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Sulfoayloxazolsn1 " wumwﬁm peutic active conpounds The invention rel at es
to sul fonyl oxazol

e general formulal 5Z 'S NI, ~>~&ﬁm R1-

OR2 in which R, Rz éﬁ@hrlndependently of one another are H A[]AR én Ar

or al kenyl having 2 to 6 atons, 10 Rl and R2 together are also a

nononucl ear sat J%-ht@f#ét@r ocycle havingtI"to 2 N, 0 aﬁGF6F989é98ﬁ§5 Z, is

H A CF3, N02, Hal, OH QA NH2, NHA or NAz , 15 Ais alkyl having 1 to 6
which.i s .nono sub tltut

C atom, A i s RUeRyl e L IR0 Ol latiatld Wead by el o OV

, solvates as therapeutic active conpounds. The |nvent|on furthernore relates
to the use of the su ny he ge

t herapeutic active cg%%bu%%ég&g£gghg§$ﬁg%ﬁ%i%ﬁ a §%§%%$9§g§5§%gpﬁéeﬁse of
t he sul f onyl ofatbeagenesadf fommudendral fornmula | for the production of
pharmaceuj i cal preparations in the control of disorders of the centra

nervous system Sone conpounds the general formula | are 30 known from
various earlier publicatio s, the 1 0 APR 2003 - 2
I,o
/’S N I,
© N\
| >-—Ar
R"—'\{‘ ©
R2
in which
R}, R? each independently of one another are H, a,

- (CHy) p-Ar or alkenyl having 2 to 6 C atoms,
10 R! and R? together are also a mononuclear saturated
heterocycle having 1 to 2 N, O and/or S

atoms,

zZ, is H, A, CF3, NO;, Hal, OH, 0OA, NH,;, NHA or
NA;,

15 A is alkyl having 1 to 6 C atoms,

Ar is phenyl which is mono- or di-substituted by
Z,

Hal is F, Cl, Br or I,

n is 1 or 2,

20 or their physiologically acceptable salts or solvates
as therapeutic active compounds.

The invention furthermore relates to the use of
the sulfonyloxazolamines of the general formula I as
therapeutic active compounds.

25 The invention also relates to the use of the
sulfonyloxazolamines of the general formula I for the
production of pharmaceutical ©preparations in the
control of disorders of the central nervous system.

Some compounds of the general formula I are

30 known from various earlier publications. Thus, the

ARG
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preparation of the conpounds of the fornmula | is described in V. A
Chervonyi et al., Wkr. Khim Zh.(Russ. Ed.) 1991, 57(4), 415-418 or V. A
Chervonyi et al., Zh. Og. Khim 1988, 24(2), 453-4 corresponding 5 to V.
A. Chervonyi et al., J. Og. Chem USSR (Engl. transl.) 198%, &@%y}ﬂgl Mor e
detailed publications with respect to the pharmacol ogi cal ef fq f the
conpounds of the fornula | are not available in the prior art. 10 The

i nventi on was based on the object of finding novel useful properties of

sul f onyl oxa i . 4N rti,cul i C ir ,}TF@] onmpoungds to be
t her apeuti c%%ﬁ%%ou%s %}%/ g(lf:o an %%g %% tﬁgéusfe%o t%en? 0é

sul f onyl oxazteset Heed asini5 YherApeufhergenvie €npddnds e or Klaimhe

producti on ofpplwismcenyi fahopiepaAatd onsa1dtat@sopegn founthdhabinghe
conpounds of the fornmula | and, their pharnacaol ogi cal Ir% active salt's

sur pri si ngl yvtha¥k- a %@PeQngeKQFF’i'nil?gaf'orz@-%G U0 T PR RONSHE her

wi th 900§5t aiTcSérabi At ychéffwnf ﬁ%hél@L]Eaﬁ.j,rW@z?fliSr@gr?_nbﬁézhC USSR ;Exﬁqg?tgpni stic
actions. b5- r ecept orm a mly .of 5- receptors. e,

neur otransrri‘ilfaé?seJS'-)ﬁy:gégiyt%g]pt 3ﬁ¥neﬁ€§9l—|ﬁe)taéll§ ARG, is an
i nportant 2remgpdtat i ng nethet r atsnAnid@slogi ¢die bredifiicasyoseofict itthns are
assisted by a famly of re tQr i_ch t ur. t, level . of ow edge,
contain 13 é%?%?%?gn%oﬁgl etg’?%)egg%fn\grig a%d%;rr? %%Eck?;‘%r?e a-b elgr eég?eest
density of thwiserattonin 5-HT6 30 receptors in the brainis found in the

ol factogy tubercl e, rinm%t henpaiet £415  aggdnmbeRsedl Nokhe t3d | &ighaed N dhe
dentate gyrus and in the CAl-3 regions of the hippocanpus. These regions

are invol vedEinfdindarti culaVeéxt ent iYFHXkhi at ri BXAPSSEFAEFs such ¥s, for
exanpl e, 35 SKohEAAPIG-eE Sl Mimepr ebsi partboutayerthose whilghowbddTiam ani nal
experinments that the adm nj styat Lgn of 5-HI6 ant.ivsense %Ii nucl Pti des
causes a beldtf cTERCOHNUr bRe " Rhi BRTEBFPELFoRGS S (PP oﬁfﬂer‘%r 3
1 0 APR 2d0Xagodiestds. thurtimer msee, offy pehact$swl fgnyloxdzo Hoptmeserag c
neur ot r apsm ﬁé{% ' iz&qu&f [P ( i.ng hy hesi ;

schi zop%rgeniga %a pat]ﬁ%nphgg?glgogl ca Cﬁiy%ong?ra?regg ecl—%v\gi\;/%r @ﬁs"%tnlc%ﬂl ons 5
of the doparRfhéhatasfihi Gat iRRPF G HECRT - depr essi on have been
denmonstrated. O thereshabl isded FTowrld ecnati iy rewRbuhkier apeutites whi ch

are enpl oyed. in clinical actice for the treat.nent. of these ps iatric

di sorders, %?ra{? & nulfrbea érmgctéjoevl r l?lhr?(f “faoéof(?aé{lhceamésf-rr@ c:]t elcveept d")r/a. h:I‘°he

atypi cal newwimpisiciole. bavel ozapiseectnidve heaffinytyi c famt | defiRssant s
(e. g. agitritylidle), my BecARRti qped, NeRdd Papibeubali cHbreoyer, it was

found in ani mal “experinental 1nvestigations that 5-HI6 receptors 1n the
brain 15 corffbilihot 1HEE LMot Y Eh <ol s3Ti6Re agfort HetrGi *SEBP2S enpl oyed
in disorders with meaHys di sédepavees soeh ay feubexanple, oAl ziwinmer' s

di sease. For_these reasoq‘}s_l it gan be concluded that fhere is . an.

i nvol vermrent 01C T 52 HT6 " Feceptor T FO°Bs chf at i ¢ AR et rd Sgas

di sorders suGrER),, praize abkyowschigophesntanidepr éssi em andpiizAlesiter' s.
The CO”E@“”%&IHJ‘%L& O 4 S a2k £ el 1 3 Rhyakobegiical LAt ertiahl g sal ts
are therefore suitabl’e as therapeutjc active conpounds _for disorders of the
25 central rff%oassigseembyrng coipotind$fof rehePFoF Fuldichandat ndie

physi ol ogi caldyraacealie w4 t xrfwiseigat ex @ ipar tixular Iprsdditabl e for
the treat nent_ of é)dsychosesd schi zophreni a,. mani ¢ depression (B. L. Roth et
al ., J. PharTiticd BGS e HHES Ded™ 19 FHZN0), 30 depression (D. R
Sibley et al., M. Pmrgaesltest098ens3ty320£32he merai@yircals-d™or der s
(A. Bougrgon . «Phar ol . sTher 5,:.274, 173- nory

di sordergg, Ifgér %\%ooﬂgs ld?seegéé, bér%%?rolp [ cfﬁ%?gnérgséklhgrlo%l?@,ﬁozﬁi mer's
di sease, Hurftubgptokes B5 thecadelens geogmbpght én &he sNadadWwBnsiH ssi ons
1995, 11, 1-Re RiHER 8peusXianderMpsany ehhen epbyigndi sof dangs

conmpul sive acts or of prenenstrual K syndrone, - 5 - 10 APR 2003

propyl pheny BiRROCEAPY: - pTReIPropyt phengre SRVOAYesr tot & RFAYReNYl , o-,
m or p-an naphany! in0psy®hietHilN, Nisseddyt agurepheny| foe- .example,

P i 1 OBHeMY 1y O s B erla P IVILOXYBEENY ! uBreolerO" :0 TEU ORI, O
animal experiments that the administration of 5-HT6
antisense oligonucleotides causes a behavioural

syndrome which corresponds to that of dopamine



5 m or p-ethoxyphenyl, o-, m, p-trifluoronethylphenyl, o-, m or

p- fl uorophenyl, o-, m or p-chlorophenyl, o-, m or p-bronophenyl,
furthernore preferably 2,3-, 2,4-, 2,5-, 2,6-, 3,4- or 3,5-dinethyl phenyl,
2,3-, 2,4-, 2,5-, 2,6-) 3,4- or 3,5-di hydroxyphenyl, 2,3-, 2,4-, 10 2, 5-,
2,6-, 3,4- or 3,5-difluorophenyl, 2,3-, %_4 2,5-, 2,6-, 13 KPR B0}
3,5-dich|oropheny| 2, 3- 2 4-, 2,5-, 2, - or 3,5-dibronnpheny|
2,3-, 2,4- 2 6-, - or 3,5- dlnethoxyphenyl Phenyl , o-
p- me

t hyl phen r pls 13&?ggﬁng p- met poxypheayl or
2, 4d|chloropﬁgﬁn?5tg artﬁggkg%?ﬁg referre or Ar |ﬁ’ C}E?n ArQ %y has
one of the p@@PémFéﬁrﬁéﬁnHﬁﬁ%rQ¢ﬁﬁ%%mth%éfdﬂ@ﬁ%ﬂ@ lﬂheﬁéhhzéﬁhrﬁél@ or 2.
Benzyl is paf(&bﬁbﬂns%ley prf}iﬁsdﬁ@eéﬁé -(Clz?ﬁn Ar sc%QzH@hﬂemer)efera@lsy
fluorine, chlorlne or 5 IS gf QA, .NH2, NHA
or 'NA2| wher BARRGRAY RS AGY B bhE oT:OPﬁér{.‘}F ot HBGSHEan n‘&%sFHBFEéPBH

beforeharsd i rﬂh@ydopalﬁhlﬁlﬁﬁstbmommev@flaﬁs rrEblsmx-.y ofs @aptesuhahl y

preferred fo . n.s ref ably 1 or | ar | 1. Rl and
R2 are, inde 3ﬁ8ent?§e f ()%?%ﬂ#%ﬁﬁﬁedkb gfg gﬁ?agg nyloﬁaV|ng 2
to 6 C at onsalthenatiyeld AeweaHahQMapﬂmtIc$awhldheamétémp#nxéérmnd or
particularly, ed in ate efo iti and
R2 t oget her a?éﬁggé% a ﬁ%%%%ﬁgéeargggturg?gd h%?%%ggﬁ% e hgglngggé?§12 N, O
and/ or S at orsycBbartigndirerdegsrhex baeopr euabgh| yoreovay dvirdotko

-3-furylp 1, 8pdi 0x0hBg)- 4-adeptddl.r alyd Oa%ygﬁ.'bal?’tﬁéﬁf‘&h)e tics2- (Blg
3- pyrrolldlnyl tetrahyd f 20r

- azo tetrahydro-1- -3 or
_4-pyrazol yl ¢lozapgne) | BnﬂPRt§503tflc¥? ?ﬁ(%p I, (§:9 3-
or 4-perhydreazepipylliRe) ﬁaydbe4mentpbnbdnhbretEhrpbydicuZar - 3- or
-4-pyranyl, 1,4-dio 3di; @x o] -3- or
-4 5 pyrlda2|nyl X@ %%%Y%rl- %lg?ag an%d {P én!%a |$%%£§H@k&til
3- p|pera2|nyinVQSF19etldmﬂyltbﬁt4m@jﬂﬂﬂ|ny¢C¢Bt®@$t|Gulamhﬁrnbﬁéwmed for

Rl and R2 togskbesy EHBlEHSréHQJ ﬁehreftxta&%m@é%w Oy Afi ridigyildl tAgg apeut i c
active conpounds of the ormula | or their S|olog|calu¥%acc table salts

or sol vat es, ®BpLlexedyin GFSPﬁ@eEﬁnﬁBﬁﬁdgﬁﬁo% rSifei s
phy5|olog|caf¢y examplablRlsnéimeﬂrssdhyahee as therapeutic active
conpounds or of the pggdqﬁ%%gp 9 %o%% pthnqgsyt %@'cBESEﬁE@B'OﬁhQQr t he
treatment of disordersS™ of Hervous™ s n-partircular those
conmpounds oftheref ok pulan | m@i‘pf@ﬁ%mtedofn Wch5'alﬂ'l’6 ea@@c%@n’eobf the

radi cal §0”E;§vé9c9ﬁ£la9§§c0near9i t hewiafRyiled or apabl-bewkar | yuphef exg ed
meani ngs i ndi cated 20 above, Sone preferred gﬁgggs of. ciggounds can be

expressed byPtH SYIPBni PP STERoT At de PEOFS WARE hALBRFEREBNE t o t he
formula | and i n whiThet heompdundss ndt déscr ifloethula grieatard detlaelir have

Lhe, meani ng bl eates; L theatormubarl: it Al S Sda 12,Riand R 1

each case i enden one a er are Ar of al enyl
having 2 to @sctémempeqtﬁq AR EAd RIGNTdF nfiPa (disdens ofe 1

pi peri dbByl ;cenéral nervous system. The compounds of the formula I

and their physiologically acceptable salts or solvates
are particularly suitable for the treatment of
psychoses, schizophrenia, manic depression (B. L. Roth
et al., J. Pharmacol. Exp. Ther. 1994, 268, 1403-1410),
30 depression (D. R. Sibley et al., Mol. Pharmacol. 1993,

43, 320-327), neurological disorders (A. Bourson et
al., J. Pharmacol. Exp. Ther. 1995, 274, 173-180),
memory disorders, Parkinson’'s disease, amyotrophic

lateral sclerosis, Alzheimer’'s disease, Huntington's
35 disease (A. J. Sleight et al., Neurotransmissions 1995,
11, 1-5), bulimia, anorexia nervosa or other eating

disorders, compulsive acts or of premenstrual syndrome.



(0 N~~--Ar HN ~cH~~ oA Ib or 5inlc Rl and Rz norpholinyl; 1 0 APR 2003
i.n. formula | together Z SON O ~~--Ar O~J Ic are 4 10 The foll ow ng
conpounds of the formulae la, Ib and Ic are particularly preferred for use
according to Caiml:

dinethyl-[2-pheny|-4-(to|uene-4-su|fonyk)oxazo|-5-y|]15 qgiéﬁﬁ
[ 2- (2, 4-di chl or ophenyl ) - 4- (t ol uene- 4-s5uPf onyl ) oxazol - 5yl ] wg%anine;
benzyl - [ 2- (2, 4-di chl orophenyl ) - 4- (tol uene- 4-sul fonyl ) oxazol -5-yl]am ne; 20

benzy| - [ 4- ( PEHOISE e ctin 18y 7 B-F SO AORHL PSRN &y Frix oI 25 1| ani ne:
1 0 APR 2003ex:-Hukypthremekul $-onyih- 20m pebpliogphehys, yoybemey lanime;
4 consr Pagena o Pl Lenpl By S TEL BB o
m- or p-hydroxyphenyl, o-, m- or p-methoxyphenyl, o-,
5 m- or p-ethoxyphenyl, o-, m-, p-trifluoromethylphenyl,
o-, m- or p-fluorophenyl, o-, m- or p-chlorophenyl, o-,
m- or p-bromophenyl, furthermore preferably 2,3-, 2,4-,
2,5-, 2,6-, 3,4- or 3,5-dimethylphenyl, 2,3-, 2,4-,
2,5-, 2,6-, 3,4- or 3,5-dihydroxyphenyl, 2,3-, 2,4-,
10 2,5-, 2,6-, 3,4- or 3,5-difluorophenyl, 2,3-, 2,4-,
2,5-, 2,6-, 3,4- or 3,5-dichlorophenyl, 2,3-, 2,4-,
2,5-, 2,6-, 3,4- or 3,5-dibromophenyl, 2,3-, 2,4-,
2,5-, 2,6~, 3,4- or 3,5-dimethoxyphenyl.
Phenyl, o~ or p-methylphenyl, o~ or p-
15 chlorophenyl, p-bromophenyl, p-methoxyphenyl or 2,4-
dichlorophenyl is particularly preferred for Ar.
In -{CH;)n,~-Ar, Ar has one of the preferred
meanings indicated beforehand, where n can be 1 or 2.
Benzyl is particularly preferred for -(CH;),-Ar.
20 Hal is preferably fluorine, chlorine or
bromine.
Z is H, A, CF3, NO;, Hal, OH, 0OA, NH;, NHA or
NA,, where A and Hal have one of the preferred meanings
indicated beforehand. H, methyl, chlorine, bromine or
25 methoxy is particularly preferred for Z.
n is preferably 1 or 2, particularly preferably

R' and R? are, independently of one another, H,
A - (CH;)p-Ar or alkenyl having 2 to 6 C atoms, where A,

30 Ar, alkenyl and n have one of the preferred or
particularly preferred meanings indicated beforehand.

In addition, R!' and R? together are also a
mononuclear saturated heterocycle having 1 to 2 N, O
and/or S atoms.

35 R! and R? together are preferably tetrahydro-2-
or -3-furyl, 1,3-dioxolan-4-yl, tetrahydro-2- or -3-
thienyl, 1-, 2- or 3-pyrrolidinyl, tetrahydro-1-, -2-
or -4-imidazolyl, tetrahydro-1-, -3- or -4-pyrazolyl,



benzyl - [ 4- (4- chl or obenzenesul f onyl ) - 2- (2- chl or ophenyl ) oxazol - 5-y1] am ne;
[ 4- benzenesul f onyl - 2- (2, 4-di chl or ophenyl ) oxazol -5-yl] benzyl am ne;
[ 4- benzenesul f onyl - 2- (2, 4-di chl or ophenyl ) oxazol -5-yl] 10 di et hyl am ne;
[4-benzenesu|fony|-2-(2-ch|orophenyl)oxazoI-S-yI]dinethylanine

2- (2, 4-dichl orophenyl)-4-(tol uene-4-sul fonyl)oxazol g&hgmﬂeridine; 15
4-benzenesu|fony|-2-(2,4-dichloropheﬁ&r)oxazol 5y|]p|B I ne;
4- benzenesulfonyl 2- (2 chlorophenyl)oxazol 5-yl ] pi peri di ne;
4- (t ol ueng- fonyl toI | oxazol ]20 rph l'i ne;
4-(4-chlo oben HESuIFony % Qéﬁ%i %h0|lné or
4- (4- chlo4ebenhpdeeatépnmy; 2 phéﬁyloxaiﬂl-S qt]nnr@#ubrphplﬂﬁyl
4- (4-benz I phen in _
4 (4 bons CRELRrYRYrd: 2T 0l ooadob YES o Tt asaft "2, 3
4- (4- benz@éhesahfdnyl )= Q—(40neth@xybheﬁ®¢$@hﬂém¢ 5-30 y31nvaho+4ﬂe;
4- (4-gen §&é%?ﬂ% f 2R xAaZ0l - 52w]rnﬁﬁh89'u%—pyrlmldlnyl

11y1- ( 4- benzenesu -phenyloxazoI-S- ) am ne;
4- benzeneR¥l f dnyl - 2 ~( 2-Qh! o} OPHRBYR3 BX¥EE ol - S-FRPeFs AiBYpholdthe: 4~

(4- benzenesuhfepnb: 2nphend oxRaMi-BridIgi NpkBYkaFede; for R! and R?
(4- benzenesulf%%?l-z %}tolyloxazol 5- yI?hlnEthylanlne - 9- 10 APR 2003

benzyl - [ 2- phe?9F e’(toluene 4-sul fonyl ) oxazol -5-yl ] am ne and
benzyl - [ 4- (t ol uene- 4rstl f ohgl ) s@bgeteol yboxazale 5-iylveartiine, 5dMh redation to

L 24 HRSr L OHe kPO ATBANALS oY iRl CEBLRETa" 9" St
di net hyl - [ 2-piewidldgi ¢l Lienecsreniaomy| poxasol o5- HWIlv@ tesi.nept the
[2-(2, 4-di chhog ophenythe 4- £bmbsanas4- skl f @Yl ) PeaaRi1=oY 1 digret Ryl ne;

physiologically acceptable salts or solvates as

1-[
1-[
1-[
4-[
4-[
4-1
4-[
4-[
4-[
4-[
all
4-[

therapeutic active compounds or of the production of a
15 pharmaceutical preparation for the treatment of
disorders of the central nervous system, in particular
those compounds of the formula I are preferred in which
at least one of the radicals mentioned has one of the
preferred or particularly preferred meanings indicated
20 above. Some preferred groups of compounds can be
expressed by the following subformulae Ia to Ic, which
correspond to the formula I and in which the radicals
not described in greater detail have the meaning
indicated in the formula I, but in which
25
in Ia R' and R? in each case independently of one
another are H, A, -(CHz)n-Ar or alkenyl having 2
to 6 C atoms;
in Ib R' and R?® in formula I together are 1-

30 piperidinyl;



benzyl -[ 2- (2, 4-di chl or ophenyl ) - 4- (t ol uene- 4-sul f onyl ) oxazol - 5-yl ] am ne; 15
net hyl -[ 4- (t ol uene-4-sul fonyl ) - 2-p-tol yl oxazol -5-yl ] am ne;

benzyl - [ 4- (4- chl or obenzenesul f onyl ) - 2- (2, 4-di chl or ophenyl ) oxazol -5-yl ] am ne
; (4-benzenesul fonyl - 2-mt ol yl oxazol - 5-y1) benzyl am ne; 20

[ 4- (4-chl or obenzenesul f onyl ) - 2- p-t ol yl oxazol - 5- yI]dlnethybaqumg

(4- benzenesul fonyl - 2- 0-t ol yl oxazol - 5-y| et hyl ami ne;

benzyl - [ 4- (4- chl or obenzenesul f onyl ) - 2- ( 2- chlorophenyl)oxazol-5-y|]anine; 25
[ 4- benzenesul fonyl - 2- (2, 4-di chl or opbenyl ) oxazol - 5-yl ] benzyl am ne;

al 'yl - (4-benzenesul f onyl - 2- phepyl pkazol - 5-yl ) am ne;
(4-benzenesul fonyl - 2- phenyl ox

-yl ) di net hyl am ne;
(4- benzenesul fonyl - 2- m t ol yl o} 5 yh) di met hyl am ne; 30
benzyl - [ 2- phenyl - 4- (t ol uene- 4-syf oxazol - 5-yl ] am ne;
benzyl -[ 4- (tol uene-4-sulfonyl)-2-m yl gxazol - 5-yl ] am ne;
[ 4- benzenesul f onyl - 2- (2, 4-di chl or dphe azol - 535 yl ] di net hyl am ne and
[ 4- benzenesul f onyl - 2- ( 2- chlorophenyl)o azoP=5=Adl] di net hyl ani ne. 1 0 APR

2003 - 10 Inrelation to fornul$$L$i foll owi ng known compounds are
c

preferred for use as therapeutic ve conmpounds: 5
1-[2-(2, 4-di chl orophenyl ) -4-(tol uenel4-sul fonyl ) oxazol -5-yl ] pi peri di ne;
1- [ 4- benzenesul f onyl - 2- (2, 4- di chl or ofH9QAxazol - 5yl ] pi peri di ne and
1-[ 4- benzenesul f onyl - 2- (2- chl or ophenyl ) oxazol - 5-yl ], 10 piperidine. In
relation to formula Ic, the follow ng known conpounds are preferred for use
as therapeutic active conpounds: 15
4-[ 4- (tol uene-4-sul fonyl)-2-p-tol yl oxazol - 5-yl ] nor phol i ne;
4-[4-(4-chl orobenzenesul fonyl ) -2-p-tol yl oxazol - 5-yl ] nor phol i ne;
4-[4-(4-chl @obenzenesul fonyl ) - 2- phenyl oxazol -5-yl ] 20 nor phol i ne;
[ 4- (4-benzenesul fonyl)-2-(4- bronnphenyl)oxazol 5y|]nDrphoIine;

4-
4-[4-(4-Db | f I Iyl hol

4- %4 (enzggégsﬁigny i %5%%hlzo 5 oxaf 59%% gquio I xe 4-
4-[

4-

4-(4- benzenesulfmmyt#mﬂa©41nethoxyphenyl)oxazol 5y|]nDrphoI|ne and
4- (4- benzenesul fonyl) - phenyIOéazoI 5-yl]130 norpholine.

0

/y

S

o’ N
j[ -
N 8]

£

Ic

10 The following compounds of the formulae Ia, Ib
and Ic are particularly preferred for use according to
Claim 1:

dimethyl-[2-phenyl-4-(toluene-4-sulfonyl)oxazol-5-yl]-
15 amine;
[2-(2,4-dichlorophenyl)-4- (toluene~4-sulfonyl)oxazol-5-
ylldimethylamine;
benzyl-[2-(2,4-dichlorophenyl)~4- (toluene-4-sulfonyl) -~
oxazol-5-yllamine;
20 methyl-[4-(toluene-4-sulfonyl)-2-p-tolyloxazol-5-yl]-
amine;
benzyl-[4-(4-chlorobenzenesulfonyl)-2-(2,4-

dichlorophenyl)oxazol-5-yl]lamine;



The invention furthernore relates to the use of the foll ow ng conpounds,
selected fromthe group a)

di met hyl - [ 2- phenyl - 4- (t ol uene- 4-sul f onyl ) oxazol -5yl ] am ne, 35 b)
[2-(2,4-dichlorophenyl)-4-(toluene-4-su|fony|)oxazo|-5-y|]d1H§%§¥% m ne, c)
benzyl - [ 4- (4-chl orobenzenesul fonyl)-2-(2 chl orophenyl)oxazol =5 yI*{*am ne,

1 0 APR 2003 - 11 d) (4-benzenesul fonyf-2-o0-tolyl oxazol-5-yl)nethyl am ne,
e) benzyl -[2-(2, 4-di chl orophenyl ) -4-(tol uene-4sul fonyl ) oxazol -5-yl]am ne, 5

f 4-Db | f | - —di N |ani ne,
- bemsenes i dnred AL M A AR I 2
of their phyldi-ddogihdariopenzasssatlfonyal)t-< -or- tiil wlsixarals- ey ther apeut i ¢

active conpgﬂg%§h?gghﬂgg;disorders of the central nervous system The
conpounds of the formula | are generally comrercially obtainable or can be

synt hesi zed Eckengiengsid fomy I-dinokiody Lopdadsiwomarylesingis cf. V. A
15 Cher vonyineitzyal-.[4 Y c {irdbed¥eneBid Forkd. ))- 21991 c B drhphedda- 418 or V.
A. Chervonyi etyglﬁ, gq. cr%. Khim 1988, 2%?3)) 4%%-4 corresponJing to V.
A. ChervonyiP*8goa 5 Y1 1agig@®ichem USSR (Engl. transl.) 1988, 24, 401). 1
0 APR 2003 -[4lPengehicdiesifonyahend2, @-dCchl odophenyAr) oMdzoll-5Hy@1H 111 ~"~N
Cl + SCC12 Ar | C. Gl OCl Oul I IVA-NC +\ So Na~VHC CQ ZZ
VI O p:S~o PEHRR<BZUE 0 Ar~NC Z 'S NI
[4-benzenesulfonyl-2-(2,4-dichlorophenyl)oxazol-5-y1l]-

10 dimethylamine;

[4-benzenesulfonyl-2- (2-chlorophenyl)oxazol-5~yl]-
dimethylamine;

1-[2-(2,4-dichlorophenyl)-4- (toluene-4-sulfonyl) -
oxazol-5-yl]lpiperidine;

15 1-[4-benzenesulfonyl-2-(2,4-dichlorophenyl)oxazol-5-
vllpiperidine;
1-[4-benzenesulfonyl-2-(2-chlorophenyl)oxazol-5-yl]-
piperidine;
4~-[4- (toluene-4-sulfonyl)-2-p-tolyloxazol-5-yl}-

20 morpholine;

4-[4- (4-chlorobenzenesulfonyl)-2-p-tolyloxazol-5-yl]-
morpholine;
4-{4-(4-chlorobenzenesulfonyl)-2-phenyloxazol-5-yl]-
morpholine;

25 4-{4-(4-benzenesulfonyl)-2-(4-bromophenyl)oxazol-5-y1]-
morpholine; -

4-[4- (4-benzenesulfonyl)-2-m-tolyloxazol-5-yl]-
morpholine;
4-[4-(4-benzenesulfonyl)-2-(4-methoxyphenyl)oxazol-5~

30 yllmorpholine;
4-[4-(4-benzenesulfonyl)-2-phenyloxazol-5-yl]}-
morpholine;
allyl-(4-benzenesulfonyl-2-phenyloxazol-5-yl)amine;
4-[4-benzenesulfonyl-2-(2-chlorophenyl)oxazol-5-yl]-

35 morpholine;
(4-benzenesulfonyl-2-phenyloxazol-5-yl)dimethylamine;
{(4-benzenesulfonyl-2-m-tolyloxazol-5-yl)dimethylamine;



>-Arr R~-N O Rz - 13 - 1 0 APR 2003 In the synthesis schene shown

bef orehand, the starting material of the formula Il is reacted with
trichloroacetate to give the conmpound Il1. The reaction with thionyl

chl ori de and subsequently with the sodium5 sulfinate of the fornula V
generates an aryl vinyl sulfone of the tormula VI, which W]CAPRZEES to give
t he sul fonyl oxazol am nes of the fornula™ by reaction with an amne of the
formula VII. In this connection, the substituents Ar, Z, Rl and RZ of the
formula |1 tReY} 1192@&911943?@11\1&%9@1%?% 1yoRsgbersegiyeani ngs as
i ndi cated beforehand, The suitable reaction conditions of the reactions
ment i oned f rAfMRARARYnt hesis scheme are known fromthe references V. A
Chervonyi etp@hzyl- M ( cdthidhe 16-LAm £ 4RpBE- 2 B- Y0 19032 53T 43 -y #15- 418 or V.
A. Chervonyi et al., Zzh. Og. Khim 1988, 24(2), 453-4 corresponding to V.
A. Chervonyi®®™%t ., J. Org. Chem USSR (Engl. transl.) 1988, 24, 401, or
from stasdard wor ks Ruchehs}ibor texduymlaHalbentMey if o1 Vetwhade rkmtam

or gani schen 20 Chem t ganj.c enj st - Thi eneVer| ag,
Stuttgart. |%OT%?%£%%SE?@UE§:%?§%&§%O§EE e ena(ﬁ \%}aé]relrg {SZEQ i(rzghcqﬁee known
per se, but cwtpomtds$oned here in greater detail. A base of the fornula I
can be converted into 25 the associated acid addition salt using an acid,
for exanple by reaction of equivalent anounts of the base and of the acid

in an inert SONERLlsietPhanelHmbio BrPeubsestietry B\VirFat 1Dl For this
reacti ong swWhabbe acids are in particular those which yield 30

physi ol ogi c y,.accept ahl e salts.. Thus inorgani ¢ acjds can be ed, e.g.
sul furic ac?ﬂé' ‘”ga't‘f'icgwjﬁ%foﬁﬁ}w&#c(ta‘&‘b%%’u{ﬁ#‘mﬁﬁﬁo@m%ﬁb acid or
hydr obr om c ek dti mepttosidmimes; aci ds such as orthophosphoric acid, sulfamc
acid, in additi 35,0 [ or:Tex ' rtjc i phat.i icyclic,
aral i phati c%éaﬂl‘ t&c {)zrg'aﬂe@ecﬁjglc%q%&ﬁ\gﬁo-d o&%%ﬁ%éas??%fafr iy)l iC,

sul foni ¢ or wtAFkiT-wiialeing, g. fornic acid, acetic acid, propionic acid,
pi valic18Ci Gnethyl1fa- de LR 2003 06 Sy 8098 tho BEl sha 281 09U E] BCI d,
succinic acid, pinelic acid, fumaric acid, malefic acid, lactic acid,

tartaric acif™alic acid, citric acid, gluconic acid, ascorbic acid,
ni coti ni ¢ adehzyoM-cot-ahlomdahzdnamtfonerl or2 -ethahetidi o e~ aci d,

p-t ol uenesul i | nap! nemono- and di sul fonic acids or lauryl
sul furic acigd’? L;al )?g*a\?mz?%aé;ﬁ{/lgiaaloﬁ%ogl ‘cal |y unacceptable acids, e.g.
pi crates, calf BeenpEswriahel i Soth#9loH GFfr O~ purt feermy lsinigie r he

conpoundg of [ 4-hes f @ 18Y Sbdn z &k shiver diydi 119- of d e senpoungls, of - t he formil a
| to 5-HT6 rg.ce tors was determned as follows: The substances to be tested

wer e di ssol SRR’ a concentration of 1 mMand diluted to the
desired concehtlraxtzemssy10E dnyniM 2 -0 -1 1y, IMxarsit Ingh tyelsitmdtlfyf lemilte { 20 niv

HEPES, 0-1‘5§§%¥fﬂfh£¥fikhf5¥65§ﬁ¥£ﬁé§¢?%&%¥h}E§i¥biﬁﬁ%3r3?ﬁ%ﬁ§1fﬁ the

respective substiance sol utjon were iIncubated at 37C for 1 hour wth 80 ~1
of 3H LSD sct3 o {MRA304e: Aner sham Pharmacia, Freiburg, spec. 20 act.

80-90 CpAm\Vbi4 - Herdridbuhehiat-ch) (and dithh rddorerdiEmis-anm suspensi on (5- HT6
receptors, RB- HS}(G?]',’ Bi otrend, Col ogne) 25-30 ~g of protein). The reaction
m xture was T993Er ¥ % ough GFB filters (Whatman) which had been

pretreated willy0: (4 wapumossyid ot In -giesmg Iecesod It 5 -l J26nifror; 1 hour. The

transforred 5 aa e ey L by B A P s e g,
Frankfurt), t4réoeramhinsrtl Mmyl wast detlermrmab b & idjmetlndiaming iat i on
of T hadse Do rarhnt2 el A L R L M SIS Ll By eans

amine;

benzyl-[4- (toluene-4-sulfonyl)-2-m-tolyloxazol-5-yl]-

amine;

[4-benzenesulfonyl-2-(2,4-dichlorophenyl)oxazol-5-

35 ylldimethylamine and
(4-benzenesulfonyl-2- (2-chlorophenyl)oxazol-5-y1l]-

dimethylamine.



The conmpounds of the fornmula | have a selective affinity for 5-HT6
receptors having an inhibition constant I CSO of less than 4 ~tnol/1. 35 The
invention furthernore relates to the use of the conpounds of the general
formula I for the production of a pharmaceutical preparation for
controlling disorders of the central nervous system 1 Q AR AMPS - 15
The invention furthernore relates to the use of conpounds of the general
formula | for the production of a pharmaceutical preparation for the

treatment of psychoses, schjzophrenia, ni c_.depressi.o depression, 5
neur ol ogi cal disordé?%,rﬁiﬁ5+98dF§oF%§Wgﬁ' ar ingﬁﬁ'§°3ﬂ§¥é8€,%ﬁﬁ?ﬁ%rophic
| at eral scl eyoagcind zheempr'es ediredhsEor Huskel gt obherdpsease, dudiva a,
anorexi a nervosa or.,other eating disorders, conpulsive acts or prenenstrua

syndrome. 1GFRPYAnti on furthermore relates to pharnaceutica
preparations for the control of disorders of the central nervous system

conprisipg at_ le: )], rmﬂm t he 1,0 foits

physi ol ogi ca I[yzeaialtcsztc'e‘{l(;;'?f‘]zjlbclq?feal sa %ngjrl )S(r)%ev{ittoc;elrs&gri% %hgé%lgfbgq ep)ar ations can be
used as pharrgeadtr-iscatld dipanitimerr veterinary nedicine. Possible vehicles
are Orga”'CﬂﬂldJEEHEEHéédﬂﬂ&ﬁﬁmgﬁﬁZMHJHEéHfﬁfBﬂﬁﬁﬂyf3d¥32é¥u§ﬂaJ (e.g.

oral), or parenteral adm nistration or topical application and do 20 not
react with tHePHRRIIHARDHANYs, for exanple water, vegetable oils, benzyl
al cohol s, alikylsemRriereahal £ patly-at-hyd e ad oS, 1 )HeerI10!5 fhrlijacet at e

gel atin, carhohydrates such as |actose or starch, magnesium stearate, talc
or petr%?euﬁﬁp N0l et s, pills, 25 coated tablets, capsul es, powders,
granul es, syrups, jUunceslatilopse farpadai dd.arthar foltedihor kapat

admi i StT At iR, SUPROSILOT p2s rake S At OfiL Al ALHLALSL I b8R1ve
solutions, preferably oily or aqueous solutions, In addition suspensions,
emul si ons ofCoB@OoM@SiSAnt s, are used for parenteral adninistration) and

oi ntments, creans or powders are used for topical application. The novel

compou cgn gl so he |yophilized d.the lyophilizates tai ned used, for
et s, Ao i Rs R s S P s A A o Y W5 The

prepar at i onsorptiioddtned can be sterilized and/or can contain excipients such
as | ubri canls.( 4Plgsehtliores, ablrorens 8N/ 0l 19AkhNg 1820k,

emul sifiers, salts for influencing the osnotic préssure, buffer
2003 - 16 8@p®reAddE; colorants, flavourings and/or other active
conpounds, @-g4-q@e chrl ofdbenyichaiulFonlheg -2nyeRinhak:xalzsa -sehaties to a
process éor t he groduqtion of these pharmaceutical preparations, which 5 is
char act®ti zBG*PHCAEE 'a conpound of the formula | or one of its

physi ol ogi cékll¢-t(él-beabkleaecsallifongr ) @ dt-és orepieaydhbxiarbd -&-sui t abl e dose
forn1togethgg]wggghggihgqst one solid, liquid or semliquid vehicle or

exci pient and, 1f appropriate, in_conbination with one 10 or nore ot her
active conpband:- (fhéeasrpeshds oy 1t né ~Moltedla oragrd ~Bh#ild -physi ol ogi cal | y
accept abl e sakbso0hingegl vates can be enpl oyed for the control of disorders

of the ntral nervous system .15 The bst ances .accordi.ng tq.the invention
ore as L1 uRS AGREHRERERYd tREYa P (2 a TP P RrdPEArY Darwadn

appr oxi mat elprphaddn®00 ng, in particular between 5 and 100 ny, per dose
unit. The daiLly_dase ..l 8 bet wae [ I _and 10 ny/ kg
of 20 body 3eﬂéhgg %ﬁgéggggpgggggg%eéfg? gﬁ%ﬁgﬁgﬁkgﬁ??’ﬁé%égéré depends on
all sorts oVliBerereliper 28%anple on the efficacy of the specific conpound
enpl oyed, on-the (ageenbedysveirghl,1)genehahyibakeoat shealth, sex, on the
diet, aon the ti and route of adm nistration, and 25 on the excretion
rate, ﬁﬂhrnﬁegﬁ PLaPeconbi nation and severity of the particul ar disorder to
whi ch the therapy aphbki ésvedtdbnadiiribsirratieon-dlsatq@efter rigte dée 661 1 owi ng
exanpl s relgte )9, BIRHIPEEHbLEAkSD" SRILATLAN S 0RO R TRLE,A TN ecti on

1 0 APR

a) dimethyl-[2-phenyl-4-(toluene-4-sulfonyl)oxazol-5-
yl]amine,
35 b) [2-(2,4-dichlorophenyl) -4- (toluene-4-sulfonyl) -
oxazol-5-ylldimethylamine,
c) benzyl-[4- (4-chlorobenzenesulfonyl)-2-{2-

chlorophenyl)oxazol-5-yl]lamine,



A solution of 100 g of an active conpound of the fornula | and 5 g of

di.sodi um hydr ogenphosphate is adjusted to pH 6.5 in 3 1 of double-distilled
wat er using 2N hydrochloric acid, sterile-filtered, filled 35 into
injection vials, lyophilized under sterile conditions and aseptically

seal ed. Each injection vial contains SHEE of active conpol(dPR 2003 O APR
2003 - 17 Exanple 8: Suppositories A ture of 20gof an ac t ive
conpound o f the formula | is fused with 100 g of soya lecithin and 1400 g

of cocoa butter, L ' _angd_ o-cQol. Each suppository
contains 20 %g ofPﬁ?@?@%égéﬁ%gﬁﬁggfEgaﬁp?%igygg%?%%i%hgg}solution of 1 g of
an active conpourmdegiyiamin®, fornula |, 9.38 g of NaH2P04~2 H20, 28.48 g of
Na2HP04~12 HzD angef, g op 9f (Henzal koph Hoprah el j J- | fo Pdln ol 4 Of
double-distil?ed maté% ig pgepared. Itﬂgé a juLtedtto pH 6.8, nmade up to 1
1 and sterilized $L59m%b) ¥ 8L ~Trys) @BiRRi on can be used in the form of

eye drops. 15) Exapplmedsedd s TEshy DO (1, 0fd 26h BEt dpifebPTPORAsL PE5t he
formula 1 are mxed with 99.5 of petroleumjelly under aseptic

condi tions. 20 EX %F%¥1QQ&ﬂ%ts A mixture of 1 kg of active conpound of
the fornmul a ¢) 4 kilsdnzaodsefordyP-kg(Df4pid et osdptiatyl JoagoDist al ¢ and

0.1 kg of nmgnesi tearate is conpressed to give tablets in a customary
manner such 25 tﬁémé;ﬂé%Q¥£%éﬁn%bntains 10 ng of active conpound. Exanple

F: Coated t ayt eoneAnaf ogtsiy hyBiaheigd cBllivabherephablpr esakus amdt ar e
then cogped ioh @ CaSt ogRry (RaAgieytid aa%@i%at'é‘&nﬁéuxi%&'gro%kgaio to

st ar ch, talc,'traggcanth and colorant. Exanple G Capsules 2 active
conpound of 4HOFRERIQE IEhE CHBEFY INRFYOHD FEF%E el atin capsules in a

customary manner sucthd habmpachdeapsfil eheonteimsl 20 INavé e caehilye
conpound. i

- 18 1 Q0.APR.2003 nple H oul es, A solution of..1 kg of
ot e CompEHC IR RO B0 T o EaBuBERCat Se PORoRGEES s
sterile-filtar edhef fblédwingo samiddsds sglophe | i(Zed Fhimderf steri e
condi ti9gs anf.AzRRA Cakl Vageal egh, Eaghanposke cpntalns g mui@bjactive
conpound. ¢
P 57(4), 415-418 or V. A. Chervonyi et al., Zh. Org.
Khim. 1988, 24(2), 453-4 corresponding to V. A.
Chervonyi et al., J. Org. Chem. USSR (Engl. transl.)
1988, 24, 401).



ai 1 A .compound of formulal' Z/ O NO ~>--Ar ORz in, which 1 0 APR 2003
R-, R 2 each independently of one another are H A -(CH 2)." -Ar or

al kenyl having 2 to 6 atons, R' and R Z together are al so a nononucl ear
saturated heterocycle having 1 or 2 N, Oand/or S atonms, Z is CF. 3, NO Z
Hal, OH, NH. 2, NHA or NA 2, Ais alkyl having 1 to 6 C atp[m,pmgr;is phenyl
which is nono- or disubstituted by z, "H&€ i's F, d, Br or |, nisfor2 or a
physi ol ogi cal |y acceptable salt or solvate thereof. 2. A nmethod for
treating a di r..of _the central nervous system conprising adm nistering
an effecti vebigrr%gﬁﬁlgf Sgﬁ(‘?g‘ﬁ‘pound of formula | to a patient in need thereof
Z O\S~ %NOI ~>-Ar Ry, \ ORz in, which R', R 2 each independently of

one another are H A, --(CH 2)." --Ar or atkenyl having 2 to 6 atons, -19
1 0 APR 2003 (0] Cl, Cl o
|l )J\ + H
Ar NH, Cl H

O OH

1 Ar)LN/S(:' +  soch
n e’ ¢

O

0] Ci '

)k cl Sa .-
Voo w/%( + O"Nar
# CI CI
Z

Z
Vi o)
0 OsS‘ + HNR1R? Vit
/U\ . _Cl
Ar ’f
H Cl



R ~ and R 2 together are also a nononucl ear saturated heterocycle having 1
or '2 N, Oand/or S atons, Zis H A CF.3, NOz, Hal, OH NH z, NHA or

NA. Z, Ais alkyl having 1 to 6 C atonms, Ar is phenyl which is nono- or

di substituted by Z, Hal is F, A, Br or I, nislor2. A nethod for the
treatment of psychoses, schizopl n-eni a, g‘ani c depression, 1 PR8I on,
neur ol ogi cal di sorders, menory di sordér &> Parkinson's di sease, anyotrophic
| ateral sclerosis, Alzheiner's disease, Huntington's disease, bul i m' a,

anor exi a nervosa, eatjng.di salfehss; oMM Y e A Ye ﬂ%;reégﬁggi oun8 of

syndrome, conprising adnministéring an effective amount
formula | tosparténg imatrenl h@rfeothg daymula-- IIArlSereaCQGIQZ whthwhi ch

R', RZ eaCEraeﬂfeﬁageekaxeoftoo@qv@@mn_erc&ﬁ;?odﬁd A1t - (fdk Z}eaceibh OF

al kenyl having 2 to 6 atons, . R, ~ and_R Z together are also a rmnonucl ear
sat ur at ed heWéFBc%’P@nW&w‘ﬂblol“cﬁfe 2R BuRseRYENELNt ik Ahe gpdpumcr. 3,

NO. z, Halg Oshlb"rhateNH&f OrcHeA. Zorﬁtull& avkyd;eﬂf@iv/ams 1ao BrGlatemmylAr is
phenyl whi ch is nDno dis bstl

ni sl or2. -20Suligng |9|£ Zta?fs OTR1 ﬂar &4 cfl?:a’Fy‘Eiﬁf)%%l PPorgcheonéP?y ng a

conpound Of EﬁlﬂUhﬁlbezGlam&ﬁesNof“theAfoﬁmula I by reaction with

an amine of the formula VII. In this connection, the

substituents Ar, Z, R' and R? of the formula II to VII

10 have preferred or particularly preferred meanings as
indicated beforehand.

The suitable reaction conditions of the
reactions mentioned from the synthesis scheme are known
from the references V. A. Chervonyi et al., Ukr. Khim.

15 Zh. (Russ. Ed.) 1991, 57(4), 415-418 or V. A. Chervonyi
et al., Zh. Org. Khim. 1988, 24(2), 453-4 corresponding
to V. A. Chervonyi et al., J. Org. Chem. USSR (Engl.
transl.) 1988, 24, 401, or from standard works such as,
for example, Houben-Weyl, Methoden der organischen

20 Chemie [Methods of Organic Chemistry], Georg-Thieme-
Verlag, Stuttgart. In this case, use can also be made
of wariants which are known per se, but not mentioned
here in greater detail.

A base of the formula I can be converted into

25 the associated acid addition salt using an acid, for
example by reaction of equivalent amounts of the base
and of the acid in an inert solvent such as ethanol and
subsequent evaporation. For this reaction, suitable
acids are in particular those which vield

30 physiologically acceptable salts. Thus inorganic acids
can be used, e.g. sulfuric acid, nitric acid,

hydrohalic acids such as hydrochloric acid or

hydrobromic acid, phosphoric acids such as
orthophosphoric acid, sulfamic acid, in addition
35 organic acids, in particular aliphatic, alicyclic,
araliphatic, aromatic or heterocyclic mono- or

polybasic carboxylic, sulfonic or sulfuric acids, e.g.

formic acid, acetic acid, propionic acid, pivalic acid,



R2 in, which R', R z each independently of one another are H, A,
--(CG3.z).~ --Ar or alkenyl having 2 to 6 atons, R' and R 2 together are
al so a nononucl ear saturated heter ocycle having 1 or 2 N, O and/or S
atoms, Zis H A CF.3, NOz, Hal, OH NH 2, NHA or g?@(y havmg
lto 6 C atons, Ar is phenyl which is npno- or dlsubstltut AR/

F, d, Br or I, ni sl or2 and a phar maceu?'flcally acceptable carrier. 5. A
process for the productlon of a pharni aceuti cal conp05|t|on according to
claim 4, d _of the f .or. one_of .its
physi ol ogi CQB Ef%?@ Efg g'sl“f:"sCF Is“i")‘lr‘JL VAL Es |6|11?308'61 s&ﬂ"tcgﬁflé'cdosgcf’grm

t oget her wi tplmElieaatc:L@he Emhaqu,cl aguidd grabeid | aqudd Jelitdlee aciéxci pi ent
and, optiona r r t: Y o] o]

treating a dlké%asgggre Fétﬁgd q%eﬁrgféecgﬁgg?g lécr&gﬁﬁr ?%%gg%d!r]n %I (?él‘l ng an
effectlve anesaerbica esisounditotinitl aaride patsasrcatimierd apédeof Z 0

\ S~ T -t Baher 0R2 @éhanés@lfgﬁﬁgoo%dlﬁa “hbgﬁbfﬁene§51f6§§8
|ndependently of one another are H A - Ar or al kenyl having 2
to 6 atoms, &idan@aRhihed@aamanogr eahfls¢ 1:%-"’ | 8&+d% atdr at @yl

heterocycl e Q@ymglé Qid. Nsﬂtaswdwthspammloéluc&ﬂ,y Gmdccérapléial , OH,
NH. 2, NHA or NA. 2, I s al kgrﬁga\él ng n e6 Csa$0@dr AEhghe{]gélg\@igh i's
nono- or di sﬁﬁ%@?tuteer(? byPZETBEFSi s ?—a < BFSBE 1Y n
and/or purification of the compounds of the formula I.
10 The binding of the compounds of the formula I
to 5-HT6 receptors was determined as follows:
The substances to be tested were dissolved in DMSO at a
concentration of 1 mM and diluted to the desired
concentrations (0.1 nM to 10 pMM) wusing test buffer
15 (20 mM HEPES, 0.1% ascorbic acid, adjusted to pH 7.4
using NaCH) .
20 pl of the respective substance solution were
incubated at 37°C for 1 hour with 80 ul of °3*H-LSD
solution (TRK-1041, Amersham Pharmacia, Freiburg, spec.
20 act. 80-90 Ci/mMol, 1 nM in the batch) and 100 pl of
membrane suspension (5-HT6 receptors, RB-HS6, Biotrend,
Cologne, 25-30 Mg of protein). The reaction mixture was
filtered through GFB filters (Whatman) which had been
pretreated with 0.1% aqueous polyethyleneimine solution
25 for 1 hour. The filters were washed 3 times with 3 ml
of test Dbuffer, the filters [sic] transferred to
minivials and, after addition of Ultima Gold (Packard,
Frankfurt), the radiocactivity was determined in a
ligquid scintillation counter. The evaluation and ICsg
30 determination was carried out by means of in-house
programs in RS1 (BBN Software Corporation).

The compounds of the formula I have a selective
affinity for b5-HT6 receptors having an inhibition
constant ICsp of less than 4 umol/l.

35 The invention furthermore relates to the use of
the compounds of the general formula I for the
production of a pharmaceutical preparation for

controlling disorders of the central nervous system.



~.hislor2. 7. A nethod according to claim®6, conprising admnistering a)
di met hyl - [ 2- phenyl - 4- (t ol uene- 4-sul f onyl ) oxazol -5-yl]am ne, b) [2- (2
4-di chl or ophenyl ) - 4- (t ol uene- 4-sul f onyl ) oxazol - 5- yI]dlnethyIanlne
benzyl - [ 4- (4- chl or or benzenesul f onyl ) - 2- ( 2- chlorophenyl)ox E &ﬁ]anlne
d) 4-benzenesul fonyl -2-0-tol yl oxazol -5-yl)-net hyl am ne, ﬂ [2-(2, 4
di chl or ophenyl ) 40(t ol uene- 4-sul f onyl )ox&2ot - 5-yl ] anine,
[ 4- benzenusul fonyl - 2- (2-, 4 dichl orophenyl ) oxazol - 5- yI]benzyIanine or Q)
[ 4- benzenusul fonyl -2-(2-, 4 dichl orophenyl)oxazol -5-yl]dinmethylamne. -22
_AfI L. A AN@ Ay. AS. A@%f inyenhjoy fprakermazesyeArtgsazonthe Aseref A A af
/ 45dopghUYf | ¥6rbeAYRE abE: &]rﬁaa] @@r]t@ﬁa]ma}f@a}rﬁa]acaui capeakbel Glsaleal 6] cal cal

. fl
IC?tJ]I\/(h:(]al‘gg} \fvr% {aﬁar#iia’?% C%{YJ %;]ﬂ]tc,ogi gg%fcﬂecafﬁﬁf%‘ﬁ?ﬁ\/j ‘&%\4 caV]c
aV] caV] ca] ca;}sﬁ}m.ﬂzs:.a] sanmac}phis@m‘iéa(] cm‘a{hda] @ib]p&@]ssabmadldenr/émi’oxﬁ cpgq
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vegetable o:.ls, benzyl alcohols, alkylene glycols,

polyethylene glycols, glycerol triacetate, gelatin,
carbohydrates such as lactose or starch, magnesium
stearate, talc or petroleum Jjelly. Tablets, pills,
25 coated tablets, capsules, powders, granules, syrups,
juices or drops, in particular, are used for oral
administration, suppositories are used for rectal
administration, solutions, preferably oily or aqueous
solutions, in addition suspensions, emulsions or
30 implants, are used for parenteral administration, and
ointments, creams or powders are used for topical
application. The novel compounds can also be
lyophilized and the 1lyophilizates obtained used, for
example, for the production of injection preparations.
35 The preparations indicated can be sterilized and/or can
contain excipients such as lubricants, preservatives,
stabilizers and/or wetting agents, emulsifiers, salts

for influencing the osmotic pressure, buffer
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is brought into a suitable dose form together with at
least one solid, liquid or semiliquid wvehicle or
excipient and, if appropriate, in combination with one

10 or more other active compound.

The compounds of the formula I and their
physiologically acceptable salts or solvates can be
employed for the control of disorders of the central
nervous system.

15 The substances according to the invention are
as a rule administered here in a dose of preferably
between approximately 1 and 500 mg, in particular
between 5 and 100 mg, per dose unit. The daily dose is
preferably between approximately 0.02 and 10 mg/kg of

20 body weight. The specific dose for each patient,
however, depends on all sorts of factors, for example
on the efficacy of the specific compound employed, on
the age, body weight, general state of health, sex, on
the diet, on the time and route of administration, and

25 on the excretion rate, pharmaceutical combination and
severity of the particular disorder to which the
therapy applies. Oral administration is preferred.

The following examples relate to pharmaceutical
preparations:

30 Example A: Injection vials

A solution of 100 g of an active compound of
the formula I and 5 g of disodium hydrogenphosphate is
adjusted to pH 6.5 in 3 1 of double-distilled water
using 2N hydrochloric acid, sterile-filtered, filled

35 into injection vials, lyophilized under sterile
conditions and aseptically sealed. Each injection vial

contains 5 mg of active compound.
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A mixture of 20 g of an active compound of the

formula I is fused with 100 g of soya lecithin and

1400 g of cocoa butter, poured into moulds and allowed

5 to cool. Each suppository contains 20 mg of active

compound .

Example C: Solution
A solution of 1 g of an active compound of the
10 formula I, 9.38 g of NaH,P04'2 H,O, 28.48 g of Na HPO; 12
H,0 and 0.1 g of benzalkonium chloride in 940 ml of
double-distilled water is prepared. It is adjusted to
pH 6.8, made up to 1 1 and sterilized by irradiation.
This solution can be used in the form of eye drops.
15 Example D: Ointment
500 mg of an active compound of the formula 1
are mixed with 99.5 g of petroleum jelly under aseptic

conditions.

20 Example E: Tablets
A mixture of 1 kg of active compound of the
formula I, 4 kg of lactose, 1.2 kg of potato starch,
0.2 g of talc and 0.1 kg of magnesium stearate is
compressed to give tablets in a customary manner such

25 that each tablet contains 10 mg of active compound.

Example F: Coated tablets
Analogously to Example E, tablets are pressed
and are then ccated in a customary manner with a
30 coating of sucrose, potato starch, talc, tragacanth and

colorant.

Example G: Capsules
2 kg of active compound of the formula I are
35 filled into hard gelatin capsules in a customary manner
such that each capsule contains 20 mg of the active

compound.
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R—N O

R2

in, which

R', R.2 each independently of one another are H, A, -(CH.,)., -Ar or alkenyl having 2 to 6
atoms,

R.' and R.? together are also a mononuclear saturated heterocycle having 1 or 2N, O
and/or S atoms,

Z is CF.3, NO.,, Hal, OH, NH.,, NHA or NA.,,

A is alky] having 1 to 6 C atoms,

Ar is phenyl which is mono- or disubstituted by Z,

Halis F, Cl,Brorl,

nislor2

or a physiologically acceptable salt or solvate thereof.

2. A method for treating a disorder of the central nervous system, comprising administering

an effective amount of a compound of formula I to a patient in need thereof

in, which
R.!, R each independently of one another are H, A, --(CH.,)., --Ar or alkenyl having 2

to 6 atoms,
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and/or S atoms,
ZisH, A, CF.;, NO.,, Hal, OH, NH.,, NHA or NA.,,
A is alkyl having 1 to 6 C atoms,
Ar is phenyl] which is mono- or disubstituted by Z,
Halis F,Cl,Brorl,

nislor2.

3. A method for the treatment of psychoses, schizophrenia, manic depression, depression,
neurological disorders, memory disorders, Parkinson's disease, amyotrophic lateral sclerosis,
Alzheimer's disease, Huntington's disease, bulimia, anorexia nervosa, eating disorders,
compulsive acts or premenstrual syndrome, comprising administering an effective amount of a

compound of formula I to patient in need thereof

Z
| o /
O// N
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O
r—N
\
R2

in, which
R.!, R.2 each independently of one another are H, A, --(CH.,)., --Ar or alkeny] having 2
1o 6 atoms,

R.' and R.? together are also a mononuclear saturated heterocycle having 1 or 2N, O
and/or S atoms,

Z is H, A, CF.3, NO.,, Hal, OH, NH.,, NHA or NA ,,

A is alkyl having 1 to 6 C atoms,

Ar is phenyl which is mono- or disubstituted by Z,

HalisF, Cl, Brorl,

nislor?2.
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4. A pharmaceutical composition, comprising a compound of formula I

Z
| 0
N
S /s
j: \>——Ar
R—N
RZ

in, which

R.', R.? each independently of one another are H, A, --(CH.,).,, --Ar or alkenyl having 2
to 6 atoms,

R.! and R.? together are also a mononuclear saturated heterocycle having 1 or 2 N, O
and/or S atoms,

ZisH, A, CF.;,NO.,, Hal, OH, NH.,, NHA or NA.,,

A is alkyl having 1 to 6 C atoms,

Ar is phenyl which is mono- or disubstituted by Z,

HalisF,Cl, Brorl,

nis1or2

and a pharmaceutically acceptable carrier.

5. A process for the production of a pharmaceutical composition according to claim 4,
comprising bringing a compound of the formula I or one of its physiologically tolerable salts or
solvates into a suitable dose form together with at least one solid, liquid or semiliquid vehicle

or excipient and, optionally, one or more other active compounds.

6. A method for treating a disease mediated by 5-HT6 receptors, comprising administering

an effective amount of a compound of formula I to patient in need thereof

I S—ar

R—N
R2
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and/or S atoms,
Z is H, CF.3;, NO.,, Hal, OH, NH.,, NHA or NA.,,
A is alkyl having 1 to 6 C atoms,
Ar phenyl which is mono- or disubstituted by Z,
HalisF, Cl, Brorl,

nis1or2.
7. A method according to claim 6, comprising administering

a)  dimethyl-[2-phenyl-4-(toluene-4-sulfonyl)oxazol-5-yl]amine,

b)  [2-(2, 4-dichlorophenyl)-4-(toluene-4-sulfonyl)oxazol-5-yl]dimethylamine,
c)  benzyl-[4-(4-chlororbenzenesulfonyl)-2-(2-chlorophenyl)oxazol-5-yl)amine,
d)  4-benzenesulfonyl-2-o-tolyloxazol-5-yl)-methylamine,

e}  benzyl-[2-(2, 4 dichlorophenyl)40(toluene-4-sulfonyl)oxazol-5-yl] amine,

) [4-benzenusulfonyl-2-(2-, 4 dichlorophenyl)oxazol-5-yl]benzylamine, or

g)  [4-benzenusulfonyl-2-(2-, 4 dichlorophenyl)oxazol-5-yl]Jdimethylamine.
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