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their preparation, to the internedi ates enpl oyed in the 5 preparation
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*(300002*

@sozr
R3 N @D,

10

where

- Ry and R; independently of one another are H, -Rg, C3-Cg-cycloalkyl, -(CH2)p-R7, -(CH2)a-

15  O-R4, <(CHp)y-NH,, -(CHy),-NHR, -(CH)-N(Rg),, Cr-Cs-alkenyl or, where appropriate,

together form a mononuclear saturated heterocycle having one or two nitrogen, oxygen
and/or sulfur atoms,

Rj; and R4 independently of one another are H, -Rg, -CF3, -NO,, -Hal, -OH, -O-R¢, -NHy,
20 -NH-Rg or -N(Rg)a,

Rs is a 5- or 6-membered, saturated or unsaturated heterocycle having one or two nitrogen,
oxygen and/or sulfur atoms which may be mono- or disubstituted by -Rg, -CF3, -NO, -Hal,
-OH, -0-Rg, -NH,, -NH-R¢ or -N(R¢),, and

25
Re is C;-Ce-alkyl,

(ARG

R7 is R3- and/or R4-substituted phenyl, *150150*

0 nis0t2, MU

*G00002*

and physiologically acceptable salts or solvates thereof.



- as originally filed 2 MK99088 Some sul fonyl oxazol am nes are known from
various earlier publications: V.A Cheryonyi et al., Ukr. Khim Zh

(Russi an Bgotiginaitnfiled7(4)  415-418 or V' A Chervonyi et al., ZhMERY88khi m
© 71988, 24(2), 453-4 corresponding to V.A Chervonyi et al., J. Og. Chem 5
USSR (Engl. transl.) 1988, 24, 401. The latter publication describes, for
exanpl e, the preparation of
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t hei r pharpnq@tﬁt@gr%értrﬂylsakf@wlé digpethylaypingrd-ghenyl-1.3txge0le sel ective affinity
to 5-HT6 receptors, together with good tolerability, and they are therefore

5-HT6 receptar |igands ant nlstlc or. 5- opnj stic
acti ons. - IBeamytR kB, PERL oo th SPIRS R AHR0E SRS IBHHS, Wik e
neur otranmﬁet'tm S5hyldr gayticulgpt am wes ( fmpdi)ant akes ofikdhopharamcslegihlini activies an
i npor t I rotransmtter in the brain, whose actions are
assi stlg 8vﬁ(§wfl§rfatlz%r}ﬂreceptors whi ch, at the current |evel of know edge,
contains 13 G protein-coupled receptors and an ion channel. The group of G

pr ot ei n- cayyl ge L%%H{be%@b?béﬁg&ﬁﬁk g@ﬁfe dBrad a1 PE&REBSPherdiRbeIBBand

representative ave been tl on sone extent histologically and

bi ocheni c@bysiologisally pesspiablesalicor sobjates thgietfe.  Kohen et al. (1996) J.
Neur ochem 66, 47-56; Ruart et al. (I993) 193, 268-76). The greatest
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274, 173- '@@tthea?trp%ﬁggﬁetﬁyrsspofnﬁigrhgtleﬁ,%ﬁa@ Gb&fﬁﬁ%ﬁ Hastea&y@rsmhbﬁs of

| at er al rosis I mer untington's disease (A  J. Sleight
et al., Ném dopamivgi Psiems im garous| formy of)d ePEﬁ§P1i0¥h have ahrer é%@mnﬁéaﬂ%s% e

ot her eat i g@bHiRA0H @ltématively newer therapeutics which are employed in clinical practice for




- conpul sive acts or of prenmenstrual syndrone. Sol vates of the conpounds of
the formula | F nger st ood as neani ngzadducts of "inert" solv

nol ecul esa§6rlglﬂ%lyc€]ﬁgounds of the fornula I, which are forned o&ﬂ%gcgggﬁmt of
" their nutual force of attraction. Solvates are, for 25 exanple, nono- or

di hydr at | cqh . E |
't ol s rec e PRGN B SimeifirE ook o 3560t Uil MRISHTETES )
are pref erabptpr.aiie atmiezpiemlmi@ptycs d¢. godezzmmt) laad the trigyrlic n@&ldmr@ﬁsaném(e(# i ne

and brom bl henyl -
PptyTHeY A% mefidfed Rare ifi pRAfRlGEAP! y phenyl, o-, m or
p- et hyl pﬁﬁn Ptylﬁ 9}' %‘v»e oIrn plet hyl 1i)ehle yl, o-, m or ppropyl phenyl, o-, m or

p-isopropyl phenyl, o-, m or p-tert-butylphenyl, o-, m or p 35

ani nophenwioredver, ifwa¥ TOLﬁrd:Ynlﬂnf ﬂlhl ﬂ?&b&i&ﬁ(&gﬂg’tﬁl&ﬁb&ﬁ%ﬁtmrﬁ -t];ﬁatrﬂ -H@6 recepiors tptheny! |
o-, m or ally file roxyphe

0 oy B ghi che e e s oo o RGN 8 ey iy
o-, m or nmﬂdrwdfsﬂmbe&mydsucbas,fmemmpﬂb@hklmlmﬂhsadnyéa,seo- m  or pbrom)phenyl
furthernore preferably 2,3-, 2,4-, 2,5-, 2,6-, 3,4- or 3, 5 di met hyl phenyl ,
2,3 2,4-, 2,5-, 2,6-, 3,4- or 3,5 dlhydroxyphenyl 2, 3- 2,5-, 2,6-,
3,4- or 3F5r thesh rbams,apm@cl conglug@ed that there @arsmvoh/e@ent c3° the 56}T6 receptor in

3, 5 d'lﬁhl %Ey@ﬂm Lmd ﬁetﬁolog%al‘ldl’so%eé suck a8, esp@méigr s3hi2opHrbHiQ NAPRAEN%h .and, 3-
2, 4-, 2,6-, 3, 5-di met hoxyphen articularly preferred for

Ra R3 to iAéltﬂ*F@?Fyﬁl o- or p met hyl phenyl, o- or p-chl orophenyl,
p- bronophenyl , p- nethoxyphenyl or 2,4- dichlorophenyl. -Hal is quorine,

chlorine bromne oget al.sa, form n I
sat ur at edqﬁ?StCQ’fné’{?%qS TG :}?@%? ir?gg tF ?HH%OIREIC%Iyaﬁ%fFB biéosaﬁ Sk aigre
het er ocyclsaitdbde mmémpahicyactlee caipoursis For disordersfofirthd g:enlraBn@hVOBMyawnﬂ T)ble

tetrafydr goég?lﬂ{ds o%‘t{x %nd p%gsxglrogi%al?' &?{a@}en%'élts &resto[v%mécm&eéf are™ 2-

Zr pi Se'r |md ipasiculagly sulzable fm tlasvrtreanperrtmf Yshpessi ma!mplztemasmamc d&ﬁ@ﬁ%%(ff Ayl
E gt r ?hydr %3;( et al3J. PharrticBY %@epyirherllérbﬂ Izgxamds,moﬁ dépfb&ﬁ@n D, R: Srble@lret
- 5- gyr i i &[1 9’? og);@'ma"?l 1 193 p’éﬂagﬁ SCZUII r‘iog’lcﬁle lﬁ‘&ﬁg &b]BQf“Fﬁ?r th@)ll i ‘(1
par ti cul aPhyrmdel eExs dTher. 1995 274, 173- 180), memory disorders, Parkinson’s dlsease
20 amyotrophic lateral sclerosis, Alzheimer’s disease, Huntington’s disease (A. J. Sleight et
al., Neurotransmitters 1995, 11, 1-5), bulimia, anorexia nervosa or other eating disorders,
compulsive acts or of premenstrual syndrome. Solvates of the compounds of the formula I
are understood as meaning adducts of “inert” solvent molecules to the compounds of the
formula I, which are formed on account of their mutual force of attraction. Solvates are, for
25  example, mono- or dihydrates or alcoholates.
For all radicals which occur one or more times it holds true that their meanings are
independent of one another.
R3 and R, are preferably and independently of one another methyl, methoxy, chlorine and
bromine or hydrogen.
30

R3

is preferably phenyl, o-, m- or p-methylphenyl, o-, m- or p-ethylphenyl, o-, m- or p-
propylphenyl, o-, m- or p-isopropylphenyl, o-, m- or p-tert-butylphenyl, o-, m- or p-
35  aminophenyl, o-, m- or p-N,N-dimethylaminophenyl, o-, m- or p-nitrophenyl, o-, m- or p-



" Conmpounds in which R is Hare preferred. Furthernore, conpounds of the
general fornula .h which R2 is R6 aregpreferred. Moreover, R3 R4

are preferaéﬁp?nﬁﬂlyégdl?s is preferably 2-furyl, 2-thienyl or 3- 5’?12%0%

" 4-pyridyl. R6 is linear or branched, and has 1 to 6, preferably 1, 2, 3 or

Csoburyl | PydiSRbal, 028D o BRI bl BT OB S0 € o hirpPhERY. o2 -
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addi tion salt i n n acjd, .for, ex le, by .reacti.on of equival ent anmounts
of the ba?égéﬁ‘ggﬁf’g’ﬁ’ﬁ%“yi’g’g’ g ?’ﬁ’3255e' aﬁ’glpﬁ’e‘]”t");étﬁe" &Wh%éiﬁ}l"f’né( et hanol and
subsequentPagicajpdly pir¢fored foor thi s reaction, suitable as originally filed 5
MKO9088 acids are in particular those which yield physiologically
acceptabl e salts. Thus inorganic acids cag be used, e.g, sulfuric acid,

nitric acid, hydrohalic acids such as 9@’ hl oric acid or hydrobromc
~ §
(60

aci d, phosphoric acids such as ortha’i ic acid, sulfamc acid, in
addition organic acids, in particular Ny tic, alicyclic, araliphatic,
aromatic or 5 heterocyclic nono- or polybasi c carboxylic, sulfonic or
sulfuric acids, e.g. formc acid, acetic acR4, propionic acid, pivalic
acid, diethylacetic acid, malonic acid, succinic acid, pinelic acid,
fumari'® acid, malefic acid, lactic acid, tartaric acid, malic acid, citric
aci d, gl uéophenybor- ar pasethylphenydco-dor prchlotdpheryl apibiomotenylc ptnethoxygphenkl

met hane- t ic acid, p-toluenesulfonic acid, naphthal enenono-
and disul?g%ﬁéﬁ§g§§§h%§mlauryl sulfuric acid. 10 Salts with physiologically
unaccept ablal ia8perine, ghlgringprchraméne. can be used for the isolation and/or
puri fi cat iRORNR? (R Hed MRAYUSSoRh alBEndnAEIBA Btrated ABtetddyERhhGAg fidkt DS 2

rel ates tgkthe ys of thé compounds according to the general %ornula I and
physidFog' &?WV“% @B@%ble salts and sol vates thereof for preparing

nedi can}alntmis Heerd&ycleais tpreferably tétodhydfePasdd Befusny 1,8-divkeldmay xetfaﬁs)ax}bomdfs,

P epar | ng UM Okder St P AP ARD 8 SehaBitl Attty o Srarvous
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scl er 38 es hexraliidionlyt ohn'og -Hpyidazinyl, hexehysonr-ders- of- arhé-pyeisudinylmrdss 2-rui3-
tract, fupiet2m3l. 19PipbridIRALIIW-mbiphbli@fA liepavahrlyppeeirRae, bulim a, anorexia
nervosa, ul s(#v.e“%ﬁt (oﬁesmq&e- cqgnpul sive disorder, OCD), prenenstrual
syndroms,%ﬁjfg’l"bﬁ1 n @hﬁ TEPEAET™%| eepi ng di sorders and/or for the

t r eat ment Fofthdrmack, aomipsyids af thergenerakbformiilad is whixthaicie R accmrefdied. t o t he

i nvention 1.0l here in a dose of 25 preferably

bet ween ahﬁrg&‘%ﬁalgeﬂﬁlg}f@%%b%}awﬁm particular between 5 and |00 ng, per
dose @hi t RsThurefeeably2-doyb 2-thispylkdrer abfpybdyheen approxi mately 0.02 and 10
my/ kg of ROGyIiN&k 8P brandiiQ, SRERAS 1 fo 8058ty 2L BAE T @ RlomNRUBY g{efer&iﬂi?e”ds

on all sorts of factors, for exanple on the efficacy of, the specific
conpound g}?ﬁ»’iyféaﬁelwr? Rk geop Yindsogwiyls sgeshetyhpt trtipwylpin pddifiem alsqng
sex, on t pentll, t,, 2-06r 3-hethyltwyland-r Dot er oR2-digRthylEbpyl 1 @thylsogylast eyt he

excretion,rate. phar eut .cal, conbi nati on and severity of the particular
di sor der }\%e%eﬁiisc;ﬁarﬁ%ugaarfmrle eﬁﬂ?d’appl ies. Oral admnistration is preferred.
The caopowdlamybfis tpreferpbiye adlyl, f 2 oul Zabutemyly isubstenpe seaibutepsll ins agdition ds des.
35 The i nygpthng at { ide L 19 Qg,@rmgq e i gg;pri si ng
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physi ol ogi cally acceptable salts and sol vates thereof and, where
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har maceuti.cal s i.np human qr veter.inafy nedicine. o
P using an amH, tt(])r examﬁe by reaction o% gqulva?ent amounts of the base and of the acid in

35 an inert solvent such as ethanol and subsequent evaporation. For this reaction, suitable



~as originally filed 6 MK99088 Possi bl e vehicles are organic or inorganic
substances which are suitable for entergl (e.g. oral), or paren

admi ni st r @ PA&eY 188 cal application and do not react with thekﬁésﬁws

’ conpounds for exanpl e water, vegetable oils, benzyl alcohols, alkylene

| ycol s, et hyl ene gl t. t t
oL YeoL . Sk S oLy XE et R bap BBl D, AL o
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t he |nvent|on peutiC active c oun he formula I or
t hei r phy%@Pb@W@éﬂaﬂW9@@@&9’5‘51’@@&(!@f@?‘n%l vat es of the use of the
conpounds of the fornula | or their phy5|olog|cally acceptabl e salts or
sol vat es ther tic tive

e tirlber

l'tl ds or of.the rggg I on o
phar maceut é‘F"eB? tgsdp ﬂ?ﬁn‘éseto RamReuRgs afBO‘ﬂf Pﬁ%er %ensrfa q{gm@e ntral
ner vous S)Iahdaﬁhysédlbglt:dilfy avoepatjie edlsrand dolzates therqod forgsepating nedfcamentsainl , t he

di |
Tont i 0 PAAPARRNE prRRrink SRBUSE, hoRrRipR R it Rttt RORORERRAD D07
conpounds aod cuhhog@rmtmts ermplapﬂln@ﬁem@tﬁor HeNF¢aient of diseasenpt the
conmpounds gf.4 lﬁ?rvﬂﬁé"@’sﬂn fnﬁ)?iﬂ{}nﬁaﬂ for EHe tféa{men-m?sdhﬁ%%ﬂf nd@ﬂréé%ufnel ates to

t he conpounds. o eneral fornula I]|: - co - cl, sof ¢ 0 where
R3 and R4 PPWG@@&%I@H@‘P%} S@F%ﬁrﬁ’é‘%ﬂ’@?ﬁb? ogic IPFmOIP{thOf@f?} S“ChNEZ“Zh Fr$s CH,

-0 56 &L?lﬂ?se%sel\ﬂréﬁo@lbal dikdrdérs Zamyotnaphle ﬂat@iah@ldrﬁselﬁ,l Hedingtddaaeas, RS is a 5-
or me re r . .u rat eterOC e r two
o odEn disptiens St BhTroutt i ek i EeRkPRE: ReBle SRS Berbr D od by

Rs, -CF3, buhﬁh?a, andtakia nefidsa, cOnpBlsive NER (obshlkm%commplﬂsxl(/d?ﬁ}@dela@dlﬂs) R6 is
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treatment of head and spinal injuries.

The substances according to the invention are as a rule administered here in a dose of
25  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 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, and sex, on the diet, on the time and route of administration, and on
30 the excretion rate, pharmaceutical combination and severity of the particular disorder to

which the therapy applies. Oral administration is preferred.

The compounds of the general formula I may also be employed as pesticides.

35 The invention further relates to a pharmaceutical preparation comprising at least one
compound according to the general formula I and physiologically acceptable salts and
solvates thereof and, where appropriate, vehicles and/or excipients.

These preparations can be used as pharmaceuticals in human or veterinary medicine.



" where R3 and R4 independently of one another are H, -R6, -CF3, -N02, -Hal,
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Zh. (Russ., olﬁg)oémé? A or € £ Nvateft! 5eéei:ﬁye \bils: %ﬁlvgﬂlﬂholgt aﬂgflenezglyc@sg

Khim 1988 453-4 "cor respdndi ervonyl
Chem UsSRqlystliylene glyeals, g ymwa%atwﬂlatlm cal\bebﬁgaafss é'ﬂchafps lagiqespr Sélfch

1966, 99, hgsibbGieatdte, BalTor gletrdleum™jélly. Pf‘a?lﬂéfﬁzgﬂlslgﬁéted QtQHlets3QZps'ﬁldsg
A N Ml dru nd G Vad J..l.ndi an Chem %Igl%ulgr? ](13 11

Bar czyns ki POYYHFrsy graau t@'wsw%% EHLRpS, 11 § ari%e 1£p% o aa’@?é%‘ﬁ}éalno&nd H.
Bot ti ger ZsuppbsitorieS@rcl 98ed, it 7rectal Gdiministratioas solutigng) apré&rdbly edy &rWﬁ%

RN o R G gt Mipeybeh, abliblop o e, usid dar \papilierty
H C1 C HNRniniRiratiRg), -and ab@imenss, cigams RS fovwdery aterused dos m%égpsllwh@nﬁh% hown
bef or effandyo@NecPRRIOEan' d1& KT RzASHINGK 1 ophilieR6S 8Ftained used, for example,
for the production of injection preparations. The preparations indicated can be sterilized
and/or can contain excipients such as lubricants, preservatives, stabilizers and/or wetting
agents, emulsifiers, salts for affecting the osmotic pressure, buffer substances, colourants,
flavourings and/or one or more other active compounds, e.g. one or more vitamins.
15
For the subject of the invention, of the therapeutic active compounds of the formula I or
their physiologically acceptable salts or solvates, of the use of the compounds of the
formula I or their physiologically acceptable salts or solvates as therapeutic active
compounds or of the production of a pharmaceutical preparation for the treatment of
20  disorders of the central nervous system, all the more preferred are compounds of the
formula I, the more radicals have one of the preferred or particularly preferred meanings
mentioned hereinbefore.

The invention further relates to the preparation of compounds of the general formula I,
25  where R{R;NH is reacted with compounds of the general formula II or IIIL.

The invention also relates to the compounds of the general formula II:

Rs— CO —NT—>_—<CI
SO Cl

R4 2

Ry a,
30

where

R; and R4 independently of one another are H, -Rs, -CF3, -NO,, -Hal, -OH, -O-R¢, -NHa,
-NH-Rg or -N(Re)2,



_ correspondf fged

“as originally filed 9 MK99088 with chloral resulting in the corresponding

"al dehyde anmoni a" his is reacted with thionyl chloride resultj g the
I?’F g@ﬁl oroethyl derivative. This is subsequentl yMlgébcqsgd

with substituted or unsubstituted sodi um benzenesul finate. This results in
a conmpound of the general formula Il or Ill. Both the conpounds of the
formula 5 Il and the conpounds of the formula IIl react with an am ne of

t he for mulRa iR ReMHO-mentbersde baturateid o unsateyiated heterdayplglhaximgsinaer e nifogeme
general f QkDBdnAanld/or BiRuSHbME WhEch RAF bé Hf&nS—O(Klddiﬁdb@ﬁ't%téafbytlﬁ(}? -CEACNOONHal
mentioned fromthe nthesis schene are known fromthe references V. A
Cher vonyi -@H £P-Re, Dl -WHrRe o2 NRpmasd Ed.) 1991, 57(4), | 0 415-418 or V.
A. Chegvonyi et al., Zh. Og. Khim 1988, 24(2), 453-4 corresponding to V.
A. Chervonyi. et al J. Og. Chem USSR (Engl. transl.) 1988, 24, 401, or
from stan%ﬂﬁeﬁ\ﬁ?@@uch as, for example, Houben-Weyl, Methoden der

organi schen Chem e [ Met hods of Organic Chem stry], Georg-Thi ene-Verl ag,
Stuttgart. Is i s which are known
per se, bt}thkﬁ%{egﬁé%g ?%ﬁeel%}g%@rtg@?%%@%g?gﬁ[‘ggtg%é}%l.%%ﬁqgfel i nvention al so
relates to a process for preparing a conmpound according to the general
formula (11), where a) RBRS | s adgged to chloral, 20 b) the product from
a) is chlorinated with thionyl i'de, c) the product fromb) is reacted
with an alkali netal salt of the general formula (1V) 25 SO--
Me+ (1V), R3 where Riﬂa 80 theleani ngs I'isted hereinbefore and Me+
is an al kali netal cati ef erably Na+. 30 as origin&fdyfiled 10
Exanpl e 1: Preparation o ’
(4- phelgyl sul fonyl - 2- pyri di n- gyyl - oxazol - 5-yl ) net hyl am ne MK99088

where

R; and R4 independently of one another are H, -Rg, -CF3, -NO,, -Hal, -OH, -O-Rs, -NH,,
15  -NH-Rg or -N(Rg)z,

Rs is a 5- or 6-membered, saturated or unsaturated heterocycle having one or two nitrogen,
oxygen and/or sulfur atoms which may be mono- or disubstituted by Re, -CF3, -NO,, -Hal,
-OH, -O-Rg, -NH,, -NH-Rg or -N(R)2, and

20
Rg is C;-Ce-alkyl.

The compounds of the general formula I may be synthesized according to the following

synthesis scheme (referring to V.A. Chervonyi et al., Ukr. Khim. Zh. (Russ. Ed.) 1991,
25 57(4),415-418; 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; F. Weygand et al.

Chem. Ber. 1966, 99, 1944-1956; H. Bohme et al. Arch Pharmaz., 1961, 294, 307-311;

AN. Meldrum and GM. Vad J. Indian Chem. Soc. 1936, 13, 117-118; D.Z. Barczynski

and Z. Eckstein Przem Chem., 1978, 57, 176-177; F. Kasper and H. Bottiger Z. Chem.
30 1987, 27,710-71):



~ 5 N-(1-Phenyl sul fonyl -2, 2-di chl orovi nyl ) ni coti nam de (0.4 g, 1.120 mml) is
di ssol ved_i rofuran, m xed w téh net hyl am ne (2.607 ni

_ tetrahydrof (ﬂﬁéﬁﬁ&jﬁ%go mol ) and stirred overni ght at roon1tenﬁgf ure. The
resultlng precipitate was filtered off with suction and di scarded, the

not her csh@sh&hocentrated in a rotary evaporator and the resldue was
crystalIlgggﬁU§rﬁg_aTsnall anount of isopropanol, filtered off with suction
and to dried in air. mp.: 191-193C, deconposition 15 Exanple 2:
Preparation ofI 4- phenylsulfqp % -t hi ophen- 2-yl - oxazol - 5-yl ) benzyl am ne
N-( 1-Phenyls | -2,2,2-tri or oet hyl ) t hi ophene- 2- car boxam de (0.4 g,
1.003 nmol) Rg 2 2 dlssolved etrahydrofuran m xed wth benzyl am ne
(0.428 g, 4.012 nmol) and stF%red overni ght at roomtenperature. The
resulting precipitate s filtered off with suction and di scarded, the

not her |iquor was concentrated in a rotary evaporator and the residue was
crystallized in 15 m of| petroleumether, filtered off with suction and
dried in air. 256 mp.:137-139C as originally filed 11 Exanple 3: MK99088
Preparati on of 1-(4-phenylsulfonyl-2-o0-tolyl-oxazol -5-yl)piperazine
hydrochl ori de 5 1-(4-Phenyl sul fonyl -2-0-tolyl-oxazol -5-yl ) pi perazine (0.2
g, 0.556 mml) was dissolved in tetrahydrofuran ( 15 m) and nethanol ( 15
m), mxed with nmethanolicyhy chloric acid (2 m) at roomtenperature and
subsequently stirred for Chr aci pidoat,ed crystals were filtered of f

wi th suction, washed mﬁﬁh as , amount of tetrahydrofuran and dried in
air. 10 mp.: 239-240C, deconposition Exanples 4-40: The follow ng
conpounds were prepared anal ogously. 15 Abbreviations: Me: nethyl Et: ethyl
Ph: phenyl 20 dec.: deconpositipn

/t & R@/ SO,Na
R

Cl ¢l

R3
(m Rs am
0, HNR|R2 /jL 0,
R | N x Cl + HNRRy —— Rg N Cl
5 H
H b a ¢
-+ HNRjRz

@ Il

In the synthesis scheme shown beforehand, an amide of the formula RsCONH; is reacted



~as originally filed 12 Exanple Rt R= ~ Rf Mp. [CJ R3 4 M H Ph ~ ~ 157-158

0 (dec.) 5 -( 3 HPh ~~ 110-11190 6 ~ H Ph ~ ~ 123-124 2158 7
Ph H ph ~%° %‘e@%ﬁ% 8 HPh ~ ~ 129-132 ,eHZ o 0 MK99088 g‘sﬁ%sg

“originally filed 13 MK99088 CL 9 M H ~ ~ ~ 1S5-157 O C 10 -CHZPh H ~ ~
5 13 ve. e Ut Quliein i S REpdc haideridle sy (il Ty Tkl WA 7 159
175. 5- 180{Homyl glgome pmesulting. in 4¢hes cauespending) tetraghdorgethyli sgrivative; | Bus 1ia
MK99088 1 ¢lisedidiitty ~reacted with substituted or unsubstituted sodium benzenesulfinate. This
results in a compound of the general formula II or III. Both the compounds of the formula
5 II and the compounds of the formula III react with an amine of the formula R;R;NH with
cyclization to give sulfonyloxazolamines of the general formula I.

The suitable reaction conditions of the reactions mentioned from the synthesis scheme are
known from the references V. A. Chervonyi et al., Ukr. Khim. Zh. (Russ. Ed.) 1991, 57(4),
10 415-418 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 Chemie [Methods
of Organic Chemistry], Georg-Thieme-Verlag, Stuttgart. In this case, use can also be made
of variants which are known per se, but not mentioned here in greater detail.
15
The invention also relates to a process for preparing a compound according to the general
formula (II), where '

a) Rs-CONH; is added to chloral,
20
b) the product from a) is chlorinated with thionyl chloride,

c) the product from b) is reacted with an alkali metal salt of a compound of the general
formula (IV)
25

SO~ Me™
R4 vy,

R3
where R; and R4 have the meanings listed hereinbefore and Me" is an alkali metal cation,

preferably Na™,
30




- O1S3-1S3.5C118M H~ )~ ~ O167-16819Me H~ Br ~J~ ~ O184 (dec.)20Et HO Br~ ~

0l 81 (dec ~— ~ O130- 13130- N NHPh~19. 239-240 (HC O(dec.)
 HPh179. 5- Brlg‘é%‘%s?{gdec.)szwe HPhO\\ 33Et HPh~200-201  as ori gi F?Z@%P%#. | ed
15 Br 34 |ve HPh/ ° 207 (dec.) ,~----Br ~O35 Me HO M ~ ~ 165-166 .

36EtHO¥VE 172.5173.5 ~/ 0 183-184 37 Me H~ ~\ (dec,) Me V S _
164- 165 3 "ﬁﬁ’ﬂfb‘n( ~/dec.) M i77-178 39 Et H ph ( 1 (dec.) Nk 40 Me H
Ph ~Me 163 (dec ) Exanple 41: Affinity determ nation MKO99088 5 The bi ndi ng

of the_comgidpioRlor (418nl8yillitoyl-2 1R SEAAIL s e M ned as

foll ows: d wer | ssol v DMVSO at a
concentration of 1 nM and

5  N-(1-Phenylsulfonyl-2,2-dichlorovinyl)nicotinamide (0.4 g, 1.120 mmol) is dissolved in
tetrahydrofuran, mixed with methylamine (2.607 ml, 2M in tetrahydrofuran, 4.480 mmol)
and stirred overnight at room temperature. The resulting precipitate was filtered off with
suction and discarded, the mother liquor was concentrated in a rotary evaporator and the
residue was crystallized using a small amount of isopropanol, filtered off with suction and

10  dried in air.

m.p.: 191-193°C, decomposition

15 Example 2:
Preparation of (4-phenylsulfonyl-2-thiophen-2-yl-oxazol-5-yl)benzylamine

N-(1-Phenylsulfonyl-2,2,2-trichloroethyl)thiophene-2-carboxamide (0.4 g, 1.003 mmol) is
20 . dissolved in tetrahydrofuran, mixed with benzylamine (0.428 g, 4.012 mmol) and stirred
overnight at room temperature. The resulting precipitate was filtered off with suction and
discarded, the mother liquor was concentrated in a rotary evaporator and the residue was
crystallized in 15 ml of petroleum ether, filtered off with suction and dried in air.

25  m.p.: 137-139°C



“diluted to the desired concentrations (0.1 nMto 10 ~M w th assay buffer
(20 mM HEPES,. 10..0..1% ascorbic acid, adjusted to pH 7.4 with Na

of the redSOERMENY 885t ance sol ution were incubated with 80 ~, 1%9%%LSD
solution (TRK-1041, Anersham Pharmaci a, Freiburg, spec. act. 80-90 C/mol,

1 nMin t@’fa%;gﬁggr e) and 100 ~1 of nenbrane suspension (5-HT6 receptors,

RB- HS6, Biotr “15 Col ogne, 25-30 ~, g of protein) at 37C for one hour.

The reaction m xture was fi | tered as originally filed 16 MK99088 t hrough

GFB fi | t erprepdfiaiont- Bﬁﬂ'oﬁ’ﬂeﬁo-%l?i bRAoRS- )Wg ipbrizihe Ky @ftithRitRle

pol yet hyl ene| m ne solu or one hour” The fil't'ers were Wwashed three

times with 3 m of assay buffer transferred into mnivials and the

radi oast i vi- (%Pmlsdﬂb@mﬁ-m MkaaolLs-gg [H?eﬁzinef(o Izlgatnsee néaolh ek dRE6IeEd in

addition | £ ar u.t aI t|o nd 5. O
det er mi nat F%#‘ \%o@agﬁfpi) tﬂ%‘?i ?’H%ﬂ)d"ﬁll ﬁ‘ﬁﬂ C{‘? J&S
Sof t war e Qob) ¢ redm devperdihes mdnqm»mmisntbf stirnel foo r1nh1| "Bhel pﬂearpﬁatad sgismdﬂ e
affinity f 0 s than
3 ol 1. T ST R RGERD kst AP bbb W RF R B s 682, U2
conmpound of the for mula I and 5 g of disodi um hydrogenphosphate is adjusted
to pH® 5 rh? :330-2ah°cllebbApabitidn | | ed water using 2N hydrochloric acid,
sterile-filtered, filled |nto injection vials, Iyophilized under sterile 15
conditions and aseptically sealed. Each injection vial contains 5 ng of
active corfpxumisles £40npl e 43: Suppositories A mxture of 20 g of an active
conpound of the formula | is fused with 100 g of soya lecithin and 1400 g
of cocoa butter, poured into nmoulds and allowed to cool. Each 20
supposi t orkhedolivwingsompomysoferaptepared avatpgansty. Exanpl e 44: Sol ution A
solutign of 1 g of an active conpound of the formula I, 9.38 g of NaHZPO4~
H20, of, Na2HP04~2 H20 and 0.1 g of benzal koni um chloride in 940 m
of 25 doub‘?*lg)f%l‘ﬂ%tiqf!sl ed water is prepared. It is adjusted to pH 6.8, nmade up
to 1 1 andvstméthlli zed by irradiation. This solution can be used in the form
of eye drqﬁs hﬁ(anpl e 45: G ntnent 500 ng of an active conpound of the
formul a | %t xed with 99.5 g of

Ph: phenyl

20  dec.: decomposition



" 30 petroleumjelly under aseptic conditions.

f 1Kk f ti
, gotatogs?épgﬁ?h%ﬁﬁﬁgﬁg

ound of the fornmuia I,
f talc and 0.1 kg of nmgnesi um stearate

Exanpl e 46: Tablets A m xture

4 kg of |

act ose,

1.

f
conpressed

to give 35 tablets in a customary manner such that each tablet contains 10

ng of active_conpound. as originally filed Exanple 47: Coated tablets
MK99088 Anaj ogougly to Exanple E| table re¢ pressed|and are then coated
in a custon nner with a coati r ose, ppot at o,,st h,| talc,
tragacanth g%%“%%lourantk‘S Exanp?gmxgﬁgzzggulesR? kg oyié€§fve conmpound of
the formulal | arg filled into harld gel atin gapsul es im the customary nanner
such that each capsule copntains 20 ng of thelactive conpound _Exanple 49:
Ampoul es to A soljution of 1 kg off agtive conpoun f the formuljla I in 60 m
of doubl edijstillgd water is sterigﬁ-filhgred fijyley int 73 oul es,
| yophi |'i zed, under steril¥conditi|dhs and” aseptTc sea . Each anpoul e
contains 10 ng off active conpound. as originally filed 9%'Pajent dains 5
1. Conpounds of tihe general formylaj(l) R3 SO~ R4 RI~-N O R5 |
5 -(CHy);-OMe H Ph ﬂ 110-111
(o]
6 —<} H Ph ﬂ 123-124
O
157-158
dec.
(0)
OMe
8 H Ph _@ 129-132
——CHz (@)




" R2 where MK99088 |0 R and R2 independently of one another are H,
- C3- Cg- cycl oal. k
- (CH2) - N( fsyriena

Mo

CH2) " R~,
- al kenyl

- (CH2) " O1R%6,

or,

-(CH2)n NH2,
) wher e appropri at e,
nmononucl ear saturated heterocycle having one or two nltrogen

- ( CHZ) "o
t oget her form’a
oxygen and/ or

- Rb,
88

sul fur at orm—15-R3 and-—R4 ""A"p ﬁd'nuly of re—another—atre H-— R6, -CF3,
-N02, -Hal, -OH |-O-Rb, -NH2, -NH-RQj or -N(R6)2, RS is|a 5- or 6-nmenbered,
saturated qr unsaturated heterocyclg havin nitrogen oxygen
and/ or sul fijur atgnms whi ch may be {nono- j :i by -CF3, -NO2,
-Hal, 20 -QH, 9-O{R6, -NHZe -NH R4 Br| - N i dﬁS@%?alkyl, R~ is
R3- and/or {R4-substituted phenyl,| 25 ni y oI ogi cal ly
accept abl e [salts [or sol vates therjeof|. 30 2. Conpounds according|to Caiml,
where RI i§ H 3. Conpounds accor{ding to Céai m1l or 2,|where R2|is R6.
as originallly filled 19 MK99088 4. Conpounds |accor di ng to one of Cains 1
to 3, where R3 and R4 are H 5. (Qong cclor di \ one of Clains 1 to
4, where RS i furyl, hi enyl| o1 3- i dyfl y[idyh 7o 6. Use of
t he corrpourdsﬁ)accor di ng %ﬂhone of % ai 1tg 5 and phyS| ol ogically
acceptabl e |sal ts {and sol vates thgreqf tTor preparing nedicaments, in
particul ar |for prieparing anti conJjul gants, nootropics, panti-inflanmatories,
neur opr ot egt ant s jand cer ebr o- pr otiect|ant s. / \
11 Me H Ph —(} 183°C (dec.)
S
12 -CH,Ph H Ph _U (124) 137-139
S
13 Me H Ph 191-193
O =
14 -CH,Ph H Ph ‘@ 182-183
15 ——CH2—©—F H Ph —@ 175.5-180.5
Cl
H —U 146.5-147.5
16 Et o

cl




"1 0 7.

et camentenraly

nervous system

Use of the conpounds according to one of Clains 1 to 5 and
ffpt abl e salts and sol4ates thereof for pr epa'i\jﬂa§19088
e treatment of diseases of the central

in

particular for the treatnment of schizophrenia, depr essi on, pathol ogi cal

anxi ety st gtes—egprtepsy,—pathotogrcat—enoryrdirsorderg suctiasjAl zhei ner' s
di sease, ngurol odi cal disorders, jamyotrophic | atepeak s¢l eroses,
Hunt i ngton'|s ®f sgase, 15Edi sordersHof t heh gast ti ndb3-t33act|,
functional |gastrdgpathy, irritabl e bowel syndrpnme, Yyl ima, anoregxia
nervosa, cqnpul sijve acts (obsessijye-|conpul sive disordef, OCD), drenenstrual
syndrone, migraine, drug addictions, $lng] di sorders and/or flor the
treatment qf head and spinal injurie€s . Use of _the conpounds accordi ng
to one of @l aisrs |1 to 5 mad physi|oHd caccee salefdétand sol vat es
t hereof as |pestigides. 9. Pharmaceut|i cal~/prepprathop conpri sing jat | east
one conpound accqrding to one of g ns 1 to b and physi ol ogicaljly
accept abl e [salts jand sol vates thereqf and, where 25 appropriate, carriers
and/ or excilpientg. 10. Conpounds [of |th energl f la (I1) RS|- CO - HN
ad sot cl (If)9- R3 30 wheee R3 andHFm.@pg‘nHem@f o3 {dewit her are H,
-R6, -CF3, |-N02, [-Hal, -OH, -ORa6, -|N as{ origohal ly filed 2 ~ MK99088
f -NHR- o -N(RB)2, RBis a S qgr g-nenbered, saturated or unsgturated
het er ocycl @ having one or two nit|rogen, oxygen and/or $ul fur atqns which
may be nong- or disubstituted by |- R4, 3, -[NO2, ] 5 -0H -OR6, -NH2,
-NHR6 or {N(R 6)2, and B6 is G -|(8- ) M.Mnjsl&bﬂdeﬂe gener al
formula (I1jl1) to|RS - C~ -- HN dj 502 a () ~o<3 where 15 R3 and R4
i ndependent]l y of |one another are |H |-Rb, -CF3, -N02, -Hal, -OH, |-O Rb,
-NH2, -NH-R6 or {N(R6)2, RS is a 5- |or 6-nenbered, satprated or |unsaturated
het erocycl ¢ havi ng one two nitrogen, oxygegn a r sul fur atonms which
may be nono- 3r dis d by -R6, -@H3, - L -Bal| 200-18H, |- O R6,
-NH2, -NH-R6 or {N(R6) nd
/N
30 — NH Ph 239-240
N “@ (dec))

(HCI 0

salt)

31 Et H Ph 179.5-180.5

225 (dec.)
32 Me H Ph —-@
33 Et H Ph _@ 200-201
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t he general
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12. Process for preparing a conmpound according to the

orinated with thionyl
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30 ¢) the

R3 where R3

the nmganings listed ijn ¢ aim10
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Example 41: Affinity determination

follows:

The binding of the compounds of the formula I to 5-HT6 receptors was determined as

The substances to be assayed were dissolved in DMSO at a concentration of 1 mM and
diluted to the desired concentrations (0.1 nM to 10 uM) with assay buffer (20 mM HEPES,

10

0.1% ascorbic acid, adjusted to pH 7.4 with NaOH).

20 pl of the respective substance solution were incubated with 80 pl of *H-LSD solution
(TRK-1041, Amersham Pharmacia, Freiburg, spec. act. 80-90 Ci/mmol, 1 nM in the
mixture) and 100 ul of membrane suspension (5-HT6 receptors, RB-HS6, Biotrend,

15

Cologne, 25-30 ug of protein) at 37°C for one hour. The reaction mixture was filtered
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5 ICso determination were carried out using internal programs in RS1 (BBN Software

Cooperation).

The compounds of the formula I have a selective affinity for 5-HT6 receptors with an
inhibition constant ICsq of less than 4 nmol/l.
10
Example 42: 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 | of double-distilled water using 2N
hydrochloric acid, sterile-filtered, filled into injection vials, lyophilized under sterile
15 conditions and aseptically sealed. Each injection vial contains 5 mg of active compound.

Example 43: Suppositories
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 to cool. Each
20  suppository contains 20 mg of active compound.

Example 44: Solution
A solution of 1 g of an active compound of the formula I, 9.38 g of NaH,PO,2
Hy0, 28.48 g of Na,HPO42 H,0 and 0.1 g of benzalkonium chloride in 940 ml of
25  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.

Example 45: Ointment
500 mg of an active compound of the formula I are mixed with 99.5 g of
30  petroleum jelly under aseptic conditions.

Example 46: 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
35  tablets in a customary manner such that each tablet contains 10 mg of active compound.
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distilled water is sterile-filtered, filled into ampoules, lyophilized under sterile conditions
and aseptically sealed. Each ampoule contains 10 mg of active compound.
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1. Compounds of the general formula (I)

SO
R 2 E‘; /,I‘L m,
(0]

where

10 R; and R, independently of one another are H, -Rg, -C3-Cg-cycloalkyl, -(CH3),-R7, -(CH))p-
O-R¢, -(CH3)s-NH;, -(CH3),-NHRg, -(CH3)-N(Rg)2, -Co-Ce-alkenyl or, where appropriate,
together form a mononuclear saturated heterocycle having one or two nitrogen, oxygen
and/or sulfur atoms,

15 Rj and R4 independently of one another are H, -R¢, -CF3, -NO,, -Hal, -OH, -O-Rg, -NH,,
-NH-Rg or -N(Rg),

Rs is a 5- or 6-membered, saturated or unsaturated heterocycle having one or two nitrogen,

oxygen and/or sulfur atoms which may be mono- or disubstituted by -Rg, -CF3, -NO,, -Hal,
20  -OH, -O-R¢, -NH,, -NH-R or -N(Rg),, and

R6 is C1-C6-alkyl,

R; is R3- and/or R4-substituted phenyl,
25

nis0to 2,

and physiologically acceptable salts or solvates thereof.

30 2. Compounds according to Claim 1, where R; is H.

3. Compounds according to Claim 1 or 2, where R is Rg.
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10 7. Use of the compounds according to one of Claims 1 to 5 and physiologically acceptable

salts and solvates thereof for preparing medicaments for the treatment of diseases of the
central nervous system, in particular for the treatment of schizophrenia, depression,
pathological anxiety states, epilepsy, pathological memory disorders such as Alzheimer's
disease, neurological disorders, amyotrophic lateral scleroses, Huntington's disease,

15 disorders of the gastrointestinal tract, functional gastropathy, irritable bowel syndrome,
bulimia, anorexia nervosa, compulsive acts (obsessive-compulsive disorder, OCD),
premenstrual syndrome, migraine, drug addictions, sleeping disorders and/or for the
treatment of head and spinal injuries.

20 8. Use of the compounds according to one of Claims 1 to 5 and physiologically acceptable
salts and solvates thereof as pesticides.

9. Pharmaceutical preparation comprising at least one compound according to one of
Claims 1 to 5 and physiologically acceptable salts and solvates thereof and, where
25  appropriate, carriers and/or excipients.

10. Compounds of the general formula (II)

Rs—CO—HN (I

SOz Cl
(In,

R3

30

where

R; and R4 independently of one another are H, -R¢, -CF3, -NO,, -Hal, -OH, -O-R¢, -NH,,
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where R; and R4 have the meanings listed in Claim 10 and Me" is an alkali metal cation,
5  preferably Na".

13. Process for preparing a compound according to the general formula (I), wherein a
compound of the general formula (II) or (III) is reacted with R;Ro;NH.



