Turnbull et al., Diabeles, Vol. 51, Augusl, 2002), The respecliva parta of the
descriptions are herein incorperaled as a reference, and lhey form parl of the
disclosure.

The preparation of new compounds according to lhe inventlon is
indicated in the followlng examples, The affinity for the SHTg serolonin receptor,
as well as the galenle formulas applicable (0 lhe compounds of lhe [nvention,
ara described, The examples Indlcated below, glven as an llustrative example,
should in no way limit the scope of the invention.

B L LU R R PUPRP I S P
- A H
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to each vial. The vials are left to equilibrate for
several hours prior to their counting in a 1414 7
Wal lac Wnspectral acintillatlon counter. The 29 JAN pallLY] i

wEIBBE5T of coroton n. The aseays are  cantTBUNAS t

triplicate. The inhibition ¢constants (K, nM are

cal cul ated by non- |inear rﬂjr essi on anal ysi s using

t he EBDA/ LI GAN® program [ Munson and Rod bard,

Anal ytical Biochem stry, 1980, 107, 220]. 9 2 9 JAN

ég%ﬂ,ﬂﬁz 0 6510 1 3 9 74 PCTIEP26 0 410 0 9 5 16
SUREMENTS OF FOOD | NGESTI ON ( BEHAVI OR MODELS)

Male Wrats (200-270 g) from Harlan, S.A are used.

,Egas @t1s d%;e?aﬁaﬁ%ﬁ%lfﬂ &%Qaﬁé%ﬂfﬂﬁ*l -{13ﬁ1@ﬂ-§| fw4gg at

prior to - bern

mhphrdmmdlnmﬁﬂ}@nihhr‘d'l Iﬁ@nleod the animals are housed
On groups of five) In translucent cages with water
and ad libitumfood. The animals are adapted to

i ndi vgafump (A8usiMnl chS0%sadiunphydrideria ofl vere atided AB0C to a

bt o 6 oo 3 bl 28 MR TINE

nitgel{-irmiols in S0anbofianhfdrets dinathylifbrmiamide, ianddbs emdurecdas

o 3 RE 3P rifieb ofiiens-i B rvdiphe b APl lorde e
Allded, ahlitse phirfing donlinoed fartBheure ag rcgi(;h teégﬂie;ralgrr]e Water was

i t [Ty t t

BRI RE GiARbr e I Ao The odulinty S0P Sk tsid wih sogiym
bichriatbarftl Was ERFEBNTNIRY CRIaRReS, tmanar?mb pﬁh@é was drled
wi t hout said sul fonam de derivative

di a
arth @nhvrrpgs o ST EPaS (5 YD s eRUBte Sohd
chrfoﬂrarodgraﬁrﬂksmamﬁ@e@wrrmﬁa% )oF1l, 2, 4 and

6 hours aid F i ngestion measuri ng nethod is al so

ar@@m%@easulwnrh%ﬂ ety &s%ﬁf%wwa ne-4-yinGopieed

egg% g}g",ﬂa jfecol ogy 414 (2001), 215-224, and 20
Turn ?et a Di abetes, Vol. 51, August., 2002).

The respecti ve parts of the descri ptions are herein
ﬁé&bl&%%%r&%—ﬁc{cﬁbﬁeﬁéﬁ‘é’éﬁﬁonﬁlﬁd[1t-|‘P|EbhyE'P.r2{‘3,§-aft of
tetmhydropyridine-4-yl)-1H-Indole

T R,
" .

900 mg (74%) of lhe menlloned compound were obtained from 770 mg
{3.12 mhicl} of 5-chlore-3-{1-methyl-1,2,3.6-tetrahydropyridine-4-yl}-1H-indole,
and 1.7 g (2.36 mMol) of cyclchexanesulfonyl chlorlde by means of the process
described in Example 1, as a yellow solid.
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di scl osure. The preparation of new conpounds accordi ng

to the invention is indicated in the foll ow ng

exanpl es. The affinity for the 5HTO serotonin 29 JAN 2001
rece’Ftor, 25 as well as the galenic fornul as

WAPPMPE2H e to the conpounds of the Inventi & FERPUA0USSIE
descri bed. The exanpl es | ndi cated bel ow, given as an

Illustrative exanple, shoo®™ In no way limt the
scope of the invention. L 2 9 JAN 2097 WO 2 0 0 510 1
Bfarmple BCH-BRI0MWIRFEIDBexanssulfdBy ki l-eeathixhdBi6e 1.

@i'%ﬁgci‘%f\%@%%ﬁ}ﬂ&%ﬂ@? (I-methyl-1,2,3,6- 5
tgtgahydlropyri di (r)1e-4-y|)-ﬁ-3iitro-_1 H Indol ? 468 ny t
(300 A oSl B e it B oA

203 ﬂngrmltdmbg blf %@clﬁhemo am?nwbwt4nm&mm-142.wﬁ} - 5-

nitro- ol e . an r gu .

tetRbvigPYaAES nER -l BB R sthapol Jheyreeuing

éﬁélpaﬁ&gmumstw,ﬁmgamd du&tzs p?i @ffmtemém mt' dmfjlyﬂfhen tge

chloride were added, a e.stirrin ontinued for.

Felalyst wios Hetseel e gurbaraled o daiey- ayeoulib i ae sinda
ﬁ%@dt@éi'a rhefbnedudmpornad ket ed

\%Yte sodi umb%?ﬂ%?ﬁgﬁt%b?%geﬁs g?}ﬁ act ed Fpv?/l:&th

ehlaliegragasolifi@edNgani ¢ phase was dried wth

anhydr ous sodi um sul fate and evaporated to dryness:

the resulting solid 15 was purifi

d b
Ehfﬁﬂ@t‘b’gPeqﬂay&jlﬂﬂﬂkﬁfér%‘d@%@%ﬁ%ﬁ-ﬁyg%@p—%ﬁ&%ﬁ&@h
Gl 2,5, 5.ty ronl o

i ndole as a yellow solid.
Exanmpl e 2. -
5- Chi - e 2 J 3. 6- 20
Cetralyaogt ﬁ-ﬁﬁﬁ%@ﬁﬁﬁa.@ﬂﬁ"xﬁﬁfﬁéﬁ%%“%%%ﬁ% of
thieahyeir-Indotzine e Uiindete wersnbiained aF-eo el fiom A§ ¢ (6.25
gl o RRUPI 1,27 89 hesehygindofiine Zoyl 1Hladclo snd 342
ig-(1ad6Ireblol) @k dydohexgnéalasylchisiriiedy means of the process
S ARSI M heh B & el bIERRNECP Sollifih RhRSHifed to
a solution of 1.95 g {4.85 mMol) of 1-cyclohexanesulfonyl-5-fluoro-3-
(1,2,3.5.8,8a-hexahydro-indollzine-7-yl)-1H-indele in 20 ml of ethanol,
precipitating a solid which was recrystallized from ethanol, obtaining 1.5 g
{71%) of the mentioned compound as a white solld.

The yields are Indlcative and no added effort was made to improve them.

The melting polnt and spectroscopic data for Identifylng some of the
compounds of tha present invention are indicated In the following table.
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25 described in Exanple 1, as a yellow solid. 70
----------------- - 2 9 JAN 2001 WO 200510 13974
PCTI EP2004/ 008516 - -44 Exanple 3.- 29 JAN 7001
5- Ami no-1| - cycl ohexanesut fonyl -3-(1-nmethyl -1, 2, 3, 6-

WO AR opyri dl ne--yl) - 1ég—|- | ndol e 200 ny JICTSRIBILAHIRELG

with a humdity of 5% wer o—a——solutionof 5

403 ng (1 mwol) of EE8e | E =¥
1- cycl ohexanesul f onyl - 3- (1- net hy| {F2nB F [0 Y

t etrahydropyrl dine-4-yl)-5-nlitro- |Med ""‘“11:-52@@_@1

of ethanol. The resulting guspen$ZsdmWgsd[SFag®
hydrogeni zed at 25 psi of overpreggfte ¥ er2@ howrs.
Then the catalyst was filtgred alﬁéaﬁ-"ar%%.&rtﬁﬁﬁ
drying. The resulting crude Mas pUEsf£odn HE LS 24
chronat ography and 150 ng (4&% oi".E‘hEEe;%"oﬂe'drﬁiﬁg
conpound were 10 obtai ned as|g solE Ef&jﬂ‘m-'igaﬁﬁlf‘f
Preparation of 1-Cyclohexanegil §orff+d@% 5|5 2}
fluoro-3-(1,2,3,5, 8. 8a- hexdlfydSr o i-NdOE £ S ooy

1} 1 Hindole 15 1.95 g (78%|0f® B8F g 8B TFRY
1- cycl ohexanesul f onyl - 5- f uorje—g A F B giFa= 22 0
hexahydro-1nd olizine-7-yl)-{1Hin iﬂqlgued\n:gr @bg‘%g‘e‘g as
an oil from1.6 g (6.25 M) of @83 [FRB=Z
5-fiuoro-3-(1,2, 3,5, 8, 8a- hexah{gr Hlnnd%ﬁi Mﬁggiﬁ JlH
-Indole and 3.42 g (18.76 I X B
chl ori de by neans of the proeess %c%%r‘i_ucd%%gé?“ e
1. Then 2 m of a 6N ethanol) HCl $ol ution V\1ere added
to 20 a solution of 1.95 g (@4.85 M@ of -

1- cycl ohexanesul f onyl - 5- f | uofr o-2- b

(1, 23. 5. §, 8a- hexahydnri ndol | zl fe-

20 m_of ethangl, @precipitating
recrystal l]i zedyf rgm et hanol ,| obseai
the r2ntiAhed-Bhpoynd as a jhite

are | ndi e d no added fforf

t hem [ ting polnt and| smect
| de iy Sodl of the co nds
i nvent i 6 i ndicated I n the ol
l:&: ‘:rI = [ ] o
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Pharmacautlcal partlculans:

Binding of the new compounds of general formula (1} to the 5-HTs
recepltor was determined as previously described.

The binding resulbs for some of the compounds of the present inventlon
are indicated in the following table:

Table
Example % Inhibition K {n)
10 M
1 59.8+£3.0
2 98.2
3 551
4 191

The daily posology in human medicine is comprizsed between 1 milligram
and 2 grams of medicinal product which can be administared in one or several
doses. The compositions are prepared under forms Lhal are compatible with the
adminlstration rouie used, preferabiy tablets, coaled tablets, capsules,
supposltories, solutions or suspensions. These compositlons are prepared by
means of known methods and comprigs from 1 to 60% by weight of the
medicament substance {compound of general formula 1), and 40 e 99% by
weight of the suitable pharmaceutical vehicle compatible with the medicamenti
substance and the physical form of the composilion used. The formula of a
tablet containing a product of lhe invenlion is provided by way of example:
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Example of formula per tablet:

Example 1 amg
Lactose 60 mg
Crystalline cellulose 25 mg
Povidone K 90 5 myg
Pregelatinized starch I mg
Colloidal sillcon dioxide 1 mg
Magnesium stearale 1mg

Total weight per 1ablet 100 mg
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I'AN 2607 WD 20051013974 PCTI EP2004Al 03516 -47-

Phar maceuti cal parti cul arg9-Bi ndi ng of the new 19 JAN 2001

conmpounds of general formula (1) to the 5-HTe

receptor was determ ned as previously described. S The
CLAIMS i ng results for sonme of the conpounds of the

present invention are indicated in the follow ng

table: Table 10 Example % inhibition KI (nM 10M1
1-  Seffgramide @mmundsdigengral fomulagla), The daily posol ogy

in human nedicine Is conprised between 1 mlligram 20

and 2 grans of nedicinalj prodg@ti=®hi ch can be

adm ni stered in on&? B 4l doses. The

conpositions are prep§ 3 _Eprns that are

conpatible with the _a w.stfatl on route used,

preferably tabl ets®¥coaljfed tabl ets, capsul es,

supposi tories, sol uti Ong,OlL=s%SPensi ons. These

conpositions are prepared by ans of known net hods

and conprise from1 to 60% by”we®ght of the 25

nmedi canment substance (conpound of general forrmula I),

and 40 to 99% by weight of the suitable

phar maceuti cal vehicle comilati ble with the nmedi canent

wherain

R' represents a ~NR'R? radical or a salurated or unsaturated, oplionally at
least mono-subsbtuted, optionally at least ona heteroatom as a ring member
containing cycloaliphatic radical, which may be condensed with a saturaled or
unsaturated, oplicnally at least mono-subslituted, optionally at least ane
hetarcatom as a ing member containing mono- or bicyclic cycloaliphatic ring

system,

R?, R* R?, R® and R®, identical or differenl, each represant hydrogen, halogen,
cyano, nilre, a saturaled or unsalurated, lingar or branched aliphatic radical, a
linear or branched alkoxy radical, a linear or branched alkylthio radical,
hydroxy, trifluoromethyl, a saturaled or unsaturated cycloaliphatic radical, an
alkylcarbonyl radical, a phenylcarbonyl or a -NR°R'® group,

R’ and R, idenlical or different, sach represent hydrogen or a saturated or
unsaturated, optionally at least mono-substituted linear or branched aliphalic

radical,

- = - [ T s S e e Iy -t AT
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substance and the physical formof the conposition

used. The fornula of a tablet containing a product of
the invention is provided5By way of exanple: 2 @ DAWMN 207
2001 WO 70051013974 PCT/ EP20041008516 48- Exanpl e of
formula per tablet: Exanple 1 5 ng s Lactose 60 ng
Crystalline cellulose 25 ng Povidone K90 5 ng

!-E-?ﬁl‘? 919& ﬁl‘dﬁ!}'oztﬁﬁt RE ah8'R%Bar&thot FYY l‘dﬁTe@\ﬁﬁt thé |slaﬁ1¥‘t|ﬁ|lleoél'1@| ff one

sium stearate 1 otal weig

S]
mfalem. Rfam(ﬁg isra- satigated @ st Boed, limean ':wshlrﬂn~':-1£J d, optionally

FlppSY GRS S BRATBRCS a2 i RAR, Ao K e e o f Brgrated

dHlurisHNirsR]) lifedr uﬂ\lﬁ*élﬂ&hé@.d:bmninaw ableast monbaslbetiuted
unsat urated, optional | east nobno-substi tuted,

airnhaétﬁaﬂqﬂyalémth @B‘@ﬁsbﬁ"@ F@'PQF‘@&‘?’B% as a ring menber
or

R” and R®, together with the bridging nitrogen atom form a saturated ar
unsaturated, optionally al leasl mono-subslituted, optionally at least ane
further hatarcatom as a ring member containing heterocyclic ring which may
be condensed with a saturated or unsaturated, optionally at least mono-
substiluted, optionally at least one heferoatom as a ring member containing

mono- or bicyclic cycloaliphalic ring sysiem,

R? and R, identical or different, each represent hydrogen or a salurated or
unsaturaled, linear or branched, oplionally at least mono-substituted aliphatic

radical,
or

R? and R'?, togelher with the bridging nitrogen alom form a saturated or
unsaturated, optionally at least mono-substituted, optionally al least one
further hetercatom as a ring member containing helerogcyclic ring which may
be condensed with a saturated or unsaturated, optionaliy at least monoe-
substiiuted, optionally at least one heteroatom as a ring member containing

mano- or bicyclic cycloaliphatic ring system,
A and B, together with the carbon alom to which they are bonded, form a
saluraled or unsaluraled, but not aromalic, oplicnally at least mono-

substituied cycloalkyl ring,

and
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contai ni ng cycl oal i phatic radical, which may be 1

condensed with a saturated or unsaturated, optionalhy

at | east nono-substituted3leptionally at |east dri JAN 2007

heteroatomas a ri ng nmenber containing nono- or ' -

bi cyclic cycloaliphatic ring system R2, R3, R R5

and R6, identical or different, each represent !
ogen, hal ogen, <cyano, nitro, a saturated or .

unsaturated, linear or branched aliphatic radical, a

i near or branched al koxy radical, a linear or

branched al kylthto radi cal, hydroxy, trriluoronethyl,

a saturated or unsaturated cycloaliphatic radical, an

aptioranqimfinn of @l eftheir atgreniRphis berairably eharlibREs or
3r oup, R7 and R6, identical or different, eac

h
iapleseinersh Jiribrssmte o infamuafaymbrure platiensk tug, of their

- | - a r -
HBlacitnb Prorefbl ofBRMURdSBRImMARRE My mixing rato,
b2 sali thereof, phafordkdy amomedpandinggthybiptogealiy adceptable sali

anme tine, and if_one Eﬁftﬁhe RO or R9, is a
for scqirespeading sahvale themeek,  or branched,

optionally at |east nono-substituted C1-C4 aliphatic
radical, the other one is a saturated or unsaturated,
Thereampatinds ancording toptlaiondl ¢haracterized in that R' representsa —

substitute W phatic radical,. w I five
RPRS Ftipdict d Gglureied B BhdiolfEucioNal e tno'
Hib=inites, toliorRde bt Riasibhe heteros@iny hahathgmember containing 5-
unsaturated, optionally al |east nobno-substituted,

epfnermberpdyclagliphalimeadigal, whish may be sandansad withiang
B R SR 0P8 SRRy o loash nEhor SRR, ooty
lebst srs hetepoato meam a tringunechbeor ptniavEhd ynarto-loedédycime

het eroat grn_as ring nmepber contaiping nmono- or
BrAGAIRNENE pab SyFebmAtharhy e G54t B MerdhaAbtayate 5- or 6-
indfiidred@l or different, each represent hydrogen or a

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

Bl%‘?ér%ﬂy a RIR’R® radical or a radical chosen from the graup consisling of

O =0y
N\
Ri®

_(j and "O
[] N N\

/
R19

wherein, if present, the dotted line represents an optional chemical bond, and
R represents hydrogen, a linear or branched C,-Cg alkyl radical or a banzyi
radical, preferably hydrogen or a C4-C: alkyl radical.

e
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RO and R70, together with the bridging nitrogen atom :
forma saturated or unsaturated, optionally at .l
mono- substituted, optionalRy at |east one furt lzefa]itN 2001

het eroatom as a ring nmenber containing het erocycl iC - -
[ whi ch d wt I { y
T SomPabees SEmmiedp A 1 05 ds ChAGRTZER e R R

A} RBnakhicatlor H%?énpéﬁcmﬁé;ﬁégﬁméi 2, QI9BFRYBAS, nitro,

containing nong- or ;@ﬁ/c iCc C phat'i ¢ ri'ng :
alinearmr branehedCi.s aliat ahahnwrenrduﬂn@rrecaﬁemadl@nyl radical, . P

dihsct drHba e LR EROnRERL » R IRy e Craghony. o

i@ or &umﬁheﬂtmmlnym-h@aiwbw ltnmmraméﬂﬁrl ﬁawratem
2097 ni sO opt.i onal | orm of one or

Wsalegied Ges grc!aawaﬂ‘éwawcahmm@ﬁ@f rafched G alkylcarbonyl
f f t
R HRATR oo 1B BnCAFEREE Brdlin, [0 1Ot O ATl

enant i orrers or di astereorrers in any mxing ratio, or

AR bIG eah D Reficia 220t FlEAtcor or o

correspondlng sol vate thereof. 2. The conpounds
according to claim1, characterized in that Rl
Th@ﬂmﬁusda acCoRinGaoris @anot ofclaimsi 40 ddcharacterized in

WA AR BRI, Lo R O URRR, iy

Iﬁr@ﬁbhe-:ﬂll d;ﬂuohall;@ 2ty ﬁaaremfaan%ﬂxbemﬁ@:ammakquadwl eglinear or
may be condensed with a _ saturated

terﬁgalﬂ%ﬁl athnauys{a { lsaal mpngsubstittedibrem alkgay radicaly or a linear
SbrERBRLd Vapﬂi‘onahféﬁﬁe Cycﬁﬁts%fbg'gﬁd‘i’éoﬁépﬁ_ a"tkf"l)" Qa&‘Eﬁhﬁf

cont al ni ng nono-" or ring
system whereby the r| ngs of the ring system are 5- or

@LBE& :ﬁf [@%t@%é%@fﬁ%&:ﬁgg%{&%hggi ¥ aﬁg fd 8¢ unsaturaled
opticnally at least mono-substituted, optionally at least ane further heteroatom
as a ring member conlaining 5- ar 6-membered heterocyclic ring which may be
condensed with a saturated or unsaturated, optionally at least rono-
substituted, optionally al leasl cne heteroatom as a ring member conltzining
mono- ar bicyclice cycloaliphatic nng system, whereby the rings of the ring

system are 5- 8- or 7-membered.

The compounds according to claim 4, characterized in that R” and R®, identical
aor different, each represent hydragen or a linear or branched C.1g alkyl radical

or

R’ and R®, together with ihe bridging nitrogen atom form a radical chosen from

lhe group consisting of

-—r
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Rig and ON N Rie R g wherein, if present, the dotted

line represents an optional chem cal bond, and _Rte

represents hydrogen, a |i#idar or branched C, - C528 KN ot
radical or a benzyl radical, preferably hydrogen or a -.
Cl-C2 alkyl radical. -52- 2 9 JAN 2001 3.- The

conpoungs according to wmf or 2, character zed in
WRW. R5 and-Rg6, igentical or diffigrent, each
repr t hydrogen, F, QL _/Br, cyano, nitroy a/li

near or branched Cl1 alkyl radical, a |Ii near or
branched C2-6 al kenyl radical, a linear or branched
Cz$ al kynyl radical, a linear or branched C, -0 al koxy,
a linear or branched G .s al kylthio, hydroxy,
trifluoronmethyl, a satu;gl%fi:L unsat ur at ed

cyclHary phatic radical,/fa Iy near or_branched
érﬁiiéglbonyl radicarﬂkggﬁﬂy car b8y o

gro , preferably H F, . N2, NH2 or a Ci kyl

radical. 4: The conpounds according to one or nore of
claims | to 3, characterized in that R7 and RB

identical or different, each represent hydrogen, a

wherein RAY, if preasith ischydspgéryrealingarayr bramshed Ci-Ce alkyl radical or

no- Subst it ut 10 al kyl radigal, a_Linear or
PRz Sao el Areffsty higroBetler 4 S auierisla, o 10
al kenyl radical, or a linear or branched, optionally
at | east nono-substituted, C2-10 al kynyl radical or R7

‘Bl cemporibde arerrding 1 aneomnpeyphelaling i ég Snchaniagiagized in
10r; .
08 R 2B Y gGeA S RiERent, SR ROGainBind 3N, o inear or
brethehed,taptionally at ieaspmonoisehstitubdch CHlhg alleyl tadical, a linear or
6- ne red. heterocyclic ri ng whi e condensed
RAEha0 SRUGNAI Bt RS mERP RO B Detton AHepyER YT o
PRSP of R idHicdl Bpliortally iR Reldt IndHo- L ARURAT PE] Calk AR Pitical
as a ri ng nmenber containing nono- or bicyclice
@fycl oal i phattc ring system whereby the rings of the

ring systemare 5- 6- or 7-nenbered. 5.- The
conmpounds according to claim4, characterized in that

RY aad ®R'Ricgétheniithahe bridging nitrogen atom form a saturated or
unsalurated, optionally at leasl mono-substituled, oplicnally at least cne
further heteroatom as a ring member containing 5- or 6-membered
heterocyclic ring, which may be condensed with a saturated ar unsaturaled,
optionally at least mono-substituted, optionally al lsast one hetercatom as a
ring member containing mono- or bicyclice cycloaliphatic ring system whereby

lhe rings cf the nng system are 5- G- or 7-memberad.

The compounds according to claim 6, characterized in that R® and R,
identical or different, @ach reprasenl hydregen or a linear or branched C+-Cyyg

alkyl radical, or

R® and R'?, together with the bridging nilrogen alem form a radical chosen

from a group consisting of

et TS o d Pl —_——tel e S T

L TR TR Y
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or different, each re present hydrogen or a |linear or

branched C, _70 al kyl radical or R7 and R8, together i
with the bridging nitrogefd4atom form a radical Ezt‘ﬂ)s@:ﬂ e
from the group consisting of -53- 2 9 JAN 2U1 -N -
-R2Z0 -N-N-N-NPand -NI I wherein R20, if present, :
is h en, a linear or anched Cl1-C6 al kyl radicalO ;

r —Wﬂmadi cal , _pggeferably hydrogen, of Cl-C. 2
al ky dical . 6:- The gonpounds according ghe or {
nore of clainms 1 to 5, characterized in that—R9 and i

R70, identical or different, each represent hydrogen,

a linear or branched, optionally at |east
nono- substituted Cl1-Cl0 al kyl radical, a linear

branched, optionally at Vl_e?jrono subst i tut 10
al ke radical or a | br anched, ' y
at— 1"gast rmno-substit‘ﬂ'W— C10 aﬁ"EynyI radi ¢ or
RO and R10, togéther wit he bri dging nit en atom
font a saturated or wunsaturated, optionally at | east

WHEis RES i gratest, isopidregen, |a/I|r&§ar|cf?¢ﬁémﬂimi Ci-Wstanedl radical or
hetero atomas a ri ng rrerrber cont ai ni ng 5- or

& bpaay sadigal, peafaraldy Bydregenngf, a fhileralkgyragieabondensed
with a saturated or unsaturated, optionally at | east
nono- substituted, optionally at |east one heteroatom
ke eompbonndsmotmdingoiotanendnrgoreafelaims 4% whhraoterized in that

BB B S BBl BB G .
%&Eﬁﬂ%@g rirfg, ﬁ}é}bpﬁ aGhBfoRekTirged in that R9 and

ent i-cal | Tferent eac repr esent hydrogen
or a li.near or branched Ci1- ClO al kyl radical, or

79 sultbonhaRBheftind b G bty &, Atk e %ﬁﬁrﬂaci% gn'that

thaltoffsbund ib! selected from a group consisting of

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

[2] 5-Chloro-1-cyclohexanesulfonyl-3-{1-melhyl-1,2,3,6-lel@hydropyridine-4-
yl)-1H-indole,

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

[4] 1-Cyclohexanasulfonyl-5-flucro-3-{1,2,3,5,8,8a-hexahydro-indolizine-7-yl}-
1H-indole hydrochloride

and their cormesponding salts and solvates,
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-N O- 1'"~~ and -N wherein R20, if present, is
hydrogen, a linear or branched Cl1-C6 al kyl radi
a benzyl radical, prefera#¥by hydrogen, or a C gﬁ -!%‘ 281

al kyl radical. 8.- The conpounds according to one or . ;
nore of clainms 1-7, characterized in that A and B. :
together with the carbon atomto which they are i

@emwnidéﬁhmp%@as_c@ﬁﬁéﬁdlw&w (Ibhng, preferably a :

cycl ohexyl ring. 9 e conmpounds according to one or ;
more of claims 1-8, chaffacterjsggdnin that the ‘
conpound is selectggd frogma group consisting of [1]

1- Cycl o hexanesul fo . \1-nEthyI-1,2,3, 6-tetra

hyd ropyrid i n e-4-y P-niATO¥ 1 Hindole, [2]

5- Chl oro- | - cycl ohegahesgtt ol - 3-{1- et hyl -1, 2, 3, 6-| et
rahydropyridine-4- yl)-1 Hinhdote, [3] 5-Am no-

-cyclo h exa nesu | fony® 3% nethyl -1, 2, 3, 6-tetra

hyd ropyrid in e-4- yl)-1 Hjfreled e and [4] 1-Cyclo h

exanesul fo nyl-5-flux ro-3-{1,2, 3,5, 8, 8a-hexa h yd

ro-i ndol izi n e-7-yl )- 1Hindole hydrochl oride and

their correspondi ng saltsngﬂp solvates. -55- 2 9 JAN

2007 ID.- Sul fonam de conpounds of general fornula

(Ib), RS[CHx~~ - :xcmN' JQ RO a_~ A (Ib) wherein

R is a-NR7Re radical, R2, R3, R4, R5 and Rs,

wHerdim cal or different, each represent hydrogen

hal ogen,

R'is a —-NR’R® radical,

R? R® R* R®and R®, identical or different, each represent hydrogen, halogen,
cyano, nitro, a saturaled or unsalurated, linear or branched aliphatic radical, a
linear or branched alkoxy radical, a linear or branched alkylthio radical,
hydroxy, lrifluoromethyl, a saturated or unsaturated cycloaliphatic radical, an

alkylcarbonyl radical, a phenylcarbonyl or a -NR®R"™ group,

R’ and R?, idenlical or different, each represent hydrogen or a saturated or
unsaturated, opiionally 2t least mona-substituted linear or branched Cy.4

aliphatic radical,

R® and R', identical or different, each represent hydrogen or a saturated or
unsaturaled, linear or branched, optionally at least mono-substituled aliphalic
radical,

or

R® and R'®, together with the bridging nitragen atom form a saturated or
unsafurated, optionally at least mong-substiluted, opticnally al least one
further heteroatom as a ring member containing heterocycelic ring which may
be condensed with a saturated or unsalurated, optionally at least monc-
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cyano, nitro, a saturated or unsaturated, |inear or

branched aliphatic radical, a |inear or branched f
al koxy radical, a |inear 6 branched alkylthio 29 JAN 2007
radi cal, hydroxy, Irif uoronethyl, a saturated or

uns rated. cycl oal i phat i adi cal , an. al kyl.carbopyl,
SubsBluied ponaly A0ierBlRe FelertbRiaxd Tngagnbekieoqning
MBnol etitididl cytloafiphiRy ARy syfafl) represent hydrogen or
a saturated or unsaturated, optionally at |east
nmono- substituted |inear or branched Cl4 aliphatic

cal . . i
A B0 tor ol B satebPb b Bhiol N LT bondifE form 2
datested or umaﬂnrﬁmlld lbulgﬁ::-‘t _Eﬂﬂ'hhtjt:d _a'.tptilbnﬁlh_,t at Iggst mgnc;{-m

no- substituted aliphatic radical, or an :
ﬁ%@i‘ﬁ%‘?%\ﬁ"?ﬁ'h'ﬂ@%ri dgi ng nitrogen atomform a
saturated ar unsaturated, optionally at | east
nono- substituted, optionally at |east one further
dret eroatom as a ring nenber containing heterocyclic
ring which may be condensed with a sat-urated or
unsaturated, optionally at |least nono i-. -56- 2 9 SAN
Ry substituted, optionally at |east one hel eroatom
as a ring nmenber containing nono- or bicyclic
cycloaliphatic ring system A and B. together with the

t [ t n .
SRRl BR8N Ml e el Bforebl giomernar
ditsteesrhenp their mobsiaté ot rdfoemaf eadnklirer ofreg lesatdwo of tiseir
4; optional l%/?j!?ﬁré]lp ormof one of its stereojsoner

. \ S .
PREWIUBP: B antigmerg jof iaslQrsREIEIS, IDREY MKinNgG:Lalio,

LT SR —

. A HGohH ALY 5o Rlngr| i ekopopl o

11.-

i2.-

‘ stereolso ners, p

e
thewros a sorreéapoadipgraotiatg Iherebb, or a salt thereof,
preferably a correspondi ng physiol ogically acceptabl e
salt the rof or a correspondtng sol vate thereof.

The compounds according fe claim 10, characlerized in that RZ, R?, RY, R® and
RE, identical or different, each represent hydrogen, F, Cl, Br, cyano, nitro, a
linear or branched C,.Cs alkyl radical, a linear or branched C,.Cg alkenyl
radical, a linear or branchead C; Cg alkynyl radical, a linear or branched C4.Cs
alkoxy, a linear or branched C.1.Cg -alkylthio, hydroxy, triflucromethyl, a
saturated or unsaturated C; Cy cycloaliphatic radical, a linear or branched C.

Cs-alkylcarbonyl radical, ghenylcarbonyl or an —NR'R® group,

preferably H, F, Cl, NO», NH; or a C1_C; alkyl radical.

The compounds according lo claim 10 or 11, characterized in that R” and R,
identical or different, wherein R” and RY, Identical or different, each represent
hydrogen, a linear or branched, optionally at least mono-substituted C4.C, alkyl

radical,

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

is
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13.-

14.-

11.- The conpounds accordi ng
characterized in that R2, R
or different, each repres&ht

to claim10,
R4, R$ and Re,
hydrogen, F, d

cyano, nttro, a linear or branched Cl.Cc, al
radical, a linear or branched C2.C6 al kenyl
a Ilnear or branched C2-CB al kynyl radical, a |inear

THe RirAP&HRe: Sdcor@ingdb AT rorel gTRRAITRI 1 PIAE W racterized in
G _Cp- al kyl thio, hydroxy, trifluoronethyl, a

thafRT ane &' aridemwal OF diffeferdzeash mpresantifviEagen, adinegaer

bR e IR oo B SRR P prosror

Iﬁhncﬁ\@ optibRalty atdesil-manadskpbtituted CaC.o dlRenylTadical, or a

npounds ording . to claim 10 or
Pgat ﬁabrmcﬁﬁﬁoomn lly gk [e@st glongrsiyh
qind Re, ldentical or different,

ydrogen, a linear or branched, optionally at
radi cal, preferably

YA RS, e ey i B iogiph Pl n atSi B i e B8 or
uTRAturéted, éﬁﬁbﬁﬂ@?at |dast d s sapSRakead s phcieaiyditngasdt @anene

or nore clains 10 to 12, characterized in that R9
furtuemet@nat@ma a sing grermbef ePANING: &ror Guperaberad

R E0R e 7 be Shadenmiel AN hatRted O hdarffor, 82

dplianaitedt leapt manaldupshlutdd; agﬁnunaﬂyoaslabst anahe@r@itoflas a

S By ap R g ysfern
E% e i nﬁgggﬂﬂﬁ{af@ & hgtdier- H{Jjnq@érgg ni trogen at om

nono- substituted Cl1-C4 al kyl

al kenyl radical, or a linea

riig memker FeRRIRNG S90S picys!

rma satura
nono- subst it ut ed, optlonally

nono- subst i t ut ed, optional Iy at

unsat ur at e

kyl
rad

Fiited 05 C gzt

each represent

| e

optionally at

T P Ry X, B S SO e oSt Mol W o) e e e ——— e e S S L P S R O L T s S -

ntical

9 AN 2007

i cal,

yﬁ‘rjqﬂical

ast

naI Kereby

| east

at | east one further

% SmEPaRS Redbrblnbde BRI R A B8 RS AT,
idahtidzA op difftrent) 884K Fajreskent m@mmi 4 linéad srasrianched 01-c1n

| east one het er oat om

aik}'lzladﬂﬂh@frrenber contai ni ng nono- or hicyclicc cyclo

al i pha tic ring system whereby

ring systemare 5- 6- or 7-nmenbered. 14.- The
Rbane Ri¥dogelber diththé brichiagmitidgercalarmatireT 4 padicalchiosan

-0
#O _NQ@ and —N\_/:(N}

R9 and R10,
from a group consisting of

ﬂ—Nf—\N—RZD | —NCD

the rings of the

wherein R?, if present, represents hydrogen, a linear or branched C4-Cas alkyl

radical ar a benzyl radical, preferably hydrogen, or a C4-C; alkyi radical.

| I
s L

BmemE e e g




15.-

16.-

identical or different, each represent hydrogen or a

i near or branched Cl1-Cl10 alkyl radical, or R9_and

R10, together with the bri8ging nitrogen atom f@drimdN 2001

radi cal chosen froma group consisting of .T -R20 -N -

--No_ NC] -N NJ and -N N--' wherejn i, f present

T%%P%@Eﬂl’gdwmﬂlé'ﬁﬂ”é’ﬁ%‘?féHP’%PF‘HP]Q?ﬁFﬁEEd &t hArgpigpced in :

1hﬁﬂh°e’Hd Brtnge’éh%? T?Mih tha&aftidn awi&mrdhvmag @r98BAde@ fofm a i
?/ radi cal . -58- SAN 2601 - The i

Gnﬁvp@wnl@g kxtdng, mrﬁ@mwy@r@dﬂhwrenwcl aims 10 to 14, _

characterized in that A and B, together with the

carbon atomto which they are bonded, forma C3-C8

ﬁp@d:tﬁ@slfw obiairing preetfenamide mmmmweral If@'mtilﬁ {la) And/or

ocess for obt ai ni n?e a sul fonam de derivative

2BEERTdingt L ang @1 mafe ateliawns 119 45, %@SW\%E Tn e ot least |
e EBBofiha Bf Bofiral drfubp ) Favere bEfy ‘ﬁ%ﬁﬁp*‘*&?&‘sﬂé of

derivatives,abl y protected derivatives, O ~x (I)
wherein A and B have the neani ng accordl ng to one or
nore of claims | to 15 and X is an acceptable | eaving

group, preferably an hal qgen c?tom nmore preferably
chlorine, is react ed east one substituted

i ndol e of general r%‘rx'a"hl) RS RI R4 R3 (I111)
wherein R -R6 and n have [t he nmeani ng according to one
or nore of clains 1

(n

whergin A and B have the meaning according o one or more of claims 1 to 15
and X is an acceplable leaving group, preferably an halogen alom, more

preferably chloring, is reacted with at least one substituted indole of general
formula (111}

)

wherein R'-R% and n have the meaning according te one or more of claims 1
to 15, or one of their suilable protected derivatives, and, if necessary, ihe

pratective groups are removed.



17 .-

18.-

19.-

20.-
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to 15, or one of their suitable protected derivatives,
and, if necessary, the protective groups are renoved.
f 4 -59- 2 9 JAM 2667 89- 17.- A process for 79 IAN 2007
obtai ning a sul fonam de derivative of general fornula -
(la) andlor (lIb) according to ane or nore of clains
1-15, where in one or nore substituents R2, R3, R R5

Rhrdtsk96F Gthing 8 silfbhémilleOdttivativalohgeREral fstmula { AR and/or
a sul fonam de derivative of corresponding general =
(ijransoeding & cae @ srore|w claims I-telurbereinoae §0IMae shibalituents

havaii M8 I ral (
R R HEoPROAESRARATIAG SRS R A G
df%lifﬂﬁﬁn'mje B’@riﬁaihﬁe:ﬁ' eJEﬂTeal pnncﬁn? @Qn%ra] lrm:rhmjlﬁ () Ardrop ¢ i ds

or preparipng the salts, prefera t he
BHY §$‘$ chﬁ iEHE‘g'T'@)“H’@‘c@%Wé'BVg ﬂ$§%flf?%°%fd'% aea%'ﬁb&mw&a ge)

; ® )

ARG ). Wi dyie B B st F R L B R GfRre¥ent an
aremstgroup. conpound of the general formula (la) and/or

at | east one conpound of the general fornmula (Ib)
with a mneral acid or organic acid in a suitable

A Proizs for frepafing ek AN PrefepaBly i Pﬁyﬁbtng%ﬁy aBbsptable
conmpound according to one or nore o clarms 1 to 9

seile o phe enappynds sheerrrahtrauihdahaed/o b accerding to one or

Y reXi ‘raath
RO 981 150 50k R anghl e T AL GAREHG A5pREHIBr b
gﬁrﬁ@h[&’l’gﬁﬂhl&f(ﬁ]idﬂdﬁmr iﬁlea&trm'@% cmﬁ;guiaunt% eméﬁgermrald’?mmaqlb)
related tq food intake, , prefer y for the regul ation
Wit agweprql@,mdr%ﬁﬂ@ﬁ@%ﬁ%t%&ﬁt@?miwmse or
reduction of body weight, forthe prophyl axis andl or
treatnment of obesity, bulima, anorexia, cachexia or
A ypaditamenbdoroprisitog ableéasbonhé ponhpeend accoddirg bt ese or more of

Jhost 15 b Gl ale b o BB BhSanEREHE BeBieavi
SagpieMsnt estinal tract disorders, preferably Irritable

bowel syndrone, for cognitive enhancenent, for the
prophyl axi s andl or treatnent of disorders of the

%ggécggés m%ﬁf AHEbidiny 1% BiBim A& & EY—HT'%‘?]'EJ.:&ptg} F’éﬂuﬁjﬂcﬁ for the
prophylaxis and/or lreatment of a discrder or disease relaled lo food inlake,
preferably for lhe regulation of appetite, for the maintenance, Increase or
reduction of body weight, for ihe prophylaxis and/or trealment of cbesity,
bulimia, ancrexia, cachexia or type |l diab&tes (non insulin dependent diabetes
mellitus}, preferably type Il diabetes caused by obesity, for the prophylaxis
and/or treatmenl of gastrointestinal tracl disorders, preferably iritable bowel
syndroma, for cognitive enhancement, for the prophylaxis andfor treatment of
disorders of the ceniral nervous system, anxiety, panic disorders, depression,
preferably bipolar diserders, ¢ognitive memory disorders, senile dementia
processes, neurodegenerative disorders, preferably Alzheimer’s disease,
Parkinson's disease, Huntinglon's disease and/or muiiiple sclerosis,
schizophrenia, psychesis or infanlile hyperkinesia (ADHD, attention deficit /
hyperaciivity disorder),

- et =
a

T TR
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22.-

23.-

24.-

25.-

26.-

27.-
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preferably bipolar disorders, cognitive nmenory

di sorders, senile denentia processes,

neur odegener ati ve di sorde®8: preferably Al zhei mard SJAN 001
di sease, Parkinson's disease, Huntington's di sease

I [ Li I I Sie: hi h ia. . hqgsi
Sterabu s SePiaTsEruiEhadatoni) GRRRRR =IO |
Ry Reierft of ¥idisbrdeser disédse rdidted 2o SoadNNtRERS DrefigHie Farthy
for 5-HTs receptor regulation, for the pro phylaxis
reguladiontof ppaltice far toe mainlesgnerrineieage s dedugliang’ &wpdyo
ﬁ@@ﬂ},!f?l‘ fﬂéeproﬁﬁﬁfafié Ao tathidfit of Sgé{él»l@?t bfm, anprexia,
appetite, flor the nal ntenance, | ncrease’ or reduction
cdchesilyor type didiabétes (hdwe mmutip dgpendentadidbebes mellitusk nt

oreib R ol calti Bk Baeiod FaniBe sdoRhyinHB aestor
RERERIABF YastRRtestingl AR RDrEaYS SRbbAPRfable béwe) t he

prophyl axi’'s and/or ~treatnment of gastradintestinal
s'ﬂ'ﬁwmai sorders, preferably irritable bowel syndrone.
21. - The use of at |east one conpound according to

one or nore of claims 1 to 9 for the manufacture of a

Teslusaarat lehar ofve CMPHAaAE BLEGIRI did ONmofd of claifhe1 to 9
use of at |east one conpound according to one or nore

for the manyfactyrs of 2 mgicamentionF-Hds deecripr eeqwafictament
for the prophylaxis a nd/or treatne n | of a disorder
or disease related to food intake. 23,- The use of at

. Thaste ofiat leasponsdompoand iacgongiveore onores of clainas o 9

to 9 for the .manufacture_of, a nedi canment for the
fos i maryRcsiresos SUTEUE BB For1he RGeS anletdreadient of a
t?i@ﬂﬂ@ﬂ@:?'d%‘éﬁ?é%lﬁﬂadﬁfﬁﬂs iMbkgore of claims 1 to 9
or the manufacture of a nedicanent for the

mai nt enance, increase or reduction of body weight.

T e 7 EaEpni bR tib 35o ARER ik PEARES bF lahds 17
1Eglfaran® Marufdctiikeolnd meadivdmentForihe refulation iofippelite.

obesity. 26.- The use of at |east one conpound
according to one or nore of claims 1 to 9 for the

fﬁgg%ﬁgmﬁllﬁlf fg-]agf ofle BB RS Hecdiling Farf BPMERESF &lafhs1%b 9

for the manufacture of a medicameni for lhe mainienance, increase or

reduclion of body weight.

The use of at least ane compound according 1o ene or more of ¢laims 1 to 9
for the manufaciure of a medicament for the prophyiaxis and/or irealmenl of
obesity.

The use of at least one compound according to one or more of claims 1 to 8
for ihe manufaclure of a medicamenl for the prophylaxis and/or treatment of
bulimia,

The use of at least one compound according lo one ¢r more of claims 1 to 9
for the manufacture of a medicament the prophylaxis andfor treaiment of

anorexia.
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28.-

29.-

30.-

3.

32.-

33.-

34.-

35. -

e it A e e e e

bulima. 27.- The use of at |east one conpound
according to one or nore of clains 1 to 9 for

hhe
manuf act ure of a nedi camefid- t he prophyl axi s and£dt JAN 201

treatnment of anorexia. - - - - - - -- ------------
Y -61- 2 9 JAN 2007 28: The use of at |east one
conpound according to one or nore of clains 1 to 9

Tips ubd ef spReubeeis/éempbund BRebreRERLofDr Ibee BF BlaPhy i to O
axis and/or treatnent of cachexia. 29,- The use of at

foe tha mapuTasifp &b sdnadicament deritbe prephilaxis aadr egalingst of
% for the manufacture of a nedi canent for the

pro phyl axis and/or treatnment of type | | diabetes

(non insulin dependent diabetes nellitus), preferably

e |l I abet es caused by obesity. 30: The pse. of  at
T8 s o el BREUIR O RE R AHETEBRENS OhBIES 6f S o 9
tor i Manbficlir8 i BReHRAMEM féHtha piEsthyiRE Bhd/dtizdabfent of

manufacture of a nedicament for “the "prophylaxis

tpe Nodiabeteat neminsolin gependent diabama mallitue), prefesakly tye |
1 - The use.of ,at. | east one conpound according to one

%ﬁbﬁgﬁgagﬁeipgiﬂﬁgsp-to 9 for the manufacture of a

medi cament for the prophylaxis and/or treatnent of
irritable bowel syndrome. 32.- The use of at |east one

Thrrpse plableast enegPMaoynd agFoiBigtoAne pemese of clgims 1 to 9

f ' .
%P'ih%y nUREE gﬁeﬂfw@%ﬁ?ﬂ@ﬁ%ﬂf@@y?@@? medicament for

rop axi's and/ or trea
tbE mrophyasit sodéordeatmenticbgadrointagtita tace disorderse  of
claims 1 to 9 for the manufacture of a nedi canment for
the pro phylaxis and/or treatnment of depression. 34:

1‘3?@ ubE 8t af Ifﬁtbtoérg@ﬁ(?mﬂﬁﬁﬂﬁ ATBOMING RCSY 6F Ridrd BF ERANETIE 9

clai ns of the manufdcture of a nedi canent
foo the manpfastyreyaf axmedigacent fontbampiephylas apidfsteeatment of

ifjriitaﬁfaq%ﬁel syndrome.

The use of at least one compound according to one or more of ¢claims {1 10 8
for the manufacture of a medicamenit for the prophylaxis and/or treatment of

anxieby.

The use of at least one compound according to one or more of claims 1 o 9
for the manufacture of a medicament for lhe prophylaxis andfor treatment of

deprassion.

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

The use of at least one compound according io ane or more of claims 1 lo 8
for tha manufaciure of 2 medicameant for the prophylaxis and/or treatment of

cognitive memory disorders.

e
o



Bl B (Y i R

37.-

36.-

39.-

40.-

41.-

42.-

43.-

35. - The use of at |east one conpound according to
one or nore of clains 1 to 9 for the manufacture of a

—— e T S el S L S el T A N m 0 i T iy - e e ——a D e T o -

medi cament for the pro phfiRaxis and/ or treatment HrIAN 2007

cognitive nenDry di sorders. -62- 2 9 JAN 2097 36. -
| east one ccordin to 0

- T usSPr Bl 1B of Bhm@Blind SPRSGr ot of Bt 85 8aMne oo
o tHe AipifadlGre dffaemaﬁmamérmméygmyléﬁs@hﬂmrttréa‘tmenl of

senil e denentia processes use of at | east
shmdlectamentiiPraces’’t - ng to one or nore of clains 1 to 9
for the manufacture of a nedi canent far the

prophyl axi s and/or treatnent of Al zheiner's Disease.
'Bt&?a usd bé atiRaspbnatompeaand anmmn@mm acewraichglaims dne 9

nore of cl ai Il to 9 he manuf acture of
%mwaqi qsr?emsﬂﬁawtg%l@emw axts aggiarireagment of
R&ﬁgi Dielkgease. 39.- The use of at |east one
compoun accordlng to one or nore of clains | to 9
for the manuf acture of a nedi canent for the pro

d/ t { H t Di
B US4 E o Relsfond, bSPBHEE aRtoriiD I A SmBraih SRIGs dda
for ﬂ@ﬁﬁnﬁf‘arﬁux@ ofta rhetizatherit &r thBGropmpaas tahﬂﬁ:rqfeaﬁnent of
medi canent for the prophylaxis and/or treatnent of

Renkinsenes Bisear®si s. 41: The use of at |east one
compound according to one or nore of claims | to 9

for the manufacture of a medi canent for the pro
‘ﬁhwhaab& ableasbong compoand aoﬁnrd&@mnaer mioravbf claims 1 to 9

|t|vedf| it donm nates he use of at
ADTAC e AP RROMAT (o1 (5o GaP B aXis FBOIH tesebmagt of
IJIUﬁmh Fonsistdg manufacture of a nedi camant for the

prop axis and/or treatment of psychosis. 43: The
use of at | east one corrpound according to one or nore

f clai f fa f
Pl o8 5T Bt Bah{ P peRRtT ASPPRE ol ri B mird B FRIES 1 to 0
fay Bed mmmmwmnearcbmﬁntw lﬁ@fprébﬁyléxrﬁ)éﬁﬂkﬁqféa‘mﬁht of

dlsorder? -
Multiple Sc erosis.

The use of at least one compound according to eng or more of ¢laims 1 to 9
for the manufacture of a medicament for the prophylaxis and/or treatment of

demeantias in which a cognitive defict predominales.

The use of at leasl one ¢compound according to one or more of claims 1 10 9
for the manufacture of a medicament for the prophylaxis andfor treatment of

psychaosis.

The use of at least one compound according to one or more of claims 1 10 9
for the manufacture of a medicament for the prophylaxis and/or ireatment of
infanlile hyperkinesia (ADHD, allention deficit / hyperactivity disorder).
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45.-

46.-

47,
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S -63- 2 9 SAN 7007 44.- The use of at |east one
conpound according to one or nore of clains | t% 9
for the manufacture of a #8di cament for the 3 JAN 2001
prophyl axi s and/or treatnment of disorders of the

t I ! f t .
WL U
foPthd RRNFEvah R ﬁleﬁfcamém%ﬁﬁﬁfiﬂbﬂﬁjﬂﬁmé A®d/or treatmenl of
prophyl axi s and/ or treatment of i zophreni a. 46. -

diserdgse obthesgent@h BENveHs sydk@Pbund according to one or
nore of clainse 1 to 9 forthe manufacture of a
nmedi canment for cognitive enhancenent. 47. A medi canment

Themee fs:'f aglleam beasbmponng agonmmmtd: t'ﬂiila:ﬁl‘ giong of olzime 1ao 9
nore o ains 9 to 15 an ional |y at one o
the ga |Bmedigament 5%'%&%%? lRxis |ﬂ|15'ldgﬂtt§93tﬂ'§"l of
Hﬁﬁﬂ ent according to claim47 for 5-HTs receptor
é%gu gﬁ?@ﬁ' for the prophylaxis and/or treatnent of a
di sorder or disease related to food intake,

f h f
The e Aot e aiy BalBBYnd s Etta RO ot finye Hhbfins 1 o0
foﬁﬂthé RRNRFSCHMRY X e dRAHML far @ajriRel emfarmbﬁrﬁerﬁy,

bulim a, anorexia, cachexia or type Il diabetes (non
insulin dependent diabetes nellitus), preferably type

AmFFRTERF o8 RpAGHo DL REShE YorrblipboBr AT Bl br more of

glaiphedadbHE drd mnitmlaﬂy ableakt ony bd nore of bbamagbiic by

enhancenent, for the pro phylaxis and/or treatnent of

A PEXEWIRMNE central nervous system anxiety,

pani ¢ di sorders, depression, preferably bipolar

di sorders, cognitive menory di sorders, senile denentia

ahrrwﬁsamsnt amurdingge tenmt4 % or S-Hos dmeptorpﬁgﬂhtiabl for lhe
on's

Ao agRCaruet fERRRn of lioHig o yPka& Fnten to food intake,

I@f@]‘éﬁ%? HefregRfalioAQsT | 'a%péﬁte' FdraRkirhSinRNBAEY] ineRiade or
(ADHD, attention deficit / éperact ivity di sorder)

ﬁﬁd@lﬁh‘?laﬁf boshywetahdfor theeprgnhslaeisnand/ior realmend %ﬂbaﬁﬂ}f,
RithR* o %cﬁéﬁgbfyﬁe I?El&b%'éé&ogr%%rlﬁs& %fer&:%?ft Hitlbetes

nervous system anx anl c rders ressi on,
mellitus), preferably type |l diabetes caused by obesily, for the prophylaxis

andfor freatment of gastrointestinal tract disorders, preferably iriiable bowel
syndmome, far cognilive enhancement, for the prophylaxis and/or trealment of
disorders of the central nervous system, anxiety, panic disorders, depression,
preferably bipolar disorders, cognilive memory disorders, senile dementia
pracesses, neurodegenerative disorders, preferably Alzhsimer’s disease,
Parkinson's disease, Hunlington's disease andfor multiple sclerosis,
schizophrenia, psychasis or infantile hyperkinesia (ADHD, attention deficit /
hyperactivity disorder),

preferably for cognitive enhancement, for the prophylaxis and/or treatment of
disorders of the central nervous systemn, anxiety, panic disorders, depression,
preferably bipolar disorders, cognilive memory disorders, senile demenlia

processes, naurodegenerative disorders, preferably Alzheimear’s disaase,
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20.-
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o2.-

S3.-

94.-

09.-

56.-
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preferably bipolar disorders, cognitive nmenory

di sorders, senile denentia processes,

neur odegener ati ve di sordefd: preferably Al zhei ngrd sJAN 2001
di sease, - -------------- -64- 2 9 SAN 2667

SRR TR A e e
SoHiRspAresial BsyoNaglR ordhfaRlld i9fpedRinkSial{ ADHIY PR Hoh \defitit /
di sorder). 49.- The use of at |east one conpound
Byresactivity disorde®. or nore of clains 10 to 15 for the

manuf acture of a nedi canent for 5-HIB receptor
regul ati on, 50.- The use of at |east one conpound

Tlae a]gel ohgt leas?ma onréipmu&d et:umﬂa?cgrm @Tqé or ﬂrﬁ)r% blb Elalri€ 10 to 15
uf actuge o med jcamen L  the pro axi s

E‘E Hman H’n@nﬁaf %'F‘eé'mﬂ?%'glﬁlreﬁ‘ ﬁfaF%@Hé@pﬂll@%fbd to

food intake. 51.- The use of at |east one conpound

according to one or nore of clains 10 to 15 for the
Theausaof at least ope nemipoand atcérding tteoneeguimairé ahclafms 2 to 15

BRAG: bRy rRBins: 2 et i GF foRt pgs A0 greatment of a
diBoilen&F Hiseast ralafRPiocatB Mtaker the maintenance,
i ncrease or reduction of body weight. 53.- The use of

at | east one conpound according to one or nore of

AR of 1 8t Lo 5 BRBULRE W0y L S0 10 15
fof the Haeufsturefofa medaatmemt eorehapogaidtions obagpelgel 0 one
or nore of clainms 10 to 15 for the manufacture of a

nmedi canment for the prophyl axis and/ or treatnment of

P LE: Bf aPlRast INE clfBoBAd %E:cérﬁfﬁd toPde tﬁgfﬂlbgé‘ BﬁglFiT%gu o 15

according to one or iore of clarns 10
fion thif aenufactise of aedcament {drdhe trhainterapio) inrieasanmt/ or

t reatment, o anorexi a. 66.- The use of at feast one
@8%@%8*%@6&“&!&% to one or nore of clains 10 to 15
for the manufacture of a nedi canent for the

_Pl;ophyl axis and/or treatment of cachexia. - ----- -
@ use of at least che compound according to one or more of claims {0 to 15

for the manufacture of a medicament for the prophylaxis andfor treatment of
obeasity.

The use of at least one compound according to ane or more of claims 1010 15
far the manufacture of a medicament for lhe prophylaxis andfor treatrnent of

hulimia.

The use of al least one compound according to one or more of ¢laims 10 o 15
for lha manufaciure of a medicament for the prophylaxis and/or treatrnent of

anorexia.

The use of at least one compound according to one or more of claims 10 ta 15
for the manufacture of 2 medicament for the prophylaxis and/or treatment of

cachexia.
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60.-
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62.-

63.-

64.-
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-65- 2 9 JAN 21101 57: The use of at |east one

conpound according to one or nore of clains 10 to 15

for the manufacture of a 18d icanent for the 29 JAN HOT
prophyl axi s and/or treatnment of type Il diabetes

R st B 58 B3R AR i T A ior AR o 15
Rir theAfinuRtture BTROMRHIcAERSH M BetopiAaas JMaist tRfatment of
claims 10 to 15 for the manufacture of a nedi canment

e || diables (porinsulig-denengent diabeiesimelitus), praferably type Il
@QEE e%idﬁ'iﬁéﬂ irbrg%lhe&[tg_ct di sorders. 59: The use of at

east one conpoun ccording to one or nore of clains
10 to 15 for the manufacture of a nedi canment for the

EhR ek el 3t BedlShbolrbBupl watoring |0 Bh SEBIEE Ghalaims 10 t0 15
U AHAMAFARURYT PinclitiaPnatt r.gﬂ i &Wéﬂs dféqueathEl%gt of

manuf acture of a nmedi canent for the ophyl axi' s an r
gasiraintestinalfirachdigioedsrs. 61. - The use of at | east one
conpound according to one or nore of clains 10 to 15
for the manufacture of a medi canent for the

Pronby bt RagheVi@toinheahdastording BEMEEF idhe ofdlaimd e to 15
use of at |east one conpound according to one or nore

Tor the manyfapiureef eomedisamend fordhe maephylaxis ang/or treatment of
@%@E n‘nli‘é? pro phyl axis and/or treatnment of
iglliﬁ%g ar ||ssgﬁgrers.' 63.- The use of at |east one

compound according to one or nore of clains 10 to 15
for the manufacture of a nedi canent for the
prophyl axi s and/or treatnment of cognitive nenory

The 056 8F 5t 1e@dt ond. E&nﬁ&ﬁn@%?@érdh@ﬂuﬁ‘& ﬁf&?@ﬁfg@wﬁ 101015

according to one or nore of clarns 10 to 15

wothe manufaslue of anmedicamant férdhe pinephydaxis @ndiardreatrisot of

%ﬁﬁ&%nent of senile denmentia processes. -66- 2 9 JAN
5.- The use of at |east one conpound according to

one or nore of clainms 10 to 15 for the manufacture of

a medi cament for the prophyl axis and/or treatnent of
The use of al least one coempound accerding to one or more of claims 10 to 15

for the manufacture of a medicament for lhe prophylaxis andfor treatment of

depression.

The use of at least ocne compound according 1o one or more of claims 10 to 15
for the manufacture of a medicament for the prophylaxis andfor treatment of

bipolar disorders.

The use of at l[east one compound according to one or maore of claims 10 to 15
for the manufacture of a redicament for the pmophylaxis and/or treatment of
cognifive memory disorders,

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

senile dementia processes.
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65.-

66.-

67.-

68.-

69.-

70.-

71.-

72,-

Al zheiner's Di sease. 66.- The use of at |east one
conpound according to one or nore of clains 10 to

for the manufacture of a #6di cament for the 19 JAN 00T
prophyl axi s and/or treatnment of Parkinson's D sease.

7.- Th se of a east  one ound accor di
The es 8F et 8 rCansEcamPPiha SoCtME bt maes bf ars 0% 15
I’&Fmr&?ﬁiﬁﬁﬂfacﬁ% of E%@ﬂi‘éaﬁ’féﬂt ﬂiﬁ*tﬁe %Péﬁlﬂﬂaijé aat/R Meatthent of
Hunti ngton's Di sease. . The use of "at | east one
Algheiners Biseaseli ng to one or more of clainms 10 to 15

for the manufacture of a nmedi canent for the pro

phyl axis and/or treatnment of Miltiple Sclerosis. 69.-
T uss of af least deasémpoends asperding tacsr oF mgré of dmm@n 0to 15
nore of clalnms 10 to 15 for the manufacture, of

fRethemapHtachye of RemprisarANLArdha pleRIYIaXiE andiar treatment of
%ﬂmﬁ%}hq_‘smsga ich a cognitive deficit predo_m nat es.

e use Of at |east one conmpound according to one
or nore of clalns 10 to 15 for the manufacture of a
d/ or treat

T ure oF 8l least oner R8P ho B g oria s Bt figims 10 1o 15

L RiaRafdcfur ™ adhedRameM [$H 1AL Prodityldkis hﬁdfcfrcrfeatrh@nt of
manuf acture of a med icanment for the pro phylaxis

Hutington'sddiseas®t. of infantile hyperkinesia (ADHD,
attention deficit / hyperactivity disorder). 72,- The
use of at |east one conpound according to one or nore

Phe akaiofat kst snelbombound becoming abng er wior@of clalms 1010 15

medi canent for the prophyl a?m_s and/ or treat m[= of
fer Yy manytastureinf ategdicamend fordhe RegRindaxis agdioriregtmggt of

,a,gﬁ%,legg,ergg?@ use of at |east one conpound accordi ng
to one or nore of clains 10 to 15 for the manufacture

of a nedi canent for the prophyl axi s and/or treatnent
schi

f h f |
DS PhALRAST o oo Aeroria Ol oLk ofBfimg 4010 15

foP Ehé H@.nwmtatu&%fw mEafcamém%ﬁﬁg%pﬁmmﬁ @eAidriti@tment of
enhancenen
demeantias in which a cognitive deficit predominates.

The use of at least one compound according to ane or mere of clams 101¢ 15
for the manufacture of a medicameni for lhe prophylaxis andfor treatment of

psychosis.

The use of at least one compound according 1o ong or more of claims 10 to 15
for the manufacture of a medicament for the prophylaxis and/or lreatment of
infantile hyperkinesia (ADHD, altenlion deficit / hyperactivity disorder),

The use of at least one compound according lo one or more of claims 100 15
for the manufacture of a medicament for the prophylaxis andfor treatment of
disorders of the central nervous system.
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-67- 19 JAN 2007

73.- The use of at least one compound according lo one or more of claims 100 15

for the manufaclure of a medicament for the prophylaxis and/for treatmenl of
schizaphrenia.

74. - The use of al least one compound accerding to one or mare of claims 1010 15

for lhe manufaciure of a medicament for cognitive enhancement.

i,



