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7 003 PCT/ EP99/ 09335 Sul fonyl oxazol am nes as therapeutic active conpounds
The invention rel at es to sul fonyl oxazol am nes of the general fornula | Zi
W, O0"S N ~~.--Ar . NORz in which R1l, R2 each independently of one
another are H, WO O@C%EfszAr or al kenyl lhaving 2 to 6 FCTARESS/MRBIHd R2

together are al so a nononucl ear saturated heteroycl e having 1 to 2 N, O

d/ S at ' CR3, N2, Hal, OH OA NH2, NHA or NA2 , Ais
glnky?)rhav?ngn%"‘tléogl%oﬁaéluﬂ‘rﬂ?s %é‘ﬂ'ﬁﬁf*ﬂﬁ‘ﬁ% &SGR eamRaundsst i t ut ed

by Z, Hal is F, Cl, Br or I, nis 1 or 2, or their physiol ggl c_?_lhly t
acceptabl e salts or s therapeutic activ ounds e invention
furtﬁerm)re rel ates 1?84 Egél%%gglgp tﬁ%fgg??onfﬁ é‘(z;lélo LieEe 268 aﬂ%@e@enarual
formul a | a®f Hdveagandxalacdiowmleorpounds. The invention also rel at es™'d

the use gf the sul fonyl oxazol am nes of pharmaceutical preparatio ' mm
control of disorders of the cenéral nervous system I"I‘"Ml E"lm"l

rrrrrrr
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I, *G0000! *
I \>'*Ar
R’“"‘N\
R2
in which
R}, R? each independently of one another are H, A,

-(CH2)n-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 §

atoms,

Z, is H, A, CF3;, NO,, Hal, OH, O©OA, NH;, NHA or
NA,,

15 A is alkyl having 1 to 6 C atoms,
Ar is phenyl which is mono- or di-substituted by
) zZ,
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



" Some conpounds of the general fornula | are known from various eak 0iABR 2003
publications. Thus, the 1 0 ApR Z003 - 2 preparation of the conpounds of
the formula | is described in V. A Chervonyi et al., Ukr. Khim Zh. (Russ.
. BEd. ) 1991, 57(4), 415-418 or V. A Chervonyi et al., Zh. Og. Khim 1988,
24(2), 453-4 corresponding 5 to V. A- Ghervonyi et al., J. Og. Chem USSR
(Engl. transl.) 1988, 24, 401. More detailed publications with respect to
t he pharnacol ogi cal efficacy of the conmpounds of the formula | are not

avai | abl e ipreparpkion afPf. theTheompoundsonohasthasefioonuise bbjest of
finding novgbsusehel phapeiti es of cdhemylioxazol api nes,yin, paghigul ar

t hose which confirmthe conpounds to be therapeutic_active conpounds and/ or
can | ead toZBhéRUSE- ofEd-pe 15"’@’%0@7640&2045%‘?412% 8% V5 thherEhRINPRYHcti ve
conpounds aad/ gl .t 0 zikhe cpigRdwatinn 1FseharMEreutiTal4 EEPeESbdng |t has
been found that the copmpounds.of the formula | and their pharmaco| ogically
active alt&%sdrprisi ﬁggy"ﬁa\\fé £eficti Ve %9 ni thePor W6 Pt ecept or s,
t oget her wi thagsetd)t abesabizld,t v.01Thesorex kidrai 1ed st cgoivrsd iwits 5- HT6
agoni stic actions, 5-HI6 receptors forrria subf am I%of 5-HT receptors. The
neur ot r ansnt EFBPCE. hyd? ox TPy pt BREFEZ¢ 8L PS4l s STEGATYas 8&rot'difn) is an
i nportant 2bompguhdti ngf neheotfeumnid t &r dre t hetbraaram lathlicseiactiloms are
assi st ed by%%iI;%”LLX of receptors which, at the current |evel of know edge,
contain 13 prot eirncoupl ed receptors and an ion channel. The greatest

densit Yy ®f the serofbfi niBVARE13D r wéept daseich e B n akjgBundef n t he

gl factory tgpﬁaggg, [ nht hesaucl eus algggfp?gns, anggg,e%tt&ie%t urrP i he
entate gyrus_and [n the_CAl-3 regions of the hippocanpus. Thesg, regions
are invol veﬁu%goﬁy SrereLPRINERY egf‘ Pﬁrﬁé")?&‘ﬁi"%trti SGi g’@?‘cfé’i‘ LUHIF™s, for
exanpl e, 35tRehtanpbuAdsater bédeptrssipeut iMreiare ddmpcurddovahd fem ani mal
experinents_that.th dm nistration of 5-HT6 tisense_oligonuclotides
causes a befiavi o%%%f? (’s%)?nd}:éﬁe L\}\?l'iL'chogort‘r}:%eesp?e’)lrll go?%f?ﬁ%lzoo?ﬂﬁ%%ﬁm‘?hse
APR 2003 - B8hezgpausis. a@iritveer gonpouhgperady/iow tyo othehewwhartiimr gi ¢
neur otransnbgtﬁflﬁgﬁg{:%m%gﬁc L-2pRPLeNbAs(dopam ne hypot hesis of

schi zophrenit a)”1s pat hophysiofogically confirnmed. However, disfunctions 5
of the dopani ne sysL&mhaf vRPEBUSIP¢hds thRtdebhes Siswavads heén the
denonstrat edoymlat he eghabl tisded OphahedSBddVEd V1neviedt S-her apgdd cs whi ch
are enployed in clinical practice for.the, treatnent E;‘ tll}ese n’iﬁ'ﬁp atric

di sorders, S“FBF3E REMBer B8 eovEr BFHTCTD90 BRETBIEFE F&&eptdrilorhe

at ypi cal0 neueokppbrss (eogptldmwzapihk) aguwbad hetblecybliildctgnt i dBpryessant s
(e. g. amtplptylineg) y | d.hete,i ! r ver, it was
found in anlékrrg%%!‘ékpgrF@n?gﬁa?ﬁggg??ga??o%swtbﬁa%l@ﬁgi?e%%%/fp%?g'i n the
brain 15 control chérHE8r grecPEPEer arkfi%sidn. SEhdaMALYr giods &rd1®npl oyed
i n di sorder gevehhofBNOr yriH St HelaBeesnsmebras, fmpxadBhe vy aiaider' s

di sease. For _these reasons, it can be concluded that there is an

nvol verent (8rHThe SAHFE r KBEHPor 3Fn Z6TRESEHPAL e afth nAd ARl

di sorh@rss suepudatripgehenabkyansmitzephienithe depriessiwiosendaddidres ner' s.
The conpoun of a .theif- p j Lcal.l.y.,accept e salts
are theref oggesﬁ%%%e%gﬂ¥hegr ag‘gﬂf‘itlg %ﬁigéé%g%g%ng‘g—l?&' d?gora%leers of the
25 central Aervens syevem The keepbedae, ofceneaiwrmid a G amptdigi+

physi ol ogi cabl,y18qcenteptersabhq oh $6hvehgsnaie particularly suitable for
the treatnment of psychoses, schi zgiohre_ni a, manic depression ( Rot h et

B. L.

al ., J. Pharmacol. ERP. Frertesgoflensidy 1963- the0)Semotdeih eskithf (D. R
Si bl ey 3 akecepbbrsPhonnmaene. BEHAn 43 3FPEnd?7)in NnedHe| agifeddtdihsorders
(A. Bourson e# al J. Ptggr macoll. Exp. THS. 1995, ¢ 74, 17.3-t180),. menory
di sorders, 2% ﬁFﬁ%Sn' S [T - gHﬁoFFSbl PE Pt dFalt e IS dd $MalZhei mer' s
di sease, Hubhenglemtata5 glirsmasenfA. id. t3eei gl-8t akgjiohleurof r arssm ssi ons
1995, 11, 1p9hooBuhilla. 1ADGCEXLA;BALYAsE 90yRh0RG 431 I Gllsanders,
conmpul si ve ac or pr énmenstru syndi one.

extent in psychiatric disorders such as, for example,

1 G

35 schizophrenia or depression. Moreover, it is known from
animal experiments that the administration of 5-HT6
antisense oligonucleotides causes a behavioural

syndrome which corresponds to that of dopamine



"1 0 APR 2003 - 4 The invention relates to the conpounds of the f orynpl g?‘{éﬂ
or their physiologically acceptable salts or solvates as therapeutl C %
conpounds. The invention relates to the use of conpounds 5 of the fornula I
- or their physiologically acceptable s_al:%s_ or solvates as therapeutic active

conpounds. The invention furthernore refates to the use of conpounds of the
formula | or their physiologically acceptable salts or solvates as

t herapeutic L 10 Corﬂ%ﬂ_‘%aﬁ di sor entr ner S
system Sol vgtggéls 01"S t he conpounds of' the %érﬁ%t# undglﬁfstoofi‘?llé

meani ng adddepeaminergdct Behvehransmethpss $YsSteme @@méghelgmhrteneaf ornmul a
|, which argq dfoﬁ%gg_gleon acgrppptnetithei r gutual JoyiceRfrAildHactiong 15

Sol vates are or exanpl e, nono- or dihydrates or al cCohqgl ates. For all
radi cal s whPalthepbYis 195108 i1Rad Yon€ontdaardas, HPWEVE anpP¥SLRNCELORS ds true

that their @ammscaapgmmee@%%ﬂt of oneianst rfefrmSZOOﬂbaépraaglaﬁl ow, the
radi cal s an?}(:51 arangters R% g Eg%e t meani n dicated in the
fornul ae | PehRot ?‘B?%%Eﬁ/ at th se SSLR I"’ré°‘ ve®For mul ae,
A is al kyl, all$e|rlnlaQaJvtey hieanahethepadetitscd wm&h m@‘ esapl ¢y dd 2n 3 or 4,
C 25 atonms. A.i s preferabl et hyl., _fur r no pra yI, ut
i sobutyl, s&IBGEA or F@F%é 156t yI T9Fn ac%g%tl o% a so p(‘a:ntyPE tp’ or

3- net hyl but pls)ych,lht,rll: ﬁl@r@@,dlmeihygsrmyberl n&tl‘rgdmdyin@r thexyl

oYL Af PR culanky peetstoed A AdiGptcd Reelenablrl Ik g2 of

3- but eny i"Sobuten , Sec- utenyl In addition is 8nteny|
i sopent eny! CleZ@pH@ﬁénylan% |5he | st’ﬁa‘il"F%HF ar??tb‘ﬁ@?é??%@nf—%r éPk@nyI A=r

i's preferablam&&%)tk;%leqhnia mnarencmoaédimféstmt waed iRY1 14 Where Z can
be H A CF3, N02

%—m 0(5 : |s t herefore gﬁef erabl y
phenyl, o-, m or pHOERPVSFenytt B’as oyr lE‘ttﬁﬂ yF¥PErimen
1 0 APR 2003nve&t1|@ra(t|&)dnpshermiat 0-5- msorrpcepoplrepyllphewlhe Obralim oOr

ptert- bféylgg t%ll choylnéygﬂ%éﬂgdy) s1orfn éﬁollnerglcs are

pN, N—dlmsthylamno hen 0-,” m or p- rope
p- hydr oxyph@ngplloy@—d :m djrsqﬁdmsqumem@mrb dl%twme%Sesmhyphenyl o-,

m, p-trifl ‘f%rxo'&rawl%he@ilzheqmerms Qi Rfgldior ophenyl, o-, m or
hl or ophenyl, o-, _m or rom)phen |, furtherm)re preferably 3-, 2 4-

p-C
2,5-, 2,6-, 3,4 or @,rS-El . 3t3.cap fe gomclusiegl " thag

3, 5- dlhydrOX&@h@ﬂyhs Zaa-,lﬂvéiyeﬁQnE 5of 2the, 8- ﬁTGOrracﬁpdbflthophenyl,
2, 3-

3,4

3,

or_3,5:f ophgnyl : 2,6-,
- orz% SP&’YB:P f)renyl ang 3_ne1§r "l:%{ ; Ofd{:.erf SuC%
5- di net hopyﬁf@nqaﬂolyl?h@mmwhr@mp- rréte@pe;sﬁenyxl ang- Adrthsmegﬁlsor ophenyl :
p- bromophenyl , p- W%@Y@Eﬁlﬁdnn@s 2,4di chl or ophenyd 5 | St Paghhcul gkl ¥

preferred for Ar. In - -Ar, Ar has one of the referred neani ngs
i ndi cat ed b&H¥ERARGL l?/e aﬁ"@&’d’—aﬁ%e‘l H1ts Pehperetouet FRyFable
preferred fes -{kERPIPedic 2@dddlve Scopmpbanadl ¥ o U@isﬁfdeﬁb| &Jfi Nngher
bromye, . Z is A, CE3, NO2 I QA, NH2, .NHA or .NA2_. where and Hal
have on%5 of Cteﬁlé:rﬁrlef%eﬁyeodlsrre%ﬁﬁ%ﬂ' %?CgPE‘HOBBPSr é’ﬁant € HOMBYHY é
chl ori ne, beodi ntheirr 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.



" 25 nmethoxy is particularly preferred for Z. n is preferably 1 or 2,0 APR 2003
particularly preferably 1. RL and R2 are, independently of one another, H,
A -(CH2)n-Ar or alkenyl having 2 to 6 C atons, where A 30 Ar, al kenyl and
n have one of the preferred or particularly preferred meani ngs i ndi cat ed
beforehand. In addition, Rl and R2 togéther are al so a nononucl ear

saturat ed heteroCycIe havrng 1to2 N O and/or S atons. 3 5 Rl and R2
together are preferably .tetrahydro- -3-fury 1, 3-di oxgl an-4-y
tetrahydr0-2- or -BQ%?eﬁ§Wenf1°n2 a%@%yFPmﬁhﬁnﬁ?mp?%? %h?énfh@ - 201
-4-im dazol Foxmhi e r ahydo-their 3ph}b$1®ﬂe@§/d§&2biryhceeptéerABBlZGOS’or 6 1-,

2-, 3- or 4-pjiperidin per hydroazepi nyl, 2-, 3- or
4- nDrpholrn ?i %??a%%d?%eﬁapeu%lco?CEﬁV% Famyeyn % 4- di oxanyl ,
1, 3di oxan- 2-, -4- JrhebSiymventtiéxahyklnaties £8- thre -ds® pyiricdmp’cn;ﬁds

hexahydro 1? g%e: forIHQ m% pg%i ’Pdé[’]:y' R }oloéf.ggﬁ.lg @éjceﬁ%z

1- Plperldlny I~ 4norpho I's particu rred for
toget her. Feorltheosubpbrates @hethevemembnc @¢t;%e QQmp¢mm®®eut|c active

conpounds of the fof‘}rrré”9n47eHE:L5Hefﬁr@ﬂ¥§fu8k99?:%§5|t¥sa%gech%blu.%esadfS or

sol vates, of the use of_ the conpounds or mul or therr
physi ol ogi caPmyoReeptdb| Eheal £rBrlaolly afss BReihemipEqloH@F MY

conpounds ofc&éptdiel ®r ogTts ono Ol $oikka A NEE eWHGApdUERAr &ldtanr,d or the
treat t of disor :#3 of the entra% tEr;%rvous s% tem in particular those
conpountds ofPTREUTT ntiPh F1 298P B i PCRTEh BETYRES tSHREEBS t he

radi cal s nentioned $abvanes obft hkepreehgrawedisoropathe cibamhyaprefsre ed

neanrngsrrmkééggg %? ahqve. mgg '*ﬁéﬁééﬁkgro%ﬁs of%gggpoggge can be

expressed by oW n 0 lc correspond1 o the
formul a | areleeules chotlf era@mmwmydﬁﬁoﬁkﬁhﬂrbedmuhagieaM@nCheamd have

the nmeani ngrdRpbgabadacrolie fod M4 | m@%ainf%b% gD ﬁr&ﬂaet%rﬁnd R2 irk

each case i ndependent|ly of one another are H, enyl
havi ng 12 t CB DR LEN PRI %?‘Fﬂz]“ﬂ@r n HJ1rul L4 tddée‘tddfér €& e O30

pi peridi nylglcoHoDathER 2003 Z ~0 'S NO ~~--Ar HN (CH"QCA Ib or
For all radicals which occur more than once,
such as, for example, Z, it holds true that their
meanings are independent of one another.
20 Above and below, the radicals and parameters R?,
R?>, Z and n have the meanings indicated in the formulae
I to VI, if not expressly stated otherwise.
In the above formulae, A is alkyl, is linear or
branched, and has 1 to 6, preferably 1, 2, 3 or 4, C
) 25 atoms. A 1is preferably methyl, furthermore ethyl,
propyl, butyl, isobutyl, sec-butyl or tert-butyl, in
addition also pentyl, 1-, 2- or 3-methylbutyl, 1,1-,
1,2- or 2,2-dimethylpropyl, l-ethylpropyl or hexyl.
Methyl is particularly preferred.

30 Alkenyl is preferably allyl, 2- or 3-butenyl,
isobutenyl, sec-butenyl, in addition is preferably
4-pentenyl, isopentenyl or 5-hexenyl. Allyl is

particularly preferred for alkenyl.
Ar 1is preferably phenyl which is mono- or
35 disubstituted by 7, where Z can be H, A, CF;, NO,, Hal,
OH, OA, NH;, NHA or NA,.
Ar is therefore preferably phenyl, o-, m- or p-

methylphenyl, o-, m- or p-ethylphenyl, o-, m- or p-



“5inlc RlL and R2 in formula | together are 4norpholinyl; Z i_ So M (-APR 7303
~NO~"J Ilc 10 The foll ow ng conmpounds of the fornulae la, Ib and Ic are
particularly preferred for use according to Claim1:
- di met hyl -[ 2- phenyl - 4- (t ol uene- 4-sul f onyl ) oxazol -5-yl ] 15 ani ne;
[ 2- (2, 4-di chl orophenyl ) - 4-(t ol uene- 4-s09 fonyl ) oxazol - 5yl ] di net hyl am ne;
benzyl -[ 2- (2, 4-di chl or ophenyl ) - 4- (t ol uene- 4-sul f onyl ) oxazol -5-yl ] am ne; 20
met hyl - [ 4- (tol uene-4-sul fonyl)-2-p-tolyl oxazol - 5-yl | am ne;
benzyl - [ 4. ( FECRVORBEENdendsul Fomfls -5 YRR R Srbny P bx3zoPESRYI ] ani ne:
1 0 APR 2003 erd - bityieheayds uld-gnyt~ Zoimp-ehnyd mo@kzehy b, yby bemzybanpre;
[4-(4-chlor 0. - 2-p-1.0l yl oxazol - 5=yl ]1__di I ne; _
(4- benzenes@?%gﬁgﬁ‘%%%glt%%ﬁﬁog%ae% Il-’S-Jf/I ) me hy?gmﬂnerg'?&mgm' o7
benzyl - [ 4- ( #-chbor pbbudenasnheonyl ) -2-.( 2mchloat aptieetshgxwekenyb- yPram ne;
[4-Dbenzepesyl f '-2-§ﬁ 458hehler orhenyt) oxazels 31ublBRAZXLAEhEs, 1
[ 4- benze%esm fgc%yyl I-)Z-e 2;04¥gi cﬂ#ofophenyl )'oxgzol -15-yl 10 di %e?‘ﬁyl gm"ne;
[ 4- benzenesgi-fomyl - (2-LHIFHWIIRIA ) oxaz o= 5051 P-ERABYRPRERY he; O~/
1-[2- (2, 4- digghlgr q_:pfl%%c)zpﬁergﬁp,' ugnecHesit FO Nyt pxaZel v 52 yB1 pi penidi ne; 15
1-[ 4- benzenesul f onyl - 2- ( 34- I chl oro heEyI 23)(6552? I -S}yl ] piperi di ne;
1-[ 4- benzen@sél”f'onél'-62J(2- cﬁTor%hearrgrﬂ') ¥ q’&ﬁ’] Diperirdine; ¢4~
4-[ 4- (tol uenes4-,subf enyl )3 2 p- bel yi pxaddhy8rykyZRenipl phdl,ine; 2,4-,
4-[4- (4;chl ar ebenzgnesul fonyl ) - 2- p-t ol yl.axazol - 5-yl ]. nmorpholing; ,_
4-[4-(4:-L§hl 8- 3banséndaul f n¥| ) - phgé%yldol)%zuo?{%o%%Jl’ A4,
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 -(CHy)p,-Ar, Ar has one of the preferred
meanings indicated beforehand, where n can be 1 or 2.
Benzyl is particularly preferred for - (CHy),-Ar.
20 Hal is preferably fluorine, chlorine or
bromine.
Z is H, A, CFi, NO,, Hal, OH, OA, 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 -(CHy)n-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,



" nor phol i ne; '25 4-[4- (4-benzenesul fonyl) - 2- (4- br onophenyl ) oxazol - ﬁ@l
nor phol i ne; 4-[4-(4-benzenesul fonyl)-2-mtolyl oxazol -5-yl ] mor phol i APR 7003
4-[ 4- (4- benzenesul fonyl ) - 2- (4- met hoxyphenyl ) oxazol -5 30 yl ] norphol i ne;

- 4-[ 4- (4-benzenesul fonyl ) - 2- phenyl oxazol - 5-yl ] nor phol i ne;

al | yl - (4- benzenesul f onyl - 2- phenyl oxazol 5=yl ) ani ne;

4-[ 4- benzenesul fonyl - 2- ( 2- chlorophenyl)oxazol 5- yI]35 nor phol i ne;

(4- benzenesyl f onyl - 2- phenyl oxazol i yl a

(4-benzenesgrﬁonyb folyﬁﬁ&azélf% &ﬁ%%ghyla Tne: 271 03ASR 9603 - 9
benzyl - [ 2- phemﬂrh&dﬁnﬂzapnhyﬂ sulfdnyl)oxazol-Scyi]anmnmoapﬁollnyl

benzyl - [4(to|uene fonylL)-2-mto onaz In.relation to
formula Ia, gafhal(fovmlﬂng k% wn 80@0%'}"/%%r e ’pre f&e{]&:&aglly“:lu% a§

therapeuticdaWaIJe?corrpomdsor -5-yl, hexahydro-1-, -3- or -4-

di net hyl t ol I I 5-

[|2m(92 A d| cﬁ?;o}rq@éh 4‘9*(1)0 H%?%ng%g Zogﬁl.%%ﬁslz?%xaz&o%] 31 ?&n@tgﬁyflgm ne;
benzyl - [ 2- ( 2x4- cﬁ'c:hl ofophefy| PRiFeslazdme l4- sul {R¥geY] Janol 509| ] 4mi ne; 15
met hyl - [ 4- (4 4efea-i4naul fiany areieuwky owe&y&]aﬂwea and R?

benzyl - [ 4- (4- chI or obenzenesu fonyl) - - di chl or ophenyl ) oxazol - 5-yl ] anm ne
; (4- benzenéﬁﬂeft@rﬁfl -2-mtolyl oxazol -5 yl ) benzyl am ne; 20

[ 4- (4-chl orobenzenestdrf OMiHE - Zsybiadtyl oxpzothS- yihdéneiby| anbpe; the

(4- bean: esul fo -,0- toI | oxazol - 5-

benzyl - (ZFh(,ar’ﬂ A e ]u‘ﬁ o%?rﬂ?o‘éx‘%‘%ng% %&%gr#ﬂ'é)rﬁﬂl‘)lﬁaao?r tBBEAni ne; 25
[ 4- benzeneswmmnyalloz__frl(calzlydl ahl:epbphéaylsa)l(taaobIS gblbebey] amfnethe

al lyl-(4-be ne a 5¢ .
(4-behzenesul fonyl - ZOJ}ﬁen%%&gﬂz%}&% Zc%dl rr%t a%ﬁ%lea 1 or their
(4- benzenesmhﬁ’m;ﬂlﬂzl—lrﬂatl&yyl 0REEEPLBDYE) di ﬁ@lh?l arfithe: sgdvates as

benzyl - [ 2- p&@ié&lap‘éu(th@ Qﬂﬂ@r\f’e S@éﬁ@@&:ﬁ&l@xazobﬁﬂld %&dtﬁ;ctlon of a

benzyl - £}4 (tol uene-4 nyI%q -mtol yl oxazol - @é‘) am ne;
[ 4- benzenes &) ce}‘t(lfai di B FBFGBﬁéﬁ 1) 0k3Zol y [SFERFEERH anPie and
[ 4- benzenesdifsorder?- (& ctiher ophenyll) ocazohrsS-gutd thinmet hy | pardgécular

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

in Ia R! and R? in each case independently of one
another are H, A, -(CH;),-Ar or alkenyl having 2
to 6 C atoms;

inIb R' and R?® in formula I together are 1-

30 piperidinyl;



"1 0°APR 2003 - 10 In relation to formula Ib, the follow ng known conpounds
are preferred for use as therapeutic active compounds: 5 10 APR 2003
1-[2-(2, 4-di chl orophenyl ) -4-(tol uene-4-sul fonyl ) oxazol - 5-yl ] pi peri di ne;

- 1-[ 4- benzenesul fonyl - 2- (2, 4-di chl or ophenyl ) oxazol - 5yl ] pi peri di ne and

1-[ 4- benzenesul f onyl - 2- ( 2- chl or ophenyl Yoxazol -5-yl ] 10 piperidine. In
relation to formula Ic, the foll ow ng known conpounds are preferred for use
as therapeutic active conpounds: 1

xazol - 5-yl ] nmor phol i ne;

t ol yl oxazol - 5-yl ] nor phol i ne;
pheny oxazol - 5-yl ] 20 nor phol i ne;
henyl ) oxazol - 5yl ] nor phol i ne;
zolN5S-yl ] nor phol i ne; 25
ox\zol-5-yl]nDrphoIine;

4-[ 4- (4-chl or obenzenesul f onyl
4-[ 4- (4-chl orobenzenesul f onyl
-[ 4- (4- benzenesul fonyl ) - 2- (4™
-[ 4- (4- benzenesul fonyl)-2-mtolyl g
-[ 4- benzenesul f onyl - 2- ( 2- chl or op@eny
-[4- (4- benzenesul fonyl) - 2- (4- met hoxyghen oﬁﬁzoI-SyI]nDrpholine and
-[4- (4-benzenesul fonyl ) - 2- pheny|,0x ©-yl 130 norpholine. The invention
urthernore relates to the use of' t'Re foll owi ng conpounds, selected from
he group a) dinethyl-[2-phenyl -4-(tlol uene-4-sul fonyl ) oxazol -5yl ]am ne, 35
b) [2-(2, 4-dichl orophenyl)-4-(tol uer(GHQ),sQAf onyl ) oxazol - 5-yl ] di met hyl am ne,
c) benzyl - (4-(4-chl orobenzenesul fonyl)-2-(2 chl orgphenyl)oxazol -5-yl]am ne,
1 0 ASR ?003 - 11 d) (4-benzenesul fonyl-2-0-tol yl'oxazol -5-yl) net hyl am ne,
e) benzyl-[2-(2, 4-di chl orophenyl)-4-(tol uene-4sul f onyl ) oxazol -5-yl]am ne, 5
f) [4-benzenesul fonyl -2-(2, 4-di chl or ophenyl ) oxazol - 5yl | benzyl am ne, Q)
[ 4- benzenesul f onyl - 2- (2, 4-di chl or ophenyl ) oxazol - 5yl ] di met hyl am ne, or one
of their ph9%iologically acceptable salts or 10 sol vates as therapeutic
active gonpounds agai nst disorders of the central nervous system The
conpounds of the foryul a are general | ommey ci al |y _obt ai nabl e or can be
synt hesi zed'Bctor di Rg t%n%hekfoIFBMA é”%?ﬁfheé%s Eeﬂéﬁgeffoﬁrﬁhi§gbf. V. A
morpholinyl;

4
4
4
4
4
f

t

Z

o

t/

gS, N

“ L yw

r/“\N (6]

O\V/J 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-
yvl]dimethylamine;
benzyl-[2-(2,4-dichlorophenyl) -4- (toluene-4-sulfonyl) -
oxazol-5-yllamine;
20 methyl-[4-(toluene-4-sulfonyl)-2-p-tolyloxazol-5-ylj-
amine;
benzyl-[4-(4-chlorobenzenesulfonyl)-2-(2,4-

dichlorophenyl)oxazol-5-yl]amine;



"15 Chervonyi et al., Ukr. Khim Zh. (Russ. Ed.) 1991, 57(4), 415-4&8 gr V.
A. Chervonyi et al., Zh. Og. Khim 1988, 24(2)) 453-4 correspond? gAP 3005,
A. Chervonyi et al., J. Og. Chem USSR (Engl. transl.) 1988, 24, 401). 1
-0 AR ?003 Synthesis schene: - 12 OC C pll ~NHAr zC HOOHII1 ~ C
Ar C Cl +S0Clz OCI IVA/ '"NC +180D NVHCO G ZZWV OO0OSO0+
HNR~R2 VI | Ar~-NI C HZ SONI ~~Ar R.- ; ORz 1 0 APR 2003 - 13 In

c
t he synt hesi chene sh bef Qr ehan the starti mat er.i al. of the formul a
Il is react ég' Pﬁef’ﬁisb‘ﬁr}gﬁé?‘é’jé ’éﬁ%o{j‘gl&ﬁ?@ohﬁé' SFY 1P D he react i on
wi t h thi onyl 4elilerhderabenzehecsqlcnniy ) w2-p-tthd ydodannls S5syllfli-nat e of t he
formula V g%gerghe g&n%[yl vinyl sulfone of the formula VI, which cyclizes
0

to give the st H@Foxazdlanines of the formula | by reaction with an am ne
of the formikabenkzenesuilifionydodnectiodylordaeoduldstyilt) ety laming; R1 and Rz
of the formyl _ta VLo YR ernednQ YR (oG Al bR nred
neaning§9agBF%5&gandYéeF%$gE§n%P ?ﬁe suita Ig reéctionogbn Fﬁ&gas of the
reacti ons memezoded-vAdRMLRE /synt hesis scheme are known fromthe references

V. A Cher i —oKhi - : 9k, 4),
415- 418 orvggykeﬁ%ﬁg%53%§FH§? §|h?q§h§§8§g?rﬁginny%ggg%zgg(g)?§£§324

correspondiﬁ@nﬁ81vmiR?7Chervonyi et al., J. Og. Chem USSR (Engl. transl.)
1988, 24, 4Q%1-pehzkhemulirangdr-d-war, ks dsed oadphldly 16XxaeRoe - SHeulen- Wyl
Met hodeﬁ der_.or ggnll‘sichengo Chem e [ Met hods of Organic Chem stry],
Geor g- ThY enEvBFTRY 128 M gart. In this case, use can al so be made of
vari ant s whildhbeneekeswi fpay lse - (Buthiotropienydnekazerle Si-yldreat er detail .
A base of t@ﬁmk%hgﬂk%iheQQH be converted into 25 the associated acid
addition salt using an acid, for exanple by reaction_of equivalent anmounts
of the baseland-dR.éheéighilerophgnyilnedt ($ollvere-duchlderethanol and
subsequent evapenati-9n)pipertibiisie;eaction, suitable acids are in particular
t hose which yielg )
15 1~ [4-benzenesulfonyl-2-(2,4-dichlorophenyl)oxazol-5-
yllpiperidine;
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-y1]-

\ morpholine;

) 25 4-[4-(4-benzenesulfonyl)-2- (4-bromophenyl)oxazol-5-yl]-
morpholine;
4-[4- (4-benzenesulfonyl)-2-m-tolyloxazol-5-yl]-
morpholine;
4-[4-(4-benzenesulfonyl) -2~ (4-methoxyphenyl)oxazol-5-

30 yl]lmorpholine;
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-yl1]-

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

(4-benzenesulfonyl-2-m-tolyloxazol-5-yl)dimethylamine;



30 physiologically acceptable salts. Thus inorganic acids can be HPEAPR 26039-
sulfuric acid, nitric acid, hydrohalic acids such as hydrochloric acid or
hydr obrom ¢ aci d, phosphoric acids such as orthophosphoric acid, sulfamc
-acid, in addition 35 organic acids, in particular aliphatic, alicyclic,
aral i phatic, aromatic or heterocyclic nmbno- or pol ybasic carboxylic,
sulfonic or sulfuric acids, e.g. formc acid, acetic acid, propionic acid,

pi valic acid, < 32 =4 R 7003 - 14 di et hyl ti-G _acid. nalgnic acid,
succi ni ¢ ac%&,nzgilmglzi ghae@iyé, qf u(r%g)gliu(':3 n%c%d%r%&fégﬁlé 051%2%{1 Irggé’t(iir]c aci d,
tartaric aciathinealand acid, citric acid, gluconic acid, ascorbic acid,
ni cotinic agid, J.Sqni GQti0iC AacGi | ane-. Qr |_f-oQj.G _aci d,
p-t ol uenesu%fe%r%ﬁ}cl ;{% 3% %gﬁr?ﬁeh% %’H&%ﬁﬂar%d md%é’l}s;flgﬁc%%%gcisd?%r | auryl
sul furic aciathingalts with physi ol ogi cal | y unacceptabl e acids, e.g.
picrates; can be useq fxfglatt!li‘odfi igééagb%u@adlxw, Rd {681 6Rh@F khBEn

conpounds of the fornula I. i nding of the conpounds of the formula
| to 5-HT6 CORDPUESS \@ice dBrefRFRed £94 orfowds ThexArRittifcedctdvBe test ed
wer e di ssol wghddnedsO at a concentration of 1 mMand diluted to the
desired concentrations (0.1 nMto 10 (,tM using test buffer 15 (20 mM
HEPES, 0.1~ ascorbic acid, adjusted to pH 7.4 using NaOH). 20 ~.| of the
respective subgitanqe [26iplicngn -ver(e olueneatdedudlf o3yt ) bekazblR6uy 1i-t h 80 ~1
of 3H Ic_ﬂg) sol uti on (TRK-1041, Amersham Pharnacia, Freiburg, spec. 20 act.
80- 90 MV 'nM in the batch) and 100 ~1 of menbrane suspension (5-HT6
receptors, RB-HS6 4-Bictrlerdpheolyddnd - (25-13@ney dofsudrionyiln oxakled ~Seact i on

m xture was  fqiql 4 GFB filters (Watman) whi ch had been

pretreat ed 'lt]#lg{e%%@%&ggh%g ol yet hyl enei mi ne solution 25 for 1 hour. The
filters wer ®epgafed 23 i Aol rorhienytl ) rdst( tipdreae - 4rge lfiorydr s (sic)
transferred gy Z91nisvvaliammnd; after addition of Utim Gold (Packard,

Frankfurt), the radioactivit ) termined in l.i quid.scintillation
count erigThé“eé(\?‘é’lngrt%% O&Wr‘?/ecgg's?g%&é‘ygb Ti ﬁﬁ"it(??ry g‘a&i’}r’ i%e'éfrléﬁt by means
of 1 n-house aariegr;ans in RS1 (BBN Software Corporation). The conpounds of
the fornul a,| e & _sel _egti fini f HT6 egept: Vi ng an

nhi bi 1§ on STasAR Y g?o%gﬁlo?ég’?%%tzﬁ%ﬁ%‘lf%%ﬁ? R Ak s o

f urt her nor e pheinatld ©xe@ KA ~ivdd agfinehie conpounds of the general formula |
for the pr ocktaatae%é?feﬁlnz%w@ewt@a&lm&%rlatsl-gq ) behz¢aRkkell;i ng _

di sorders of the central nervous _system 1 0_AR 2003 _- _15__The invention
further #Bre el &R 0F e 258€ 3 Logxgd ara®-sr Wle*geRdrar Yidrnul a | for

t he product iddmedhya aptisvgyaceuti cal preparation for the treatnent of

psychoses, schizophreni a, i_c,_depr i.Qn, depressiaon ral ogi cal
di sorders, 4m])ore3%pz ST grog]?'rngr%%ggifisog{%izggagesazmnyggﬂloSﬁ\lqglel’at er al
sclerosi s, ANenilmdri-dl ddickdgrebepnenesyldony ldi-Sedge chdgiromhgnyanor exi a
nervosa or Qhhelsieating iis@;ders, conpul sive acts or prenenstrual
syndrprre. 10 The invéntion furthernore relates to pharnmaceuti cal

pr epar af ? ond 4-&enasResyiony lor ~dids Gr e 16F oPhenydn P82 Odervddd “syst em
conpri si ng alerB8asmieze conpound of the fornula | or one of its

physi ol ogi cal.l.y accept abl e sal.ts or sol yates. 15 These.preparations can be
used as phaﬁ?ﬁ%’éﬁt(i‘lc' eglzieﬁl%f]%f?né'rl e X‘r’alnﬁ’;lpffaﬁé) ig’i X&Baﬁ‘g‘gﬁ'bl e vehicl es
are organi c (e-dHemoregeesiud fomyst-@npéenytlioxa zale Ssyil) dimethylamineral (e. g.
oral). of PARYS A AUU-RA-BLEOR 160068 5204 kiakk a0 aRd a9 20 not
react with the novel conpounds, for exXanple water, vegetable olls, benzyl
al cohol 80 abgnzere [@phsny 1 dol (relmemend -guldeny 1) grgeedol -tiilacet at e,

gel atin, carfaghydrates such as | actose or starch, magnesium stearate, talc
or petroleumjelly. Tablets, pills, 25 ated tabl ets, capsul es, powders,
gr anul es, S)H‘%’ﬁ@’,l_j[&i_dé%) PGSty ridci-&PlYarEags d%f‘g ﬁ6r al

adm ni strat ia@inesuppositories are used for rectal admnistration,

sol utions, preferably oi.ly or, agueoys saolutions, in.additi.on suspensions,
enul si ons Oﬂ%gqqﬁréﬁtusl,f\{:&y&-és—gg.?(gﬁ kﬁé’r‘ftogi’gpyrai&ﬁixﬁiz&lr'gfi on, and

oi nt nen3s, orldaimerthylemwderes aande used for topical application. The novel
conmpounds can, _ I J1_zed ,a iy L s =0btai_ned used, for
exanpl e, foﬁQ‘lt ?ee%%regl uc :%%nplvolfz?i ﬂjze%?ﬁltgg%gbéglgjri&to%%tgﬁ gS%‘ﬁe pr epar ations
i ndi cat ed catimsdhwtlamiinezed and/ or can contain excipients such as

| ubricants, preservatives, stabilizers and/or wetting agents) enulsifiers,
salts for influencing the osnotic pressure, buffer



"~ 0'a~~ z003 - 16 substances, colorants, flavourings and/or ot hen OaA:iji?ﬂﬁ%
conpounds, e.g. one or nore vitamns. The invention also relates to a
process for the production of these pharnaceutical preparations, which 5 is
- characterized in that a conpound of the fornula I or one of its
physiologically tolerable salts or solMates is brought into a suitable dose
formtogether with at | east one solid, liquid or semliquid vehicle or
excipient and, if appropriate, in conbination with 10 .or re other
active compound. Thggcﬁ BhhEE &P t W‘gr%fg' I thﬁd%t%ﬁ'éior”"lﬁ’ﬁ’yg?r&?%i cally
accept abl e sahpsuds Sakeat@eftarrde €opl ayrd 49r theeapentiel aftiksorders
of the central neryous system 15 The substances according to the invention

are as a r f¥"RUATs5tered here in a dose of pref erably between
approximately 1 and 500 ng, in particular between 5 and 100 ngy, per dose

of 20" bidy el Ghi2 Fre SpRF e AE L o PR PR S D or “Oependson

all sorts ofxdzelorsylimipexddphe; on the efficacy of the specific conpound

enpl oyed, Of_Ebﬁp@ﬂfen@wyfwghb;g?ysa%h%@&ﬁhgxfl%gﬁ@&w@ls?L on the

diet, on the tine and route_of admnistration, ‘and on the excretion
rate, phar nmaEERiPeEidERRiRati on and severity of the particular disorder to

whi ch the therapyespehé£sl £ &gl - 2dm néslsBbHbRENY B) PxLL61 L8y 1 The fol | owi ng
exanples rel ate t(gjflg)har maceut| cal preparations: 30 Exan~le A: Injection
vial s AlsolRAPSH 900 g of an active conmpound of the formula | and 5 g of
di sodi um hydr ogenphnsphaletisnadjousicadntlea pt 6. bhen £311cefindoWri@erdi stil | ed
wat er using_ 2N h c ri i terile-filter fill 35 j.nt

i njection vci:%rp%?%?é%p%hg'i ngroea%n e?dgs?é%i ﬁlesf ecogln%i fe‘ ggﬁgbgﬁgggseap @c‘gﬁ |y

seal ed. Eactompgpwred$on vial contains 5 ng of active conpound. 1 0 APR
2003 - 17 Exanple 8: Suppositories A mxture of 20 g of an active conpound
of the formula | is_fused with 100 . g of soya |ecithin and 1400 g of cocoa

but t er 1opout ekl T hEdL Wors o bt &PY blwetr Bt L ¥ bore z&hetr¥hbposi t ory cont ai ns
20 ng of achémsheDimpepnd. Exanple C. Solution A solution of 1 g of an

ti the 10 f I 9.38 f P04~2. H20, . 28. 48 f
e ee STPRRE P Ao AS R B o P 0 81 MVRERE S, 10y 2898 0 0
doubl e- di stmételiolvaer is prepared. It is adjusted to pH 6.8, made up to 1
1 and st erl‘%%ggg%#éi%%%é%SJg%%n%J L(J)%l_ﬂ@e&afo,pgzgf_eg_ L the form of

eye drops. Q nt nent an active conmpound of the
fornul 301 drerpikEd th 99.5 g of petroleumjelly under aseptic

condi ti ons. 4201 Expnpée; &edabf &l A 21 K WsLombpHek@l pbxagdlve- conpound of

the formul a 4%@1‘ | actose, 1.2 kg of potato starch, 0.2 g of talc and
0.1 kg of %%H&%? t%%fate is conpressed to give tablets in a customary

manner suchd-[4-{4-benzenesulfonyl)-2-m-tolyloxazol-5-yl1]-

morpholine;

) 25 4-[4-benzenesulfonyl-2-(2-chlorophenyl)oxazol-5-yl]-
morpholine;
4-[4-(4-benzenesulfonyl)-2-(4-methoxyphenyl)oxazol-5-
yl]lmorpholine and
4-14-(4-benzenesulfonyl)-2-phenyloxazol-5-y1]-

30 morpholine.
The invention furthermore relates to the use of
the following compounds, selected from the group
a) dimethyl-[2-phenyl-4- (toluene-4-sulfonyl)oxazol-5-
yllamine,
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,



25 that each tablet contains 10 ng of active conpound. Exanple F: (g)gaReqc?
tabl ets Anal ogously to Exanple E, tablets are pressed and are then coate
in a customary manner with a 30 coating of sucrose, potato starch, talc,
tragacanth and col orant. Exanple G Capsules 2 kg of active corrpound of the
formula | are 35 filled into hard gel &% m capsules in a customary manner
such that each capsul e contains 20 ng of the active conpound. 1 0 APR

?003 - e H ou utio 1 ctive conpound of the
forrrula | i {ﬁ ~hgn %%E%%lei‘?%ﬁffﬁ V\Q}%io’f%z@teglaje)'filtered) filled

i nto anpoul es Im@xpﬁylamﬂde,S under sterile conditions and aseptically

seal ed. Eac ouI e.f aj ns, 1 C 0 APR 2003 A
conmpound of® for ef%¥ Pé l% %%oroﬁ%ﬂ’ 4)rC?)tF%uﬂlene ich R~, R 2 each
|ndependently of swhoranbl drvexz@k €5+ 1 JgmifecH. 2) . " - Ar or al kenyl having 2 to
6 atons an Al 89 19?{]&?5 eterocycl e
havi ng F orf)2 N, t;14(3 d% tor%é % WA %féﬂi% NHA or
NA. z, Ais al kylyh]eiwrlr@’llamm@ C atons, Ar is phenyl which is nono- or

di Subst'tutg@ by 4Z-tb endsin £&Ay1 B- AL2 4 At15] S SoiinyL RS 91 ogi cal |y
accept abl e Sal t or vate thereof. 2. A nethod for treating a disorder of

t he central ner\mhkd%ﬁlb)ﬁ%a’&’d?ﬁyrl Si ng admi ni stering an effective anount of
a conpound 9f fQlamuba Ith@ia pRyisadl ogldaaaed t heceptaBly /saledN dr - Ar RAN

OR 10 solvates as therapeutic active compounds against
disorders of the central nervous system.

The compounds of the formula I are generally

commercially obtainable or can be synthesized according

to the following synthesis scheme (for this cf. V. A.

15 Chervonyi et al., Ukr. Khim. 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).



“in,-which R ~, R Z each independently of one another are H, A --((0RN0T
--Ar or alkenyl having 2 to 6 atons, -19 1 0 APRI003 R' and R 2

toget her are al so a nononucl ear saturated heterocycle having 1 or 2 N, O
and/or S atons, Zis H A CF.3, NO.2, Hal, OH NH 2, NHA or NA 2, Ais
alkyl having 1 to 6 C atons, Ar is pherd/l-which is nono- or disubstituted
by Z, Hal is F, d, Br or |, nislor2. 3. A nethod for the treatnent of
psychoses, schizophrenia, mani c depression, depression, neurol ogical

di sorders, THEHIISSHF SIFRFPR: Parkinson' s di sease, anyotrophic |atera
sclerosis, Al zheiner's disease, Huntington's disease, bulima, anorexia
nervosa, eating disorders, conpulsive acts or prenenstrual syndrone,
conprising adm ni steringgan effective gougt e; a conmpound of formula | to
patient i~n need thereof{|]Z 0 \S~ NI ~>\& RB¥- \ OR2in, which R', R2
each i ndependent lly o;ﬁgpu\ t her *are H;>§T4?-(CH.2).~ --Ar or al kenyl
having 2 to 6 atoms, AR afd'R 2 toget@Er aredal so a nononucl ear saturat ed
het erocycle having 1 or 2 N, Oang/or S atons, Zis H A CF.3, NO.2, Hal,
OH, NH 2, NHA or NA. 2, Ais alkyl |lhaving 1 to 6 C atons, Ar is phenyl which
is nono- or disubstituted by Z, | is F, d, Br or I, nislor2. -20 10
APR 2003 4. A pharmaceutical conp#sition, conprising a conpound of formula

| Z0 Np'" \/ A Rl- OO OH

PS cl soc!
N + X
H CI Cl

Vi 0 058;0 + HNRIR? Vil



*R2 irn, which . _t R ~, R Z each independently of one another ar ﬁm
--(CH. z)." --Ar or alkenyl having 2 to 6 atons, R ~ and R z togetﬁ rear 03
al so a nononucl ear saturated heterocycle having 1 or 2 N, O and/or S atons,
. Zis H A CF.3, NOZ Hal, OH NH 2, NHA or NA 2, Ais alkyl having 1 to 6
C atons, Ar is phenyl which is nono--ot3disubstituted by Z, Hal is F, d,
Br or I, nislor2 and a pharnaceutically acceptable carrier. 5. A process

for the production of a_pharnmaceutjcal conposition according to claim4,
conprisi ng bringi ngT® CHFoTYRERESE Fe SCHEMA Shor Brécgehppg, the
physi ol ogi cad hyringemplerisal t srorcisdl \Fatramliant o1 il tahbeedoses f1or m
together with, at_|east one solid, liquid or sem]iquid vehicle or excipient
and, optiongFi§hleheasetabretst AéVealtity STBPRIhISLL 6. THE et T or
treating a iseasaibrgilateed daide HEEd r saepequent LPnptithi ntheadsvdiiwi eri ng an
effective amoupt_of a ¢ und_of for al topatient in _need thereof Z 0O
Ts-N 1 & e ingtey gt BPe" 8imhial L’ ganctdt¥e Poby | R VSRR,
i ndependent iyl bbnenefandtchefoamel &, VA, wHiCH 9ydlizes be agikenythéavi ng 2
2 oo o B Gy MIRLDC i BRAIPTITUS) ST B L o,
NH 2, NHA oanNanmdneA ¢§ shrylfaramiley YIfe €nC Hb¥scopneghdmpl iRI®h is
mono- or di syhstitibRdsbyrZ, el wda ¥ oBreé Formhshon?. 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 wvariants 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 yield
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,



7. A nethod according to claim®6, conprising adm nistering a)

di met hyl - [ 2- phenyl - 4- (t ol uene- 4-sul fonyl ) oxazol - 5-yl ] ami ne, b) [12 £2R 7003
4-di chl or ophenyl ) - 4- (t ol uene- 4-sul f onyl ) oxazol - 5-yl ] di net hyl am ne, c)

- benzyl -[ 4- (4-chl or or benzenesul f onyl ) - 2- (2- chl or ophenyl ) oxazol - 5-yl ] am ne,
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&&( ((PR8) W) ) ) ****+The 1bimding| Ofi dH1S(cSPRRPEAfEaPLa] 4] cAoF Ui Balca] ca] ca]
ca] caf]k ca{ ca&&aﬂqﬂ@a&@@e}p@dm]ﬁa}x} a&é@airgﬁi@@] &@]ﬁ@ll}c&}@aiﬂ ca] ca] cial —i* >*]G*H;
*t* Z* *kkkkkk*k*%x ca a al cal cal ca
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rt#tl ] Iﬁmwwm nch@pﬁg}(p ‘QREp kPhDE @pe Ad e d oy rrmlmdli chead] ealesn] ca] caj c
a] ca] c&al] ¢
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xS - Y00@ ()f¢rv410muer) yihe 1f00Agt q9)s sepmmag)uemao/&:(n)eslmql@m
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@O0%& ()- (YYLO% ()-109%& (5 yZ8*Sf:1ly 3 109&’ &) 'hPE 109%&' () -
'CF 10%&()m1n1w¢a%@g@§@} ?fter addition of Ultlma Gold (Packard,
Frankfurt), the radioactivity was determined in a

liquid 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 5-HT6 receptors having an inhibition
constant ICsy of less than 4 pmol/1.

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.
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disease, amyotrophic lateral sclerosis, Alzheimer'’s
disease, Huntington'’s disease, bulimia, anorexia
nervosa or other eating disorders, compulsive acts or
premenstrual syndrome.

10 The invention furthermore relates to
pharmaceutical preparations for the control of
disorders of the central nervous system, comprising at
least one compound of the formula I or one of its
physiologically acceptable salts or solvates.

15 These preparations can be used as
pharmaceuticals din human or veterinary medicine.
Possible vehicles are organic or inorganic substances
which are suitable for enteral (e.g. oral), or
parenteral administration or topical application and do

20 not react with the novel compounds, for example water,
vegetable o0ils, benzyl alcohols, alkylene glycols,
polyethylene glycols, glycerol triacetate, gelatin,
carbohydrates such as lactose or sgtarch, magnesium

\ stearate, talc or petroleum jelly. 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 agueous
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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one of its physiologically tolerable salts or solvates
is brought into a suitable dose form together with at
least one solid, 1liquid or semiliquid vehicle 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 wvials, lyophilized under sterile
conditions and aseptically sealed. Each injection wvial

contains 5 mg of active compound.
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Example C: Solution
A solution of 1 g of an active compound of the
10 formula I, 9.38 g of NaH;P042 HO, 28.48 g of NazHP0, 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 coated 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
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in, which ,

R',_ R.2 each ind_ependellntly of_ one another are H, A, -(CH.,)., -Ar or alkenyl having 2 to 6
atoms, ‘ |

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

Z is 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,C}, 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

yA

L 0

//S N
O I \>—-Ar
r—N O

\R2
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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910%& () - ! Py/or S atoms,

Z is H, 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, Bror],

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 te patient in need thereof

O/’S N
IO\>——Ar

R—N
R2

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,

Zis H, 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,

nis 1 or?2.

-20-
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4. A pharmaceutical composition, comprising a compound of formula I

YA

7

S

o’ N i
I \>——Ar
@)

R—N
R2

in, which - - |

R.!, R.2 each independently of one another are H, A, --(CH.,).,, -AT 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,

Zis H, 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, Bror],

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

S

o NN
I \>—Ar
0]

rR—N
R2
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R." and R.? together are also a mononuclear saturated heterocycle having 1 or 2 N, O

and/or S atoms,
Z is H, CF.;, 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-yljamine,

b)  [2-(2, 4-dichlorophenyl)-4-(toluene-4-sulfonyl)oxazol-5-yl]dimethylamine,
¢)  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]dimethylamine.
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