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DI AZABI CYCLI C ARYL DERI VATI VES AS NI COTI NI C ACETYLCHCOLI NE

RECEPTOR LI GANDS 5 This invention relates to novel

di azabi cyclic aryl derivatives, which are found to be

cholinergic ligands at the nicotinic acetylcholine

recegtors and nodulators of the nonoam ne receptors and
Fot 8 PBUEAT6VEH &P rN A e c BT ogTE 5L HF ot 1 FEBT¢Hh &TCANDS

conmpounds of the invention nay be useful for the

treatnment of diseases or disorders as diverse as those

related to the cholinergic systemof the central nervous

system 10 (CNS), the peripheral nervous system (PNS),

di seas G‘shlsanvehtlsn relates toalos¢tlatiazabicyctimatyl dateatives, which are found

togﬁ@%rﬁogﬂa@@ l r’ché‘ PichtinR [éHOIIHé SRS arﬂ mBagisfors bf the

neur o- i on, ecwf
manQHRHer geqeem e%r\c! JrangpPHeIRR7UEh 10 plael p'a«w qaicAl Riafile the
cotypainastof dhe srednkign tmwy be msefuhfordhe dfeatrhesieoiodisedsusi aradisorders

g UNBINGS Toskreiitel (P hoione B 4 1At 2ehlbal hotGhik System
(QNS)eme perpherpl nefyeus stem dPNSd: ¢ ﬁ%aﬁeéém'm@er& 'ﬁfated to smooth
mEEl6 Vohtractions t@hubcnﬁwﬂlw&emmldes (dia%ﬁ)bé& oaranlsdrdkfrs related to
[ . r
QU ReoBhpfiit ipdigs of HRERRN" Rl W) mndfinidloh, dcin, and
williirawat sympiaastcaused brithe iprainatios of abHS@ efcchemic @ub#@nces
receptors in the brain area inportant to nenory and
cognition, and nuch re t he devel opnment of
aggnlt sI for the treat néeﬁ%@fshﬁgﬁ’jﬁﬁﬁel ated \él so?ders
have focused on the synthesis of nuscarinic

acet yl qingl isAgoh&saRt Bholiléhgicatrdufotratignineste nadatylchslivey eéxert  its

oiiPelel 57EE i Pub Wp oL BRI B RopSE RO B Al nclif choine
Re@egﬁn@r(mA%R)cﬂnd the nigadinicrgedyl Cholipe Reseptoss (AGHR)e
denment iy pfis Wil é’étébl%h@ﬂfthbwﬁﬁjscdmﬁ@ ldc@ fylhONBE rb@epiérd dominate

da
adireiAvel overt BROME chotiehaife BERBRE “*0% Hafh sk Mportant to
menrmy esd sognition)jandabudy sisepaivaimed @i dhedeveleprogntofagests for the
trééi%en@ i ?ﬁrﬁ&&%@léﬂ@d URordats inave fdétﬁ%fédhoﬁ?:hé RPhiplesBr¢F Aliscarinic

t@ | cotini I&gtor subtype. O her

acge Cf&‘?ﬁ"?a{ﬁ ef%‘f’éué $nonane- 4- net hanone derivatives are
not di Receptly]. haSudvenRan (rteTe¢t in NveENEVElps®NTieE G modulators

héﬂ\éﬁ{é‘ré?ém sei,e%ivcﬂ&@é&ekoarbf@ss%@vécﬁmn d&g\éﬁbrdmﬂ%faﬂwer&oqﬁerg.c

COtlnIC mne recep

SYRRIT 1t BBl ietun i 116, AlgFeimer dgm NBscogr dgielia e fognitive
inthasronent dee tethet @rdanio biraia (hhﬁgerchsq;ase relatashdiceaily taattoholism.
parti cuyar oo/is881 f”o?é?;id C1,8 48, zgﬁﬁﬁabaf BoMRLs and

ol
t he serotonln recep Rﬂe E m ne .r ecept or
A DR eSS LSBT 5 R TS SE 1 RO eGsRiok SoHyRs. Other
1 A-digeabicyclof@IR indnaneshoretianont derisaives @ne not disélosed.
dopam ne (DA) and norepinephrine (NE). Due to their
phar macol ogi cal profile the compounds of the invention

may be useful for SUMMARYQRIKE INVENTUQNses or disorders

as diverse as those related to the 5 cholinergic system

of the ﬁ%”é#e@én NRUEAIR RYahBRd d\Re prtot}ﬁid?\eﬁé)wf Shélulators of the

ner vous
nicotinic and/or of the monoamine receptors, which modulators are useful for the

treatment of diseases or disorders related to the cholinergic receptors, and in particular
the nicotinic acetylcholine receptor (nAChR), the serotonin receptor (5-HTR), the



10

15

20

25

30

35

system (PNS), diseases or disorders related to snooth
nmuscl e contraction, endocrine diseases or disorders,

di seases or disorders related,to neur o- degenerati on,

di seases or disorders relate to i nfl anmati on, pain, and

acpnie i ean o PR T B fediebte 5o fer AR, M e Biggeni
amiag teanspotiersifgeserptonin (G-HhslopaminedA) and narepinephriney(NE).
agent S Du t6ahbiP bﬁar%é&:l&ﬁédl rovid ﬂ@'éom dsfbfﬁﬁé triv@H’u&i may be

usely 158 e Bl oy ipedscs b ﬁ’ SN 8 Bk s MBEe Pleg to the

chatipergic tsiysterm o rthi ocendrad vileresusiisystabi (GNS)c tlae yderipheral nervous
syéférh m’ﬂ easéﬁsesF&rdmraeas Ratd@ 12 8o8th intiSci8@RiraERBH, TnBbcrine

of Its enantioners,
g A SaTeat Kseeses At CRaraRTh SO 18 b feacPReen; tiseases
omwdlisorders nelated2ior laﬂamlfkiatlan,dpai'h and defieinaleait $wnptbhmnmused by the

teﬁﬂfﬁhﬂ&ﬁ féﬁﬂee&%ﬂhnﬁ(ﬁ c 64 &, monocyclic 20 and/ or

cyc car boc [.or heterocyclic group
opt i ond| PWWF[R dbe dnyengen favealsp r%s“%ﬁ fulhas diagnostic tools or
menifsringt agonits ursemﬁmsenﬂagnosﬁctrimmds; mdciansriidulafoofin aivieyréceptor

I
n%g*rqg@ehﬁma ﬂﬁg a&ﬁ tﬁé(} ‘T%yi%l Uﬁ%?yﬁ 'iéB%YIﬁd 3t bﬁl)élﬁelk?d form. oy,
cycl oal 'P(d§§y @t iappectc tE'é{PR ‘a%séy maglsychc aryl derivatives of
Férmumal omet hyl , tri hal onet hoxy, cyano, nitro, am no,
car boxy, am no-carbonylg (carbanmoyl ), sul fanmoyl and
phenyl; or 25 w anofher nmonocyclic or polycyclic,
carbocyclic onfhet e Gear puUD; A.a/\,i:u gh adg ?ti onal
nmonocyclic or 2y cl i c, Carbocyctic “or hetefrocyclic
group may opti be substituted one or nore tines
w th substituents selected fromthe gr oup consisting of
al kyl , agycofoits lepantianyernsoen AYY naikiuge of Hisdeaantiomgrroal, N-oxide, a
Haudrgozsvaldhaw@eﬂuk@waaiépidue addieny salbtheesof, whgrirmal koxy,

cycl oal(%gxly % vyl , cycl oal koxy- al koxy, hal o,
trihal 30 tri hal onet hoxy, cyano, nitro, am no,

car boxyy aamAﬁ’om@paad@ntly(Qfmmqr, represent@ aromatic monocyclic

arﬂi?&niz‘blyclz)l%hé eé&raté@s{alé agdm?rlﬂﬁdl@by&lc@?@;ﬁ 06ptlb|nthﬂy guBstiuted one or
ona | e | MTes. W

m8 e, UEes iy 3B uorts $42ik he Bw%oﬁwueo%%#'r'ﬂgofoa'% Ryfloalky,

cwiaallw&atkyl hyx:y@xx;m aoxya| kpydroxwquxy alifoxyalkyl, alkoxy-alkoxy,

é‘i@ﬂc yoldalkoxy hél&%lorﬁéthyl trlhalomethoxy

Wa}l‘PhQ kox CX%::b Hl@l% i [géqh B't ¥lg?l kOX %Flﬂ‘dhab&ﬂy' o

withar dnother amnm;yclm mnmlyQth,b&athcyghc or heterocychc group; which
acm‘ t"iﬁ hfd?ﬁb RIpe y&:hc:”cariaé *’dﬁb o?ﬁbw& group may optionally be

am n rbo
supskipfed g %eﬁymoreimerﬁ)wqﬁ Subsifusats selReiRA from Beraryye cgpsiging of
algylpuynlmﬂlkyl,ocynlbaikyl-uﬂtyl BlydroxpRalkogy; \HydBdxyaikoxy, alkoxy-alkyl, alkoxy-
( L r
alk&‘@ c&c Ikugy f o rﬁljn?(!h@dﬁ I\?g%éh%&&té{k&éf; Qggg fAh&ibethyl,
iplamsomy svRgh i ﬂeﬁwoo??a%wy Aing-CRIBPBELISREOATOW), Splfamoy
and phenyl;

B represents a monocyclic heterocyclic group, optionally substituted one or
more times with substituents selected from the group consisting of alkyl, cycloalkyl,
cycloalkyl-alkyl, hydroxy, alkoxy, hydroxyalkoxy, alkoxy-alkyl, alkoxy-alkoxy,
cycloalkoxy, cycloalkoxy-alkyl, cycloalkoxy-alkoxy, halo, trihalomethyl, trihalomethoxy,
cyano, nitro, amino, oxo, carboxy, amino-carbonyl (carbamoyl), N-alkyl-amino-carbonyl
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5 NR'""; wherein R'" represents hydrogen, alkyl or cyano;
and B' represents hydrogen, alkyl, al kenyl, alkynyl,
cycl oal kyl, cycl oal kenyl pheﬁyl, benzyl or a nonocyclic
het er ocycl i c group; which pheRyl, benzyl and heterocyclic

eypeiBaficino R P ARk emiReArRb M I EafonfPhfild, (Bkyitdrbony -
arainRy sulfarpeylo ahrgy! ordyenizykiacya geaupy ol fanpdleoNR-Bl kKNRY(C=V)-B’ or
-NR’I(FQV?I-NI*OBY éwtﬁrgﬁrkg?éé?gléin@' kit élgléigﬁ)(@_fga group oﬁ flormula -
(R SEERE réotSaqhit, SV hathey. BEmd B T ViR lsen B B s or

NBZ; mdneyein &1’ mepresetits hyidrdgens; [aékybor xyane; and B’ represents hydrogen,

KydizeHia N bo k Q.qsno ;
alﬁvl Nyéicgifﬁyli’ ;&T@ﬁnjl ; o% b@l’yﬁm‘g?‘& I -bﬁr‘)ﬁ('%'%" I I_)enazr¥]l ng, o monc?cycllc
hefaracyclic Iggc&m, wgﬁzp B[‘ e PgR=Y! Xnd heterocychc groups are optionally

a I nBNeMe CGBTY!

sulistitutad enerion onarartimoes/ With isubstit(éhtaldeldcted Fonhothe group consisting of

. | o a0 - . ’ d )
2l %“I‘?;ﬁ i oRTodineiyh o fTakox it iKek UGBy, alkoxy
alkpryy| CYEOaIKENt FYdiRmiepraligyl, | cy Oajb%’@/nalw or N2l nichalgmethyl,
tribalomethoe| aybad, hit@mantihid; oxe ,Cerbokiy,- amird-sdtblonyl- Cafbamoyl), N-
e - = . Aol 5 =Nl
alkylzafilton! (i iamabty i diao-ahfio Eitbony! Alyicarbony-
amigegmino-cabonyl-agaipo (ureigie); N-aljyl-armipgrcasanykaming lralkybureido),
NAN-Hiplkyl-amthowarbofyl-ahing (NiN-dialldd-urgide), Suifemdykppenyl arfd benzyl;
arIdWenti on provides pharnaceutical conpositions
conprising a therapeutically effective amount of the
di azabilckpPresenis {1 single j(Gemalert) bend gie. L jp/abpgandl; or & linking group
sele b fihe CCH}- SCHY-CRzS em—aﬂojl-eﬁ aoﬁct,i-wcntgfnt-, t(mzmtlf, -|CONR’”’-,
Jejer p i g S| o] u s ascept abl e )
NEIEOIP IR (B pRECISORRRPUABER Y, FpiadiS FE %8 %sche,
-SQnveHRi-oMR'ehidt'e yepresenis hyseogen qnakyl;endgnds bl c3/er B¢
aryl de i gbtard Gspédtetheni@Bhiicn) préVidés pharmaceutical compositions

\ P!

oo e 5 A4 ERPLYGETT ERBERR! SBfldr A8 ciadBblbybikArPderale of the
invertions Pt Bahermeesuicaibraccepiable addition salt frereof, tegelaertwithat least
orﬁ;; plfdrhﬁ%éaﬁddlly-_a@&?ﬁa_ﬂlbiﬁﬁﬁ csardi[@ers\lliiq _SOJr1 dg_r or a condit ijon

0 a ,e l NC . | | e SOor der

o oon TEWEL M alchl, Bpat ik RriBnC ISR 0, HhE T of the
diazahigyclic aryl derivalive«f the nviestiom e pharmaceuticallyiasaeptable addition
s RBIHE Sfof tHEE hizPgfdclire tof pRRRASsuticAI ®dMPYSitihsfhedicaments for the
traltl evj at i gn oof di Sfﬁg\%eim dtjsor%egs or C%r@' onr_s of a'tion of a

S3eRl RIRVARICN, 8 OViATn Gl giSgask, o A RRTSr BF ot
maingas inctudingo adhyrnam, which edipeassi, \disardemor gbaditiom i®fresponsive to
mé?l%iiéﬁéﬂ%rbliﬁéﬁﬁpfe%ﬁto%'s?nd \/\ﬂi ch lmet hod co_rrpr: sgsdt he

ste (0] a ni erin 0, Suc a,. I VI Ng anli na |

Seon ¢ fbihr anOther, axdectsihen fvehtion diroves T Jnginag: far, Beatment,
prégentioazabaltavidtion afrdiseases; diadidees of cohditioms, ehailiving @il body,
inSBBAEeEhithah, inich ¥Reradt) ditbade BF A "e'ﬁif?éﬁﬁﬁsﬂ% Bhodiation of
chghaeriGyecaptomm And,wiiigh Bethop conmnisasdhs siescoi@sizistyringHig such a
livirigVEThaN bddyadrabheyt [theredf yo Berapaticallys dffiectives dmosit of the
JESHEIC By bBURRVE O 1R Rvdlfch, di azabicyclic aryl

Other objects of the invention will be apparent to the person skilled in the art

from the following detailed description and examples.
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5 Formulal 0O N-\N~- A6 any of its enantioners or any
m xture of its enantioners, an N-oxide, a prodrug, or a
phar maceuti cal | y-accept abl e agdl tion salt thereof,
wherein nisl,2or3; 10 A and’A", independently of one

ol yoyel i ¢. " caFpalt PRGHASURE BETHE NENTRN 0,

optionally substituted one or m)re times with

DfazBBicycHE Mrf |gghe§ﬁ\eg§fromthe group consisting of al kyl,
cycloalky drox

Cy e ol PSR L b, RO B o dopes o

F@wmﬂwhlkoxy al kyl , cycl oal koxy-al koxy, hal o,
tri hal onmet hyl , trlhalo=-thoxy 15 cyano, nitro, am no,
car boxy, anino onyd (carbanDyI) sul famoyl and
phenyl; or wigh.ant pocycli g nngponcgfllc
car bocyclic or\Reétayjocyclic grﬁUp ‘whi'th addi'ti ona
nmonocyclic or p cI|c car bocyclic or heterocycllc
group may optional | substi-tuted one or nore ti

O hP S Bkt nantdmes: ey Sk of b Beiamar; AR Noxide, a

pradkug, or a;ptnbnphkedtwaﬂyfad:mldb}é addilign salbftereofywhetdiroxy,
hydroxyﬁ qal koxyal kyl, al koxy 20 al koxy,
oxy

cycl oal c éloalkox alk I | oal koxy- al koxy, hal o,
trihal cﬁfn?ﬂﬁ)ﬁ '“C{QPPHQ?TH W"%%%fmﬁeprﬁﬁ‘?ﬂt@" %fﬁ’f'l?@c monocyclic

ardiobpalycydlio] carboeydiio ranid/dr detdranyylic) groap) dptiomally sabstituted one or
mBF%e ﬂ?ﬂesl\ﬁtﬁ %ﬁftﬁ%ﬁt? s%légﬁéygrpm {rfé g&}tu?%v%t'bﬁ &rélkﬂﬁ,’ cycloalkyl,
|'E’l5‘¥ ts %P@bt e@lkeXbm WF&!OWSFE‘YCO@'F@W@WM aljjoxyralkoxy,
cybwélmwWcloalﬁ&ycaikﬁlpe}dﬁ)'élkcﬂdyl‘a){koxyh}‘lérd;)xm:alahbﬂwy Jtrihalomethoxy,
ﬂﬁfﬁ?léﬂ? ﬁ§t c%}blé% kalﬂHﬁ\&}q{b@Mf géé(rbal'rl%y sulfefrucc)x( andh%henyl or

WtﬂF | qmtberem@nocy@qu 1051 BOEYRiSy Carhagyelis, Ot beleroayalic grosio which
adlﬂlﬁdm*monaﬁydl@ ot pohepylic, @mbbfm)drheteroc CllC group may optionally be

LRF ﬁl&.@ Pﬁé“o?igg?@tﬁﬁ%& {gntla gﬁl}éﬁa‘( r‘ﬁ? ggé% X ny r,%'oup consisting of
allaylkwcl@aik)ﬂomloa"afhaﬂwl wmnﬁgkpxy,dm&mya&wmeﬂli@xwaw alkoxy-
alkau P cgf_:loélkb I acdeEﬁlkcB(yralkWR' cﬁéfoé&o@-al%xy’ﬁo halo, trihalomethyl,
Aty i i A B b i, ramon
and/phenyén, al kyl, phenyl or benzyl; V represents 0, S or

NR ; \m@rpeégerﬁé a rﬁ@rﬁ&@éﬁiﬂhéte mggmu abbﬂdnam stibstit@ted one or

R iBeEgH SHGM AT s ot frefl e grsflpy Forgistnd rfﬁrfﬂ"ég!tw%oa'kv'
cyckalyballyl, | chysiroxp:  aloxh pmatyxyalmmalm-auad,er atipry-alkoxy,
cyHidHSRy REI RS BUAKYIY o ERodRs dIkeHye Hale) iR B, WiBismethoxy,

oy, Mol ko i, B S BoRyodh ﬁMOR’S 4o carbony

(WGcmbgmoyt)xyN Mdiaﬂwyaminoymrbahy{,owmaebdngkgmmo alkyl-carbonyl-

afipl 8 g‘f F\¥ﬁ}“ Qﬁ'l @r@’ rou?\/&ﬂ %E@‘WI@’L@OXMR’ {@J\Q-B’ or
ano, o ahi no,

N nd"’f&{?'ﬂo yreqreaen% A

ggenN_a or'a group of ormula -
((Bd\k)WR’aBi " représemyd hydrolgn,- alkylpphew Jor benzyl; V represents O, S or
NRNoflefdiff R 39hraCare A en, alK§Y b CFARRMHd B’ represents hydrogen,
alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, phenyl, benzyl or a monocyclic
heterocyclic group; which phenyl, benzyl and heterocyclic groups are optionally
substituted one or more times with substituents selected from the group consisting of
alkyl, cycloalkyl, cycloalkyl-alkyl, hydroxy, alkoxy, hydroxyalkoxy, alkoxy-alkyl, alkoxy-
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am no, am no-carbonyl -am no (ureido),

N-al kyl - am no- car bonyl -am no (N-al kyl -ureido), 5

NN- di al kyl - am no- car bonyl - am RO (N, N-di al kyl -urei do),

sul famoyl, phenyl and benzyl ;™ and L represents a single

algé \égltcsgfo%p%%? d C&&clgalk@@@gs S%I%,ai_lé%b‘ Qk!) ki Ppa% gr %ﬂglomethyl,

tnharlomatlzqm cya(1q;|—|z§hm, \emino COXR' carboxy NRmmqagarbonNR(carbamoyl) N-
%moﬁ:@%cn(yﬁ%@?oarbawwr e MIN-Yidligarfifdesroofyl, afkyk-carbonyl-

armn Ia@no-c%rlpgnﬁ q\rgmg%iéldo) &-algyl qrﬁlll‘IB ﬁ% int Y h{ﬁi—@ﬁ&Fureldo)
Ndv-dwdi{yi-amo-mmoyyl-almno\/(&&,N«malksd-uaeldohmdfamovr pheayinand benzyl;
d 11, 111 or 1V, as defined herein, wherein nis 1, 2 or

] f b 2. | t

> of or RotbPesasls aainoin (Eavaont) Bopd g, o e Absdins dirre fakieg, group
seieetedlinouyeﬂlH@- a@Mb—OiHaF I-'Gi-lq(il-é- FE=@-,ch{iHHpMa, efCHYRLHCONR -,
Arvido, Likasgy o 1o i Wh?é&bfeﬁtsr-‘iﬁ 28ENIGTH,.,

squé’fﬁ (hi%up%eln"t@ e@entsr o0 AR RS 0, T e

- CC, 4n Yor{eCldybodimeniCHiit) ia¢abicyCHaNisty - denvI}sIRvé i€ compound of
Y ts -0-,
Fo@%laq ngﬂor Rﬁ%&feﬁﬂé%y&em W&hﬂ‘ﬁ g r2 ec;p?agggﬁf 2 ﬁydr ogen
or alkyna morg RiAkeriediamipdimentn i§18r2y n 3 nore preferred
enbodi neatmbstrpepieaednsbaiimenta i8R.gr oup sel ected from
- CH=
 (scp) a0 erpbdiient tiechbapioydIECatiiaibe ts #domeound of
Faimiga é It d'@)?&l\érﬁs) dQﬂBﬁQ rIEI"G‘B wherejnsL zeprepents %“Q'ﬁ (eovalgntbond
(u etrtmlam) bha lidking Yoy sélected fipm «EHJ-y-BHMCHL-S -@H=CH-, -C=C-, -
b LR, ik dd QR MO, R TSNP, Sidrein Y

epresents_an aronatic nmonot
rqm%ﬂs\;scr o, -ScarHddycr$e- mSQzet-é%c idRT crepresants dydiogaalqryalkyl;
asd/AsiEIo, Wl 2dr@ne or nore tines vvlth substltuents sel ect ed

]::;/glmo;:?rﬁ %g@gﬁ?ﬁfé@ﬂgdm%n@_%b ﬁ'llél%fié) group selected from
CHi#GHy -6 ERyI-O-GHio g OBk oNHC e - séa)- 208 HSONH-

cycl oalik ensgthar kidferréd ehibaldifeent-Latdpredentdalsingle (covalent) bond (i.e.
t“tg%x met hyl, trihal omet hoxy, cyano, nitro, am no,

am no- car bonyl (car barmyltc, sul fanoyl and
phenyl In@( third embadimend rth @ryl sdgriyvative isa compound of

Fsmilh@wmm er iV, d%@éh@@)h?’rélﬁ \?ﬁ%}*gmm/\»epfégenm éﬂoemb monocycllc
R, SaReidl By PhlFol RGNS LR SURSAGER bl or more

tlmes hwith bsubistituentss setgated deom r they gmrg rqmplstjmsofstaihyg oycloalkyl,

%'_R:) ﬁlkfyl Cyﬁ,}d?a yl alks .| OBy dirisky amkdsayl Kyl, 2lali@%y-alkoxy

)@Sﬂqﬁr % 8¥83°%“‘ eycggﬁl k@yallgcp% o, Ergh%bme%y] Qralhalﬁométhoxy,

cyariol) aliteyetrhinb, canbloxh,aammm&qnyl c(;zabamolyl)t solfamoylrand phenyl; or

wﬁﬁ Qﬁl??ﬁer %ﬁ&g&lﬂ:" Qﬁnkﬁbl&ﬁﬁ&b}%ﬂ%% clicS I f ﬁé‘[‘é}’é cf?é“broup, which

r

eg%/ag, mgyﬂ\grggﬁp&cyg ic cglrbiagychc o] eter}gg)}cllc grou may %%onally be

substltuted one or more times with substituents selected from the group consisting of
alkyl, cycloalkyl, cycloalkyl-alkyl, hydroxy, alkoxy, hydroxyalkoxy, alkoxy-alkyl, alkoxy-
alkoxy, cycloalkoxy, cycloalkoxy-alkyl, cycloalkoxy-alkoxy, halo, trihalomethyl,
trihalomethoxy, cyano, nitro, amino, carboxy, amino-carbonyl (carbamoyl), sulfamoyl
and phenyl.
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carbocyclic group, optionally substituted one or nore
times with substituents selected fromthe group
consi sting of alkyl, cycloalkél, cycl oal kyl - al kyl ,
hydr oxy, al koxy, hydroxyalko y, al koxy-al kyl ,

glylé%g'lri I(ﬁlzox e ac gelggoe %ﬂll’p%rﬁtl la%ﬁ’é%e;ﬁls kgrl 'aromatic monocyclic

carbod:wh@ gmdmnptlomg}laraubsmuted)pn@nr mqre diarasowifh substiigents selected

&R’ BRn [BRNG) of Sty 2yl Bticaikyl-aligy, aﬁy@ﬁéﬁ\? alkoxy,
|

Yrod 3
mé?&qﬁ{??‘yer S AR aal g AR BIREHAIRE cyelgeliony-

alkbstyh Isalb,sttmﬂame’ehys etribatopoethoxym cyamo, gnitsop aming,i sarhoyyofaminoc-

.2l kyl, hydroxy, al kox
°1‘?b§"r‘>’§ 9 S "WFAM'% al koxy- al kox g
cycl oal 'R@QWVGBVEPR%\P fﬁdaﬁ Pd'"l%FEIAozE?FP{S%"%I%BWY' RENgphthyl
group ) aptiureilii Substituiddabneair rane, timganwith substilyerdsisetected from the

ﬁébc%@éi’s o?%]léélf %&I}%Ilkly (gr%r&%g@-xﬁ h@i JX?”Q nﬁtldroxyalkoxy,
al %ﬁalkymaého;w-edﬁo%m@ ralkoxy. ay%walgwuﬁikylasw ﬁa|l§ﬂ’@fﬁ|§19xy’ halo,
tribaRhetfgd eiiaohemhoky, A cyamlr lesﬁtrdg iam{n@tc 0 (rjaatbmcyrm ramtisicicarbonyl
i ona substituted one or nore
“?ftf@@&@?{%* l%“?l?@%ﬁg sel ec%/ed fromthe grou
consi stn ragrr@st arefgired ehaskmeny A' rgpresaaik @l PhenkyA-diyl or naphth-
2 BydlylQyup.al koxy,  hydroxyal koxy, al koxy-al kyl,

alkox Iko I K

cycl oZ\I 2t(ﬁl‘:'na[l é%? Pe%éﬁﬁydd{rﬁ&# i&aﬁgﬁég?rﬂg XA ﬁa?mﬁ%(f onocychc
h@temwchqgrpug, opliong su@ﬁt@@@ ongmrmore;tmne,%wgb @ybstltuents selected
fr&rﬁa'iﬁ@fﬁﬁéhb coisistingOBt IRy, rdwmlde Iaycﬂbamnew,ehya 3 alkoxy,
ISR, oftn-R0 5 ol SRRy SRk S ooy
albyxy dh@i?l trllpglemaﬁwl,nwhalqm@thow cyanen Ztrar Amino, carboxy, amino-
c&ﬁaﬁﬂt(&ursambyQ%lfaﬁmlaﬁwbhe{|ben2Imdazol yl group. In an

Fve o n g o g MBS o/ el SR 8 liind, gy, isoxazon
143343amlmzwl,5 cm gza-omﬂiaznlybxaaywoyl 2, yridinyl,, pyndazmyl lndolyl
bénzbfuta aS’é%‘HJneﬁyl Eqwﬁcb)hdlmylﬁil"ﬂeﬂtlﬂnaaz%l Véu

Eg;lzg:c 31;1 gh ezeg){ncgpﬁei!e ﬁmtrﬁc@ne&tyé ra'pn gh nts d Puran & ,5-diyl, furan-
3 Gediylp pyitrold2, 3-diyl dispkaznl-3gediyl, i aéz@(adiazsl:-aﬁydlylgmﬁ;@-oxadiaaoM 5-

.?F d%h ) S—d$f| (:iqd.ﬁ-é zﬁaiyp diyraakinds, ewpr R8I, 5-diyig b@h‘z‘bf@rfan-z 5-

hi)e%g'i"ﬁerz NN S Wi 8 D
r epr es dnastiliyubre pesferrad lembodigentds iréylesents @ gralp of foamkid |

hydr oxy, akKkoxy, cycl oal koxy, cyanoal kyl, hal o,
hanaIkaJZgﬁggggkoxy cyano, amno, nitro, aryl,
aryl oxy eroaryl or heteroaryl oxy; which aryl,

aryl oxy, heteroaryl or heteroaryloxy ma optlonally be

subst i twheseinok@ndrY: independantly; afroneapeotheirearesent N andior CR',
whaéénalddw%%\ﬁwaydr%éeﬁ% } chHaﬂ(yﬁfEVcﬁfall@l-ﬁkyU thﬂf‘oxtyh%lkoxy,

resents dr oge

ciiglfo) Frmatts i SR halgEBeohS. P, SR aRl aviowy,

hetemapylobr fheteraaryloxy; which aryl, aryloxy, heteroaryl or heteroaryloxy may
optionally be substituted one or two times with halo, haloalkyl, haloalkoxy, cyano,
amino, nitro and/or a group of the formula -NCOR™”, wherein R™” represents
hydrogen or alkyl.

In another preferred embodiment A’ represents a group of formula



5

10

15

7 X-Y O wherein X and Y, independently of one another,
represent N and/or CR, wherein Rl represents hydrogen
al kyl , cycl oal kyl cycloalkyl7alkyl, hydr oxy, al koxy,
cycl oal koxy, cyanoal kyl, hal o; hal oal kyl, hal oal koxy,
cyano, amxesy nitro, phenyl or 5 phenyloxy. In a third
preferred /g diment A" represents a group of fornula
R1l; whet®El represents N or CR2, wherein R2 represents
hydr ogen, alkyl, :cycloal kyl, cycl oal kyl -al kyl, hydroxy,

al koxy wheyaih 0alakd Y, .ndgmrmuquf dnel amothai @qbde;sént N ldhd/or CR',

'KQJF@'?(‘;‘J; res%}‘n%nﬁ% @loglk? tc\%ﬁloaﬁ& F%%NJPIP%@I hydroxy, alkoxy,
cyeioalioxyy yvarma"%t '@aleahyloaw xyorﬁyﬁny amlrsqu@trpt gheayl or
pHeMgloRy. two times with halo, haI oal kyl , hal oal koxy,

cyano, lgg‘tp&ﬁdep\%ﬁrl:% &HB@@@@@&L&?%%}%%§ﬁétﬁ’¥5ﬁ*|f’ﬁ9‘t"a and

In a nore prefgerred enbodi nent R represents hydrogen,

al kyl, cycfoal kyl, 15 cycl oal kyl -al kyl, hydroxy, al koxy,
cycloalk noalkyl hal o, hal oal kyl, hal oal koxy,
cyano, anino nitro, aryI aryloxy, het er oar yl or

het er oaryl oxy: whi ch ar er oar
not or olneraR X rhbresioN.en ERE. Wiieheini e Fentondiis Jivdragen, alkyl,
cycloatiyl, weyclodtiaf-alkyk hydrmdyoaikoxy cydbaihmky,»qyanoglhylo halmyi haboalkyl,
h
h%}élf(&ga% ée'gée n%hgﬂ OfaRfl o%y&{i&”ﬁé@&oom h?tghor \“ﬂ&i)ﬁ'\ﬁhlch aryl,
arMPéY é?"ftg"tﬂ’agﬂﬁb e laxy F@é{r’@é‘@ﬁ?l_y be 3‘1"&5‘8”‘%‘]‘ opg O e times with
hdle, h@loalidytr bahau(oxyapcmt amhdoyr niGB2 andioer &1 groB@ of the formula

) I ky
S‘E‘?ﬁi?‘@* o) ebfescts Nydron i 6f SR, +oa| coxy
cyanoallk @l mo;gap@fermg SE‘PQ?F“G""?%I GBI WSG%“’ glkylngycloalkyl,
cynldathl-atkkzle ydraxy, plikexry, eycioallaxg rr@myesfam Shdigalkylg éaloalkoxy,

cy%ﬁo lﬁﬂl ﬁﬁ’n‘&l Wbéﬂo{w CI’L&QJOEWI Ké‘ﬁbkowg{gg h'lcﬂl Mryaryloxy,

hei?@ﬁa'l o helro aMQ’Wd“abI‘PEH%a"Mrb%ﬁ@ﬁ}'Mﬁ onprprawepiTes with halo,

= »hamsaik;ar hel@amﬁby)dcymt afiind,enitresamd/or AugranpafShdi fefmulan-NCOR™”,

20

25

30

wf,é}-g[ ﬁusfﬁ@?‘gé%ﬁghm,las?ﬁbﬁwl cyclic aryl derivative is a

11 or IV, as defined herein,
vvher ei A ouf@ppr@i%'rﬂ%era hodimenb A @Pr%ﬁ?niﬁﬁ)ﬁgw-tﬂ gfdognula
pol ycyclic, cafbocyclic or heterocyclic group, optionally
substit ut ed q(e or nore times with substituents sel ected
fromthe ¢fouy consisting of alkyl, cycloalkyl,
cycl oal Kyl ~gf’kyTl5 hydroxy, al koxy, hydroxyal koxy,
al koxy-al kyl, al kexy-al koxy, 8 cycl oal koxy,
cycl oaMklexgna}Kk'gpresemsl Nad)lkﬁﬁf athieoain Rgnmpresents hydrogen, alkyl,

cyEfdah@'l OfRidaMyI-alkyl, HRRSIS! BikEky, cycloalkoxy, cyanoalkyl, halo, haloalkyl,
haloalkoxy, cyano, amino, nitro, phenyl or phenyloxy; and R' represents hydrogen,
alkyl, cycloalkyl, cycloalkyl-alkyl, hydroxy, alkoxy, cycloalkoxy, cyanoalkyl, halo,
haloalkyl, haloalkoxy, cyano, amino, nitro, phenyl or phenyloxy.

In a most preferred embodiment A’ represents furan-2,5-diyl.

In a fourth embodiment the diazabicyclic aryl derivative is a compound of
Formula 1, II, lll or IV, as defined herein, wherein A” represenis an aromatic
monocyclic or polycyclic, carbocyclic or heterocyclic group, optionally substituted one
or more times with substituents selected from the group consisting of alkyl, cycloalkyl,
cycloalkyl-alkyl, hydroxy, alkoxy, hydroxyalkoxy, alkoxy-alkyl, alkoxy-alkoxy,
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cyano, nitro, am no, carboxy, am no-carbonyl (carbanoyl),
sul fanoyl and phenyl; or wth another nonocyclic or

pol ycyclic, carbocyclic or heéerocyclic group; which
addi ti onal nonocyclic or poly€yclic, carbocycllc or

ooy B G ROl Py 2y, Baty HHomBIyf duiem8thoy,
cyaons nitto, regniod, cailbleyy,, aminoteaabonyl (c@venwl)kyulfammmnd phenyl; or
wity Bridthler @ clid YT 9 c}ﬁ@xléarbiic @I?&V‘o@“ k¥terodych®>group; which

adaned mebrdbies ppl chéfc' SEPFYEIT SROEIRTPoYlie aret BREORISGRIY be

subgtitubed oné 00 Mareitimes wah lsubyt;tuents rselaciedram theogrobanomlwng of

I I a%mﬁ n -
ﬁ“ %e re‘éyents an ‘aro t| c noc b%&g g%ﬂg:otalkoxy
albfmv-or&xplo? Koxhst PYARAPRYR ﬁ%@%a \‘?’Fﬁ k3t hais, ihalomethyl,
trinaloaicthoxyn icyanes | mitrd £ dmirio, aarthdxy, @ning-caduosyis (dansprodyl), sulfamoyl

rﬁiéﬁ( cycl oal kyl, cycloal kyl -al kyl, hydr oxy al koxy,
ro alkoxy alkoxy al kyl , al koxy-al koxy, cycl oal kox

cycl oal 'P((B()WHP kRneferead paORiSNt Al FeRrpsenis| "Ef‘ Yaromatic mg"OCVC"C
cdrbodyelio gedupy |o,pt|bﬁally€émmtw<ane oy ange tinds with 3abstiiuents selected

FSLIS ol St S, LRI oo AT, o,
oFyalexy salkoxfraliyl awpwﬂfﬁmwyclog Hop: cynattoxyralityl.qysiaglkoxy-
alk@xﬂpﬁél@ﬁdﬁhﬁo&éﬂfy‘ I tritlafingthexyq ' cyanD, tmlfl‘O,S amtnhh ca:c'boxy, amino-

e r n I n 0

Caiﬁﬁ‘y' (éags%"@&?’kﬂ'fg%?p?’g%m'b»m Eylouphcgr zle/ a?kox
hydr ox;llalancﬁvﬁn raweostrpfqrqdﬁmbqrﬂlml*a|rﬁese§ent§yt pb%nw( % paphthyl
groMp] anldkodiyt gy is 6ptidnany lsarstitdiedadie vy twbaimes with substituents
BRI b LA B . Ry o, aon
hxﬂn@mkoxv;walaomakylp alkpxy-aikaxy raysipa qadinxyalig, cygloalkoxy-
RS- Aals; dnb/élomretr@henméldnetﬁow e - mtra mhbebarbo , amino-

ents a furanyl group; i ch
C%éo@ﬁ&ﬂfg? °¥'§ﬁ”ﬁ5\°¥¢%‘i§@%’ﬁ’fut ed one or two tinmes with
subst i tmarmestspretestedembagdimentA” gerrapenys @sphan-hg-diyl or phen-1,4-
di |éﬂ§h cycl oal kyl , cycl oaI kyl -al kyl , hydroxy, al koxy,

nglr ggl)frkl koﬂ?rkg f(L,(rgJ | c%ilgp?r?tl %ﬁx@%ﬁéﬁfs‘/ a ﬁXCl ag';rlégf)(?/ which
group Hialaptionaiyl substituied emet drobwp, timeanwith substiiuentaiselected from the
gr%ﬁb%)érsﬂﬁ%’”o‘i‘%lmao Ryl (@g{dgg@gﬁi@s r&aH)@rrabkbx@n@ydroxyalkoxy,
alkoriis. skenaion, supBafHRE eI ARG, ey RERP-aRoY, halo,

tniaalometlnij emhalmnelhoxym ¢tyamos wittdy  samEo; t wanaoexys elasminegarbonyl

Lb"hsﬁ i:ng of al kyl, cycl oal kyl,

(y}fs?@ rg X dr oxy.al kogg

=1 Koxy B PRPTe RiplesseyLerrRasipentS lpuracsis & foran 2. Syl group; which
gm)apllsamhonallyablkl;dtltutedaineadmmvcyilaiekoum shbstiyents selected from the

gﬂoh *@ngéﬁh%ﬂr al w@%&{@i GelbaliGr AR, szhkfx& ?am) dr(g(yalkoxy,
alf ‘PPéh?'kY' Akaxyralkay. GregalkaBAt CYRAIEA kil gyglpalk aikoxy, halo,
tril@lomettyly e triral@methorguncyanb, Mhitrayul amino, Woartsaxy, B ammo-carbonyl

[ lL.l.ci heterocyclic group, optionally
(Cgﬁtg{:,"t?m%@gﬁ“o%%g@ﬁn%b@' times wth substituents sel ected

from t e &ifideekediment e diazabicyclic aryl derivative is a compound of
Formula |, wherein B represents a monocyclic heterocyclic group, optionally
substituted one or more times with substituents selected from the group consisting of

alkyl, cycloalkyl, cycloalkyl-alkyl, hydroxy, alkoxy, hydroxyalkoxy, alkoxy-alkyl, alkoxy-
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al kyl, cycloal kyl, cycl oal kyl -al kyl, hydroxy, al koxy,
hydr oxyal koxy, al koxy-al kyl, al koxy 9 al koxy,
cycl oal koxy, cycl oal koxy-al kyl,, cycl oal koxy-al koxy, hal o,
trihal onmethyl, trihal omethox cyano, nitro, am no, O0xo,

al ?r boxc&ﬁpﬁggogg,r ggw%;aﬂ%%y&@@l Eg%f%gmlk?&-alkoxy, halo, trihalomethyl,

tnNalomearnom -anhn,onttm tRMIND, oaokgza:b@ay bamjnc-carkbiony, (carbamoyl), N-

alﬁyllérﬁﬁBébbm rd@ﬁwol NV-dRalidy|-aRiifo-BaoRYI e dikyl-carbonyl-
enbodl nDnocycllc heterocyclic gfoup

a@@"eﬁ‘t" Xlo‘meﬁ& ?%‘fgﬁnqyl pyrrolinyl, pyrrolyl, and
pyri di irylg meine cnrefmedcgmbodamelmétBsmm'?adznts agmnmncydlc heterocyclic

gﬁaef) égtpdééa' Tf hbh@.ﬁﬂ E?ﬁo 51 L ¥Rrdi! maﬁd vwna nw hﬁﬁ.bﬁ Ll'ﬁ‘GHo%ychc

%@cx@p@‘puapg&p l0 {5?55; ! nqw&;apgﬁ(%gh @b&?tltuents selected

fradnk they -grblyy | corsidtingy oél dﬂkwy&y cyclpalkyghl kyntgalkyl-alkyl hydroxy, alkoxy,

:fdf{i:h}g%ﬁgﬁ by, EEPlK ngykgbaﬂ!o&g digbalkyl cycloalkoxy-
alkgaiiolalay HERIOmAIRY; LRI ity ATRIPE. a%qnoce@f) yamino-carbonyl
(caebdnydyl); aNealkylydminoNahbahyhl ﬂejkyi-aabaaml’:)r baN-dialkyl-amino-carbonyl,
a@%&@;gw& sﬁﬁ%ﬁg}daﬂagwe rand phenyl. In an even

erred e esents a nonocyclic

het er oé@' cM ceYRb UPOL | RFefergds ﬁH?hOHW?’SI Bir ﬁpqeseptysr Bo|MeRACyclic
heétarbepylic group ;seldtied fromnewysliding, pifrolieyl endgyyeioly; whieh martocyclic
hégg dc%\ﬁ‘:l ér%ué@?éﬁéﬁgllg %Hggékglr’]{éhs n}gﬁ%rtﬂn/gqﬁv# Mh %HB#ﬁth%r‘t{g r%teﬁ-zcted
fr@ryc rtla9a|9{9]izl ﬁm:“"ﬂy@ A 1, AyrI9R Ioaadoky %9—& x;blydroxy ‘alkoxy,
oxyRalkgh atkaky-alkoxy. X¢ycloalkoxy-alkyl, cycloalkoxy-

a[@)‘i){1 aﬁ%lﬁé?%h?iolfﬁt cy&ﬁ%?r Wf?émé%llﬁflxyoxohacgrng&, amino-carbonyl

(carhamoyiar aniwl~amlaammﬁwl )(aw-aanb;-moam rm,f%anauwhgmmocarbonw
alkAldayborfRamaE) SulfambyiNridi gidayl. - ani no- car bonyl, 20

or & p?@?%? Fﬁ&f%%%%ﬁﬁé%ﬂ‘%%%wa@ toreshtya o ;{%ﬁ@é héterocycii

greup csalested i feomgpysrqlidiswl, e2-pwaolinyb 4. Sejinydseiparralyl), 3-pyrrolinyl.(2,5-
dlﬂyﬁbf y@dolyll)yl p*rﬂolg @nHY@SllﬁdlﬁMF rwhich) moao dlicO he¥beyclié 2gloup is
l o an
oy, & &, IS difiss, Bila sty s8Rl from, the aroue
ocmsestm qfwqu i aystoaliiyl, rcyglcpa&wi-allﬂdnhmdrg&v ealkaxy, hydriexyaikoxy, alkoxy-
alﬁy'louﬁz St' Gloﬁfkof& kya)rclé‘é(k"d aélgﬁﬂ c cloalkoxy—alko halo,

d |k
N o T e T X s
carpamoyll kw-yuql-amum caramyl), t(IN, Nadialiapaimying-casmnyl), nalkylecarbonyl-
a,ﬁmongu|fm| aﬁgraggﬁw carbanoyl (am no-carbonyl), alkyl-

5 Ikyl
CNL N g PRyt TR re g epodi gtk b repseseats, F-pyerliny (2.5-dinyaro-
pye‘cdlil)mo;dyndngﬂ m}edmA-yBDWhrcMrmeocyuhcmqbembmhcegroup is optionally
d"é & d?’ tWBDﬁ ith SUbY gfeﬂié Qé!l*e é Vf\ﬁbrﬁ'm?g nS|st|ng of

rr
a'%t EY%%'@J ng 'q| JW@W&?F XY:s @@L'wad@éu 8k glkylwglkoxy-
alkoxyg S:ymbhlkoxygbs}dldallej)WQIIQﬂe,l eclaatkdxyatkdxge hgloo dthalomethyl, cyano,

IR S oty alNR, ing EXEMD Horetbagon (el
argmocg@r oy | (5\5 I-@p@pggrm gllmhcarbonyl-amlno su){famoyl and
p .oal koxy- alkoxy hal o, trihal onethyl, cyano, 35 nitro,

AT o U850 YRE S Wi, GOHERSP UrndcRThE BAMs 3.pyroinyl (25-
dihydro-pyrrolyl) or pyndlnyl (pyridin-4-yl); which monocyclic heterocyclic group is
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am no- car bonyl ), (N, N-di al kyl -am no-car bonyl ),

al kyl - carbonyl -am no, sul fanoyl and phenyl. In a yet
still nore preferred enbodi ne B represents 3-pyrrolinyl
(2,5- dihydro-pyrrolyl) or py dlnyl (pyridin-4-yl);

ool FPaRYER, Bnp <oy ek wih-Mbskieh®, sfEEIEE o fye aroue
cansisiing ek aliyyb hydroxyralkexy, hgl%f"hélqmthylwmyltmalamaq/and/or OXO0.

hal o, tRid dhesTEsRKrred ¥ATbRdinferit e didkaticydlid/ @m QAvative 8f the
rmstqy&r eferred enbodi ment the di azabicyclic aryl

INYEAHMEi ve of the invention is 5

5- Hydr cﬁelylydro{qm H8-[641-mxy-114-diagpdicycid[3 Y Alefriare-2Lathoayk-furan-

2_ ?;hgggl @H a,la,_ y%rd{JQ]_oﬂa"IGHW} 1, 5-di hydro-pyrrol - 2-one;
p 5

-2-yl] - q%i@@?@észﬂ e &08;('5 gtgao-%yﬂ phamyi-

pjritolldma-asajidme:blamqémﬁ 2] non- 4- yI) [5-(4-pyrrol-1-yl-phen

yl)-fur Joic 41Dt 1¢ 1f - -yil-

) Btk g IoRS) S i IO e
methanen8bl e addition saI t thereof. In a sixth errbodl ment

t he di @ran egpamtiooner gt admixturatofvitss esamtionmrppone pharmaceutically-

represents a group of formula
agﬁgﬂﬂé@abmw%l&r&&g gr ) y NR'- B ; wherein
R r epﬂ@e?eﬁ?‘ﬁ’ R{Rcsiyaent taﬁ@azqh'cv&"éﬂmw%fvam i§/@acompound of
Fomtuiy)l, WRérdih B Fépresants segrioap hyfdomgela, -NR'B/) -NRRWE=M)-Biror -NR'-

(%@F e@ént 'S ﬁ&%ﬁ's wﬁ'épfgﬁﬁrﬁfq{ald%cé/ren alW%rreéBBrﬁg of formtula -(C=V)-

N/« Berqeprgpwy,ts hydgpgggh kyl, ahepyl er b@w,o\ém@qesents O, S or NR™;
wlEin &K eapyésentd hw&ogeh;s aikyl ootyahoiaind d¥ clepresentss hpdrpgén,calkyl,

alﬂ%ﬁﬂb'ﬁzlk\)’)ﬁﬂb g&ﬁg&%ﬁ‘i&f u‘f' olﬁéé’lyi ?ﬂ%&pfetb%%y&] a ‘?n&icﬁ:%% A&terocyclic

grayps whichaitenyk deagyl ands hejprackelicggreups @fﬁmgp&,@naﬂg syibstifuted one or
moye tiamskyith submh@rﬁhl@dleaédm‘om helg mqp caldigting, of alkyl, cycloalkyl,

A S e, T 1
cyqlqai@wmymlkoxyralm §y@@aﬂ§o@9f-aik@wamlo rikalemeti, rtiihalgmagthoxy,
Wertioh A0, afifid) @x62¢41B6XY, aﬁﬁiﬁé-@éﬂﬁmw (carbamoy!), N-alkyl-amino-carbonyl

<%vﬁca%gn%?}>”wck3&”¥%a®%a¥%4 SRR Hdny-aping, amino-carbonyi-
ammmdurg;d@onyf-alm-ammwa(hmyi-@n o (N-alkyl-ureido), NN-dlalkyl-amlno-
cé\lbah Ymi nwaw@nnwld@)r@mm& é}ih'é)i FaHdED

S LRk ki B2 s e e

Fairsidalbi cyclic aryl derivative is represented by Fornula
Il O N HZ?N~A-L-A - -B'i ) 30 any of its enantionmers .
or any m xtur [ enantioners, or a prodrug, or a
phar maceut i ¢ die addiga ongsal tyet her(@pf

wherein n, A\ ‘

(LS )

% L IT and B ‘are ‘as

any of its enantiomers or any mixture of its enantiomers, or a prodrug, or a
pharmaceutically-acceptable addition salt thereof, wherein n, A’, A", L, R and B’ are as
defined above.

In a more preferred embodiment L represents a single (covalent) bond (i.e.
L is absent); R’ represents hydrogen or alkyl; and B’ represents hydrogen, alkyl,
alkenyl, alkynyl, cycloalkyl, cycloalkenyl, phenyl, benzyl or a monocyclic heterocyclic
group; which phenyl, benzyl and heterocyclic groups are optionally substituted one,
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defined above. In a nore preferred enbodi nent L
represents a single (covalent) bond (i.e. L is absent);
R represents hydrogen or alﬁx and B' represents

hydr ogen, al kyl, 35 alkenyl alkynyl cycl oal kyl ,

w1 Rkt b E0E deglioR ERCBC b BAERC bt S
cyopalkgh aytlgalkyiiaikyl,tmuommnésoxmhydrma&oxvmlmwms aligpxyralkoxy,

oy CP(BBQ?'?& Iéﬁ‘(#{oa VE oy adé!ﬁo&?-%ll@k?Uﬁaléoﬂﬁiaﬁirhé’tﬂyloir|l'ﬂil&ﬁéthoxy
CYAYR g ARy X, CRERY °¢%{B§ 3%’{% '? Key-gaingssgroony!
(alkylsd:arabrmyly, ghlalkybgminmd:érbawlaﬁlkybga,rbchaﬁl-amino, sulfamoyl, phenyl

%&k pmet hyl, trihal omet hoxy, cyano, nitro, am no, oxo,
antar am no- car bonyl (.carba

N- al kyi/n anieNs0 Mmere agiemed em mea% Barrryesents alkyl, phenyl, benzyl,
futdnit, coxalzbslyl, -isosazoiyt; athizzoiyl, , isethiazolyt,athizatigzolyd,rimidazolyl, pyrazolyl,
oA Gy e o
opdigaaly pubstitaled on8 W Wonfimes| W Subs tH?at,?o?gJPcted from {e group
cdnbis  aF alkyl, cyblﬁali?lz eyslbalkyhaliaz Olhy;droxy RIMOXY) hydroxya|koxy alkoxy-

gh(gkg ké’?‘gr ou élg%?g)@illo 3}% ona y §{Jbs§@§g¥ ,ga% halo,

tnhalgmet s tifialomeilipxy.i CyeM:s ng@ cBMEW, f §Xn EROOYY, o@mnO-carbonyl
(cé%&icﬁﬂ)l ng—é!ﬁyl%hkﬂd-calfbbﬁylo6(hikyl-carbambyl¢,| Ky, N~diklkyl-amino-carbonyl,
al koxg %g éﬁc/) Iqé}foxy al kyl ,
EXF%‘XI REN: SUERMS, 8 Beiat e oy - al kyl
cycI oallkdaqsttﬂl kXS, Priefares quewetawytepr%qmﬁmféf?éwhoszwowl
ISMQ’J tﬁl'adeI?L isyEAiaLol Ioﬁhihduéw)bQWdaz@Wl rsyragslyiopyridinyl, pyrimidinyl

|
e T SRR HA AT o s
with| dfligro pydropiralion, eyaoaliedz wycloalkylalkyl; |hydfm<Ve ahraxye raliaxy-alkyl,
cy%ﬁ?glgglwﬁﬂlb ﬁhgfoﬂi&tﬁﬂfﬁ'rwéloiﬂétﬁéw c%zlmtﬂhﬂ}d( lamind laﬁd/@Z phahyl.
oyt sz o Aol wieRfed’ seeAlndirs B ° rafresgth (G, Hheny, bepayt or
pytiglingyt; oulylch iphegylo lhvpnmdyambpymwll gre moils)ualé,\t Bubatitigfed wthp hydroxy,
k&@ll t haBs trinhidrBriiyy| .cyBN6lr atvo,alalihe, PakpiRAkio-carbonyl (alkyl-

e el o SRR peripgromt

benzyl.o, am no and/or phenyl. In another preferred
enbodi '”E'FrH tﬁrd r[ﬁ%%@”éﬁ!bﬁhiﬁ}ént Bh bserh@rﬁ’yﬁdlrpz-yl pyridin-3-yl,

oS- o ySsinyl e, cppTalbyfn SA5sRitER Roipr il tmes with alkyl

hydrosty, ubmxyfmahy,ltnhaiqmaﬂwl risibalomethoxyoitro andlor ammo

kll-ﬁll-g?/lal %’TT rth. ﬁ?lraéﬂ %IQ\BF&)Hent Qlafsb?r@%bresents a single (covalent)
QTS iy 1€ SBRGRR Ao oPraBgs B Woany: HacelL 6F adiEplYaroup; A

re@rémdtsm Iphe@l greyp; 4% aeprespytsi lyidnegenyor, aliyly ant B* Bpyésents pyridin-

2&)’ ggﬂaiﬁlffl-gy bxn&l’ﬂ-f)n R/Kfchdﬂr@ﬁln\xrﬁﬁy% bRAR iﬁé/ BBstituted one or two

ne or’two t
times N el ohydrerhaplsmsn nGaio. dihalems {htsl;@'\ém%a/, g andior
amifiono. In a fourth preferred enbodinent nis 2; L

t LS s
bent i axriost fgtefreiC Bifofifticny, (18 BAMLiGoIE  aryl Werivativp of the
inyemiigm: isA" represents a phenyl group; R represents
hy dr 0gg,40miaé-kidyclofs12. 2font e 454 3-nito-pyitidin-2-ylamino)-phenyl]-

furan-2-yl}-methanone;
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2-yl, pyridin-3-yl, pyridin-4-yl; which pyridinyl may
optionally be substituted one or two tines with alkyl,
hydr oxy, al koxy, hal o, trihal thyl, trihal onet hoxy,
nitro and/or amno. 35 In a ifost preferred enbodlnent

E?.e4dlD|azabi cycl.ic 9[6}3% iﬁmgﬁy% gé@tt{aﬁ‘e(%n é)hﬂEg;\.aigumca"v-
aGcEptdbiﬁmdeyGrpmih’g}’lle]'GOf-f uran-2-yl]-netha no ne; or an

enant i iR &ighif dMbddithBnOhel diszaicyelic arp 'd'énvé’t\'veas represented by
(S_har rrﬁlceutl cally- acceptable addition salt thereof. In an

enbodi nent the diazabicyclic aryl derivative is
represented by Fopjrula 11l O N-NA- I'Il Mul B (llIl)<
5 any of its enantllomers or any ni of its

enant i omeNs(gaf: Na pr od LorAa— '

phar maceut\ ¢a accepf&abl e addition salt t?her eof ,
wherei n n, IT, Vand B are as defined above.

In a m%'h? o‘?rltgfegfab,ﬁ&n,@@qpél[?ﬁﬁxtﬁrer@fnfﬂeewﬁftlan%rss'J}QJ ?rodrug, ora

(coval en I's ab epresen ,
phafaasg y-asp%glﬁble\;aqdépnéggﬁh%fee wheggingg, £, A'\yhe RojVyapd B’ are
ag égfiregledoyehydr ogen, al kyl or cyano; and B r epresents

hydr oge@ a rﬂH&y érefé?l'l'%ﬁeg%bodmfénlfi%bres@‘nfé é’%lr}é@wgcovaleng) Band (i.e.

| oal
L 33@%) danrewepﬂ@tﬁwydrqs;@w almdeepr%%gevc@; ® Yr¥i3psWheeein R™
re@?&éeﬁfﬁ'ﬂyuro’g@hﬁ»talltwtcﬁdcm Antb Brreptdsents hiydmgen] falkyl, alkenyl,
allggjﬁﬁ,gghlf ﬁﬁ,léfééﬁl%e‘?&f kéfféng rﬁer&&ﬁag ragm&ﬁbéfékle %eqero@%il\‘;l group;
whighirahepul, syl andk bRieronvele ororsoRte. apliasally SuBsiies) Quseytwo or
thfaes hﬁ\@bk\ﬁm’}’sabgtﬁhent@)%\élﬁé&&bm tHekgiup durlsisting of alkyl, cycloalkyl,

cyggﬂaﬂgl %@thh%drér' ha%@gﬁ% ﬁ%%ﬂ@@fl?d}?l rHIIEJx?l-aI@P n%lko%%’lkoxy,
cyiaalkoxy gyﬁkpﬁjk@m—ﬁbyiypyclqaikwalmaﬁw/|t|)|halomethyl trihalomethoxy,
J&nN‘ Hl'tr% Kdring BxB Oc4rBb Mmo-@bibbh IC(@é*Uamdyl)g?lMémyl-amlno-carbonyl

kARl A RS oy BB B, gy, prery

arldaperwbnt s al kyl, al kenyl, «cycl oal kyl, cycl oal kenyl ,
phenyl ﬁranb&FE’rV horé“ﬁ&@rr&h%odkﬂgnt V%ébéseﬁfsogps 8f AH; and B’

eﬁ%lfeog{} fkg,, Qggeyyf tcﬁ{:lﬁ%l@ (ﬁ%lkeryl k@?y E\P'k 02 ,E %\lgh phenyl and
benzyhgrcmpetarg|qptnonallya$tm$stuhed<pne ®ydwo, times wdh aﬂml rhydroxy, alkoxy,
; 1all(d3®r hﬁl@%ﬁalomeﬁ* gygrlr?]é!ra]?rﬂ&hr SR keamb, glltro amino,
r&u""n@;—f?a eér?xéo%"%aﬁésﬂb Nt 2o o Bibadh ppAedaty
arnmoacarbeny| andmrtaikyd-z:arbpnyl-amlrwd mzfm‘aylyl okazalylz isioxazolyl, thiazolyl,
|SE%E 2 g)lyltrflatﬁﬁﬁiél rli’HldazB t | 'ot@kﬂ nd@(WI ??IE’H'SW lo%ﬁé\‘b‘gﬁaazmyl
whigh het ﬁégyguct arogp ay op nally be s}gbsﬁuteﬁ one or t1wo times with alkyl,
hydroxy-alkyl, cycloalkyl, cycloalkyl-alkyl, hydroxy, alkoxy, alkoxy-alkyl, cyanoalkyl,
halo, trihalomethyl, trihalomethoxy, cyano, nitro, amino and/or phenyl.
In another preferred embodiment B’ represents a group of formula -CHs,
-CH,CHs;, -CH=CH,, -CH=CH-CH=CH,, cyclopenta-1-enyl or cyclopenta-2,4-dienyl,
phenyl or benzyl; which phenyl and benzyl may optionally be substituted one or two
times with alkyl, hydroxy, alkoxy, halo, trihalomethyl, trihalomethoxy, nitro, amino,
amino-carbonyl (amido), N-alkyl-amino-carbonyl (N-alkyl-amido), N,N-dialkyl-amino-
carbonyl and/or alkyl-carbonyl-amino.
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hydr oxy-al kyl, cycl oal kyl, cycl oal kyl -al kyl, hydroxy,
al koxy, al koxy-al kyl, cyanoal kyl, hal o, trihal onethyl,
tri hal omet hoxy, cyano, nitro, .am no and/or phenyl. 30 In
anot her preferred enbodi ment B represents a group of

oy el oplhPdnd s ieren Srjeediert B sSarEs iR ieny, henpy! o, Pyricinyt

wmdnzghenylmbemszrmq/lpyadmybegnqws A9 oplidnatiyl substituted with halo,
ltn'eHﬂIL dHE rﬂ rol ‘éﬁun%‘ NBa‘I iahiinélckition hl(ﬂkﬂlﬁérbamoyl) N, N-

] t t h t h t
d'%”?i'rﬂf'\‘/'""?i’ﬁ‘ftmf'y[z Ayl ﬁ%’rg%(‘ rﬁrﬁ'a?rolr ﬁago’%}" g)r(nynomcag bony|
( N- al kin aafourth)prefdriddderabadimeatrinnis-2;35 reprebemigl a singleo (covalent)
k
befid g{g ggﬁé;%pgén@w fep %?:’%nzté P mé%;%xaﬁayneer %siaﬁa‘gﬂw ;grfab
regesegts :RBeHY rgr@mhﬁ rgpr&a‘ﬁ s Jydr Kyl V SBREesp g oS or NH;
and Bhrépresents ta gfdupooiofoembla -Cldy aGbiCilsf FOH=8R,NeCH=CH-CH=CH,

Jgfogieﬁﬁé% 1-8ﬁ}:|”gyéf§§eg@é‘-ﬁ'4-&8{1ﬁy}ah&ﬁ\?{bony 2yt Dhibh phenyl and benzyl
mgmcfpaﬁa?lly bg supsiituied;ane pr dweriiregs éwﬁb@ﬁlwbnlﬂydfom glkoxy, halo,
trin@BrREB/ Fihalophétbb®y, (G@ava) afito, amiabd a(‘rlln@-caibmyl ¢dsido}, ) N-alkyl-

s AT IO BT AR (PSSt ander
allwlmrbonvl-ar@msents O Sor NH and B represents a

group @f o engstlprefefidd, emEbliRtdnt the€H#igEbicyciteyt efhatide of the
%ﬁj openta 1-enyl cycl openta-2, 4-di enyl, phenyl or

inyf ?{h whi chn‘ghen yl and benzyl 10 may optionall
subst i Nofdel§-( Digzathigydla[2s2]opnane-raroonil)duran ylhpw},-

bdtizhmide;t ri hal omet hyl, trihal omet hoxy, cyano, nitro,

e LRGSO ol B RpinfiYh AR yipBHeny)-

beriganidi; al kyI am do) and/or al kyl -carbonyl-amno. In a
nost  pgf, g%@i&@%umﬁ [3 Rinéhareahicabbonyl-favayl2-yll-phenyl}-2-
Eprlvatlv the 15 invention is

' 4- Di aza- bi cycl o[ 3. 2. 2] nonane- 4- carbog } furan
-2- yI ] J\b{ﬂeiﬁyq1)4 -Diazazhigyain{3.2.2]nonane-4-carbonyl)-furan-2-yi}-phenyl}-4-
nibodoa {db; 4- D aza- bi cycl of 3. 2. 2] nonane- 4- car bonyl ) - f uran
ZVI]g%%yb bena} 9[12@0 oavi-furan2-vi a3
N-{4- [ iR AR 2100 Rt oRY HyBer Y -obenvls
nitr@-bgh¥amtdenyl } - 2- ni tro- benzam de;
N-{4-[ 3 Aﬁhu&-ﬁl (8454 burdfaéaois.éyae[% NPRBASN AR flirain 291
%ghen(i% - n| tro-benzam de;
ph@n{sfﬁ- 7198 D aza- bi cycl o[ 3. 2. 2] nonane- 4- car bonyl ) - fur an
-2-yl ] mnui-l,\l-{a-[5-25,4fdlazaablbmld3rﬁ 2lepnane-4-carbonyl)-furan-2-yl}-
p'PA% j (1, 4-di aza- bi cycl o[ 3. 2. 2] nonane- 4- car bony
uran hen nzan de;  3- Am n
(a2 0 NG DRI 2 AP A Rt HPphy -
isonicotinamide;
or an enantiomer or a mixture of its enantiomers, or a pharmaceuticaily-
acceptable addition salt thereof.
In a ninth embodiment the diazabicyclic aryl derivative is represented by
Formula IV
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phenyl } - benzam de; or 30

N-{4-[5-(1, 4-Di aza- bi cycl o[ 3. 2. 2] nonane- 4- car bonyl ) -furan
-2-yl']-phenyl }- isonicoti namfl46 or an enantionmer or a

m xture of its enantioners a pharmaceutical ly-

tabl e .addi t I h enmbod
Che. di 2Bkey doenepiampts ool fue drlalirBbliers s Mg, or a
pliomageatidally-acceptable addlﬁbnﬁalttthqeof wirRreinw, WA, B, R(,iRA,'V and B’

art’as déthe@hbbls. enantiomers or any mixture of its
enant | Qners,

ohar i gt Tiee Pt STRoan & EPEReCts 2 Sinalg (gavalent bond (ie.

L\Mnebserlt),rR Wpresthis hydlﬁgen Rilkyl\oram@r@ip ofifermada dE@=V)ddR"-B’; R”
éﬂts g;d eng;};‘gon %F' b@ﬁaﬂdv 'FSﬁr‘esént%ed?r SS&"NR awhereln R™
drogeny or, £YAN0; oqnnglg' rggfgsgp?sf q{ﬂggn alkyl, alkenyl,
aIkﬂr@‘F\/&ydMﬁ'lkﬁ cydiBalkersr pisenyl, sbdnzgit og@nmoabkydlic hetergyclicr group;
wR%ﬂ%enx%/ Heﬁ%leéﬁkﬁteq?%ﬁlhe grrﬁgps zrg]re""aﬁﬁcg'lagy Igubs’u‘tuted one, two or
tm ,tle'ggﬁmtrmsupﬂltugmtgéglqcted HoRy gl"c&xpcmlqwg of aIkyI cycloalkyl
cysdiopligny| hydrbeyy| allkbryiz y hydoxyalikaypc yalkoxy-alkyler @tioxyiatkoxy,
C)g‘,r czo JXXI }%@l&ﬂ%&{?@%}/l 89@%%6@%&%%@ ﬁﬁﬁélbﬁieﬂn{gp l‘mﬁ?lﬁﬁféthoxy
C\@E@sﬂﬁ'@uéﬁ‘!@ SXP ceATbEXY EHHNe-Karbgny (sathamayd N-alkyramingyarbonyl
lnayl), MMFdeIaylkafhmaLdaY&on vily dlkghxsarbényi-amino, amino-carbonyl-

rgﬁ& g@@@}ox)@ﬁg I%?@x%%%hﬁggl %ﬁ%xgﬁlkﬁﬁeldofywwéﬁ&yﬁyamlno-
nyltasniae WJN-dlaiKYhHTQﬂﬁ)t ﬁdi@ﬁ"ow cBhQﬁM' and bengyl.ani no, oxo,

car bOXMn anothér préfered! embadipe@yV) represents O, S or NH; and B’
] S, 0Pt MRSt v s an
bemztyh grwstajﬁpptlgaalwmstl uiediope)or two times with alkyl hydroxy, alkoxy,
alkb Sk AMIXY=aHaiyO Malo, afhaemebind! finatoaiathed), , cyano, nltro amlno,

[
e Ao MR AL Hstr
amrrmmarhmw alkylegarberytesnioo, @nino-earbory@nmno (um@smlkyl-ammo-
cékbbbﬂd*anﬂhg ?nyélkyl-w&li@ﬁbﬂfd/bs M@kéﬂ@)l%ﬁﬁﬂé—cat%ﬁ?b/émmb (N N-dialkyl-

d
£ Pt Bty ey inERerands daon . RefTasth. PSR dnigazoiv,
pSB@Zde omdlavlkpvnmmwbﬂy pyridariyyl; which hetemthgmurg/ may optionally
%éuhﬁ&t&@t&%br Y amneefwith%lkﬁ”hyd}oxy-a m:yaébhk?mdycloalkyl-alkyl

Rt A IR o SRR eéﬁez%{w,wcimq%gn& iy, cyano,

nitno aminoaariatioryphesyl.no (urei do), N-al kyI am no-
car bon){t qﬂ"m;mﬁ Iﬁ)('é‘f’éﬁbgyéml?ﬁcﬁrhgﬁa BaRghreSents a group. of formula -CHs,

NN- di al I aI - urei
GhkGhy | -ChiseHl FIH=¢

GGy | adpeniatamy! s eYricRER R -dieny
phdmyhair dnentylj whichi pleenyl phd Li2hzylymay @iplibnallyybe eubstituted one or two
t.,ms%'mfﬂlapy RiarBXY.! SRSV heilo V"tho%Eeré}hﬁfr I‘{ﬁlé{a%h%t mﬁ% / nitro,
aming; c@mmamghonvb;&@mm kralkylpeningrcriponyl (N-alkyl-g N-dialkyl-
amiroesarboiy KNN-dialky)-bmidy) aind/dr kjiyl- cdimbnyl-amlnbal omet hyl ,

trihal G4 |'1’8u)?¥h p?é(fgﬂgd embodiment B’ represents alkyl, phenyl or benzyl;
which phenyl and benzyl groups are optionally substituted one or two times with
hydroxy, alkoxy, halo, trifluoromethyl, nitro, amino, alkyl-carbonyl-amino, amino-
carbonyl-amino (ureido), N-alkyl-amino-carbonyl-amino (N-alkyl-ureido) and/or N,N-
dialkyl-amino-carbonyl-amino (N,N-dialkyl-ureido).
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nitro, amno and/or phenyl. In a third preferred

enbodi nent B' represents a group of formula -CH3, 30
-CH2CH3, -CH=CH2, -CH=CH CH= , cyclopenta-I|-enyl or
cyclopenta 2,4-dienyl, phenyl® or benzyl whi ch phenyl

o BRSPS 131l SRS B Mbypfeny bond

(e I stlbsasty o yepregents,a furanyh, oxaanlyh oxadiarel, d:lmamimlycbr pyridazinyl
grﬁaﬂ% PR pn B U K] rep RSOtV éip)m%gor -(C=0)-NH-

BRI, FOrean i R Al oHenyl OF DRl Y Ferraoeas Qo ik and B
represeats’ easegmpaldfylforrrpﬂmnﬁHQr -BEpCKS,; -ChCly, pHeidyCHe@Id=CH,,

cﬁﬁitbé}ﬂahﬂgﬂglp@%ﬁ@é’b'ﬂﬁ@h@y p@rapﬁt% [;Jérﬁig/l CWﬁcH ﬁéﬁgu bhdBSenzyl
o aRoniG . SUtIo . 96 twayimEs il B byeltpi alkoxy, haio,
tribalogietiny), trivalinkathexyyi dyanoa niin) yamiaoi lamu@chalfHoylyl- (armidd)) N-alkyl-

s iy SO ko AR BRI i ) g

a“W"ng"@"YLamlﬂS’resents a single (coval ent) bond (| e. Lis
absent )i ar%mﬂfpféfél@éﬂ sntbdditherity h ,is @ dz ebpresents atlisiigid Yéovalent)

bod’w ﬁéem o%}gs%ié,r B e%&é'sgn%rg uiBrar@l iﬁ%@f e%@%o%imﬁzolyl or
pyEidazing' gmpr S erapsesanis @@hen |5kr9up dapresentsplaydrggen,\alkyl or
- C€O§-NH3BL‘5R@ re;ﬁe@éntb"ﬂyd%ﬁgBal@l , [PRBhASERTBehz{l; Y Rippeseints O, S or

N gy 8L, O o S KALGEEC oo, o

CUeGH;J WOIGne@ta-ﬂrle@MWym%BM'enﬁath Po halmgl \M@ch phenyl and
Binkl %ﬁ&é)@%eoéuﬂs\tmjtt?d gRS ow@gmbkwlm él&)drlﬁy@‘oxymalﬂ@ky halo,
. | X
¥ Aot TRBLSBEN | ey U Aty priRERaa (dnido). M-atio-
amiﬂommny&fhlﬂm-am )deV—ﬂwkyhamm-@arbg@wN N-dlalkyl-amldo)
(N, N d'lﬁ?f"ééveer r gﬂg? S er?é&iéﬂbod.il&ralnk.slz wdaeéaedm@mmle (Eovalent)
s
e i s SESBRW: ( TEPPEens 3 DT OB PR, Madoiy or
pyrigdazinyl groupaAbd rgpresemaca ptmwygrotlphama yépresentpyhidergennglkyl or
Eﬁg?Lng B Re F?é&%§8ﬁt§ bl l %Bn iRdr He@ﬁ?ﬁ%fép‘iesents O, Sor
OB rerestnis’ g o DERTg) -0'1; LFREERn CHCHs. GEH=CH-
CHSCH:L c;mlubeﬁta-ﬂmybsmhpe%—@;@lpnyﬁ plﬁenyllml' henzyHaNhlch phenyl and
116#51 sut@fﬁ%& oﬁi’e"lﬁpoﬁfo E@ﬁg |mﬁﬂﬁeélml ch alkoxy halo,
trlﬁéwaﬂ‘fhsﬁaﬁ RO I - PN T S
aminiokcambdnyl (NW—awydo)aMd\b—ﬂ;alkyhahmo-carbohﬂl(bl;N-tciglkyl-amldo) and/or
al%% d&g& kﬁ‘ cyano ni t rg am nﬁl— Ialr(n no- car b;)nyl
m no car 0 a
NN di Am N Slghi BreGaiF B0 AIBOCRIRR Y mTays et By Benyl, benzyl or
pyrilyE WiHicp préreyl,r ehzgirand |p|y|§dm groups are daptmaﬂyesehstﬂutad one or two
tnﬁé#] %fﬁ él]?t@ﬁﬁ]eﬂ'&t )r;elfe%ﬁdfré;h e c\i/rf)hﬁ «%héﬁmg/ of 'ﬁydfo‘?@r 8keL%Y,Shalo,
trnﬂy{prpmgg,y{ynlt@, @r@no,Aa legﬁrgg@ﬂ-[agmgo,pﬁleq{w agplgg-ﬁarml-qmno (N-
alk@RIrgige)) W%Ntd{élkﬂ%ﬁlnoaiawnyﬂémmd (N:mdlélkyl&reudof?énd sulfamoyl.
r'epr es ts
r egr es as "83/ é’(}%fel?relq}—lbhéﬁgmgmﬁéprée}se" rrg den\fatlve of the
inventianiia - CH3, - CH2CH3, - CH=CH2, - CH=CH
1{4-[5-(1,4-Diaza-bicyclo[3.2.2]nonane-4-carbonyl)-furan-2-yl]-phenyl}-3-
ethyl-urea;
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25 CH=CH2, cycl openta-I|-enyl cycl openta-2, 4-dienyl,
phenyl or benzyl; which phenyl and benzyl may optionally
be substituted one or two tlngf wi th al kyl, hydroxy,
al koxy, halo, trihal onethyl ri hal omet hoxy, cyano,

gim_t :]8 ég:lgp 5[53 a[?" n%b‘@%fagﬂ%_&y;qn%g@-m%%ls(-¥u|rén-2-yl]-phenyl}-3-

pHﬁ,nM—dneat kyl - am no-car bonyl (N, N-di al kyl -am do) and/ or
al kyl - t{8 gif l4-91 8 Bicy3B[3.0. Z?fﬁbr@nabi-ﬂar%ﬁ;'l?fdr&ﬁ-z-yl] phenyl}-3-(2-

enbo | represents al kyl, phenyl, benzy
nitsgph Wf ”rﬁﬂl ch phenyl benzyl and pyri dyI gr oups are
opt i onaI-{I4y[5§(mjds|DIaZal-tbmyclm{ﬁszm]nanme—4-'carbenyw-ﬁh'an-2-y|]-pheny|}-3-(2-

a%%gﬁ, Bﬁgﬁgﬁ%ﬁ@aect ed fromthe group consisting of

fl
e g e yold. R ANCTA Rk CPBBH Y TiraeRgpRenyi)-3-2-
arfinbphenyieir@a) , N, N-di al kyl - Iam no- car bonyl - anmi no
N, N-d 1’
|(or ef er Ir%lgk[g}bblﬁdls iaQQ-)o @Eﬁ;{éi Ziagl cbﬁ ?%‘bgﬁ\}'?fﬁgf’ 2 iphenyly3-(5-
chigre-2-mefhaxypbenyl tpu(%,[S (1, 4- Di aza- bi cycl o[ 3. 2. 2]
nonane-144q8(h @apiarabivyeldoR 22 dorzinerd-tarbdnyipfurgh-24yipphenyg-3-(5-

cq]r%rg;?-b]%g(okyg; nyl)- Hnane- 4- car bonyl ) - f ur an- 2- ylz] ]o
3- phdrigtiSd éaDlaza{bmypm 2. ﬂnqma@@aﬂ-ga@pevlbftsan- oy phenyl}-3-

BO®a4- car bonyl ) - furan-2-yl]-phenyl }-3-(2-
oAl BBz Bieapio e Zopnaps herpony U A bV
be@y&ﬂﬂ}lnmﬁ{hww -33pqnzyl-weat yl ani nophenyl ) - ur ea;
1-{4- [ 3-fali641 Q-@k&a@u@b@[@fz&]ﬁorain@maamoﬂylwrbmwnuprﬁeﬁym-(z-
L@ﬁ er‘w%l - am nophenyl ) - ur ea;
ctﬂor{)ﬁ% Di aza b| cycl o£3 2. 2] nonane- 4- car bon f furan
2 yI] 1pf3elBy( Y-Biaza-bicyslofhR Zlrorane=A-rasoppy éﬁwwﬁfy{ -phenyi-3-
ez (1, 4-Di aza- bi cycl o[ 3. 2. 2] nonane- 4- car bonyl ) - f uran

i {Z' ][ ég?el%}ﬁ §?%am'%vyﬁ[%?%1@"%entﬁﬂﬁ%@2?'%4%5%3??0%9-3-@-
fluctophdnyphuregd } - 3- benzyl -urea; 15 1
-{4- [51%[6 D ABRRiioyelops.2: ﬁn&idﬂ@nﬁaarbénymhﬁmm HhER-3-(3-
A@Bqu -1 benzyl am nocar bonyl - 3- benzyl - ur ea;
ﬂ"P%ﬂ %- Di aza- bi cycl o 3. 2. 2] nonane- 4- car bonyI]) furan

-2-yl ] 1|s{4e[|5y(l1 14-Riaga-bicyslafd.a82iaondne-4rcadonyl)-furan-2-yll-phenyl}-3-(2-
tri ué,% f%h{ny@‘-u?‘éé’ bi cycl o[ 3. 22] nonane- 4- car bonyl ) - f ur an-
1 (4 [ g [%1(%4{_4&35(1@9%3@,@@?@ égéﬂ?%\?&ﬁ“"ﬁa’@ﬁ?ﬂbf‘d??? 2k an
phéhyi}+dreidopphieny]33-ethyl-titeapr ophenyl ) - ur ea;
*1-{4-[5-(1,4-Diaza-bicyclo[3.2.2]nonane-4-carbonyl)-furan-2-yl]-phenyl}-3-(3-
trifluoromethylphenyl)-urea; or
1-{3-[5-(1,4-Diaza-bicyclo[3.2.2]nonane-4-carbonyl)-furan-2-yl}-phenyl}-3-
ethyl-urea;
or an enantiomer or a mixture of its enantiomers, or a pharmaceutically-
acceptable addition salt thereof.
Any combination of two or more of the embodiments described herein is
considered within the scope of the present invention.



10

15

20

25

30

35

1-{4-[5-(1, 4-Di aza- bi cycl o[ 3. 2. 2] nonane- 4- car bonyl ) -furan
-2-yl]-phenyl }-3-(3- fluorophenyl)-urea; 25
1-{4-[5-(1,4-D iaza-bicyclo [3 2.2] nonane-4-carbonyl)-fu
ran 2- yI] phenyl} 3-(2- trifldoronethyl phenyl)-urea;
D& |ﬁ1e 4 D| aza- bi cycl o[ 3. 2. 2] nonane- 4- car bonyl )
| ) - urei do) - phenyl ] - 3-et hyl - urea;
1 {4 [Lln (tme4cqnt@gtaobtlmgcmwrglog| 2n alkyl group deS|gnates a univalent

i “shafght W%Yadchfeurrﬁﬂrc?caYEerBMW Thé hiydrocafbon chain preferably

qu ) ONEL

h
ooptqin F 8 ond i Seiash A aBares{Gramatiedamess BeslgTed e one
to- Six y¢drbarh exig} - (C+.celkyyi| lowee alkyd); |a¢iué|ngnp¢rﬁyiensamenyl neopentyl,
accerg%a e fsarﬁ‘d“ﬁ;@hé F"Sa pRéferfed SHUBAASA ARy I|r¥presents a Cis

th
0 wmcg: 3o biehd lngﬁ%«in%égmeén&&%% 7 Ui 3 another
prefamaddembddmanh of thi$ mventupreatkyl tepeegands ar@-alky rgroap). which may

|nla%f—ﬁ&ﬂé '%@{hgfléhﬂ;‘-y context of this
5

nventi on uni val ent
sat ur afiehe eontaxtyf "‘Eﬁ"@ﬁ@ %@M@@Q%ﬁeﬁw@ﬁ a-pyglic alkyl

groupr pmﬁably @cimammgrﬁffemmkth;ee Tnose\aemcarboﬁ rammer(é:sg-«zygloalkyl)
infl R BIoB R %Bﬁf‘?k“%'°?é“r}? FohedPaty BIFARRIL ¢,

i ncl udimghpespnjext ok #ya ipyentione gpeyriqalkyl- qlﬁ’ll tgravR 4es W}es a
cytiayl gralip avldefiydd aboven wiieH eyclealkyd rgrogp ieesubstitutyd on an alkyl
grﬁﬁg a%SSIFBS%eZigga Oa;boval E%émgfeguf% ?ﬂe?%}l'éﬁdbﬁgo$§fl3gllfyl grou&as of the
l"ﬁ@mrlﬁ@ﬁd%ﬁ%@mﬁ@wm%ﬂ and syelapryledivlal kyl represent s a

G . - alifyhe gbakeRt ofvthis ihveation ian #lRoXyY grdupr désigriaédah , “alkyl-O-*

oo g I By, Bk Ol g e o v
inyenfigp, inglude MMV%’G&% thPi-ng of fromthree to seven
car bon |mt ms c(aﬁﬁx? STy thigainkshiion d N&lclodikesy CyrIupp rd@ﬁighates a

t | ohept yl .
CV fy‘,gglg@ )gr o@ %Y’??Qgﬂ c&blgﬁ(ﬁylc% %g h?@xgﬁ%&%/calokelp ér oup
desi gnan ke gontaxt (o dnik yinventienpa &yaa@ﬁllwb arcamd@?algrvme% lan alkyl
groMp Isgaéthutledgmmw Whét&xﬁblkylué @f definédabbe/l 15 group as

| d
cyol oalRyhe &P BT 4175 Mrepp Haif ERREREE Tuptpy gforo. bromo or
iodg.canghe hybgrgup designaies apraigyll group |as definedchareint whichoalkyl
grolip Sisi QM%!&LH@B éﬁé Qirk%bé FinadP vﬂﬁﬁs hﬁﬁat'ﬁﬁjsaﬁ ’trih'alﬂhhetﬁ%rl group

s_as _def
reffesBls B0 t{@yemgif%mﬂsgrs%%éﬂ&‘?weg}??hviﬂf?%%ﬁ%%ﬁ o
substitutedch ongthyl @roupst hBraf,ermda)halqﬂlkxl hgroupa vefh the ringention inc
tri mﬁﬁft;eﬁﬂnbﬂfyy pesiRFHbIfIRsH gnat es cycl oal kyl -O-" group,
E i%?l oa I)((gl as d i ned a In the cor,gt ext ?k

this in¥ E%B“'&P aghay 8’8%9%‘&%%5'%[?? i R aKOXY
group as defined hereln which alkoxy group is substituted one or more times with
halo. Preferred haloalkoxy groups of the invention include trihalogenmethoxy,
preferably -OCFs.

In the context of this invention an aryl group designates a monocyclic or
polycyclic aromatic hydrocarbon group. Examples of preferred aryl groups of the
invention include phenyl, indenyl, naphthyl, azulenyl, fluorenyl, and anthracenyl. The
most preferred aryl group of the invention is phenyl.
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group substituted with CN, wherein alkyl is as defined
above. In the context of this invention halo represents
fluoro, chloro, brono or 25 jpdo, and hal oal kyl group
desi gnates an al kyl group as fined herein, which aIkyI

T
0% 1 g o o bl B e
grgupuphetein drdHs crsoelingd abeveup, heams‘s prafered @rylpgy group of the
,nséhmﬁjnl 13%) htg,qo,(yet hy: gr ou?s hPlr ef erred hal oal k%/l gr oups of
the in i on rihal o era
5071 AmAe SrHER: o Ve ER A AERETArY oronB ifeeliriptes o gromati
mdee+ gnpolyeyciin hettéroryclicqgrougm wiichl @bldseencher aiane hetdroatoms in its
5@%&! qil'@férﬁédSH&&Fdété%§%c9u"dé AftroBh gw? BRget qd) aritfb@phur

erred hal oal koxy groups of the inv ion’nc
( )fl hal ogennet hoxy, preferably -OCF3. In the context of
th| S i rRreim'nedrﬁ-amnempéregrfmqmdvkg@uas efthe mmrdmylohclude)ﬁjranyl

r?@ulé!rcﬁ.ﬁ' f"‘tf"neP}‘It LrPBQﬁi'BQI%r PigHD- df-x gP s%% Erenyl in
$’rﬁa@§6 selen2p ea%r ol - S RYFOIVE (A i1, DaRFUl. PYTHRZRy 97 3V
oxXdrelyl,nin Harioutdresxazdi-2r 44 org5-gl; mhiaiolylhm pariientar thiaza-2, 4- or 5-yl;

m’ﬂ&gﬂ%)h ruJ:@aF l?ﬁdﬁféltze% 5’{« B?Haiolw\fﬁ @E\H%Ia?rb)y?éédl-gxlﬁr 4yl;

d

BN RO GBS, dorcb Eeyls BRUTREpNY PGPS ROtRIRGD.-3-, 4-
oi By ndxadiinZolyl pinepartigulal 1,2, Bexadintehd- af 5iyh)ior 13eokadirak2-yl;
trﬁg ((fl"i"délrtl ﬁ'gf Zg‘f@iag&@l §Po@ﬁ‘,2%9!%5‘1§ Iyl 5thfg‘apa&ol r|n partlcular

13& ARz DR SYICOr § Prf iAol dr¥s. PGt O PREICHEY Gl Bk on - O
4.4yl Pyvidezinyl] moparticidy pyidaxies- 66)1-yarpyrwuhw lin paffjcular pyrimidin-

2P udéw il GERdIek RSN G oge e DS MR iiar

1.2i-an i3, 1mﬁ2mw“ cul ar thien-2- or 3-yl; sel enophenyl in

10 par :thﬂ pr@f@rﬁécﬁsonb&mezed GietcPoatlyl gmupsobﬁ/the( mhwr) include
ar ar

fu'5 é&"ﬁg@lg ?Lyr'éh%- %?’!;1 tgie\ﬁ&r |R:iaaagtg a%r‘c‘b |é}1§ II‘ é’: 1agrro|yl

(azolyar ITB-pﬁ\mCU'al'nPYJ'é@rﬂ-nyh3TYh @sazplyb ulnapartlﬁﬁllaamlaZQ-Z o or 5yl;

thie2olyl, |ﬁ)ﬂ’aﬂ¥dﬂﬁaﬂthuakBI-ZJ&f-tdrCBJi/IafsoMcﬂﬂ Ot ;?amanaﬁsukazol 3, 4- or 5-
vi SRR gp PR Eblileol 30 B2 B, dan Shighiatbiv, iy partculer

13)(3&&1@2@0}14 orﬁ yﬂ)egr tl & dithindiazol-Bylbxadi azol - 4- or 5-yl, or

1,3, 4- %%&écﬁre%rﬁéki 5 ﬂqanibtereimémbarwgrmsé bfoHb @vention include
4- ] Pl 3-yl; thiadiazolyl,

ropari Jplenyf, Piro, Ssayipr sralipe 85 o7 Ly oy

1, 3, 4- tNosicprefasted? 5ymemperddipeteroarybgratpsudiathepipveatian jnclude
fﬁanﬂ lin pélr‘t?dr%larl@dﬂ'ah@%ir Iraddlh%S/F ier@lrﬁ&uIBVleéiﬂﬁi 6‘r1§1yl or

5y erepiaed § MeRbered Belipil bFpups"gr el ventiip ncluce
pyrrdyazm paitticulan ppia-2¢, caﬂban-yl,nr@t pyrazinyl, B, farticularpyngin-220r 3-yl.

Mre prgiigs r@qih e}tr@nm ﬁﬂ,ehﬁér%aaéabhqa{coy.e§clraf hét@?oc clic group

|nvent|on| %M‘{ \t/ﬂ I n rticu ur a

designates ibisplic heferoeycli glue Whidhdhplgs opg o mgre rpa{ows in its
ring structure. In the context of this invention the term “bicyclic heterocyclic group”
includes benzo-fused five- and six-membered heterocyclic rings containing one or
more heteroatoms. Preferred heteroatoms include nitrogen (N), oxygen (O), and
sulphur (S).

Preferred bicyclic heteroaryl groups of the invention include indolizinyl, in

particular indolizin-2-, 5- or 6-yl; indolyl, in particular indol-2-, 5- or 6-yl; isoindolyl, in
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(azolyl), in particular pyrrol-2- or,,.3-yl; oxazolyl, in
particul ar oxazol -2, 4- or 5-yl; thiazolyl, in
particul ar thiazol-2, 4- or 5 yl; isoxazolyl, in
particul ar isoxazol -3, 4- or ; isothiazolyl, in

! ! : A A
peffedarr B Rlipk526P B3 el i parfifier BBBhRaR LY 5. or 6-
ylzL kenaolblihigaylazpl partiguiar ybenzedhienZreer ok B nbersinaidazolyl, in
pdf¢ AR NEoInBIEaXHD-05- éﬂ‘s‘?/i; peARbthR2olyl) ¢ paeicular baRxdthiazol-5- or

VA

[ [, . .0l vl I d dj . .
o e I 220 APk oR e Wb oo
7-yh dsoglanolingt, ainy particwlap dsequingliar3-f (f-aer Z-ylpcirgolinyl, dmgparticular

irmenrulathabokde o0 b o rHetis
mﬁﬁrBel ﬁ’rgrd '7%/!, ﬁl'ir;cgéfréiin?f, ihpficdar Phthatagin-638r Mayie quinazolinyl, in

) . ed, het eroaryl , groups pf the ] ntiQn
dTH ARz 6 ol iregeigyh 3y PRRRYET aynexpit2; bt 83 .6-
naphtiariding,, ini pagizular cl,Baraphihysidina2-2-3-p16-3ery/ [7-yl; |amdt pteridinyl, in
p %mﬁVﬁmﬁinkﬂjéwﬁﬁM ption ?n arogaticlbic%clic .
eferocyclic groyp desi gnates i cycl.i eterocyclic .
r oup, Maie areiged bieylic Sietsraae gEUEF EltBs-nyantion dicige, indoly,
ingartictdarirdol2r, 5-for Geyinbendo[ifuramyl sinipavitnuardentzofirare2m5s- or 6-yl;
~hi ' I 5 gt iREAER :
b?'*l%\(/’ @ﬁ’i\ér?g h EIF ?%mégrﬁeéglzﬁ_{eﬁﬁ%e }/52- ﬁrc@, 'l' #ggf%' ont ai M’ﬁgj‘%ﬁt écular
bayZOifERaZ ke i i oMb anbAINXRI I, L PRIIBHEE AN Rl Erer 6
ni t r og@ost befervad b}elycl(d])etemoyl gr;mdqsmfrthé Bvenfroreinefudedndolyl, in
: t @r aaryl,. .
Pt nfiol” 8t 7ok, BRI Ronyy f OSEDhl BEnSdiialE, 5- or G-y
benzethlipienyl. in particular banzatiigs-28-orf-ylor 6-y| ; i soi ndol yI ,
in 19 IrﬁJ?théi Gcbﬂltéfct_ iof cthisd (lvedtion Sa hdtet&aﬂle?}l gr%up desié;nates a
[ [ H ~e Ty - or =
SRRSO Bl B RboS R aP SR MRNEE L 27 %5 %%
6-yl; benzoimdazolyl, in particular benzoi m dazol-2-,
Pharniceftiodily Aeesptablei Satsl vyl , i n particul ar benzot hi azol - 5-
or v o ' i N- - [ . .
qui nol i K5 @g%#gﬂ'?iégwp%&c?ﬁ#%o the itinfion C?@‘i“&o”sré groyidsf.in any
forrwitablel fonihe intendedradraipisifationouitatlg fasms-inclgde ghanmageutically
(i.@imrpjﬂﬂlhibr(hbicar})n_aéﬁﬁtél?_§| ﬁalﬂts, Qirﬁtnﬁl'di-rbrﬁprdgfrug -fbi%ms Iof the chemical
al azl in particular al azin-6- or 7-yl;
aﬁﬂ?ﬂﬁ%@%ﬁﬁ%Fwew&”gparticujarpquinazolin-Zi, 6- gr_?-yl; .
qui nox&xamples ioh pharmaeeutigally #ceentablenaddition saltp| include, without
nrﬂﬁmgahb?&hédhgﬁic;xié nga@blhicc ahar oﬂgaiﬁ_id‘%l@id’ fadaitﬁing_saﬂs sich @s the
o[ 7-Ylk: ridinyl, .in _.particul ar - 2¢ -
nglroctidrice, 56, Bydiohftnile: 41e"ibdfey 16¢' Bharfbidlc, s Blgwetige. the
sulpkatenvdine | darmatel udbei nacgigle, the paeanatel aithe ndscorbate, the
b%‘!zegrés@pmlﬁriat&gﬂﬁ [b@bﬁéﬁti@g)ﬂ'\tla dir?hrfﬁﬁé;é’i :ﬂg{é l&iziitrété,n Z9é Wniondte, the
BRI e frmarsia, T, Sitamatey e, QPlRtG offt Taciate. tha matpelp. the
miatemas, nthea nundelate,5-the r méthanesisipbionaié.n del napfithaleme-2-sulphonate
agtife i Bhuthiigy E‘"’%'fsa'éﬁ%at?m? Sproakd-hontiBhie e siaiiaté, the
tatteptg dbe ciglubperieiphonates and; the Jike. RUsBoFBIS Uk, fie TPrmed by
proaedires wall knewnandrdeselbed fr-thearis- yl ;  benzo[ b] t hi enyl,
i n par tygh §5IEsb8f‘5°&£€rﬁEélzéom ourff of thd inybRidd ShchRidt Skl metal
of this 1nvention a heteroaryl oxy group eS|qnates a .
salige sHeM 86 he epdiugy salp of me@mﬁalmwﬂwf the ‘inventigncegtpining a
c&bexegroup.
In the context of this invention the “onium salts” of N-containing compounds
may also be contemplated as pharmaceutically acceptable salts. Preferred “onium



10

15

20

25

30

35

20 Pharmaceutically Acceptable Salts The diazabicyclic
aryl derivative of the invention may be provided in any
formsuitable for the intend adm ni stration. Suitable
forms include pharmaceuticall (i.e. physiologically)

SRR B3 o BRI, B ot
onjursalis cbarticularly peafeed apium adéﬁ ofi tha irvgintien inaludedibose created at

th\é"N R«on'dc&brﬂﬁfg't@ﬂhe Fd“@wi‘r@"Fér%Jla‘l’l norgani c and organic
acid addition salts suchoas the hydrochloride, the

hydr obrom de, the_nitrat the perchlorate, the
phosphate, the  sul ph = matg, the acefat

aconate, the ﬁas S5 Ul r?nonate the
benzoat e, ' CY te, the citrate, the enbonate, the
30 enantate, the fumarate, the glutamate, the glycol ate,
the lactate, the naleate, the malonate, the mandel at e,

S_fg@@ I%g@nesul phonat e, the napht hal ene- 2-sul phonat e

ht hal at e, salicyl ate, the sorbate,
st ear atlde eh?@ﬁ’ icq] campguind stfﬁé he {pregqn inventigg may exist in 3+) and (-)
fotra weneelpas in Eicomid forman®hé¢ Inacdmates oBtrdsedadrhersnand the individual

- khed in th
sbieFooel B A KhRTNEShopc BPG SCerlERRAGRC, |0 ' "°

i nvent ifAseMie | fodes gapqbe fesolved dnfpt ‘gl;\e §9€W'a§“ﬂﬂ?@e§oay Jsrown
meﬁiddsdndaechﬂquesaIOnmwayluﬁdepéramhg thediastdreomede saltsnisrtgy ase of

ar‘f ac;ﬁflt}rén%g i %Wé) +@ héconlfﬁa?éﬁ% ﬂ‘?é n,pnhfcﬁld\} 'é\bﬂ% &Flnteh Eompound by
treimestpvitt & bage.p Aapiies clethost w&mgauaee@aﬂeﬁsmto the optical
arﬁfpbﬁ@ﬁrledbasﬁu wrobﬁochnﬁﬁidtégraphﬁmrdfad lopticdlk wEtivenimatiix. Racemic

|
coérﬁ;%t% X gs h§ ﬁﬁ%sfé?io W&Hﬁ@% #??\Stﬁ'léa &Qﬁvéﬁ'ﬁto their optical antipodes,
egni uby sénapﬁomﬁl torystalisatian opf i skl lRl'e E‘hd?s%'tréﬁeéiat é@aqgelates or
cérﬁﬁdﬂsu%i@ﬂlétemmcf@@éthet o the following Fornula I’

e i o 5B R bt

thss‘orrnatfcmc@frmastﬁtﬂomerwmldea@y iorpef thecehiemical pempognds of the
pr*ebénﬂ iRGEritiofUdth an BpticRIlg achedraetivaesd aé@owrbhadu §lich & PRE derived

ey Se i) eavielbign 8t L RpFRaTke, O O Catireni asid pr by
thedormatipnest. digsteragayerisf carbameatas by reasdion ioh theeleemisal eompound of
theHréSerit nveYititr KitRfan cﬁfﬁc&ly A&kl hicrETorviatedstithe liké1d

tr eat mRtanah matigdECior{od Fosaiind The drfici aBE i known in the

ant.aSentatresthods dnelde dhese descrinad pydéagues %a@@lfﬁl‘uﬁol& Wilen S in

E?ﬁhﬂ&%% FRRBMaRY, Ad FRisbAbNST IlbrYr?WﬂBS/ ahY Soﬁacnﬂawwdrﬁ (81981)
conpou sent, 1 nve
into t Sh‘ca %qtlvga{:%n}ﬁﬂqnga §20 also Be prepareg l1!rom op{lca!? ac¥ Ive starting

materials.

Methods of Producing Diazabicyclic Aryl Derivatives

The diazabicyclic aryl derivative of the invention may be prepared by
conventional methods for chemical synthesis, e.g. those described in the working
examples. The starting materials for the processes described in the present application
are known or may readily be prepared by conventional methods from commercially
available chemicals.
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e.g., by fractional crystallisation of d- or I-

(tartrates, nmandel ates, or canphorsul phonate) salts for
exanpl e. The cheni cal corrpou% of the present invention
may al so be resolved by the“ormation of diastereoneric

1d
or cson (30 ErBROWR] of 0F TR Ran STRRAVEAGY f elolfer cinpound
of diae Inyeplion usiog oBYRIticaal m%ﬂi‘@dderl ved from (+) or (-)
phenyl Fhanéme pradductsd of thad rea@ubhbgdiésbhbed HetdinOmay - Be isolated by

SRR b . B ot Ao AR o,

etpresent invention with an optically active chlor ofor mat e

or the Iike. Additional nmethods for the resolving the

opti oners are known in the 25 art. Such nethods
BPEQQ'&SLAF WEE described by Jaques J, Collet A & Wen S

in "ETaet presens. m%xﬂnermtsesievaied Rsstbeuplrwrsmn nbyeh ligahds and
mgfd ébé*%f }Hé\éemrc&g{é;réée%m w g;ahd@@hu\ﬁeodmafe%@sum for the

imRel Pl leoaRes T SARRIRTS TEIRH 56 EHOIaie FoRamiera ey Eparticular
thé hsicetirte abetylot\bllme acodptare(AGHR)v Preferrel ecommpaamidsoof theyinbention
sh%WQ %[tﬁ%é@é%de ﬁé&?\‘@ﬂ%‘c@ﬁféhﬁﬁﬁé Qr?‘#écé 6r ?@e@le%ﬁ} hesi s,

st artl AGenelupeynds pbihe peesandda 'Q”d'é@)f rinpRRTticwag he agonists,

patialsegtinisA$ aritegénists andior ailostenic anodmatorseafiiheynitetinte apetyletioline
re?ﬁ t(é]pnventl onal nethods fromcomercially 35 available
Rfcals. 21 Also one conmpound of the invention can be

conver ¢ todheif shaenacalngieal Reofile the srmpoeundsaf dhe inveRtion may be
useil Ve the riebim@ithefddisedsee emdisprdeds et divdrsé s theee trelatetl to the

cq%iﬁgtfgilc%%ggﬁﬁ{ edf nthga}é%rﬁfar gﬁ“@%ﬁe %X om gﬁﬂ‘éﬁmﬂ'\é’ Hﬂnpheral nervous

systenm i(PNS), @ﬁeasﬂsrqrrmwge@pﬁiated tp émotfgnéseig@atraﬂm engdgcrine
dlé'ééte[éftﬂsdiﬁérdbfé{ IdaeBs iop dﬁwaérsd'ela@ed ttﬁn@lﬁmxdégenéramom,ehlseases

o 48> MBS ol Pl SEEPbS Gt e

,:‘.tewlmtlg@aée@l-laﬁoﬁj}@w%ﬁybﬂén%Sed to the cholinergic

recept qhe, urfasrtﬁrthe Glentioh MeayrbleetHeNisefalcas Wiaghestiowols or
b o b et SRR Ay B 8 rcortr
nmamg/(musnnnegmg% ang thayanay i8 lahelleﬁ er priabelr form

i nvent Qg ﬁFBién*e@l Qﬂbédlﬁ!@hﬂme%nﬂﬁﬂﬁmﬁo‘i the MRehticH are used for the

ST A tisARets; ariemebr G e relafinb ip 8% Holl forfbus' ditem.
Suthardiseasks girc disopdens iingudese anxiehs uergnitve diserdens.elearming deficit,
5§’Eef iR nd d)fs‘ﬂfndtlbﬁ Alﬁﬁéh@@dlﬁasg' étib?\‘-ﬁ@ﬁ deficitli sHeh e aef‘ cit

RS 1o TROH° ST ke S osse
Amyotrophic Lateral Sclerosis, Gllles de la Tourettes syndrome, psychOSIs
depression, mania, manic depression, schizophrenia, obsessive compulsive disorders
(OCD), panic disorders, eating disorders such as anorexia nervosa, bulimia and
obesity, narcolepsy, nociception, AIDS-dementia, senile dementia, periferic
neuropathy, autism, dyslexia, tardive dyskinesia, hyperkinesia, epilepsy, bulimia, post-
traumatic syndrome, social phobia, sleeping disorders, pseudodementia, Ganser’s
syndrome, pre-menstrual syndrome, late luteal phase syndrome, chronic fatigue
syndrome, mutism, trichotillomania, and jet-lag.
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system (PNS), diseases or disorders related to snooth
nmuscl e contraction, endocrine 20 di seases or disorders,

di seases or disorders relate 0 neuro-degenerati on,

di seases or disorders rel at to inflanmmati on, pain, and

Wi t hdr 2%4"% aQr%YéTEéféﬁbG& gd@-’zaéé'ée dis gr&&% ”{)P@ér{o‘?ﬁbn%fre%kﬁHa %o the

of che ances oun heé” i nventi on
cefifal Anesvouse systenu |fora§,vmﬁha§iﬁ)§prrtp°uaé$ Pfothe iyentien iafg used are

cafiftiVesdisdtdu sy, p@yawodlsagmzdpmematahdﬂﬁ depredsion. parti cul ar

o el mobRAL ot BGHPBUTRSb e R Ry e
ugsfilf for the treabmntrm‘rdlseaﬁﬁesc@lﬁw’@m Prajondjiiens rassaciaied withe smooth

muS8€ coRfraétiths %ﬁﬁfﬂﬁ'ﬁégil}vggl\%gﬁﬁﬁ@&%; aﬁglﬁﬁrpéefo‘hs Qr’émature labour,

oS e, OBt S Rl R} Y60 Hfesic, Hidnature
ejdculetioigrand dreciile diffcultyf i cit, nenmory deficits and

dysfungi Fan&hép PréfBfred e‘ﬁ‘lbiﬁf?rﬁémt ﬁbt&i?ﬁ;bcﬁj?\dgecff'tﬁétmventlon may

c t 30 ac t d
DBl kL < i cesimenty Bk [kioging” eElRte sush, 58, Jpploxicosis,
phedobrarthoddbraapbymerteGsionemdcertythriiasr et te's syndr one,
pSyc hosﬂﬁ%ﬂll aﬂ%ﬂ{eﬁﬁé@ﬂed B SHimBRNhe RS

vention may
renia

RELF Tl st b M - el
ameindased nbwlo-deégenarationobesi ty, narcol epsy, noci cepti on,
A' DS d‘m%%*\ %noﬁfé'? tpé(?fgﬁ'@&%ﬁ"ﬂg lm&ﬁrthé ﬁ/hﬁxoﬁﬁd@@f‘fh@ﬁﬂéﬁmn may

b% HF‘Fbe th%’!ﬁ??tfﬁeé‘t Oﬁwﬁgmmaﬂwr%qa@%w gRes: of gendifions, including
inflamimzsoryskiregisoglets sastias acneand destesanChmn’'sdisease, tnflammatory

b&)éé'l fisdhse, BIESreH@Q%PﬁQé%n&\éWh%%EO late luteal phase

ne, nut [ sm
t r| chot'ﬂlslt'Br?&ﬁﬂ??" p&ﬂf&rqedtemw'mmt fhﬁrﬁ%"@ﬂl{ﬂdérqfébe invention may
b& niBefii forrthe teatméaticof mild; onstizrate orrevenrsbvére)panrcﬁlmutm @htanic or

recﬂﬁeﬁfﬁhéu%ct R Séésbgg]{:] Alsed %anlihg &OHBéeré’r%u\?é i and

i'nvent on are’ uSe
pRIHPRAJISHR @ﬁinaTHﬁdBalﬂ Mgy in Qégﬁcléﬁ" bernegrenatlie pgfrbicgfq%headache

c@ﬂmcijanﬁrﬁalri hsla@maodiabstiohelrbpathpy & postritheRipeldtic neuralgia, or to
p%&%' A gve treat nent of di seases, disorders, or
8 S associated with snooth rruscle contractions,
i ncl ud.ﬁﬂ@alwhemwndsﬁ i inventioryinRy be aiseful for the treatment of
withdraal s§mpfdias! lcaus6d® by UiesiPiation beausfdl@ﬁ%dd%ﬁt/él abstances. Such

v et S i g

siithe B8 r hesgine ntasainee and t Merphing, obmtzgdtafzeplnes | anﬂbrbenmdlmpme-hke
drl@gbﬁgﬂsd#édﬂt ol. Igrthahﬁldl iRy raaatct.@é sﬁagl@ﬁ&émshm geﬁ&ar & traumatic
su S X1 ona y
oxbngs 1AL 85 SirieH 55T TR C BRae AR SiBllies in
ceriventrating) iesiiesshess alacreaseti hearlheaje apd ingreased appetita@nd weight

hipeat ment of neurodegenerative disor ders i ncl udi ng

transi ent, anoxi a. .and i nduced n ur genera i on I n.
cven: albiiiB o HPaEma, Siers fEeente Bryslive pPRyiactis and
alieviatiohi af rwithalyawalesyngdmbs a’ndrattshaemaeeas medltasoffeatment resulting in a

vaunﬁqa@r@fm.mgwedilnm@mhe didiefiiesbstaiicecondi ti ons,

In another aspect, the compounds of the invention are used as diagnostic
agents, e.g. for the identification and localisation of nicotinic receptors in various
tissues.
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inflammatory skin disorders such as acne and rosacea,
Chron's disease, inflanmatory bowel disease, ulcerative
colitis, and diarrhoea. In stiydl another preferred
enbodi nent the conpounds of tfie i nvention may 20 be

Pﬂéﬁﬁéﬂefuﬂ%%l ?gﬁ'ﬁ‘%%@m of mld, noderate or even severe

pai n ronic or recurrent character, as well
as pai in aa@beaaweqw@ ivaationprevides nevelRhasaageuticalicompositions
el thebagtaitiballyT Bfedtvienamdint of dRzhbicydliar alye derivative of the
in u[r gpat hi ¢ pain, chronic headache,, ., ., central pain,
}5%'? Melated to d| abetic neuropathy, to post ther apeutl C
neur al §Vkile archemicalecorppeund of, éhey dnvention yfor pse fn fherapytmay be

ad?ﬁﬁl%%’r@é% tHce fohf drine Péw eReMRA4I &ﬁn#@tﬁfdl it i§ @ Fetfgﬂ;ifnd to mtroduce the
oS ogregtentyaponall 8l FELSF BatREbiisRly, Gtplible W, in

phammt:aut(m!; compbsitien togatihémwitic one ar marg gsliuvhnts, excipismis carriers,
enzgglaemepam/eﬁothﬁp Eﬁbtéﬁlaﬂ%ﬁérﬁwacéﬁl?@I B6xifdifbsTor phi ne,

aze ik d
ol Conollt 8y (HEPEaAl STOAIERAL o g yaRian, nigditdes” Hhammaceutical
cayepasitidnsacomarisiagi the3 @lizzabiayclkn @eylc derivativer of dtie bipvention, or a
rﬁ}ma%bftlc%ﬂ? afrch?fa'bﬁef IsaR or2 BER: tlv@ntﬁbg;\( tdﬂeftﬁércwtﬁ'&'% 'of more
n OP

concentra essness reas ate
PhaEReRYlsaI, sepiabIe, P IR g HeTo g an orfilagt therapeutic
arid/ore ptophylattic dngredientss dtnown and pusedeint then artp r'l'd)ph;zamet(sﬁ must be

“a@@?[ftaﬁilel’ fm'mh' Sy op §é?ﬁ§16awrpailxr@gmﬁg R i Sinlg d| PG 2 the

ment_ res unt ary
formuilgfian Bf'd f'ﬁE %f&?fP'ctPltb% r%‘iﬂig‘i"athﬁ"@o ‘I n anot her aspect, the
conpoufiie pHaririaeeitivat tbmpositioe afthd imsentiongnay tecadministered by

a@ﬂe&{ mveniend - r t\nﬂﬁcﬂ dgiis fthé aBbQiPec?“ﬁi\e" al ppgbired Rlutes of

Nl C rece ‘ors In. various tIs
agspigisirgtian include Qf@h%@@!fﬁ @itien, ip P&Wﬁq‘ﬁfrm é%?i%tet" ¢3psule, in dragé, in
powdetoroin fiduid i fbers, rwwebardmmﬁfadnﬁmlswtmpﬁpopamcmas cutaneous,

s Q:'EPJ =Bl Y ﬁ\tgaprﬁfsﬁﬂ prigal llr)/treﬁ)cei\sg%1 ﬁ‘]eémme Phagmaceutical

I'lazabl cycl er vat nventlon

comparitian af “L%iﬂNGGHQP SEN; b MATUEAGLITGE B e, 5kilPR RARABY Use of
staAdardemethdds Bnd iconeshtional feehhiques appropdatedy thé desieed formulatlon

TR, o b e SOANEA S Bt predion
%@MOE@;aI t, in a pharnmaceutical corrp05| ti on

toget heurthicé egiie o t@CHqURd) for AofrAulaBiort igpdeadministration may be

A0 it BleSlntask dlikigh 3 HUnHGBhS, pRfilaRb (ol Siehidal ABAsk  Buplishing

COhEaiStWeF?Al) on provides pharnaceutical conpositions
conpr i ghaoaduha ddssa%éb:eguﬁd: bf tAé hatuie @nuaddvéﬁtycﬁf th&édisease belng

5006 B o PRELIRB S 306 BiAloRSST Al ey trtion o
thehdesagediot iheaparjiculat ciscurhstances of this investien de cyroduns, the desired
th@%de‘&ﬂé' bﬁfectOtltl@\ﬁ/e\tlé}er ﬂpﬁitﬁréserﬂﬂd/c%htéﬁﬁ Ay Qﬁét' Cpharmaceutlcal
gés?@esnct:osntammg ofa #‘om asbou’tld1 1t,[ bouf 50 r?‘r‘?g % ac lve nJredlent per
individual dose, preferably of from about 1 to about 100 mg, most preferred of from
about 1 to about 10 mg, are suitable for therapeutic treatments.
The active ingredient may be administered in one or several doses per day.
A satisfactory result can, in certain instances, be obtained at a dosage as low as 0.1
ug/kg i.v. and 1 pg/kg p.o. The upper limit of the dosage range is presently considered
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15 "acceptable” in the sense of being conpatible with the
other ingredients of the fornulation and not harnful to

the recipient thereof. The p maceutical conposition of

the invention may be adm ni st'ered by any conveni ent

to ?é‘%%gut"% ‘?{tglﬁg'ltvs attl] ﬁtg’/ﬁgptd‘ gjrét%‘fredpfa‘ﬁpéé ré?'g de?Hta‘%ut 0.1
g {9 gl 10 mokaliy V. ..aade‘msg abaii 1 holks dgyabout fosmgtsaiiay, p.o.

or inliquid form and parenteral admnistration, in
aneous, subcutaneous, intranuscular, or
Mgﬂﬁ‘!ﬁ/ﬁ]%%r%p éectl on. The pharmaceutical conposi t| on of
t he i nibet digrakigycliseanyh derivaiivaseal iye taesent inverfigre ags yaluable
nibtinié nd Alonoakrivigiasce tﬁ?h‘f&diﬁat@iéd afi@ therelor® Neéful foe i mémment of

a fehas Bt ﬁﬁ‘%ﬁgftsga%fﬂﬁaﬁ%?*s ol R8s, il 88 o BGEr g csoraers
responsiee fonieestiomof nAGhReyodidatorss| oyed. Further details on

t echni gyesndiRér BQﬁé&!' el fiventiéh igestd %et@nﬁd”ﬁh‘ bR treatment
ition of Rem naton'

PreupiRcLer pldRPnooe 3RS orcs IS, o AROR R 4 Jypg animal
batlys sigeludingeadhomanhavhicht Wiseasad disorden toy coinditivn & sespomsive to

meﬂhlﬁﬁon P chbﬁ?@é re@éﬁtotssal‘iﬂ/bh anbaﬁurie ?é‘de%tdr@naﬁ(i V\FH"Eh method

clabiace BuPITRIeing to. Sich 2 idng Anigal bt “rbting 8 hifgan. in need
therend aaesfiebtivedamburichf anhiazgbicyclic apnd Hedvativelofthesinyention. s
presenty), ytheogc%f{@?&' 8f st ih@éntia?ta Ct@r‘r'ﬁ "‘ggetmé‘fﬂﬂ%%lté faatment,

cont ai ni n rom about ou active
PreNgRtian: e pbleXIS. BB 5!9&@&9%@9 %‘? émabq' %e £ $RfRrSngsses.
diseasesalisotdet® Andgonditiaris neiaéd to the didedseonquésticmbout | to

about @ ;B}ef d |ﬁ8tbét?t%lseccfn?ém BRS Pdl %tcf fil Gt %H%ose

active in ent may be adm n stere ne or severa
stg NEr day. A satisfactory result can in certain
I nst andeeis, atbpresbitacontemplated that sgitatle dosagasa@gés ag @g to 1000

d
mhfggraﬁtgsg% ypg‘féégtr)lg il Ig%ﬁgzaﬁ% % e%g@éla%%odﬂgﬁgﬁll@m faily,
qmdﬁgt K@ |dJ9<5’a WQ‘?’brﬂ‘Sd exasly é%o%ﬁ eof ra@m'a'sts l‘ﬂOl’G formy gnk yvhich
adrainigieret], e hgidation ayward/thMthef admintgt@tion Js glivekted; ¢the subject

: / The
'"38'3%83‘@%{“?%%’3 %‘gerl vat VE&P ﬁﬁ, F’%d gr eméltﬁe rnl'efle(r)ennce and
expesienae g @Pé’hYﬁPlﬁﬂtqrn’ﬁEerﬁﬁ‘ﬂaﬂﬁh Pe receptor

modul atﬁoeatjsf@cﬂdryt deeulefcanenme@tai:t ifstdinde8e b rc?amne@ht af dosage as

vV, C r [ .

IO{}\F??% (st ﬁ\lg I{EN a}rldnﬁ %Ll rggﬁtg @8 ‘rHS Lg#)g %ﬁﬁ ckﬂﬁe dq%agé range is
abouthtd mgdlsg avOa@d 109 @sﬂmp A’s*g’@medt raeges \asatfrasn about 0.001 to
atfsavi figkga.vaid#emf diout Del foraddufedimg/kd p.opr event i on or :

al | evi at| on of a disease or a disorder or a condition of

a living animal body, including a human, which disease,

di sorder or condition is FAMPEESe to modul ati on of

chol i ner g| C recept ors and/ or nonoani ne receptors, and

\gﬂ: (r:rgl gﬁ\gentfqgl :ﬁ'ber ﬁllbudq-‘ &vﬁt& 'r%gée&\%estgqne ?olto'w\fr'tgngxamples,
which are not intended to be in any way ’!imiting to the scope of the invention as

claimed.
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t hereof an effective anount of an di azabicyclic aryl
derivative of the invention. 15 In the context of this
invention the term"treatnent,. covers treatnment,
prevent| on, prophyl axi s or aI% eviation, and the term

E %hé\%af covers ill nesses, diseases, disorders and
X¢ ons related to the d| sease in question. The

PreparatoryExampleat i ons cont enpl at ed according to the R
i nvent iagin r@ddion8 Osrvovirigptdifl Sdiitive 28addnts Soat infaraediites were

peirEd e tirpagh o3 T AV BBerEa2T, ™ and cspeci al |y

30 100 mlligranms daily, dependent as usual,.upon the

adni ni o Fuainus BT, WekSchor wes dssgiveidn 75
mbaofyatesiayidttodiie soletisubf kydroxylaminedydreaidprider (1B g;t236 mmol) and

cﬂg@éﬁﬂ&ﬂ%ﬁzéfkéo gzésgmﬁé ZaaW&%%dafedt PRe AMEIECWAS siifred at 70°C for 1

veterin ctor resul

ety TghRPRLLS) Bkt GESuaciibn RS it bES Cabledig g separated
cristaBSwen? Hitieredv andrearéfuly drigdk Jhe. thusTobtainede crudeng-guisiuclidone

o:&nﬂ@ é%??c?(gr } e Quas usé@%tﬁhéon&/ 5@ I ofV theagfntillga J"&ﬁﬂ%ﬂlt further

ranges are trom abou 0. 001
'Pﬂ N-.v. and fromabout 0.1 to about 10 ng/kg p.o. 30
EXAI\/PL!EBIypﬁbspInarioerat:ldomw& durnof hwas i heéated r it 400%€Ct &nd crude 3-

qtﬁr‘ﬁ%cﬁ" ﬁgﬁ& Efﬁrﬁogﬁeqfﬁé c?rﬁ&mlsees The\?ﬁéﬁﬁnarﬁ&td??ﬁu s heated at

|mt|n € SCO

Golor 1 20h miuien 5Te SGUES WaS CAole 39 GOPMEeBIRE g and 50 mi of
wﬁéawalsead@ieu The ehassnsas oamh'mlyng:rmgem ithe mixtumagas psud into

o FATI 1) 185 IR0 vAE M5B 1) 9980 ol o
The mikprR:Wagextrasiadouiy phigroigrm d2 00400 mly| Hhe,extract was dried over
sodtid istlphlatalambine dondind wiak semdecdvandet redatedepressurés m  of

vvat er, Y'i'é]g gg?hé Hﬁ)slﬁl%l #th%%*@-ﬁ% %%o[gﬂj%]ggﬁﬁrpﬁ'@% and
mglo{iiraélnﬁwﬁ—enwsﬁ? PP (88%kolhe prxtyre of jaemers was
chélﬁmzé@@on( 80 ngl)of\tiskafe 16 qie:@d A-diatzakicytloBi2.2nansh-8asme (5.12 g;

1§°/§f ‘I?%l% ?ve%ffrgﬁ?ﬁ’l%ﬁt ‘ﬁ%u dl‘é{l Sﬂg\éﬁ chir Oéﬁétﬁgfa%ﬂxgﬁrﬁla acetone) of
thexesidue spm ek1 33%6@#%@[&«38&{!@%%@"% P18 83%3f t he

synt hesis without furt her purification. Pol yphosphorl c

Lmiaanﬂajmmgmdlms heat ed at

1,4-Diazabicyclo[3.2.2]nonan-3-one (5.12 g; 36 mmol) was dissolved in
tetrahydrofuran (50 ml), litium aluminium hydride 2.28 g (60 mmol) was added to the
solution and the reaction mixture was refluxed for 36 hours. After cooling the reaction
mixture to room temperature, water (2.3 ml) was added dropwise and the mixture was
filtered. The solvent was removed from the filtrate by rotavapor at reduced pressure.
The formed substance was distilled with Kugelrohr (0.5 mBar; 70°C). Yield of the title
compound 3.11 g (68%).



130C for 20 m nutes. The m xture was cooled to room
tenperature, and 50 ml of water was added. The nass was
careful | y honogeni sed, the migture was poured into of
ice (100 g). The m xture was de al kaline (pH 12) by
Mgﬂﬁk}% sodi um hydroxi de. The m xture was extracted with
form (2 X 400 m). The extract was _dried over 20
1-&618-(1d-Rigzenhicycle snage arbony)-fues ¥i-oheadi-3rruced

o REEAEurdaihab mset(m oodel)of the products

103 i A5 BUEE 9*3[@4%5% ARG inoganes4 garhqnylfuran-2-yl-
5 pheinyl}a-(@-oirepbenylkuiear(9.63g; 1.82y8mal) palkadiym on eban (660 g; 5%)
atl BiARBI {50 Hl)e\lvﬂs Ltifediun@eP hydiogeh 3TRe %}Mﬁfktﬁreo\%s fikerbd and

t fr filtrat. [
o i 8 SRt S b0l e Ref rar
(QyB\andot% meéthdnel zstelegnil bieRl 2.50]9V80%)- Mpohéd . 91 g; 32%) .

1. 4- DO azabi cvecl o[ 3. 2. 21nonane [J. Med. Chem 1993 36

Pigz gn furg pptha
d:ld salb!lntyjnledlatéicogmwydr of uran (50 m ), litium
al um nigg ﬁ’tgedﬁglﬂ ogn@arag n;fr &Qamaco ?éjﬂ?éihécpﬂ ﬂ@m (1 4-diaza-

solutlon an

Nk M A N e

terrperature water (2.3 m) was added dropvvl se and the

15

AN, S MRV { h Kugel rohr (0.5 rrBar 700) .
Yi eI d thetﬂtk mmbmnﬁ\'ﬁas prapavediadedrding 16 d8éthod %fromww (1,4~
D% B L SRR 2 GRS g bepzgide. .
15%8&y1 }- 3- (2- ami nophenvl )-urea free base (Conpound Al) A
20 mxture of

REEN)i : ad Adh (0.460 g; 5% and ethanol (50
rri ) vvasrrfet titrer @cﬁnpdi\.dﬂ' why grepzesd addwdingud Methad W fomaly-{4-[5- (1 4-

Dl éﬂh 2o 8hire ety pf 2 Fbn SR RERIA i alice

ol as eluent. Yield 0.50 g (85%. M. 174C 10
[

25 2494

(Intermediate G drepared according to nethod A
from (%%B&Lﬂfé%f 5- (4-n|trophe Xl)-z-furoyl chloride (1.0 g; 4,0 mmol), 1,4-
30 dlgﬁ gyc(ft&@ Zzélglynon A(‘qéb)g, 46 mmo)rz?rpci1 "?'Eydlpnet(ﬁ'orx?leth%ngl(zﬂeﬁ'lﬁ was

stirrethfon d-S\hduts fab r¢dm4eniparadurei The (tidp Tommund vasciilipredy.Yield 1.4 g
da3b pag¢E! - phenvl | - benzani de free base (Conpound A2)
( h/°e)f Mpfl e conmpound was prepared according to Method A
fromN-{4-[5-(1, 4-
5ipa-Nitno phenybifuBoyt chlande fintermedsaté Qowigound) an- 2- y1 | - phenyl

35 ) =4 Ni Wiygs ReagAaY &5 stifihg a tmitfare of 5-(4-nitrophenyl)-2-furcic acid (1.0 g;
4.3 mmol) and thionyl chloride (10 mil) at reflux for 2 hours. The mixture was
evaporated and co-evaporated with anhydrous toluene. The acid chloride was used

without further purification.
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3-Am no- N-{4-f5- (1. 4-di aza- bi cvcl of 3. 2. 21nonane- 4- car bony
| )-furan-2-yll-phenvll- benzay de free base (Conmpound A3)
The title conpound was prepared according to Method A
M’E é\l—{4 [5-(1,4- Diaza-bicyclo[3.2.2] nonane-4-carbonyl)
_ | -hnyI}-3 nltlro benzmode b 25 249 2520
L_Th ' : - v‘: a C ..4:“ eeee 13 Y, sdaca = [l i /el LU a

Dhierﬂ/iM S-alitfvidenppeolR-dne @itloxided (Corapou Bﬂ) ( | nt er msdl ate
Conpou 'Ad @ 6(11 Hrf 8%%-%1 éy%[ogé Z Z?rggle-ﬁ%i))&@! gMﬁrﬂ%lhenyl)-furan-Z-yI-

chl ori de
methengane c (58| 9,21,ﬁ foAehe (aleie gnhydriden(@24 24 mmol) and
diéhldrahhétRane KEinowes étﬂﬂacﬂo)' Avisurs at rrdbhetbrtﬁ;suraﬂﬁe Wmlxﬂre was
0 ie
PG PSS oo isolndhd TR Bud B reh i cfof”
chl oride (Intermedi ate Conpound) 35 Was pr epar ed by
1—?4 45-(1 Ml)lﬁzdlbléélb 3.2p n@néﬁe—ﬂldaﬁ'&ﬂ l'

a Ia nyl)-t
Co-ev apPothe@ oﬁ 1#@@@1‘1@@-@0}@@@@? ZWhBam#d:atmrM)rfd!an-Z-yﬂ-
pN@ﬁll}L@@amYHdph@Hfl)—mHat (1291 Y047 AbdIR Tacelid anMpéi®s (A4 mg; 1.42

mn?oBy ,ggd( CBlR/mTeﬁ'aGFa%P BT'Qy‘ﬁ'?%[sot'r@dZi?foﬁangu'? cAayeRys, sodium
hydroxide(1®mk 1M) plasraddpd Iol!bvdamlgml extraotionoVitredighlorgmetbanel €3 x 10

LCETHESJ‘HL'IGE e ﬁag‘ Hed byfsilica gel chromatograph usmP a mlxture of
di

za-bicyclo n
orgrethare o ey (Pé)%s'dgﬂ%lmé Bl 55 oy Lo A4, ma7o%).
Tii® .codregporitling sait| Wwas odtaioked Hulyoadﬂrmma:ﬁea @IHIhyH ethwaand methanol
r The m xture was
"’?&ﬁ"%e(?‘é‘ o O oY 51 at . Vi el d 0. 43
g (73%. M. 191 C
Méthod-@ 5- (1 4 D| aza bi cycl o(3. 2. 21nonane- 4- car bonyl) furan

zia- bi cycl of3. 2. 2] nonane- 4- car bonyl ) -furan

- 2- | ] A pibem)el c)f @ 4- ﬂmmbiuyp@gﬁ]amr—éql){ﬂ)(@émopﬂedﬂ)-furan-2-y|—

d
Ehbas oREED e (dorefih., Mcnfibockalte, €5 ek 15, oo anc
dighlgramethaney KQQ( mi)eW@&@ ifred fon\§S %fsaé\ﬂéeo%ﬁPQiWé‘d oxide (10 mt;
1Ky Wascaddsd folloWed ibyhéxiraetien Ivﬂtlred«(:ﬁlomrﬂ@théﬁe B)x 10ml).cThel erude

mmtﬁﬁ{a%éas i F’H LHX Jlliﬁ%ﬂ}é? Xhl%[rﬁét&@ragﬁ%, tlﬁm@gﬁ ggf |@I@H&Qhane
metRehEF )Nt anethanel @scpluentYiall 0.6 (23%)Wip. 153-164°C.

correspondl ng salt was obtained by addition of a diethyl

{415, W Bl "!‘..1 . ‘»;4.! llig ) ‘.‘ ,:,l _n 4. fgé’ EBE_‘HTI c
ni 0P uii‘.. rea fumarigacid sali (Gan L" NG berdin- 2- vl | - phenyl } - 3- phen
yl -ureghe title compound was prepared according to Method C from 2-

nitrophenylisocyanate. Mp. 198-202°C.

fumaric acid salt (Compound C3
The title compound was prepared according to Method C from
ethylisocyanate. Mp. 167-171°C.
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ree base (Conmpound C) A m xture of

1, 4-di aza-bi cycl o[ 3. 2. 2] non-4-yl ) -5-(4-am nophenyl )-fura
2-yl - methanone (0.50 g; 1.4 nmol), phenyl-isocyanate
498 ny; 4.18 mml) and 25 dichl oromet hane (50 m) was

ﬁ} gﬁﬂd.%%q@ ¥JJ- o a.?&u@& ogmvaw |§-mt:hane

higyrea flee hage ur e was purlfled by silica
gel chrmpeattiegr a:ﬂmypoum ngas. pregarec atcardingl aporMéthade C  from

IE%W % as eluent. Yield 0.16 g
P /gamﬁﬁl(/aqrﬁ%’ @@2@1 %59%%;45 (1.4-D aza-bievelor3.2.21
nonane- 4- car bonyl ) - furan 2-vl I -ohenvl}-3-(2-
14415-pRhiada bidyele[3{21pMbhanéaLchriseiv)-fiEmrp9 e igl}-3Bechloro-2-
t tIe 5k OL'm 3- QL A3 8 accprding to Method C from 2-
me L 0- "I D [‘. A2C. 35
1- 14- [Srmltltbmrapwnﬁ wsaglmem@d@pﬁ@mgemmmqsbﬁyﬁquﬁﬁuﬁro-z
meﬁ1 héHyfisodyhnadee idodtedb8an dilunari ¢ acid salt (Conpound
e title conpound was prepared according to Method C
from ethyllsocyanate Mo. 167 171C 28
%.1)ig 21215 5 SHred

fre@baéé cgﬁ]ﬁ ,-Qdéephenylthl ourea free base (Conpound4) -
ound was, prepared ac ordln t o Met
from 5 nytfCi soqum}gqawgg REP3[ 8 c toc MSfod C from

bdnzylisddya(diedlsDiatedhadao il of 3. 2 21nonane 4- car bonyl)-furan
- 2- vII-phenvI} 3- (5-chl oro- 2- nethoxyphenyl urea free

f
(
n-
(

1 (4 f 3 ;?ak@@” ar{go urean
@ ﬁ%‘ld"a& me ree bgggdr?rggnr}gunWb%b& 'Ig% from
b?'? soth -sqg d according to Method C from
benzyl i socyanate. Isolated as an oil. 15
1= 45 K%néﬂaﬂfe 18522 Dinbnsh&hdatbar 91 SMeRpIgLD- f ur a
- o] rea free
C h : pound was prepar ed

accor diTng ﬁnﬂel\/bbdmpduﬁt:lfwam ptwazgd i aeohding yion MethodpC from 2-

@Q%Pﬁé%?%fag altvzl% 2b| 6%10 oof(g’»‘. %?rgg'rz'onane- 4-carbonyl)-fura
n-2-yl | -phenyl } - 3-(2-
1.4-Diaza-bicyclo[3.2.2]nonane-4-carbonyl

free base (Compound C9

The title compound was prepared according to Method C from (1,4-diaza-
bicyclo[3.2.2]non-4-yl)-5-(3-aminophenyl)-furan-2-yl-methanone - and phenyliso-
cyanate. Mp. 125-130°C.

fluorophenyl)-urea free base (Compound C10)

The titte compound was prepared according to Method C from 2-
fluorophenylisocyanate. Mp. 241°C (decomp.).
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chl orophenyl ) -urea free base (Conpound C8) The title
conpound was prepared according to Method C from 2-

chl orophenyl i socyanate. M. -211 C (deconp.). 25
1-13-f5-(1, 4-Di aza- bi cycl o[ 3. Z. 21nonane- 4- car bonyl ) -furan

1-{42-@-{1',4-%5?%%&\7&0[2 Eﬁgrlégér’f{eéﬁ-é:%%r ,ﬂgﬁaﬁ-é- . g 3 r% mThe
i ompound )

fluogophepylaiea iree base (G
bi cycl aha. #e] compdund )wds (jSrepaietovensding LtoaMdhgd - Getfiom 3-

99 gg yanate. Md. 125-130C
ﬂu%g Fl:l&gg%yaza bl%‘é}c o[ 3. 2. 21nonane- 4- car bonyl ) - f ur an-

2-vl | -phenyl }-3-(2- fluorophenyl)-urea free base
1-{ 450U ZBLEIbycl6[8.2. 2Thb earspaarishyl)darap-2pRiphdndb-84p4i ng

. b cyanat e. 241C
m@@@d i _h%:%‘t@_%;@éﬁ_%_j (CERBBRY E159CY Mp.

i aza- bﬁ’b@cﬂlﬂ? 3compaynsh amas 4prepprash\acrordingrito2 Methoghnenyjrom  2-
tnﬂ@Uré)ﬁretﬁwW@Dé’bﬁ?ﬁhéteuwazﬁifv‘@(d&&ﬁlp()coTT’DOUnd Cl1) The

title conpound was prepared according to Method C from 3-
fl uorophenyllsocyanate I\/p 2300 5

13-oth Iﬁﬂﬁb}fmﬁaﬁ@am&rsbft' 96 Bﬁﬁd!‘!dm enyl) urea free
agigr di gpt&% Gom dd"’"l’? Bmpgre& aggorglng tm%et%og%from 1-(2-amino-
phenyta:{-Bridi4rdiapabinyciofbh 2 Pinanase-4vparbesg Efiurar-ceytpphenyliaurea

ari’dét?nyﬁs%f‘:ﬂarﬁa'fte(ﬂ!p%@ 8Agsyoevcl of 3. 2. 21nonane- 4- car bonyl ) -
furan-2 ylI-phenyl}-ureido)- phenyll-3-ethyl-urea fumaric

acid salt (Corrpound 013) The title conpound was prepared
4 n-4~capbonyl ifuran-2-yil-phenyi}-3-(3-

trifl math iy :i,r@,afrae%ez yhdEdag. 2] nonane- 4- car bony
162 5 1@5 @%I{Ie ngpoﬁln was prepa\redn accordYnd Stgcmquoc? ' CMi’fom 3-
trifludromethylphgnylisodyaogtel Mip3121°€Llnonane- 4- car bonyl ) - f ur an- 2-
yll- phenyl }-3-(3- trifluoronethyl phenyl )-urea free base
3 d d

Liaza-k pORa
fu Ma_mch?:malt (Comgound C1 5)

T s -

2-yl 1 - eny E)
ethylispcyanate M %%ﬁ%b@nd was prepared according to Method
C from 25 ethylisocyanate. M. 158-161C.

N-{4-[5-(1,4-Diaza-bicyclo[3.2.2]nonane-4-carbonyl)-furan-2-yil-phenyl}-
isonicotinamide fumaric acid salt (Compound C16)

The title compound was prepared according to Method C from [5-(4-amino-
phenyl)-furan-2-yl]-(1,4-diaza-bicyclo[3.2.2]non-4-yl)-methanone. Mp. 250-253.5°C.

Method D
1.4-Diaza-bicyclo[3.2.2lnonane-4-carbonyl
free base (Compound D1

To a mixture of (1,4-diaza-bicyclo[3.2.2]non-4-yl)-5-(4-aminophenyl)-furan-
2-yl-methanone (0.50 g, 1.6 mmol), diisopropylamine (415 mg, 3.2 mmol) and
dichloromethane (100 ml), was added at 0°C: benzoyl chloride 0.586 g, 4.18 mmol)
and stirred for 15 h at room temperature. Aqueous sodium hydroxide (10 ml; 1M) was
added followed by extraction with dichloromethane (3 x 10 ml). The crude mixture was

henyl}-benzamide




N-14-f5- (1, 4-Di aza- bi cycl o[ 3. 2. 21nonane- 4- car bonyl ) - f ur an
-2-vll-phenvl }- isonicotinamde fumaric acid salt
(Conpound C16) The title corrpgbund was prepared according
to Method C from [ 5-(4-am no-

pl{?ﬁiﬁaﬂr}) sifi QQF %H%% c% %W'L@ﬁ'@'@'nﬁimk'é’bﬁ dichior&Btiénk!:) meanol
(9K)) andr b metnarml@fél ledgﬁ 3-G5%)Mp. 254°C.

ne- 4-car bonyl) fur an- 2- vII phenyl} benzam de free base

5 g, 1- 6 rmol )- di i soroyl am ne
(315 MThe3itlé ompourrndas Preired erredilingetd Methad lb) , frava(1,4-diaza-
SRS Sy Pucs b W A

hydroxide (10 m; 1M was added foll ovved by extraction
i 12.2[nd '

! . using a
S 3 (9:1) and | %
met han aheatsleewemundees cprepared gac(:lzsiu)g tovMetragk B, from (1,4-diaza-

bibydeiai®21hén-4- I)-5 §4-am|nophenyl)-furan-2 gl—methanone Mp. 283°C.
4- Diaza- bi cyc 2. 21nonaneé- 4- car bonyl ) - f uran- 2-vl | - phen

yI}benzam de 5 furmrl C aci d salt (Corrpound D2) The title
N ., LR €I AEES .\ 2L [9X E . H I( AL “ M AN

blbyc(la[3f252](ldm4—)ib)-5-z(4\-am|n@m1eny8-f®'aniz+yhaaﬁ1anouarﬂdpnw®-21Qj’ﬁhn
2-yll - phenyl } 2-nitro 10 benzam de hydrochloric acid
I dD3 ;tltleco

20 énza di. ' noacld ItYCEbi : ophenyl) furan-2-yl -

hanone tlf2 und was p pared accordlng to Meth d D from (1, 4-d|aza-
4-
. ol gfp“ R R L

salt (Corrpound D4) The title conpound was prepared
qr |ng to Method D from (1, 4-di aza-

0[ ngn- ~-Y |‘? [5_(4£pyrr%r|n1[] ohgg lk }ur rl'lj-r2§v -meﬁ'\angﬁe

rié-dchd ailt 3doh tEQycl o[ 3. 2. 21nonane 4- car bonyl ) -furan

Jo1 /' TR of i beda G lipas SdRa NG PRARIGERARA) firan-2-yi-

mgﬂ@@pae ,Q%m%p(g, %e] ﬁz%pl)DZfﬁ-gmqﬂiom rafygrofuran (4 291 g, 64 mmol), acetic
adidl Q@ all)3 add icsemet (30 nHwhd - stintedoah eaflyix) for 20 h. Aqueous sodium

& mygf*‘%ﬁa%szgmﬂf@@ R ERac Bt by, et it Beorametnang (. 10
| The wrade mixtuie was panited byrsiliagr 9! cmrua@srapwcyﬁlpelﬁnmlxture of
dlaﬂbro‘?nélhéﬁé“‘ ﬁ'léilﬁanol (9 1) and 1% methanol as eluent. The corresponding salt

wa% Faln ﬁgﬁgﬁ %g aﬁéﬂ&ypgthé éﬂ% r?etﬁén&%&ﬁﬂg ?Q% %atfu%tga with

fumﬁlctﬁqtbt\heid}ﬂtfﬁg@ﬁf/drﬁbu2&2f(¥4 24 g, 64 mmol), acetic
35 acid (0.5 nm) and dioxane (30 M) was stirred at reflux
for 20 h. Aqueous sodi um

251
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30 hydroxide (10 m; 1M was added foll owed by extraction
with dichloronmethane (3 x 10 m). The crude m xture was
purified by silica gel chro ography, using a m xture of
di chl oronet hane : nethanol (9:1) and 1% net hanol as

. Th di It bt d by addit
MGPUIE, The corfespant n0 ool ues ebLs) ed by ad ! oo
mé{hgi;@:ﬁb fanfakicdadid ezlagckomgmh@ B1)

no
“on eny(rd‘l ﬁﬁﬁg% é‘g1 Shg?a-?: c&&lB[)&OZ’ Q}rﬂ)’nﬂt fngid @@Jﬂfﬁophenyl)-furan-z-yl-
methenerai (05019, Aﬁrmqj} e2-ghloro-3-nitropyridine (0.25 g, 1.6 mmol), cesium
calb(frréfé qo arebg CYQ10fritngl) Ahd MR- (0.5 -rbb) (Wasastimed ft r8d°C- fanradays.

A%JQ&%P o?%d'%'mn F?&%g@ﬁ( g‘](ﬁgnl 15%)5%?"%%% foll?wed by extraction with
dichiotomedhang (37 ¢l0 2mi)1 'Fhﬁ;ﬂgl'u%dnwe( ovas mqnﬁ@,gs by silica gel

crﬁémé{o%%%pﬂy 81% %fﬁuxﬁgﬁ;of Sﬁﬂﬂtﬁﬁuﬁtl‘m@ umﬂamfml(om)( aAd 1%
minenploPs AaRan ik 51018010 AThe. FitesPAdily et wes obtained by

additionf ofea digghyd lether@rgehethehoidn@sttﬂg {9y patuielied gvith fwmarigracid. Mp.
ogifocdi chl oronet hane : nethanol (9:1) and 1% 10 nethanol as
eluent. Yield 110 ng (16% . The correspondi ng salt was
obtai ned by addition of a diethyl ether and nethanol
Exampler2 (9:1) saturated with fumaric acid. M. 223C

lngﬁﬁgnhﬁlbﬁthéﬁ Rgtk sl-llél-B[lH?hmbﬂnbgigdm ﬁi‘kﬁt Blﬂﬁiﬁar ot oxi ne

finit
conpoul e xemEle ey s SBMRatngs ob eVt ot bifing to
aﬂsmpmofmuccmrmptau:eptqrsmﬂﬁtmmemd a- Bungarotoxine is a

LT e AP
Bipaae UGS ot oG B AT i ipel nd R EiopRRpugE flcotini
regeptory)ovisere ituactsyasiss poteBHaata@onighr Ht-oxBungaretbeing labels nicotinic

aé@ﬁ%@ﬁélﬂecre@ ﬁl’o}’é fd? égns%rtr%ﬁptsﬁbﬁaﬁt & Budd fh Brain andﬁche o

|so brain an e al i1soformin
'Sﬁf@ﬂﬂd'r‘fﬁ?c@ﬁlﬁﬁ’"]uéﬁ@?ﬂb'ﬂ i6f-ssue preparation 25
Preparations are performed at 0-4C. Cerebral cortices
Tij lg)éwbltgglapaﬁ ystar rats (150-250 g) are hom)genl sed for 10

as 5 m of 20 mM Ho uf ont ai ni
NaaU]l Preparelieesg are periained s%i%?ﬁ C@&Geﬁ fnfgm r'?a's) istar
rass (T6D-250 g) tar@-hbatdgenisedfog ¢ 0i seeonds hre 16| rab ok 28 unMeHepem buffer
t c t 0
CYFSOME 0 i 1 3 9l 008 S 8B, v 7.9
usiag w8 hddira-fugigxn hosageniselgatheo ntlsewezﬁUéB%ﬂ%tO ForSUHFCfed to
céﬁtﬂiu Stori & 20000 x ffof N@ shindites f Frie supsmeatbhids idistardeuaricsthe pellet

|s(v5%s ULWB:% By’ é%ﬁrn lérpg éfé@o Qg% fof" gﬁﬂiﬂhgsﬁh% A Qf]f%lgs@\%ffer
and twe/knal pe|let is then re-suspended in fresh buffer containing 0. 01% BSA (35 ml
per g of original tissue) and used for binding assays.

JJ

Assay
Aliquots of 500 pul of homogenate are added fo 25 pl of test solution and 25

pl of 3H-a-bungarotoxine (2 nM, final concentration) and mixed and incubated for 2
hours at 37°C. Non-specific binding is determined using (-)-nicotine (1 mM, final con-
centration). After incubation, the samples are added 5 ml of ice-cold Hepes buffer
containing 0.05% PEI and poured directly onto Whatman GF/C glass fibre filters (pre-



Assay 35 Aliquots of 500 pi of honpbgenate are added to

25 pi of test solution and 25 pi of 3H a-bungar ot oxi ne

(2 nM final concentration) aggl m xed and incubated for 2

hours at 37C. Non-specific binding is determ ned using

séa'k)ed '?1'1 ﬁolt% 'ﬁ’ﬁl q’ér éﬂéaslft 'GWﬁJuréf)QﬂTdeF SOétoRAL hﬁd‘)mm@ﬁta%‘ély washed with 2
es are ad 5 n i ce-cold Hopes

Xéd?m%?foééﬁﬁﬁfnlng 0. 05% PEI and poured dlrectly onto

What maTheFafoghia et radibaetivity | aretise (fiiers B2detecained by contéational

Iicﬂfj& ﬁéiﬁf IIaﬂ{x% lc§fi‘ﬁtfn£ S%Pl'fi?é éﬂﬂﬂf‘ 5 tél‘téflslh&ﬂ? rRiids hﬂﬁ%ﬁbﬁ?@ b¥ding.
r adi oadieviesiyvaue isgiven asear 1Ga %?'?ﬁeﬁg'ﬁt'% of the fest substance
whiRR\sHIbitsPtha Ispetifig BindirgrofPH-d-bamgamtaduby 50%). SpeC|f|c

The 1 oarearilleoriReRO RS pROeSOREl A Taderfedy,

the test substance which inhibits the specific binding
TabledH a- bungarot oxin by 509 . The results of these
' . Table 1 below. Table 1 10

2 —OT  STFC oxi ne Bi ndi ng Conpound | C50
No. M AI 0.0012 B2_0.0016 0. 00056 33 CLAIMS 1. A
di azabi cyclic aryl ach@Huﬁg reprqiﬁntej by Formula I O
NN (ti )n 5 any 3Nenant|one ) any m xture of
its enantioners, an “Ln pH b Or a
phar maceuti cal | y- aclcept alle addlthm12aI t her eof

wherein nis 1, 2 of 3; BQd 10 Ab(ﬂﬁ@ Al, independently
of one anot her, reptcacul an—arjomattc_nohocyclic and/or
pol ycyclic, carbocykcli : i C group,

optionally substituted one or nore tines with
substituents selected fromthe group consisting of alkyl,
cycl oal kyl, cycl oal kyl -al kyl, hydroxy, al koxy,

hydr oxyal koxy, al koxy-al kyl, al koxy-al koxy,
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15 cycl oal koxy, cycl oal koxy-al kyl, cycl oal koxy- al koxy,

hal o, trihalomethyl, trihal omethoxy, cyano, nitro,

am no, carboxy, am no-carbony4s (carbanoyl), sulfanmyl and

phenyl; or wth another nDnocycllc or polycyclic,
CEAIMScyclic or heterocyclic group; which additional

nmonocyclic or polycyclic, carbocyclic or heterocyclic

group nay, bstitute re tinmes

o O’ s do b LRI v SoafhtiB shireheNeH Y SOME Bt f ng. of
2,0 al kyl, cycloal kyl, cycloal kyl -al kyl, hydroxy, al koxy,
hydroxyalkoxy, alkoxy- kyl , al koxy- alkoxy, cycl oal koxy,
cycl oal koxy- al cycl alkoxy alkoxy, halo .

tri hal onet hyl ,N-&igi iy
car boxy, am noicarspnyl (carbanDyI) sulfannyl and’
phenyl ; and 25 presents a nonocyclic heterocyclic

group, I r

Subst | a1oNE eninfufiets, o ofP RRfcE ordB EndEiforsy el pide, 2
predeus & Ryaharmgesuiispiyacceptable addijien §al§/thea¢¢a°ow§nerem

hydr oxyal koxy, al koxy-al kyl, al koxy-al koxy, cycl oal koxy,

cycl oalpigxy 2arigyhnd cycl oal koxy al koxy, hal o,
tri haI onet hyl, tri hal onet hoxy, cyano nitro, 30 am no,

Kli(; Kyl %lilfyil{-}, &lﬁﬁg&ﬂé tB{ (ﬁyl&n car F%:g;%a§ent an aromatic monocyclic

and/oF golycyolic- earbacyaliadndioyr| het@bhytthccgmbn.nqptmﬂﬂy] substituted one or
m6|'é<Yl'rre§6Wﬁ’rg r@Mbstgﬂ?f_;me s_ele%‘t&cf FORY the %:fgyéod%fshhﬁ Ngyalkyl Okydoalkyl,
cyg::ioqﬁ&l-a[%[_, H%L@ l\m’@f’el ydrg&yql es HXYRligH o g @Kkoxy-alkoxy,

cysldalkoxyry cyplgalbmg—aikylf oyaledlkoxycalkaRy; KRlo, Bihal@BetRyl, trihalomethoxy,

cy ! ‘?ﬁtﬁﬁiaﬁm%%%%% éﬂwﬁ%l-carﬂ Xbar% pzléblfar?(o henyl; or
w ﬁpr os’(ﬁn Mychcaﬁ)a Bgrlycsg,hc,r é:ﬁﬂg&{ﬁl[ & é’tgagg{c)ﬁ |gg95p, which

adnlima}' monabkqlnwr,polyxcytlmbanjobpydl;ccdrdmlérecudhc gpdugnynly optionally be
E{\ﬁb{ d Bhe ®r 'ﬁ?&@%ﬁéé tatﬁ %hBétﬂGé!ﬁt%'s%l&{éHJﬂomV‘q\bcd?oﬁﬁ‘ €BMsisting of
al

el oxTRAb- ki SveTs sl TSBRRAIGE Akogplsh alkoxy-

alkoxyn tdyelogtkouyp, cqymaikoxygalkyl, akyglbalkayedlkatyk y lhalo, trihalomethyl,

tr:ﬁ?&:ﬁ%&?ﬁ)k c?% T(I'[rg mecﬁ ﬁmuﬁ -géts)tbﬂi‘ly&!amoyl), sulfamoyl

oxy tloa
l@ﬁ‘ﬂz al kyI cycl oal koxy- al koxy, hal o,
tr| haI onet hyl, tri hal onet hoxy, cyano, nitro, am no, oxo,
car boxB représents car bonyl (car banoyl),

m' ﬁll- 5|yla| @%Bwér@%gﬁ%&@ ﬁ%b% @tf&ﬂg@?’ %Lbst‘tuted one or more times
Wﬂ?nﬁh@s@a?'ﬂiérﬁﬁ'e(é%’ oM Gheigieyp cmasur;g oa.#l% cycloalkyl cycloalkyl-
alky| bﬁydrbxﬁmaNCDXQN Iﬁ&dfuhralkcﬁ(yﬂ Oalkoxy-alkyl, alko -aIkoxy, cycloalkoxy,

ik il SReakos PR, il et ﬁ*h%"?etéﬁ%gs SYP0. i,
angingg| @xo, ceArhPEht )anwamga ropny., (@arbgmawa.em-?ﬂwbammormmw (alkyl-

e|neRtt L =
cé?beMBEm CHﬁ cﬁé:)kyfglfgﬁ!%ﬁnﬁw\?ny fblcgﬂlf&é?bonw Gh\?r@(’,:l‘oglkyﬁmrgonyl amino,
su a(@@f COnP" P )(NR' "-, wherein

a group of formula -NR’-B’, -NR’-(C=V)-B’ or -NR’-(C=V)-NR"-B’; wherein

R’ represents hydrogen, alkyl or a group of formula -(C=V)-NR"-B’;

R” represents hydrogen, alkyl, phenyl or benzyl;

V represents O, S or NR™; wherein R™ represents hydrogen, alkyl or cyano;
and
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Y represents -0-, -S, -SCH, -SO, -S2-, -NR""-; R'"
represents hydrogen or alkyl; and msO,1,20r3. 20 2. The
di azabicyclic aryl derivativegpf claim1, wherein

nisl, 2or3. 3. The diazabi cycl Ic aryl derivative of either

one of gl gipfdschts’, we*vg;;;rwkyl bﬂ@h?ﬁ%lkﬁmy%c |§am3@I @ycloalkenyl,
NOCy

AGTLHBR, B hindts oS0 e el Sl iy,

heterc(ogzbm grolps areOhptionally EMBst‘itutgc!, oneNR' n(osazy'nesamth substituents

%ga)ﬁ'ﬁﬁh engﬂS%@hQst i; h ks écn I(??l - hydroﬁPalkoxy,
hyﬁre’eyaik%r glkoly-alke alkp ﬁﬁoa(wr C?foaﬁicgw g’kﬂ odreve hikory-
alkb)ey, rhaby, tiihalomiethyl, ribploawtinixy, ayana)giiko, :ﬂmmmaloso,t ¢arboxyj amino-

ﬁ)(/ tcdrﬁarﬁ?ﬁgnﬁalkﬁ Eén?no:gg?odﬂypz(gﬂyﬁ%ﬁbéﬁ\o%y In, N-dialkyl-amino-

cl al
carésmése@d*@l ﬁﬁrbaﬂﬂrﬁﬂ“ﬂes WEWT@WF’*”B&WC)&WW@) N-alkyl-amino-
cﬂbbhyltarmhoc -alldthmi'du)yclN N—@al&ylﬁammgt-cambmiyll-ylmmol (N, N-ddlalkyl-
r with substituents selecte
LL%%S'GE’E‘ Y f gﬁaal kyl, cycl oal kyl ,
cycl oal kyl - al ké hydr oxy, al koxy, hydroxyal koxy,
al koxyldieRiasents koxy- al koxy, cycl oal koxy,

EVCLO?H@ Wlenﬁ)ﬁb@imbkm@a%nﬂ@bkoxy, hal o,
ot i R R R, S o g, omo,

(GHiadrry HC - -G QNIRRT Rﬁ)ﬁ@cleRc z)pamq/c( INR"~, wherein
car bocyfl |y r@bréséh@-m:y@uscm@wso-;ﬂtsop aﬁ@;”tl onal |
nonocyclic ,c or heterocyclic
group may féhﬁ#éﬁ bg&?gﬁﬁ ?@yyén Qne or nore tines
with 5 subglbﬂhén2§r§elected fromthe group consisting of
al kyl, cycloal kyl, cycloal kyl -al kyl, hydroxy, al koxy,

O XA B SBR8 hufhy SEAR) PP 0 <

tri hal onistlhglor &.r i hal oret hoxy, cyano, nitro, am no,
carboxy, ami no-carbonyl (carbanoyl ) sul famoyl and
The*di.azabi cycl i.c ary derl vat.i \& of 5
S 1 whereln L

B e i thediaraRPg e Geatle 3 QRE AR

rdpeesandxi:ycl ic group, optionally substituted one or nore
times Wy diflg ;(B&Idlef(rﬂfﬁﬁrﬁi @8' @ga&efn&)oa‘rthe group

t | k
Py ox?, 16128 grOuR, alesbd | oy Cllrk Sy Earigl -ChiRsky.-C=C- -Y-
(CHRex y(CHa)eNoalOaNg - ,oaym"ts@ae,om’%i(s’-@;i)- and (SOINR™ . wherein

cycl oal koxy,g?]ggéms @I &5 _tgmlpzal Lt tyd)? MR
tri hal onet &2;( nitr car boxy,

ano
am no-carb eW@%?’B%\hWF’?e“QDP{&aﬁW and phenyl. 7. The
di azabi cycm ls(hﬂylz aldci vative of claim®6, wherein

4. The diazabicyclic aryl derivative of claim 3, wherein L represents a single
(covalent) bond (i.e. L is absent).

5. The diazabicyclic aryl derivative of any one of claims 1-4, wherein

A’ represents an aromatic monocyclic or polycyclic, carbocyclic or
heterocyclic group, optionally substituted one or more times with substituents selected
from the group consisting of alkyl, cycloalkyl, cycloalkyl-alkyl, hydroxy, alkoxy,
hydroxyalkoxy, alkoxy-alkyl, alkoxy-alkoxy, cycloalkoxy, cycloalkoxy-alkyl, cycloalkoxy-



10

15

20

25

30

35

A" represents a furanyl, pyrrolyl, isoxazolyl,

1, 3, 4- oxadi azol yl, 1,2,3- 20 oxadi azolyl, pyridinyl,
pyridinyl, pyridazinyl, indolgg, benzofuranyl,
benzot hi enyl, qui noxalinyl or benzim dazolyl group. g,

all%;xy-rrﬁ?ﬂ&i ?r‘ﬂ%i’é %(gl Ctnﬂé%}néiﬁﬁ)&yV %gahé Gitrs, ahiihvd,, c&ﬁb@kﬁ' Amino-

Feprésents é ﬁ»ﬁ g} 'di azabi c I i
caghqy (G bamEY SRRy a5 ehdpt P abofer aTEyRiGe! Polyeylic
cafisgoyelienos keteeooyotid | groopnoslichi @dditiopall yogoadyelic or  polycyclic,

ca?@t?)é&?ﬁ%’ 6t hgle ci@bﬂuﬁ%ﬂ trxgllcgfa Be saBLHRRAY é)rYe or more ‘umes with

tit
substﬁuenﬁes@e@teﬁ fremsthe: greyp gonsisting O?aﬁ 'gﬁﬁeﬁ"ﬁw ySiSakyl-alkyl,
h é)&yQ&I ; RYdepkyallkoxyt QK«)xy-aIldyl))QPko@Ealkwr oyolaslkoxyy ,cycloalkoxy-

al ?’géf’%k ‘k@(}l{(omﬁfoalthﬂ%ﬁémew F}E{ tnopa cyano, nitro, amino,

¢Waﬁ6mﬁ§fb0ny|r(f;ﬁ'5’ﬁmﬂh%ﬂ mQYi/ﬁ%Pxﬁ"!f'-r 0, ami no,
car boxy, am no- carbonyl (carbanoyl), sulfanoyl and

phenyl ; clic,

car bocytl f‘%w!ﬂzgﬁgpg %‘cﬁ&gﬁorleg%f &al\%{w Rﬂllé(rgiéll ti onal

monocy & i tepEesests yay c pramatice dﬁM@i‘q chejeracyelic: qrpup, ©ptionally
sulbsfiubedBie @Ptnh(ﬁ’éﬁlinhés hﬂh %ubﬁttuérhﬂ: eeleetr] fomnbeqyrbupresnsisting of

S ko o Y P A2
alkoyxy, OWGIONKK’W aWQb?@ kaxyrafiyl, ap ,cy@%aniaba@methyl
tnﬁXI%h% Y:yaﬁé Nitro, ﬁwﬂcpw @hkm%arbbﬁylo(carbamoyl), sulfamoyl

’E{al rref hyl, tri hal omet hoxy, cyano, nitro, am no,
a am no carbonyl (carbamoyl), sulfanpoyl and
phenyl . '36 10. The di azabi cyclic aryl derivative of

Clr gb m$, V\A'I}ﬁg@ﬁé@éaﬁlc?clldﬁpf?’ééﬁgﬁﬁe éfnglgfrﬂwwﬁ)ébreﬁﬁpm hy!| )
tgvvo Itol s’ ‘W"?ﬂe’ﬁﬁbgu r%@)ﬁ't sP 3@@'@ Q’Y%Qf#h %’B' %85’%& 123
oxauliezioly,i myridinyl, alpysidinylc y pyridazioy,, naqct!yloabmoﬁa'anw benzothienyl,
q,j]?(% My or%e}ﬁﬁ?ﬁfdaib{ Iyl koxy, al koxy-al kyl, al koxy 5
XY,

cycl oal koxy, “cycl oal koxy- al kyl,
cycl oalkoxy- al koxy, hal o, trihal onet hyI t ri hal ortet hoxy,
cyano 8niThediazatiicyslic ag ldenyatwemfmbama?,bwhqnelr( Aarapsesants | furan-
}?_am)yl and phenyl. 11. The di azabicyclic aryl
rivative of claim10, wherein 10 A" represents a
phen-1,3-diyl or phen-1,4-diyl group. 12. The
di azabigc Sl' beidiazabidycliteanyldarivative bf amyonmef eldims tBnwherein

wher ei ny»B gé,lybsﬁgntﬁ ?rm&EYHohﬁcmEebPCMSIS/bY;chQr QiHPbocyclic or

opti ona one nore

helbissypic @ue: Saisalls aubstibfied kBe cm’eém%% it Fyofluspts selected
fremc el grplip  cArisistingl ofl ddigyl- aykclplalkyhy cyaboalkyl-alkyb x hydroxy, alkoxy,

h'@f&@g{c&gi Qﬁ%m Q{kW’ %Wo?%—%ﬂ{gx;@é@ﬁéﬁo% kﬁ?q/oall@k?' Lma)l kQeoalkoxy-
a'kﬁX)h ah@iﬁettﬂmmmﬁm}’hJMW hoxy, EXI%H% niffp¢ raén'”ﬁmcﬁfpoxéfx gmino-

carBb Earbafﬁdw salfdmopy |an6qmeh§\'imy Mith another monocyclic or polycyclic,

bRE)éﬁYlgl %'rn ﬂgﬁ‘fﬁ%}%ﬁgyb al WIc}g 4 ca'rat'}gl monocyclic or - polycylic,
c:g‘bpwghgpr he’;ﬁﬁgmdlc group may optlonally be substi uted one or more times with
substituents selected from the group consisting of alkyl, cycloalkyl, cycloalkyl-alkyl,
hydroxy, alkoxy, hydroxyalkoxy, alkoxy-alkyl, alkoxy-alkoxy, cycloalkoxy, cycloalkoxy-
alkyl, cycloalkoxy-alkoxy, halo, frihalomethyl, frihalomethoxy, cyano, nitro, amino,
carboxy, amino-carbonyl (carbamoyl), sulfamoyl and phenyl.
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and benzyl. 20 13. The di azabicyclic aryl derivative of
claim 12, wherein B represents a nonocyclic heterocyclic
group selected frompyrrolidigyl, pyrrolinyl, pyrrolyl,
and pyridinyl; which nmonocyclic heterocyclic group is

opti onghyl yne }359? ?Hgﬁé%ypélﬁwﬁfvé m@.ms\mmém

subst i t yent s omth %HT?’L conls. 6 of 25 tionall
al kyl , Peykapaars a elg%}yé,;grmp groum; g gnglRyl? optionally
sxibsﬁméd/ ohé Qxytwoaﬂlrhesw’dd sybstitusinkso sglectedkioom, the;grbmlchnsashng of

al{(%’lc kgﬁtl)éﬂr&i ﬁl&\f@ll—aw Iﬂf&t&g?(lé %ro%ﬁ‘illﬁbgybolkoxy-alkyl alkoxy-
allsemyn 0-@ysloalieyy. (eysierlkealkyln: gy@g{ﬁk@m—ﬂgo%r | trihalomethyl,

tri('\éldmétho@abbﬂﬁ@yhllro Bmitha] | @rbgrty; amino-cardyongh{darbamoyl), sulfamoyl
g% gar bonyl -ani no, sul fanoyl and phenyl. 30 14. The
RO i'cyclic aryl derivative of claim 13, wherein B
represents 3-pyrrolinyl (2,5-dihydro-pyrrolyl) or

pyri di nyl Tﬁ@ﬂidz@bﬁ:yéhd’édﬂ deriatiedofelaiac YO, wisereri er ocytr:] lic
group i tian tlrres Wi t
substi tﬁzerﬁsgesgg e%%glé%vf ¥ ow&w@%eﬂgﬁﬁ%{ oh i ng of al kyl,
cycl oal kyl, cycl oal kyl -al kyl, hydroxy, alkoxy

hydr oxyal ‘Fﬁé)ﬂiazﬁb leuiic ay kdénvaﬁ{lé(ﬁﬁdn)ﬂd)ri’émﬂclam‘)&'i-ﬂaj \kﬁéﬁéln

ey el Rl ket Lo L BEeEKIE ALY oplBlly substutea one o
moae mmasywm 3nbatduemskﬁalgqt9d fraim(;he .m@aﬁ@wstlng of alkyl, cycloalkyl,
Ry, boabkka Nydvostyakdsy/ élR@»@OaIRW b@imExy-alkoxy,

%ﬁ?gid%?'ﬂ?}e iR %}Fa”dﬁﬂ Biheigh@in T Ehalgmetnoxy,
cfarldy dltmx priRd, Hxp5edrbomyantina-carhonyl (sadiamay)s Apalkylrasmiaasarbonyl

(al E&W%ﬂ)‘c Wﬁ-@ial@yﬁdrﬂm@%ﬁfﬁﬂngr %lk?l -ghibAYICarRinb! Qﬂjlfaznéyl',ephenyl

laza-b icyclo no nan e-4-car bonyl

a51d ﬁ“ 2-yl]-phenyl } - pyrrol i di ne-2, 5-di one N-oxide; or
(Il) 4 Digay cfﬁb 1 d8ivative bl clbfn 4 Wsredl - 1-y1 - phen
of i 1 s Borapes mevoca/cﬁfha'ﬁiﬁde@@? 0 by Selecied fllt Pyitofidiny,

pwdislinyl, qoyrsodyit anﬂepymlinyl 1@hith. mohecydiia Awterogydliccgraupl is optionally
st ope & tﬁﬁm@g%@{ sGﬁﬁ?ﬂﬁEﬁtslséﬂectémﬁérﬁ' the roup, consustmg of

U(Kg yesaiy! a %ﬂy"q(ilﬁ@r&(ﬁg’ﬂ ql‘@ﬁyegmyarw g xy-g,kw jalkoxy-

alkbxy wcmﬂcoay Eyoioalkexy-41K# )V rydibtikdXy-alkéky, hato, debalomethyl, cyano,
nﬁ%dh&@l%‘ o\?\(ﬁ{egé(ljbox% N hkb-b ba IVN-SWﬁSlﬁéﬁﬁfoScaQborﬁ/l (alkyl-

carvamoyl) MV-disdied-a cal éﬁ;? L Mnarbcmyﬂaﬁyno sgrfﬁ@»ﬁ% artd phenyl.

cycloalkyl cycl oal kenyl, phenyl, benzyl or a: nnnocycllc
het er oGyE itk AL HOLSTABRBEVE of BERFYS, @Rrein
B represents 3-pyrrolinyl (2,5-dihydro-pyrrolyl) or pyridinyl (pyridin-4-yl);

which monocyclic heterocyclic group is optionally substituted one or two times with
substituents selected from the group consisting of alkyl, cycloalkyl, cycloalkyl-alkyl,
hydroxy, alkoxy, hydroxyalkoxy, alkoxy-alkyl, alkoxy-alkoxy, cycloalkoxy, cycloalkoxy-
alkyl, cycloalkoxy-alkoxy, halo, trihalomethyl, cyano, nitro, amino, oxo, carboxy,
carbamoyl (amino-carbonyl), alkyl-carbamoyl (N-alkyl-amino-carbonyl), (N,N-dialkyl-
amino-carbonyl), alkyl-carbonyl-amino, sulfamoyl and phenyl.

15. The diazabicyclic aryl derivative of claim 14, which is
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het erocyclic groups are optionally substituted one or
nore tinmes with substituents 20 selected fromthe group
consi sting of alkyl, cycloal kg, cycloalkyl-alkyl,

hydr oxy, al koxy, hydroxyal koxy, al koxy-al kyl,

aI koxy !rsq#ol}ﬁ?&y -1 -&2{ ;f(éi ?ﬁbkfﬂ W—dlﬁi@b@bi&ﬁii QﬁdﬁﬁheA-carbonyl)-furan-

cl oa trihal one tri hal omet hoxy,

2’¥ Rhenylhi @r@hydéﬁ’tﬂ%o €05 car boxy, am no- car bonyl
( car bargg5-(1 4-Diakg-bicyclof®2 2jndnangH4-¢abanyl)-iman2alyphenyl}-
)Jﬂo%ﬂbai g—@onﬁrﬁ-%%decﬁf bonyl, al kyl -car bonyl am no,

urei do I 2
car bon{('] 4'9I@¥ﬁIb'(CKFIQ[3(%\?1’1%94‘%5%&5'(4'93’%0' 1-yl-pheny| -furan-2-yl]-
méthtindn&! kyl - am no- car bonyl -am no (N, N-di al kyl - urei do),

sul fa ... ) 7

dor | yabl g St & Hikhe of fs GRS O U iR btcally-
a@epﬂab&rﬁddﬁoﬂ$@”§ﬁéﬁﬁl omers or any mxture of its
enantioners, or a prodrug, or a

Sher of don e laibidTERHAUTAN ) G dr ARG P11, yhorein
1. 35 Borepmsents amm%iorreu@rw&nw(cvwa oerraRn(q-zV) -NR"-
BWaReRiim L represents a single (covalent) bond (i.e. Lis

e s B r&tepants SRRy RGP oPer Al - IR
cycl oalR¢gaplesenisthydyagerhaliyly phenyl or heradyci i

het er OQM%PI'é‘seﬂf@GPS MNP, whareld R hepreséntd Mydrogen, alkyl or cyano;
het erocyclic groups are optlonally substituted one,

three tines with substituents 5 sel ected fromthe
group Brepeasents diydeiden| ally.c tkenily |alkynyt | exdloglikylackgipalkenyl,
O}%nzy?' 5:‘”@’ mou'?c‘{é%ﬁéyﬁéﬂé@éych@' Whi@h' ,phenyl, benzyl and

PR | | k

P B e ARy koo B B s i, spgtuents

se!qeted: from ihecgronaprmnslstmgoof atleyt knyzy)allqmcudoaleraibyiylnydroxy, alkoxy,
' lkoﬁ-é\k&ﬂ}’ hmaﬁy-ﬁﬁkbﬁ?ré%fb‘élk ((9" oaﬂ@k?fﬁw | dycloalkoxy-

b | -
algce.m dhaisRi. JFRRBRIEERy GG, Pitig ATNaS B CAPxy: amino-
c&rbgnhyl dejarhamﬂ:yl)s Malkylamnna-sarbmgr daliylBsarbapoy} e N, N-didlkylamino-

RBSRM: Zﬁﬁ‘?'f‘fﬂﬁoomf'l%éﬁﬂ% ?ém |L§rﬁmazotufbno§ hi' Azdlkyilamino-
cqj‘sgn 1%%3130 p@”"?”ﬁ"d‘r‘r %V-énal gmw(N N-dialkyl-

ua’re&mayéulfamd)yhﬁwenylm;ﬂlbenzgt oups are opt| onal I y substituted
one or two 15 tines with substituents selected fromthe

group conS|st|ng of alk cloa cl oa

hydrox;ﬂ 5hgg;@;a ﬁy@pﬁ%@g{ﬁéyveg qﬁ%q&ﬂ% gresen@é byalj-'o%ma !
al koxy-al koxy, cycl oal koxy, cycl oal koxy-al kyl

cycl oal koxy- al koxy, o, trihalonmethyl, tri haI onet hoxy,
cyano, nitro, /-am\po xo, car boxy, am no- car ban

(car banmoyl ) ,NNxalkk K yoy—pig a-lgy | - ca(ﬂéarmyl ),

N, N-di al kyl - &r - car bonyl - ami no,

sul fanmoyl , ph

20 and benzyl

any of its enantiomers or any mixture of its enantiomers, or a prodrug, or a
pharmaceutically-acceptable addition salt thereof, wherein

n, A’, A”, L, R and B’ are as defined in claim 1.

18. The diazabicyclic aryl derivative of claim 17, wherein
L represents a single (covalent) bond (i.e. L is absent);



10

15

20

25

30

35

20. The di azabicyclic aryl derivative of claim19,
wherein 41 B' represents al kyl, phenyl, benzyl or
pyridinyl; which phenyl, benzyg and pyridinyl are
optionally substituted wi th hydroxy, alkoxy, halo,
trifluer oasebants h drRgen o2alk9| h@, am no,

N- al kyl
N B B ke, Agbesh i SRERAT Ak cveeallyl, cyeloaken
preanlyf, abeyiyl phenyhonocyokio ziydtera2yclicTigsowt; a ménixhc yphienyl, abgrizyl and

héi&ufdc\zé\fd uaé a ﬁgg g% g&?ﬁft&b& ong, tvﬁo 8r m? hﬂgy@%ﬁﬁ&iﬂsﬁtuents

cova
sql%rge@grem S0P SPRAIStng, LAV Cvsloaﬂsvgﬁilg!ga Iraligyl ofyyroxys alkoxy,

hydwxmmysalaomalkyu alkbwalkoxn;byﬁloaﬂmy eoeidatkdxydlkyderyclmalkoxy-
al%@/ (513!(!3 inﬁ@&rn Wﬁﬁlg tﬁhé‘XHgﬂ‘\d}V ﬁ%éno ggtF d%rﬂm%hp%( 0 garboxy, amino-
cayr g@xl (Q?ﬂéﬁi“%\ﬂb Bral mﬁmm@@mnvﬁ (awlwarbwaylbxw Negligdiggypmino-
cd‘rbb@yl alkylicasdanybamito, stifarheylppidryband beniyl.o and/ or ami no
. The di azabicyclic aryl derivative of claim21, which

| s 39

(1, 4- D18z 3be digzabisydicaryl| dasivative,pf) claig 1&.wiwrain v o- pyri di n

2 y| amg’ neprasbaRryalkyl, bHeayl; Belizyl; firhia oxeziolyd) isdRazolyl, thiazolyl,

FREhicHlidGrdy. idbeBuh, plra2a§l TR, Py, or pvadezinyt

b phemyhihengzyl aed rowlc\g-,toumeafﬁ optienatly1$ubstituted one or two
tlﬁué@rﬁﬁﬁr‘élﬂﬁtlﬁbn@rs@ldc{éd lftom Othid- @rdii  dinkigting: S¥L Bikyf, Viycloalkyl,

s enanpt i omer

yglp!?:lllgyl 8?@, gf h)'b oxy, pr%l P’% ﬁq(@rgxyaéll}oloxrﬁ Xtéfko%cyoglkf/lt S alkoxy-alkoxy,
cmmikmmgy¢|@@lk¢>5y-@lkxdepycdmll@o>%@lk@xv@ halgs tihalereethyl, trihalomethoxy,
|r iriinitﬂ% szmrﬁ': 0x0, carbo; o agnu\(l)-égﬁboﬁ vl (%éﬂ)aﬁ%y@ef\l-élﬁﬂ-dnﬁino-carbonyl
| |
S Bamesl %’Uﬁgﬁlwi‘éawe% Moy PRI o rfr R eheny
and benzyhsent); 15 represents hydr ogen or al kyl; V
represents 0, S or NR' ; Wherein R'' represents hydr ogen,

| kyl | kyl
21 koany 120 THe Hizabclerand Vet e s fereflony i
benzyl Birreprasentscglkyli pherylebenzy |ar coygidinyp ; whibih cﬂlﬂephlerbpnzw and
i) |atr§t btioRAISIRHRAYE With BYdRERS éik&(yomucpflﬁﬂddfgrrr]\%hyl cyano,
i e HaoE ﬁ%‘"ﬁ’r‘&ﬂ!{%°’&lané?'§{"°ﬁn§’aé‘f°@r SRS i parbony,

alkyledavbdriyy-Haminds \sulfampy; plgnyl ar kesyl. hydr oxyal koxy,
al koxy-al kyl , al koxy-al koxy, cycl oal koxy,

cycl oal ko}'ﬁ/\e%la atnlcycl}& ér?laéenva}{ ive of claim 17, wherein

nis 2;

L represents a single (covalent) bond (i.e. L is absent);

A’ represents a furanyl, oxazolyl or oxadiazolyl group;

A’ represents a phenyl group; and

R’ represents hydrogen or alkyl; :

B’ represents pyridin-2-yl, pyridin-3-yl, pyridin-4-yl; which pyridinyl may
optionally be substituted one or two times with alkyl, hydroxy, alkoxy, halo,
trihalomethyl, trihalomethoxy, nitro and/or amino

22. The diazabicyclic aryl derivative of claim 21, which is



al koxy, hal o, trihalonethyl, trihalonethoxy, cyano,
nitro, am no, oxo, carboxy, am no- carbonyl (carbanoyl),
N-al kyl - am no- car bonyl (al kqu§ar banoyl ),

N, N- di al kyl -am no- 25 carbon al kyl - car bonyl - am no,

sul f ampy h.DiBR&BICycR[HI2. QﬁﬁM—yI) é4 (ﬁlﬁltl@LWﬂm-Q%mﬁoﬁbMényl]-

i B’éﬁé‘ ﬂl t?\ ofncl aim 24, wheréein represents phenyl

u YI-BetNBOPA%i nyl : which phenyl, benzyl and pyri dinyl
gr oups oaram emn’mwr&rl qr s ubisture . 6ts enantionzrs, or a pharmaceutically-

b db@@cﬂﬁé él nitro, amno, Nalkyl- 30
annPﬁo c% ? car banoyl ),
5 N, N-dial kyl - ani no car bonyl, al kyl -car bonyl -am no or

sul f amagl Th@ﬂiazﬁbieydicaa'yltderiyaﬁ\ie:ofarlgim 8, rrepseniedddy Fdraiuta [l
25, which is
N-{4-[5-(1, 4- D aza©bi cycl o[ 3. 2. 2] nonane- 4- car bonyl ) -furan

-2-yl]-phen L 35}|benzam de; 40

N-{3-[5-({L4-D el of 3. na :..~4 ar bonyiy furan
'2{)/'][ pgk benzant deq’[ e 208 ol rm“ :
N-{4-[5-(1, aza- bi cycl o[ 3. 2. 2]

nonane- 4- car bonyl ) - f uran- 2-yl ] - phenyl } - 2-
ni t r o- BEY D4 it geantomers or any mixture of its enantiomers, or a prodrug, or a

10 pHirécédtidally -éc&z[ﬂéle@dﬂlt@h%bﬁtﬁerabﬂmwn4 car bonyl ) - furan

;\I-Z{ Zfl ][gp?ﬂ%{ E aza- %@2%%%@@?91 - 1'— car bonyl ) -furan

-2-yl]-phenyl }-3- nitro-benzam de; 4
Am no- big{ #hé aldzéb@yd@@ylm&Nﬁilﬁ&@alﬁimWelﬂ car bonyl) -

sAm nobnopepal &S0 CodRERATH: L S PReMie. 4- car bony
15 ) -fural zemegsentphyd@gpnpeahm de; or
N { 4- [ ¥ fepreébeRts2@2Sir Ne ;b RerdindR M 985veSerts byt Rsyen! éﬁ(illltirﬂiyano

-2-yl']-phenyl }- isonicotinan de 15 or an enanti oner or
xture of its enantiomers, or a pharmaceutically-

accept & repeasénts diydeogen, ey, e alkenyly alkymyl, deyeiaedkyty cy¢lealkenyl,
prﬂ:.rnsyl Béﬁiwaéﬂ e rﬁ&n@éy@héﬂ H&er¢9af&§%u@dehF% BHYI2 BehzyP and

20 hdiprof arduns arabstahem sUbRiNad PO o &f i RS Wi Bstiuents
selg¢ciedriroauthegroly cmsimaﬂilaﬂwadmloatkm sucloamylalgdi hydroxy, alkoxy,
hydhSH/RIKkexY, alﬁo -£} | hlko*ﬂ:alk&y ch%aﬁ(oﬁy @E:ﬁ)aﬁ&)x?-%ikyﬂ fo»}c!oalkoxy-

clarm |az |cycI|c é:f derivative

allggxy; ﬁ’?%ﬁ t"'Wi%’F‘@W' Lh‘?‘ 8’;5‘!3 Xt €YaN0g i @T‘EB«/Q%‘%rﬂb%n@mm'
carborgyl @ar@r@dbnbl)alkyl-amlno-carbonyl (alkyl-carbamoyl), N,N-dialkyl-amino-
25 carbonyl, alkyl-carbonyl-amino, sulfamoyl, phenyl and benzy!.

25. The diazabicyclic aryl derivative of claim 24, wherein
B’ represents phenyl, benzyl or pyridinyl; which phenyl, benzyl and pyridinyl
groups are optionally substituted with halo, trifluoromethyl, cyano, nitro, amino, N-alkyl-
30 amino-carbonyl (alkyl-carbamoyl), N,N-dialkyl-amino-carbonyl, alkyl-carbonyl-amino or
sulfamoyl.

26. The diazabicyclic ary! derivative of claim 25, which is
N-{4-[5-(1,4-Diaza-bicyclo[3.2.2]nonane-4-carbonyl)-furan-2-yl]-phenyl}-
35 benzamide;
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R represents hydrogen, alkyl or a group of fornula
-(C=V)-NR'-B'; R' represents hydrogen, al kyl, phenyl or
benzyl; V represents 0, S or /fR"'; wherein R'' represents
hydr ogen, al kyl or cyano; 30 and B' represents hydrogen,

al kyl, r\ﬁ-Lé‘—EJJ ¥ 4-DR2avi¥olo Q)Qci]ﬁéhéﬂé-#cébb“dr@ﬂlfﬁm -yl phen¥]l}-
hen z or a nonocyclic heterocycli ¢ group;
%}@fﬁ){q’ e benzyl and heterocyclic groups are optionally
subst i INJ{LEES-GM}D|azmb|oyclm[8rze‘2]nomm4-\mrborwl)’ffutaint-2+gl]1-pbenyl}-2—
nifi§! %ﬁ%?r‘ﬂcfer om the group consisting of al kyl, cycloal kyl,

gl koxy ¥ k%‘lﬂk%%g r oxy i]golag'}%iﬁ%d yﬁﬁl%lnl-(é) Vi-phenyl}-4-

niﬁrycﬂenabm aI kyl, cycl oaI koxy al koxy, hal o,

trih I , } " 1 o
ca:r ngy Eﬁh 43?1é 8%@(?1[?'] car ;?él@ CP;)ACHYB fuld 215i-pRERy-3
nifgo elﬂ?ﬁm!ﬂﬁ,no car bonyl (al kyl - car bam)yl ),

N, N- di al-Kpincani{ads-(tacdiaraibicyelblidy2.2manhnevl-carbonyd)-furan-2-yil-

| -am no (ureido N- al kyl - am no-
priegﬁy@—%ﬁﬁagﬁﬁ N- al k§/| ur ei Zjo d
N N- di aa-mncawrmsdaﬁww bnsmla@ 2-Rinnanersarbory iugrsy-2-yil-
bmld&a@ayl and benzyl. 5 29. The di azabicyclic

aryI I X ln_
heny! T Bel i raagEbBctr & pOR B s d VG RAEE 1 Bheiyn
isopicotinamide; subst ituted one or two tinmes with hydroxy,
aI kOXy’orrﬁﬁ @naﬁﬁdrﬁéﬂl@tf anmixturb  ofnits BAant®érs, or a pharmaceutically-
ral? %s 'prl?no am no- car bonyl -am no (urei do),
ﬁ A% 5?1% -amno (N-al kyl-ureido) and/or 1o
N, N-d| al kyl - am no- car bonyl -ami no (N, N-di al kyl - ur ei do) .

30. Thezdirag Mrcwfc aybderiative st ¢idiith 96, reprisehR4, by Formula IV
wherein nis 2; L represents a single (covalent) bond
(i.e. Lis absenp); 15 A represents a furanyl, oxazolyl,
oxadi azol [ or pyridazi nyI group; A"

d

................. ) L O U _ afl ; : ‘g nt S.. hy dr o
al k y | (0] |N 5 sk ol Pl p ‘_: % a_ g e n g By 0 4
phenyl o " \Y} repr esent s 0, S or

; NH and 20 B
represents a group of formula -CH3, -CH2CH3, -CH=CH,

- CH:CHar@fbfmdzena:mommam anytmrtyte ofyits epaniomers.Jorch progryg, or a
pbe ; sugst | IPQ{&E tgbm'm'& [ h%%ﬁﬁ Wﬂ&gllail maﬁygfgixsnal '
al koxy,M W% 'Lg ?- R-tqfv s{raff’lﬂ\ﬁtaﬁﬁlas #pﬁap %‘hax cyano,

nitro, am no, am no- carbonyl (amido), N-alKkyl-

am no- Er?} ){9 rﬁz(r%‘cgbw rﬂ/%ilve clf\ 7, whe

B Kyl - ?lamgﬂ nis@sigle (geval aengﬂgl ban £'aeokte§@3§%n H?nd/ o
der i vatR'wepekenisdiyarcayén, akglrariangronpios famula -(C=V)-NR"-B’;
R” represents hydrogen, alkyl, phenyl or benzyl;
V represents O, S or NR™; wherein R represents hydrogen, alkyl or cyano;
and
B' represents hydrogen, alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl,
phenyl, benzyl or a monocyclic heterocyclic group; which phenyl, benzyl and
heterocyclic groups are optionally substituted one, two or three times with substituenis
selected from the group consisting of alkyl, cycloalkyl, cycloalkyl-alkyl, hydroxy, alkoxy,
hydroxyalkoxy, alkoxy-alkyl, alkoxy-alkoxy, cycloalkoxy, cycloalkoxy-alkyl, cycloalkoxy-
alkoxy, halo, trihalomethyl, trihalomethoxy, cyano, nitro, amino, oxo, carboxy, amino-



(&)

L represents a single (covalent) bond (i.e. L is absent);
30 A" represents a furanyl, oxazolyl, oxadiazolyl,
thiazolyl or pyridazinyl grouypj A" represents a phenyl
group; and R represents hydrogen, alkyl or-(C=0-NHB' -

catbohyt P ﬁﬁé}héylgyﬂf-élmlbmlﬁbiéﬁfborﬂhe(ahk&l -drb &MY, N, Nlﬁlalkyl-amlno-

ke A S I AR T T

carpohyhzemniha.- 1(Naa;klyl argido)p ey, A-dialkyldanoimptcaripdryhraming  (N,N-dialkyl-

Y. ng,p t?é?&;r benzyl may optionally be
usﬁﬁg’télutlfgt E’hgn two Imes wi th al kyl, hydroxy, al koxy,

hal o, tri hal onet hyI , trihal onet hoxy, cyano, nitro,
ani no, 28nirhe-dismabizyglic 4rghdetivativélofitieinh 28 2wheneimB* eprdsenyd alkyl,

rﬁ%yﬁ@% vsirge}# ﬁ%\li Q%i 'B\éhzg"q(gl?gscé\%qg}%hal ly substitujed oge or two
times 24 by@m aﬂ<9¥y,dlaa P HiflugEoTRethyl AjitFR Salm"\ﬂhé\“%’i' ﬁa@OBV'-ammo,
amiio-&aBotyE-antily | (uraidig D W-alkilearainb-carbgnyi-athya (MAlkyi-ureido) and/or

NERRS v AP BAR O R SIBRRBOE PP LonTe <l ot ed

fromt he group consi sting of hydroxy, al koxy, halo,

tri fl ugoemak ydzabitytliccarybdérivativebkythim 22y wieergin- am no,
N-al kyl - % no- car bonyl -am no (N-al kyl -urei do),

NN—d| I;719 anm no- carbonyl -am no (N, N-dial kyl -urei do)
and sullf gprgsentsi@ sivgle (cRvalant) bapd dye (L is akpet)ider i vat i ve

of cl a'K”réé’reséﬁﬂS@Tur@yI oxazolyl oxadiazolyl, thiazoly! or pyrldazmyl group;
1-(4-[5 a%dz] nonane- 4- car bonyl ) - f ur an

S2-ylTH H&RW?"%‘" BF%“QF 5 ‘Jé’
1-{4-[ R(repuesaﬂgiwdmgwcausy@rz(%%hlahe =4- car bonyl ) - fur an

-2-yl ] -wh vés}en%h Lﬂl'féﬁ | or benzyl;
1-{4- [%f@hﬁ D| ﬁ nonane- 4- car bonyl ) - f ur an
-2-yl] enyI - ur ea;

1-{4-] B'( nemesnma lﬁr@;mqﬁ[fermu@] HoHaneCH2Gls: b&HFGHS, urGi=CH-
Soerta-13ary? c asﬁémém-dmph%&hwwmzylwhnch phenyl and

beQéyy rjay IRQ?IB’ §e§ t@.ﬁ;ﬁ bﬁ é“)”’} %ﬁi‘e%n\ﬁlthd'alf(ﬁr Ryd x}: allgo , halo,,
trihajotétbyl( Irikl@nethaxpi cyarico[r8lra.. aininm ;amnsing-cashasnyhamida)s Akalkyl-
an@n&@arBBﬁ;ﬂXNlall?yI-%ﬁmd@h WN%@R%%?’IRQ%BM’ 0N NEdi&Y Ifh'#mdo) and/or

ﬂizl- r{: - Di‘aza- bi cycl o[ 3 nona car bon furan
GArpo @HW? 3-(5- 25 chl or o- 2- net hoxy- phenyl ) - ur ea;
1-{4-[5-(1, 4-D aza- bi cycl o[ 3. 2. 2] nonane- 4- car bonyl ) - f uran
- 2-y1'] -PhenyldiaAbidyBRZaN T $éRAtive of claim 27, wherein
nis 2;
L represents a single (covalent) bond (i.e. L is absent);
A’ represents a furanyl, oxazolyl, oxadiazolyl, thiazolyl or pyridazinyl group;
A” represents a phenyl group; and
R’ represents hydrogen, alkyl or (C=0)-NH-B’-;
R” represents hydrogen, alkyl, phenyl or benzyl;
V represents O, S or NH; and
B’ represents a group of formula -CHz, -CH;CHs, -CH=CH,, -CH=CH-
CH=CHo,, cyclopenta-1-enyl cyclopenta-2,4-dienyl, phenyl or benzyl; which phenyl and
benzyl may optionally be substituted one or two times with alkyl, hydroxy, alkoxy, halo,
trihalomethyl, trihalomethoxy, cyano, nitro, amino, amino-carbonyl (amido), N-alkyl-



10

15

20

25

30

35

1-{4-[5-(1, 4-D aza- bi cycl o[ 3. 2. 2] nonane-

4- car bonyl)-furan-2-yl]-phenyl}-1"

benzyl am nocar bonyl - 3- benzyl -pg5 ea; 30

1-(4-[5-(1, 4-Di aza- bi cycl o[ 3. 2. 2] nonane- 4- car bonyl ) -furan

ar?%— E&g‘?@ﬂa}kﬁ-anﬂ dd)e szvidfmkyluaﬁﬁﬁ&@abbnﬁ (RENZHi Ikl /z@fdo) and/or
Peh

Di"aza- bi cycl o[ 3.22] nonane- 4- car bonyl ) - f ur an-
alisyl MiAQ-3. (2- chl or ophenyl ) - ur ea;
1-{3-[5- (1 4- Di aza- bi cycl o[ 3. 2. 2] nonane- 4- car bonyl ) - f ur an

-2-yl] ?@ i %ldBaZ%bIC o‘ﬁ?ifﬁivﬁw‘é‘ﬂf claim 31, wherein
1-{4-
: iar L&yppcqsep%ﬁg | ey ke B¢ BORSYT, whisth henyl. beazyl and
dupk laré- dptionalyo sulystitutpd . che2dpmbwn limed - \mﬁ'r Isuhstltl)erits rsefected

frclra tﬁ!a &Fﬁ %J‘n%st?h?(gf thr&%%%ﬁlgﬁgﬁlgo nltr‘\c;), a{mno alkyl-
carbowljfmmn@,nyN}aHng-emnq-P@fPPuﬂram@Ph;iN ‘sﬂwﬁl %) r dialkyl-amino-
cékbbﬂw(ah{\é(mw-ﬂ@ky}-memdmdmn{o?l 2. 2] nonane- 4- car bonyl)
-furan-2-yl]- phenyl}-ureido)-phenyl]-3-ethyl-urea; 5
1-{4-[5-(1, 4-Di aza-bi cycl o[ 3. 2. 2] nonane- 4- car bonyl
) - f ur ad32The piagabieyelic Ay\ derivative p{efaishazWighishyi ) - ur ea:
or 1-{4-[5-(1 4-Diaza-bicyclo[3.2.2]nonane~4-carbonyl)-furan-2-yil-phenyl}-3-
t}\ I[3 5-(1, 4-D aza- bi cycl o[ 3. 2. 2] nonane- 4- carbonyl) furan
ety F% henyl} 3- ethyl-urea; or an enantioner

mi xt ur é%[&(th"r@lﬁﬁtb@f@[@ 2.3 ponansricadeay-f l@'éﬂf%ﬂ'] paenyl}-3-
k)l e addition salt thereof. 34. A pharnmaceuti cal

con‘posn 2 % 3 it 5% 8 J@Ht%) ?@If hé’ henyl}-3-(2
anount 6#4 I% @ @5 %fc% e@ﬁ '&%e Vi A '&r%n' @LB Spvi}-3-(2-
mb‘bahwl)iuﬁea, or a phar maceuti cal | y-accept abl e addl tion

sal t t hefeein A-Q%Etﬁéydm[alz FhonARE4- cﬁﬂﬁnyl}%ran-z-gl]-phenyl}-3-(2-
%Pf?' o}g\tg @ ‘%/ acceptable carrier or diluent
a ch aryl derivative of any one of clains

1 33 or-{da[s-qdmmwoycﬂﬁwyz]a@m@a@oaukmrlaarz-xlkphenyl}-3-(2-

hiyl) Lpgathe manuf acture of a pharnmaceuti cal

2l | bvi 4 %W R SR 2 Aol ek Ko B F Prsiy-a-6-
cluibrcaz-mmatho)kyphenplb thimurgaa human, whi ch di sease, di sorder
or Condf-%zt fyﬂg'@n‘&%m&%m 2%n8ﬁ5ﬁé—ﬂcb%n9g f@r'éﬁl-z-wf-bﬁé%}% (5-

rece use according to claim 35, wherein

chjprqsdane %B’?de “¥P&: condition relates to the central
nervou = -HiB-@id-Defradiicyclt]8. 2.2 sosareed-darnpny)-futani 2ryBehenyl}-3-
bé‘ﬁ%} dy.t he di sease, disorder or condition is anxiety,

an dn' t V.?4 fjs-(s1 ?arzsé-blcyc [gIznﬁngr?afrlle%f-tcarbon%—fﬂlra%-eﬁ-iylf-iphgnyl}A ‘-

benzylaminocarbonyl-3-benzyl-urea;
1-{4-[5-(1,4-Diaza-bicyclo[3.2.2]nonane-4-carbonyl)-furan-2-yl}-phenyl}-1°-
benzylaminocarbonyl-3-benzyl-urea;
1-{4-[5~(1,4-Diaza-bicyclo[3.2.2]nonane-4-carbonyl)-furan-2-yl]-phenyl}-3-(2-
chlorophenyl)-urea;
1-{3-[5~(1,4-Diaza-bicyclo[3.2.2]nonane-4-carbonyl)-furan-2-yl]-phenyi}-3-
phenyl-urea;
1-{4-[5-(1,4-Diaza-bicyclo[3.2.2]nonane-~4-carbonyl)-furan-2-yl}-phenyl}-3-(2-
fluorophenyl)-urea;
1-{4-[5-(1 4-Diaza-bicyclo[3.2.2]nonane-4-carbonyl)-furan-2-yl]-phenyl}-3-(3-
fluorophenyl)-urea;
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dysfunction, Al zheiner's disease, attention deficit,
attention deficit hyperactivity disorder, Parkinson's

di sease, Huntington's di seaseq3 Anyotrophic Lateral

Sclerosis, 30 Glles de la Tourette's syndrone,

depr essjiL@q6- (nrainD@zarm(}lcro[si o RSN Y -cabBhyIRAlHaAD-A]-phenyl}-3-(2-
t g eSS|t &S ul sive disorders (OCD), panic disorders,

rayeRo W%‘B r¥®&uch as anorexi a nervosa, bulinia and

obesi t ;ﬂ -[2r3r{4 db ¢ pyDiarmabiayelol3. BR]noﬂaMearbanyI)xfureeﬁi-yl]e

ﬁggamrb@o BﬁéthFS-E&yﬂ@#Hanat hy, auti sm dysl exia, tardive
i ne |
oot - ¢ AaAAEH A O pRB TR e e oty Birpn-vI-phenyl)-3-(3-

tnﬂusmmhﬂn;dphéi‘ﬂl)pseamrdenentl a, Ganser's syndrone,

pre- nens g{;@,c SHfRl4-BERS IRNR -3-

chr onlg a[tsﬁglﬁms%%% Id[fjlb%lll:‘sm tufl chotﬁwﬁ%ﬁgm a g% vi}-3
eingruredy. 38. The use according to claim 35, wherein the

di seaseyr adienantieneoor a ouxtdret ofdis emantiamers; ioatqihannbbeutically-

gﬂ&bm%@ s&iPMer&Et 1 ons, including convul sive 44
ers, angl na pectoris, premature |abour,
convul sions, diarrhoea, asthma, epilepsy, tardive
dyski ng#i A phapaaseutieal @ompositiah ercﬁnm'jsiug,l laatherapeutitally effective

' ar\ﬁhﬁﬁtt 'clfePd'd Jgaﬁlégﬁl}’c %?I d-g?@aﬁ%e &C%ﬂg gﬂ?l bP &Lzﬁ‘hé“ ?53 or a
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20
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30

35

on 1s rela
théumﬁ@ﬁp?ﬁagﬁstaé’ﬁf“@u @@"‘a§h?'ﬁ’9f otftegathersi with at Ieast one

plidraRIeBuRAIgcosptablB\aeidray giileentand arrhyt hmi as. 40. The
use according to claim 35, wherein the disease, disorder
or condition is a neurodegenerative disorders, including

transi @9 Useoxi a disvabicyglic afyl degvaide: of ary ener el ¢laims 1@3 ora
pHditha¢gaticalig-aceeptableo @idition 3§alt vvtn@rewfn fohethb S aRf@facture of a

oA b ol S A o appgon o

adissase ar a@'ﬁ%‘i’ﬁ@"(ﬁ eqngition of g mmmlomluﬁm humgaa\yalch disease,

digbreler af EorRiiti ik résponBife td matiukitioafF 2hokhérgit ecatfiers.
according to claim35, wherein the disease, disorder or

“‘tondition is mld, noderate or even severe€“pain of acute,
chr oni @6orThediser agrordiggaicastaim, 35s wherein aihen diseapait Hiserder or

cotiifbrerdhtdRiothe FLALA fdrvelsKydtdie. postoperative 20 pain,
phantom |i mb pai n, neuropathic pain, chronic headache,

central pain, pain related to di abetl c neuropathy, to
post t [ aﬂuutuse aeqordingi to, claimt 36 pmhiereiar thie disease, disorder or

corfditdny -is 4§nx€t‘9‘3 AHRItREC Gfsgh%&st Qeérhﬁigmd'é'ﬁmt V\"?ﬁérﬁb@' tdeficits and
S conai
RO ABSHET 5. Eeafnathyiah, ke e, Jatcl, rypgraciviy
diadtiec,t Parkinsob’st diseass, Hlmﬂngtnrfﬁg disease,i Amyotraphbicnliatgral Sclerosis,
Gm(ee%q& %ﬁ#&ﬂl& s’ﬂs;ynhﬁhﬁé% r&i’él&i %rﬁé‘crﬁaﬁé dESFé%bﬁm saﬂfd;fmema
% | az?BbB?s odi az #_)ll ng J<

olaﬁe@ag/e ggrn%qg isorders pamc sor ers, ea isorders such as
anorexia nervosa, bulimia and obesity, narcolepsy, nociception, AIDS-dementia, senile
dementia, periferic neuropathy, autism, dyslexia, tardive dyskinesia, hyperkinesia,
epilepsy, bulimia, post-traumatic syndrome, social phobia, sleeping disorders,
pseudodementia, Ganser’'s syndrome, pre-menstrual syndrome, late luteal phase
syndrome, chronic fatigue syndrome, mutism, trichotillomania and jet-lag.

38. The use according to claim 35, wherein the disease, disorder or
condition are associated with smooth muscle contractions, including convulsive
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disorders, angina pectoris, premature labour, convulsions, diarrhoea, asthma,
epilepsy, tardive dyskinesia, hyperkinesia, premature ejaculation and erectile difficulty.

39. The use according to claim 35, wherein the disease, disorder or
condition is related to the endocrine system, such as thyrotoxicosis,
pheochromocytoma, hypertension and arrhythmias.

40. The use according to claim 35, wherein the disease, disorder or
condition is a neurodegenerative disorders, including fransient anoxia and induced
neuro-degeneration.

41. The use according to claim 35, wherein the disease, disorder or
condition is an inflammatory disorder, including inflammatory skin disorders such as
acne and rosacea, Chron’s disease, inflammatory bowel disease, ulcerative colitis and
diarrhoea.

42. The use according to claim 35, wherein the disease, disorder or
condition is mild, moderate or even severe pain of acute, chronic or recurrent
character, as well as neuropathic pain and pain caused by migraine, postoperative
pain, phantom limb pain, neuropathic pain, chronic headache, central pain, pain related
to diabetic neuropathy, to post therapeutic neuralgia, or to peripheral nerve injury.

43. The use according to claim 35, wherein the disease, disorder or
condition is associated with withdrawal symptoms caused by termination of use of
addictive substances, including nicotine containing products such as tobacco, opioids
such as heroin, cocaine and morphine, benzodiazepines and benzodiazepine-like
drugs and alcohol.



