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30" "alkyi sul fanoyl ; -or=[err] and [eri]’ ‘conbi ned represent together Tower
al kyl i dene, benzylrdene or di phenyl- nethylidene; or [err] and [err]

.conbi ned represent together [err] straight chain al kylene; [err] represents
hydrogen or |ower al kyl; and pharnaceutically acceptable salts thereof.
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benzyl or phenyl; or [err] represents benzyl or phenyl, each
nmonosubstituted 35 on phenyl by é& dh, | ower al kyl, |ower al koxy, hydroxy,
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al kyl car banoyl , sul fress gbno-—dr N, N-di -1 ower al kyl sul fanoyl; [err]
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al kyl i dene, benzy di pRenyl net hylidene; or [err] and [err] conbined
represent together [l&ﬁ]zg.l_L%_ghV chaincat kyl ene; [@nr] represents hydrogen
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fornmula V 30 [ERR] 35 Wherein [err] represents hydrogéen; [err] ‘represents -
hydr ogen, |ower al kyl, phenyl, pyridyl, thienyl or benzyl; or R2'
represents phenyl or benzyl, each nonosubstituted on the phenyl ring by
cyano, lower alkyl, lower alkoxy, hydroxy, |ower alkanoyl oxy, benzoyl oxy,
nitro, “hal ogen, trifluoronethyl ER @o2sssaikanoyl, benzoyl, 40 |ower
al kyl sul fonyl, carbanoyl, N-nono- or N, N-di-lower alkylcarbanoyl,
sul fanoyl , N-nopno- or N, N- di - | ower al kyl sul famoyl ; or [err] and [err]
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benzoyl , &L‘L IXr vr e %e r p s uy' nmono- or N, N-d| - | ower
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di;phenyl et hyl i dene; or er rﬁ err conebl ned represent together [err]
\“{r ai ght whai nngl kyl ene; [err] represents hydr ogen or |ower alkyl; and
pharmaceutically acceptable salts thereof. Particularly preferred are the

~ conpoundswhedeinf WY Rplegenid] 1-REMA Br §-Bafdy %?dﬂr@%aﬂyssubéfﬂﬁéa%nrowe{reaﬁfl] of &Pfesent s

10 shydropgeed de@iame tatdsy lith Pighdiicydstorifia doativ of £Bin@o&ialos B &Rz vier  pheny!
each unsubstituted or nonosubstituted on phenyl by cyano, |ower alkyl,

| ower al koxy, hydroxy, lo al kanoyl oxy, hal ogen, nitro, trifluoronethyl,

| oner al kanoyl, benzoyl, | r al kyl sul f.opyl, carbanoyl, N-nono- or

N, N-di -1 ower al kyl carbgme§l, suléayoyl, N nono- or N, Nygiy! ower

al kyPsul fanmoyl ; R3 rep r&é\gydrogen or |lower alkyl; and pharmaceutically

acqeptable salts the 15 "o Preferred in turn are the conpounds of
mula VI wherein [err]] and [err] represent hydrogen; [err] represents

hydr ogen, | ower aIkyI zenzyI phenyI or 3- or 4-pyridyl; or [err]
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wherein [err and [err] represent hydrogen [err] 20 represents 3- or
4-pyridyl, p-cyanobenzyl or p-cyanophenyl; and pharnaceutical |y acceptable
salts thereof. Above all argl preferred the conpounds of fornmula | described
in the exanples and pharn&éeu&rcq!ly acceptable salts thereof. The - :
conpounds of fornula I J=. nmay be prepared as fol 15 a) for
conmpounds of fornul ayl erelzmﬂyrepresents 1-im dazolyl or 1-triazolyl
each optionally substi- |25 tuted by lower al kyl, condensing a conpound
of t#e fornula VII

wherein W" represents 3-pyridyl optionally substituted by fower alkyl, X represents halogen, preferably
chloro, R and Ro have meaning as defined herein for compounds of formula | and R, has meaning as

defined herein for formula §; and if required reacting the resulting product of formula X
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W-H " (MI'1) Wherein W represents 1-i i dazol vl or” 1tr|azolyleach

optionally substituted by |ower alkyl, or an N 30 protected derivative
thereof, with a reactive esterified derivative of a conpound of the formula
VI1I [ERR] 40 wherein R, [err] and [err] have neaning as defined herein

for formula 1; b) for conpoundspwmme®umpYV represents 3-pyridyl optionally
substituted by | ower al kyl, dehal ogenating a conpound of the formula IX

[ ERR] wherein Wrepresents 3-pyridyl optionally substituted by | ower alkyl,
X represents hal ogen, pref eiably chloro, R and [err] have neani ng as
defined herein for corrpoun of formula | and [err] has neaning as defined
herein for formula |I; a d- eqoﬂed reacting the resuddting product of
formula X 55 7 EP 0 9 Bl [ERR] with a reactive derivative of the
radi®cal [err] using ¥rogess c) bel ow, 10 c) condensi ng under basic
conditions a conpound the formula XI [ERR] (being a conpound of fornula
| wherein [err] and [err] represent hydrogen) 20 wherein R, [err] and W
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isoners. In starting conpounds and internedi ates which are converted to the

comgounds of the invention,in a 45 nanner described herein, functional

groups present, such as cafboxy, am no (including ring NH) and hydr oxy

groups, are optionally pfotéc by conventional protgetjng groups that are

common in preparative )‘e\Rchem stry. Protected carboxy, amno and

hydr oxy groups are # e that®“gan be converted under mld conditions into

fre& carboxy, am no and hydroxy groups w thout the nolecul ar framework

ggLng destroyed or other undesired side reactions taking place. The purpose
=i nt roducin rotecting groups is to 50 protect the functional groups

f rom und’é%’?'f‘é{g F{)@a(ﬁ‘laﬂ%@ W"F’ H'GFWI(’@WSEGWBM%W‘HWG”%ﬁ@@l”p pHadicabiigli t i ons

us 3: %" ansf or mat |on The need and
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protecte F Lh mi; ure an b|||ty
of the R SEefetl %oﬂéou I dn rﬁ ﬂedlates WhICh are converted o the compounds of the mvenuon ina

45 manner described herein, functional groups present, such as carboxy, amino (including ring NH) and

’ hydroxy groups, are optionally protected by conventional protecting groups that are common in preparative
organic chemistry. Protected carboxy, amino and hydroxy groups are those that can be converted under
mild conditions .into free carboxy, amino and hydroxy groups without the molecular framework being
destroyed or other undesired side reactions taking place. The purpose of introducing protecting groups is to

so protect the functional groups from undesired reactions with reaction components and under the conditions
used for carrying out a desired chemical transformation. The need and choice of protecting groups for a
particular reaction is known to those skilled in the art and depends on the nature of the functional group to
be protected (carboxy group, amino group, etc.), the structure and stability of the molecule of which the
substituent is a part, and the reaction conditions. Well-known protecting groups that meet these conditions

55 and their introduction and removal are described, for example, in J.F.W. McOmie, "Protective Groups in
Organic Chemistry", Plenum Press, London, New York, 1973; T.W. Greene, "Protective Groups in Organic
Synthesis™, Wiley, New York, 1984.
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The im ﬁuZtPa'tn% éﬂ&énéé b4t 3&3@@ leﬂ—@ut@i?h&r{c?' & :%p:%\ Qb Rditdns kMo iBinb BRT
known Ol and@iiiGstrRE &R M arffigsOr ding to ne hods known in the art. The nitrile

substituted starting materials representing reactive.esteri fied derivatives
of the carbinols of 20, fornula VIl are also either known or are prepared
;€.0. as illustrated be ,ow and .in the exanples hergin. For exanple, the halo
SUbstituted starting/mterighs-¢an be advant agg Ry prepared_yising the
followng illustra i/b‘ uence of reactions (tBu [err] tert-butyl) using
appropriate reactiy, condfti ons known in the art and illustrated in the
exanptes. [ERR] 40 The¢st@nting materi al s ofxidvornul a Xl V represent
appropriate al dehydes r ketones in which [err] and [err] correspond to

rel evant definiti onsér, J_\)g-r—rrul a 1. For conpounds of forfjula | wherein [err]
represents hydrogen nd L nts henyl, thg interpedi ate
correspondl ng to f chggngﬁﬁ é}M@QPP usly p épﬁa by lrdeacti ng the
Irthrumorgano eagent of forrruIaXII wiitheet hyl fiarmate (i nstead

?wn in

of a compound of f rrrul a XIV) in the 45 above sequgnce of reactions. It
shoul d al so be not®d that {xw)the above intermediat e®xl | I(xvt)he CONH- t Bu
substituent nay be replaced by cyano or any other grouping suitable for the

condepsat i g saRflg RS bioldR Xav repreeenbgppa%nar@ahmhe or m&tgneeyramh aS%b Rz
gr oupi ngsrreers&adltdw.eiewale&wmalern iaeess (d) ([err] in fornula XII). :
dehal ogenattor @BmpHIAE! of HorBRRSISwHek)n RO FeptebensPhyaRasMAEAION, RbrebdA® @erm]aﬁudm&e of
f or mul a idtermixede ichrrddp@@ing e Fore8RNK\S chry b (atlhan@Réduin rdpireS LY Slobdtibg @@ fapiurh ower
al kyl carpatenetetibireaged ofithrawld Atjeot iyl inbdle @iseed b adalle dAddrtlula RVP&T the
Sui t adsl ebove aepmenics of maadtioode tri butyl tin hydride or al um niumamal gam The
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f or mu o rw (f ﬁeﬁ%’a nally substituted by lower alkyl can be achieved advantageously with zinc in acetic

her sui gents intlude tributyl tin hydride or aluminium amalgam.

The starting halides of formula IX can be prepared from an alcohol with a halogenating agent, e.g.
thionyl chioride as described under process (a). The alcohol can in turn be prepared by condensation of a
compound of formula XIil or the like with an appropriate aldehyde or ketone of the formula XVII
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The conversion of a compound of formula Xif wherein Rs is formyl to a nitrile of formula 1 is carried out
e.g. by converting the formyl group to-a reactive functional derivative, for example a hydroxyiminomethyt
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carried out e.g. by reaction with chlorosul fonylisocyanate in e.g.
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and, if required, treating the resulting alcohols with a dehydrating agent,
such as thionyl chloride. 35 ‘Furt hernore, the conpounds of fornula I
wherein at |east one of [err] ‘and [err] represents hydrogen are converted
to ot her conpounds of formul a gp@®3gesssibed above under process ¢). Unless
stated. ot herw se, the above reactions are preferably carried-out 'in an
inert, preferably anhy- drous, solvent or solvent mxture, for exanple in a
car boxyl In casecdedmetrid dedvaswmpmemptb@s af the plypegrcatenourids rof eteawﬁla@s are obtained,

di et HRds¢ gpnrieriserarated infa |ty eingie caderhig @r oeligally castivef isgmesx ByreiBodeein H’W@?ﬂ@s

chl or ika@Np?-9- &b Mastienabe pijlatign, 4’()’3ta'k7@t"25‘r?éd’°'fcbf°mé‘}?@{ﬁ$17e acetone, a cyclic ether,
for ex ar‘r‘ﬂleéa‘le@tcr Gt efoariaiftermadiales canybe rgsgiveddinty HE;@“cé't aiRodese fof apaple.by 5

ni t i |Sgpargtigy of ’8‘*’ éé‘fsdﬁlﬁ °F |e|9e by fie trpctionsl @y tipiizatiop k¢ é’bl’(‘a"@‘ﬁt ?Bﬁﬁ‘é‘fyf y at .

r educdd® ? "@[‘ ' Fﬂm “?t?ré: f gg resﬁg%})bg | n g}é ure ane,.f rom

appr OXI #-on dm omne é ne ep me b ucme %P dCh

en Ia

dri
t enper f $
opt j, 0”2“ ant l;: thé‘ﬁ\& %g oﬁ dhe &r cﬁ’the 4% po%ﬁ 1Y uﬁl)e&t%%%caghmspher €,
and ‘prefgf HmpBindP SPRE Inbdntidl && §M\rereobt d in the RVeR AL L QL thatbdi NGy '

i ncl Ud@éltlﬁdqﬁas‘éaéah 3t coffertbd 1 BitdPh @8RI3bonBih @ES S8eition! Jai Vﬁ?éf&’ﬁbl;aﬂltﬂ HeClsEReat e

Pr 0dU GharfadediicaMicBepiiblo MO o ik xdnBRjePRiparkifon st S6buldy sk 84n denEnBRdab Bk and
the r egRdspondBlg He& BSsedllf6r dxanhié, Siith Ml use F alshéhghl BRESHCH & &lmS@OGtavemitmat any
St age HyleiRObr, an@ badidsahy.oC, n talk@i Bétal My droiHersa t@bdnak Sor alcktioh @xcAENde PRER4tioh. he
[_eact i TheseCd Bttt salty) for example, Wb picdates, lten sigaiest isedfof PUTEIRET! Sheddasss WB@ded; tet he

f.or m ddaseshed corserst Sntosalivphni s dfythpuibe @iatidngard estwedditen esec tonpedids ald e t he
above compmedssie thedoren o dheiriselts, wheneval & eampbindss reared whib jhisproatbxe.ct ¢ongspentting 50

pot entseiisalpo infendadf rrpvided swob dciossitde §ripnpronriets ahdeg the giseymstanees.| | ust r at ed above
andi n t He cxarmsie dcldinethair saigvasm dgemuebtaned ihige éormtoh el hypraiest eripeiide shoul d
be usedhel pivanls geed fos beiceypalizaiotat | ead to the formation of those conpounds

i ndi cat elephERaceyicalrompesit F%Tcé?rp'%to tbﬁfgveptﬁ)o é'F?[ esh syfakly fqr apterplotuch s gy el
st art i%§EHh t'é? dermal ‘&Ptrﬂ?rb COrpRUSIAG A7 ﬁf B t he
choi cea f'"t t san 1?@‘, f%' ‘a‘éd"g C%[PR?” fﬁ?fﬂg'a h a’ﬁ’ﬁ EalVn t he

o er r?] Y ?’5 (Rglr%acoo gahé’n Yo |n b::‘:i:r;w' e?:genbonoﬁé us?::l ? ng ure O er%g:(e npl e as
Wlre qeolire e o e echl ncqa;;jxereoa%n ﬁcaat eSO ’Zc.&"aa

A ke e Ny Bindt M&é’ g valblaC BplaR A Bheor SN G BBloks ARG Lﬁnscapaﬁesas
) m xt urc%ﬁ ﬁ%fn %%Ierlﬁg%dleﬁtqgﬂtﬁr with a) uerS % rAsQ sga'éﬁ %m’? sErlbﬁ)l or
di agt %@m@aadfor gl etietib)asorigdntsl £1§ sﬁ&p%uﬁmeys&ke itOhadnBi®H m|b.%%atsaﬁ&or

" obt ai NBFethyitBRRo AN thfiotsS ARAEEIRRrs! B omidass.u% BiGthRiumAARA, Cotdadh (08K Gedih,Y

act i VarahSeniR I Sethcolliish0skaiunN cdrbis VESRIlS GWor BolGinyIBYfrolidoR& Lit @Bd, d)
. di sti |disntdgmnts, &4.ystdranbs, ag@l hgnic aBdbOns sdanumna&l,0f lefgiAscent Rtk C gHdlioE eps.@duct s
or basiosorients e comeghtsa fl@®rsCad  H@etbr@s:0 Injsedblh bMpdsiienso s | peatdrabBin bqupad EsstonicOT

. exanplselutidoy oSsusegarsasndcoprofitodésasd edverassly rSepkies frbh datg eimulsiensgor, sudpyn-t he

f.r act isonalSaid cymapogitionis 2y ibe stedizediandior contaifitadiptaniat sech @b duesarioy, | stabitizngt wating,
rendel aatemulsifyingaagerter solutidnoprametprs s sdits dor regwatinge thelj asmptiet rresserdj aat/ersbufiersphoduct s
~ can beadﬁlgcguoyhgégnm?n@"@p%ﬂyeﬁjqo(pﬁntgp o@ergthergqqghcaly valyaplg SL(batprryﬁg_Sald compositions

-met hy | B2 rAcPREdingG forfopvspiiom! r’i’éx'"gc P’ﬁ'@i’?@‘i‘ﬁ Precoafqlaur?ﬁﬂr?és TRSPPREYAY: ARgl contain

dehi?d 6% ?%P‘érh“h 80% g f-acjie ipgrediep

(}/ch- n| ne -salts of an co ounds havi ng
an aci.di

ge <0 adni tere le$t cﬁéva 0 a%lam(g@ f th
i @ﬁ%ﬁ@%‘%gm:ﬁ' e e B
...' uitable a'hg}\\é‘?&ttrkr% fc ﬁ rn e g‘&l oun o orrr? ] as a
sal Is tJ?Ql[\ﬁ‘%:th cA'?ig{r 'A@%Ha doﬂgc E ﬁ\euti@&f? a%c Cﬁong aC' d ;

- addi ti Q&st $adshge mroséfe{hatg i oMb h.o;t h@hakaé@ns@éau@ uangawapa‘é&tcésc 1 .rvth@%}ﬁmf gbl e

aci d Qlanchd @EmBXRY ANSRIIRY RBABARLA ARerv@ cdn@Pb tthd) GoniRlidd, GARNAE WrARYRELEd into -

the COiRaRONBeEbnidING LAMEES, defndF 18 XBMPYuR 1Mnb Riik BE tHeSRstOh afeontidiQNGRAr base,
such gfedatefiried rat@bveRdIPOBge Pbridd o Wikl Sh6Intkans 10 bocRYhIRS kLS 103 diin. €. 9., an

al kal i neteatbloling reRahpkd 0¢. inkABRIOV Al atd the AnveRioh. OTenPEGNREGR FItANAIBGrEN.
These Gantigrddh.at nas alebipned atiervdsen ppbvepordties 406 perdin€s, unds Rodated presgurd) pRtbrabR T

pur i f i eleerosbootf 20t dvd 130.ssr. Ghe aruel; of tfing pheses iggraedigesvad tseding mtagrigalst s. | n
vi ew ohnfirhes oy apslgticeiarhediiads resth misrdsediwsisend sivetrdscais chaapaisindde.arMB, tfhaMRbpounds
- i n t hefhp dnfipwingf abbreuiptions ayre tuged: Hhlen dvdechigric enidy JUR G fetrahydbioran.cdMR 6 dimetinhi s
con®exermagideor r espondi ng salt is also intended, provided such is possible
or appropriate under the circunstances. .20 The conpounds, i ncl uding
their salts, may al so be obtained in the formof their hydrates, or include
ot her solvents used for the crystallization.
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The pharmaceuti cal conpositions according to the invention are those
suitable for enteral, such,as oral or rectal, transdermal and parenteral
admnistration to mamal s, - i ncludi ng man, conprising an effective anmount of
a pharmacol ogically active conp F@%agf égrrul al, or I, LI, 1V, Vor Vi
or a pharmacol ogically 25 acceg %40 By thereof , alone or in conbi nation
wth one or nore pharnaceutically acceptable carriers. The -

phar macghggh ¢al |y active conpounds of the invention are useful in the

manuf acture of pharmaceuti- cal conpositions ‘conprising an effective anount
t her eof s AGEIBGHOHRE hipiaFbrMo-LEihidileUses Yyl ik RicRSEMEhMB (RO i) GmikéEwith idldhdoRbl e
for eit hegs.ceg! Bleahixtae iPakedn bicddionbpbdr@ab N5 hRME fieh ildedowi® Vattb(180EmANd

gel ai N GapLdiB6veZiostd isSlemgvet! g fitGitidnvand| theg sdpariated lorgaig edidtien isnhiérhrepgatedly

di | uent s ,washed with aaérds & 2000eiX torres@e eSS imklezolol@K Mheh dltigd (B1PS®I).{Toé cru@Cproduct

cel | ul osebtainelf epon glapaitioa of 1y sdivebirdac be pwifiedbyfritusiidni with cold dibtbyl rihes@elami) © aci d,
its nagn@Qﬁaium(bimid?aﬂ'xthﬁml)@amzp@friaﬂdbw-wm:y@t ot enedPy4iol ; for tablets also
c) bi nder s, Sieilagy pigpayerease:um al uni ni um silicate, starch paste, gelatin,

tr aga’cantbhz'(‘rf@tdWlV&‘t?WUP?S‘é‘e““"sb!tﬁ'%h‘?f@ﬁr'bﬁx Ba{Hyl cel | ul ose and/ or

pol yvi nylchYirigidpaglyinethyi-f-nepblopritdlg hyqgehigridsy 'ﬁtpei]‘ro 'sideqd:. g. starches, agar,
‘alginic_acid or its sodiumsalt, or effervescent mxtures; and/or e) e.g.
absor beREEP'e 2ol orants, flavors and svveet eners I nj ect abI e corrp05| tions are

pref esfjablr?z ugr%%% ogs(s)urjl 305utom§? 6‘1”6 g |s swre Eg% €00l egd 3 SRR SI t gl‘ I es
oo aavadhedl and t%pe{ .m.éam tht. e%z e 95 T % S §91'
\conposi tiyo rS "dmdirs ©B10F r& m Lcﬂm is ma a0 %
preservi %&uuoﬁ o@ ﬂ mm\%e( éBPmQSMFe ﬁu'l) i b ﬁen eBping’ pQr%BJZDt ers,
S f Olpelof @ul! &He}@% fo RNEH MixiuRY i€ ReUdhize 0 HOf byPAdli6 S su .EIen’t‘ the
conpgsi t iyNsuikBRihe @&l@ﬂtsG%ﬂﬁ@lr&n&w&fdeﬂrb&kétpﬁégsbrs A Yosiddd ¥ aiked \nﬁth‘hﬁt&ﬂﬁb@)es
Sai d CONpRSnt 1 \GuddRoddt B 8StedAME Qthili dagtath @a % BRVRIN LThe Bhbir¥t X6ktAts are then
granul at ieRghc@d witOsN HOIG3 RB50WAN Snd, 4B P&Ging We lidtter aitxeRRIwRh BihAGcotidd ab®MADI ¥
about 1 tue HOYn0E mabeoasietpy8) with GNaeimdRtm hfdiexiddehage piidud it dguie eaaBPOinod
admi ni st emgdacelted@ petsdan) Tow cdnfitines peteicte redriedaMysda), alechixdizainbynedatr{enawmal ) ,
t he Body cheeoghbtnd teapesvenocited nalgive aludal 4-(ephad#-tyaospheraird-irdidazblpieethg]-enghitrile as
i@dm ni st reatil.dilvis reteripli is. ddepyag) @ ifapropanoni@biverl) and thalvau sd@ion § sk@edkwjthrsaseinisont ai n
Bet ween &BAUT46 ghriépon Oljution with didiey! stei (180 j iy eed istérving. atSettienb lasnpBwiurpu ithet | ons
for t rané‘G’@tS‘l'Pﬁ'F‘a‘aB?i‘l jepaitiporing pallligifliered offewdshrek withea 'éEi?[FGHt'SOBﬂOP%P‘&Bﬁﬁ@ﬁﬁET of
. formul a [9rggto Pfd|4rfa‘vra-<man°%arvth‘@wdazsatu'v‘am'h'ge@fméf"% BRMYIUEFRatS, LR (8fk150°
absoi"’babITEe ??ﬁrﬁtélﬁfcj B8 MR 1 Hc'CBpt abl e sol vent s to assi st passage t hr ough
t he Skln

- form of 451[?1 %38 ?’]y “r1 ﬁ'ﬁ‘%%["ts@‘%{??ﬁ%e %Qg R?Cgﬁ Zggder’:g‘gylr :ﬁ’?‘aﬁﬁ* gﬁtt P ﬁe
corrpound E\ g &h§ ?ﬂl&éro ? - %r(cﬁtoty?rﬁettvfyﬁ%a %’t{ﬂ% {H?éhﬁ 295’{‘%5" Mig7PREN 1 €r
&t

to dgliv Fol | ed and
pr edet er m ne rate over a Ionged period of tinme, and neans to secure the
wl ce g@mpipg. skin. The foll ow ng exanples are intended to

ust ra‘t—e—t'he |nvent|on Tenperatures are given in degrees Centigrade. If

not ment i AnBidicatdn @laha-ChiorallcyasBEnmyich 2R 26.2 RESdamieUnsle l) ik SMEGEsD

pr es sur @y isplindoedha bbaedad ti 6w eitr DRAUS redlioR BChod!dd) difdair with TaRr @b MO abt &trédted§ | Nal
pr oductistp ethyit &eERAB &t 1868 nd) Ghes tetainddn @F tha twerkiupl iS carGedCadn ini theTBannBl dederibby tnl cal
et hodsExawplg 2 tayiald &teiphé-iAsly sropiredy s piedtazoydoaiyllberebalria tbreisicsiate, sn.4. @48150 MG, | R,
NVR) . The Tieodtdrigngimatprial bbiehe-citorcotrsyaaphenayl-behzorii@e is dngpdred ehifoiowsc aci d,” THF =

t et rahytiselftion h N-tBiputyl-4dromebengamides §7209) rimnfiydrous) ZHF (10BP () I 3BT 4@AB1an

- Exanpfl eximesphgre o N 314 £90i9H 1160 2 Anteltiany Qb AU I 425 Wk, P& Mg Bexgneg §-3G0rmole) is

di chl or‘B?MdH%ih‘?é‘" glﬁb‘ﬂ‘“rﬁ? thP§es 'BSe%sRﬁf‘%"?ﬁ‘ ip ﬁ‘l‘@%i‘b?é‘"{‘ﬁs‘oﬂ“‘gﬁt 'GoThé solgties o e i s

stirr eoe;:yt fg 9) "e Tﬁé‘ (f"b ‘H‘ a&' : '%3 t?gﬂétﬁ‘fg“ﬁ@t%th%@a?@" {1000
m ) allowe 152 C On l f ) O ra Ar at ed
o g i i P ﬁ gt ] %’it P
rem)ve & ﬁim& ;Ze(a I@IQS@F ?\Bn gf)r S ug |s t{ttu@ég W|th i ¥I o ert ai ned
upon ev ti ,da o old

. di et hyl ehiagl N-(e?t ty r))ar’\ch ht@tha o Jr?b d l)r%ﬁ(mﬁtt l)chBﬁJez(Qﬂ)' rﬁlf énld?he m p.

99- [ er r hixuldd stidd htreflk Ry 6 o[s@ldnlis e pgﬂa 1A thh@Fe%Q@r i@ thkd B 'in thldene (108)m)

2-( 155 Nan€ ae0dolvbrii it éw.to}atéaemﬁeqauet baot@u.layﬁteﬁﬁ&h%tmm 0 dord kneda-{aBhd-dniord4- -

?d( 1- |) mygrxamtzr} -FEREdAMre asJanrtapht;m@ Ridddirbcay; (O Rb®ihg)d®s ppp. 210-[err]
ec. anple 2:
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is stirred and cooled to -10 (ice- salt bath), and a solution of
.4-(1-imdazol yl methyl)-benzonitrile (45.6 g) in DVMF (250 m) is added so
that the reaction tenperature renmains below [err]. The resulting solution
is stirred at [err] for 0.5 hgpyksslwaosa sol uti on of 4-fluorobenzonitrile
.(38.3 g) in DVF (100 m) is-added while keeping reaction tenperature bel ow
[err]. After 0.75 h, the reaction mxture is neutralized to pH 7 by

addi t Pemelef: sufficient 3N HCO and 20 t he bul k of the solvents are then
renoved under reduced pressure. The residue is diluted with water 500 n1)
and t he "@Wﬂe Ht gHa +Halphashigrgt cnoberpyy-derayirile (¢ b gt are(infimatelyomixed 2
conbi @ FtP%{d't ‘a'bé"hﬁtléw 2%t fordd %Jhweeﬂwem'xm is E':‘"")? “TBUa‘ﬁ’i (00, 'H after

waghi a"ttar‘i' "‘"}h 6)?? r"a) 189 {fMaiqoeky w “trﬁs esqrRe’ Yol uti on
2 el th i LR 09%?:'6%“‘;.;;5 Rl enzigdagan :
cxt T LEE l.,:aﬂe ‘gr;ﬂz el ool Fe dried
(l\/ngﬂ‘j d’ ']yd dt T eatment . \w tﬁ char coal , and then evapor at ed
to,gi de 4- [aI pha (4- cyanophenyl ) - 1 i m dazol yl rret hyl ] - benzonitrile as
an"gl Mﬁgs material is dissolved in isopropanol (250 m) and the warm
sol uti ofnd &m&d‘.dgraoagoam; Be %%Qrb&lb&oﬁﬁub% {hd 4nethoBd deskitRl i brbyidiuk Q!EhrﬁMeTs h di et hyl
et her ara UQRing1in} appidprlats btadifd MgerRls. anbi ent tenperature, the hem succinate salt
separ at#s-{aiphbe-B@hdphéngh-i-intidLorpelettfifoendompikeslewst;h a little cold i sopropanol
~anas t ha, 4-[alpha-(4-cléroghdnyl)al -ididb01y Ghethyl}-benzonitrile; M/e 293; hydrochloride salt, m.p. 90°

(4 [ al pReec(:4- cyanophenyl ) -1-i m dazol yl net hyl ] -benzonitril e hem succi nat e,

m p. 149 4{iaghei4-mSBoxyphefiild -iinigavofy methy ibenzaniviiie, IRES) 2A3P cm1BFe Py hydrocBe-i | ar | y
ppepar gide aalighygtypcopicl, alpB- @ec)cyanophenyl ) - 1-i m dazol yl met hyl ] -benzonitril e,

0!224403?&mfthoxmfem@stim'dmw@&\lvﬂ-b%ﬂhgng'ﬁ'@§B(§Hl 2334 | M/ BY( bixsirochle- )

4 F‘al Hige gt (byoropeonist Byre P -1-im dazol yl met h benzonitrile, |IR(CN)

2232 & r‘]ia'PhR/K?ePYBM e 5nethvn gmz«emtwwaqcag 9hrT). M 150 Fpropog e
Ie“@ros ”%F‘L&l@ ’“% ha- ch| or0-4' - ¢ enzag benzonltrlle(202

g) and f} ?ﬁ t@e’t"ﬁé"@di})"y' th "f°f’§ﬂ? AHCH 23 s""‘st |"f”?)é AdeRedtecttitat [err]

Tﬁ% ?@ i mlgEefy i oonuth SR e S ¥ 0 et Bl £ oo™
i '” c’éﬁenﬁs'aﬁ@ﬁdgﬂ AR BB R o e r Bllboomt (9PPERR L nate,

m p 14§4 %H h-tolﬁﬁﬁm%ﬁyﬁrﬁdﬂﬂl]%z@rﬁthl@l M/e 273; hydrochloride salt (hygroscopic), mp 90°
4- Gal phaecghl or o-4' -cyanobenzy )-benzonitrile is prepare% as follows: A

sol uti qna-gfphé\bﬁewm At @t PT-QNEIARIE I8 88D, hydifocRiodls skif (WBEBEQUS o Téd (1000
m) is @chyred under an 45 atnosphere of N2 and cooled to -[err]. A
sol ut i omhéétartnglpedeyrsor lfdr icbrhpoivd B2 prefdred ab.fdiiodd:i N hexane, 0.300 nole) is then
~addedA delvtiom@f AButyiilithiuann@o trihef 2.€ Miledgeni0.848Spa@e) S BaxaneSis didet lo@gwib®tndar dnur t her
© 40 sa7i stmadpher$ efrNz]to a Aolgtioh at N-rt-boty-lrmydbedamida (et ¢, B.024 mdle)imTHENMGIMDMEchTHF ( 50
) ils mannedhdd@l” dndotben & eoletion iohgrcti@obenzaldetydel (& the 0088 otolebin THE (3 dnbhised t O
b0 c etddech propyies: (The fegetion mpturg figostiriedh étr 20 af €0t laech them avrobied biyyihet srislitioidli t i on of
. sat ur @uERPdagUrRost aNarRHThepRte (3P a1 aae etherdtPOrml) Tharihesgat laver is|spraviitadgwashre i xt ur e
to reBeMel dfnt Wrnplk wilh G‘i‘”é?“soﬁ°@t"ﬁ jsulfite |paql finadlp (it grinepgnyl dried %’&Qd gelenk he
| a?‘ér%va%ﬂ”é'%e"" s 4 %'EP“’P'i'ﬂ‘é)é“t i F¥'°§f8?'nﬂyfp ‘ﬁ‘yi) geRarcheeeniit YMRIER &ething) x 100
m) a ovent i s evapor at ed andthe

r eéﬂ”"'.“é’f'
T e OE)wm-buy i c%z rsvf %E'are II’I% ﬁ.ﬁ' 'Iar Zl 23 4 Epnlatg sgfttp%in erfah e

resi dye
b’ (?t:%hz el -e'f‘bav m}é rgg%%& Mg(ﬁjﬁe 92:{%"? Lspended in |
5 en ' . ot
t hi onwm prge,rn Al clrbé?aﬂlﬂlpiupé?@) Rbtdndl ﬁmaiggféégg‘ef&gOD"fJZL'e”?lf)SrmG) h55The'
y4Bo

sol vegtpy.l.@owmﬁatyedrbmupm@um&h HemrecH
and t RaniGWh-UeRtoristiyRUBERSyBheNN-mEi&hol, RME®H MduResdbs sork;S I epeat ed once nore

t o af amighyl- l’l&N*ﬂarl(bﬁ’tyl&Bﬂarﬁd?lpﬁér@ﬂ-ﬁiemar{éy&IVIQWI’W)@') bhesgenitrile as an oil which
I S 541S & Giptla-tiyal@kybpnzy INMVEzEdiilaENNIR(OI jneBin@5t.20ppm. 13 EP 0 236 940 Bl Exanpl e

4: | m dabohkgerdpBatd sgitingnghndphéryl pivatitadtl cridtidet’ cooypraing iz yHe) abbenzminokrad e (11. 6
g) ar eeparadibyrdreaingnt wittx bidnyd pirloride at wreviduglg déshiired inExampeleB]  bat h at. 110-[err] for
15 h. The reaction mxture is diluted with water (200 m) and 5 extracted .
with EfpleSacetate (3 x 75 m), The renmmi nder of the work-up is carried out
assﬂescrlbedln Exa le 2, |eId|n

&"%‘ ﬁ vaf’wf“ﬁ"m H%F‘gw"ﬂ@'ﬁ Z°'Ej'@l‘?z(6ﬁ 0t 1 QME" (20rmB iscaddere
(uce-b th

pl‘ 0 du@f’p i gt; stirred suspension of pot.—..ssmm ert-butoxide. (2.5 g) in DMF (20 mi). This
mixture is stvrre of 30 min at 0-5° and then a solution of methyl iodide (3.5 g) in DMF (10 mi) is added
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with an IEC]L-Ii val ent amount of fumaric acid in warm I sopropanol to yield

4-[ al pha- (4-cyanophenyl )-1- i m dazol yl nethyl]-benzonitrile hem fumarate,
mp. 156-[err]. 10 Exanple 5: The foll ow ng conpounds are prepared
according to the methods descri g;gdaeg%gyl ous exanples 3 and .4 usi ng t he
appropriate starting material s.

2-[ al pha- (4- bromophenyl ) -1-i m dazol yl met hyl ] - benzonitrile, Me 337 15

b) 4- [ ajupkiero(in CARbOgiRRE 818 2 fola turthal a8 @iry khaRédaytn] milera TQdmintbd MhﬂvatM2©0 293;
hydr ochin@ekifiEte® ath ethyNaPetatd (B X 6B /M).) The@}ganic solution is washed with water (50 ml) and then

4- [ al phawdcted mah BRXCPEarsgln): Thd axirabezand yhdeeiakiy (pH-ap ettty @juedus sddism HyBRo&idd) and235
[err], thd@odi83s adainthixipeciet trto athytigsetial (2 x b Ths extpets pre drieddMg$ @) ard dvateate; d)
4- [ alsphe-g(v2 -anwlic ohiyip Iveregr Saliited frond dporbgenort lgivb [4-lideiaz beviabaphdngl)-alptainteidy-2234
[err], infdezoRBBihyhrpetwedtie.@a.p-284-1867 | de sal t- (hygroscopic), mp. [err]
(dec.); e) 4-[al pha-(3-pyri ‘dyl')-1-i mi dazol yl met hyl | - benzonitrile, I"R(CN)
2237 [epgPRlefr e 260; di hydrochl oride salt’ (hygroscopic), mp. 150'; f)

4-[al pha-(2-thjie -1|mdazonIrrethI -benzonltrlle | R( 2237[err]
‘Me ¥65; ah qqltgleﬁp%:}:roaénbéog]lqe (11n{ in di (5 ml) addet? ngfpms uring 30 min to

i tigr | i (o oniy
. [ea'zgga%;’,ﬁ“’@”ﬁg‘ﬂe‘g b Ul ey

a- [ al’phay, oéy kP R mﬁfﬁi rf"ﬁés@%ﬁed T e e P e Ry O chl or i de

(salt (hygfa I hydr n -erﬁuh z5methy! itrite, Ink.p. 230-235° (dec.), is simifarly pre

3- (al pha%;glagﬁ@ﬁ(l ".dr%m’ a%gl[)yl me? eyl )et %e%%orql tri I% M e 2%9 > hydrocﬁl%rl de

salt  ( hygy £epAPEGYdroFbshzylf BiridazdyiiRsihy)ibenkBfie [ Ap 3840l © el §@ﬂarlf1 Plepdesyrpound

b iszprepared as follows: A solution of n-butyl lithium (20 M of 2.4 M

reagentexa@pl®48 nol e) in hexane is added dropwi se under an 35 atnosphere of

N2 to a solution of N-tert-butyl-4-bronobenzanmide (6.1 g, 0.024 nole) in

THF (100 #lspluiiini htaipisg @alphe-dd-trerdopheny -timiflazalpichethyibrenzoniyitd (211 @rend fhydrazine

4- chl ortyBreteZHl M inBg% qttend (6§ mIDs 08Ed- Wit Wfe PhC Taiplyst B ghagd themxtdebdeistitedpwi se.

The #5eaefiux dm 24Fihx Therqatalyst issiliered o afidothe solMentzvapoGd tagive an et whigiLie distelved y3Nt he

raddi ti off! ¢30 it The Eid Foltipn &b erdragioeh it efiw! @patale (1@emil Jertigizpd et étMile PAYEIWI0 ) .

The - et hofiwa| hyprayjds andsexiragted: E('E'befhy'v?ﬁ%‘ﬁéd?’ el e@t’eﬁheye ’3"%(3"80’”% M@ hadqueous

- sodi um Tﬁ’%’tﬂ‘ﬁdlt? ave gy C‘I'“'i’%%{?‘f;f]‘ Wik 7 "inenRritiasd by dipsher 212@ F*P’]’ma“gfﬁp%?ﬂs‘_, 99'
evapor a%\% wg tBI getate affords 2-[alpha-phenyl-1-imidazolylmethyl]-benzonitrile; IR(CN). 2240 cm™'; M/e

(4- cffl &H%’ﬂwof'd?%t e M §565t yI car banoyl phenyl ) - met hanol as an oil |

NVR(CH get hige) 4.30 ppm whi ch can be used without further purlflcatlon

The f Iggv\ﬁ-ﬁg carbinols are prepared in a sinmlar manner using an

appropri akesoﬁxhcﬁir I:dn%mH%&E bn%lno 4-tol mtnle ( 9.6 g) nd 1,2,4-triazole (30.5 @) in . a mixture of
phenyl - dufbrischt G dn BiH YboriiRasmunl) d dt-atk RRRS, THINE (ol i EbiBl BR) walned ! PPM
(4- met haxyPhaladobs ChdiomNolcrbémidUidd mrmrma/ loRBGE KbrtioR 8BS 3R Qhiea RIMSOHHand

. et hl neévaﬁbra%% PRIMesidh® is chromatographed on silica gel (300 g). Elution with chioroform/isopropanol {10:1)
(\2< met haesip beniy [2)d-tladolyNetig-benbatitijib, Gaich dsry la pladrBanlojida®ithvap 0200-208ViRWaE its
met hi nesolutianGethyd Agetate is treated with ethereal HGL.
(4- mex hy| plrtberyéigtio§ 4 thil-silier pe! [saitrpih evith oislerofprinpiseeropanpl Bt beords| 4-(1 IV Ghdolyet hi ne)
4.23 ppmthv@@elp;ywtﬂl&ynlh)ch fatrns Ahytdeochlorige 3l way 28r88§1-phenyl ) - met hanol , NWVR( CH
nmet hi ne .20 ppm (2-thienyl)-(4'-N-tert-butyl carbamyl phenyl) - net hanol,
NVR( CH ) 3.98 ppm
(3-thien I) (4" - N-tert but | car bam I t hanol , NI\/R met hi ne) 4 05
ppm 50 45pi ‘I°Bﬁ ra&B%Béﬁ‘E tf;'un g%e e

. q’n g} WF fa eﬁ yﬁ 1Djaz&le
Th dl (; t
the ZEE‘{?% PRl &f@ ﬁta}é@%t %vs”g ’

XU Ure Ono ce 'an e %; c IS Jus e a 1on SO
4 (al gga "?Jﬂ@ﬁs %&Z@ SR i3 \/ie afhgﬁ 2;99'%2'5&& ekl & 2has HHdLash iR de

e organic

- d an ldu ig_paft acne a tae
pr EVI OUS% §1) \’V %Dgg@ i (CIC, exuras S
4-[ alphg; féa wﬁ g Wy gn% Eé%{éh rrta E%ﬂ?id i

(20 ) @\Wgs@' Bt (\;%Qraﬂoncé?fg d? iraie i yﬁengam@w.,.é
pot assi iMstaaybrodibhigedaH Gn.p. 59) wie .tPMﬁ.t.é ) oo lst ht@d it stirred
for 30 M MheXarkiylneiibt ikebated @thatiofNinglmaarbrof met hyl odide (3.5 g) in DWF
(10 m)a Isﬂutlal_d d@ﬂhm]n@ 4-methylimidazole (16.4 g), N,N-dimethylcarbamoyi chioride (30 g) and triethylamine
s5 (30 g) in acetonitrile (125 mi) is stirred at reflux for 20 h. Upon cooling; the reaction is diluted with diethyl
ether (1000 mi). and then filtered. The filtrate is concentrated and .the residue is distilled under reduced
pressure. 1-(Dimethylcarbamoy!)-4- methyhmldazole is obtajned as a coloriess liquid, b.p. 104-106° at 0.47
mbar.
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EP 0 236 940 Bl during 10 nin. After stirri‘ng at~0:5 “6r a further “T5 i, -

the reaction mxture is diluted with water (200 m) and extracted with
ethyl acetate (3 x 60 m). The organic solution is washed with water (50

m ) and then extracted with 3N HO (3 x 30 m). The extracts are nmade basic
(pH 8) with aqueous sodi um hydg@nggggmgﬁhe product is again extracted
into ethyl acetate (2 x 50 m).” The extracts are dried [err] and evaporated
S to give a solid which is recrystallized fromisopropanol to give

4- [ al phamgediicyanophenyl ) - al pha- net hyl - 1- i m dazol yl et hyl ] - benzonitril e,
mp. 84-[err]. Exanple 7: 10 a) A solution of boron tribromde (11.7 Q)
i n di chpot Eﬂ‘ﬁﬁ't"h@ir'i'é’U(VSUh'Vﬁl J25ime o 3iH Merhetiimhexaned? P52h qrolBls aeded digpwisecio @i ed
(ice-b af\lhftng)gthr'eéa agsgiulipn; of diisggropylanine (5.6 g) in THF (100 mi)- which is maintained at -20°

4- [ &l phdliy 22NERYER 5 ra 7g9ed Lropise 28,3 pHt ?f ot ?f%‘ﬁ‘?ﬂ‘ yqepzeni )'1‘ n
i chi o e g&) 'vfg'd ﬁg“a 58%(:?%"8 *;45:( T ?fgcgo i h qgegtﬁ oL
t ! 100
TR gl t ey fféﬁl S g @éﬁrat(e
and the dﬁr’yixr::csoar rac WI ct| % a e )w
5 ei/E% 44 -lrﬁ a nz lﬁe @ Th cH:qg mg{e é:Jtssbl ed in
t I’ ' t ur agx@e&m%ﬁd re @Hfhy the?eta It é?forg t%eny ro W&h ‘p. 184-186°
hydr oxyphesiilady dragafBa@azol Yl net hyl | - benzenjtrile, mp. 196-[err]. b)

4- [ al phgy 4 B(irtaeonpRbespyh-benkorivit ﬁl,aqz&hwrlaeraﬁbxdd-zbenzom trile, mp. 230-[err]

(deg. ), c) 45(alphai-budyl-h-ImidzEylmBrayIa@nzofikile oxalate, m.p. 73-75°

U[ al phay 4-@diphyishipapsyi emiaydolyimbthlyiFbahachidily, InfEe birgs o; - benzonitrile, m p. 238-[err]

,. |1 s al sot-aipina-deazyl- YHinfidaeqynetbll)-batrofiimpdrachBrideAmpoRa1ta2®n cont ai ni ng

2-Fal pha-4(@etar@cemivenryl- J-infidazatyiletnytitophaoitrileyin- tog2gomi trile (2.1 g). and

hydrazi ne hydrate (10 m) in 95% ethanol (60 m) is mxed with 10% Pd-C

catal gemg!@zs g) and the mxture is stirred at 25 reflux for 2.5 h. The

catalyst_is filtered off and the solvent evaporated to give an oil which is .

di ssol veli ffiuensalicet 10909 ﬁ‘i (1""1‘1%205(@19&!‘!'%?"6%‘6?1 I§ %’e@ﬂdr'agft”édzsomﬁ"é it B8 hyl

acet at™@ %91 e?Ff' ed 'ﬂeﬁif'PFa?‘ 'S {39 ﬂq“h e B SoUG AR eI yWB&K’BQ gand
au t?nce 8 ¥

m va ea f
extra %\? g@myt co%{:g/ or 1§§ %aqifg 804)

° bilyee 5 .
5 i
;andz ev a B Wl &inde m X m% Y ﬂzp y flash

0' u”ﬂ%; OPF% e%ponééj Dedla L ﬁ; .en06 ﬁaze. fo, %& miﬁt‘? au; O;V ds

ha- - '91rda I yy)-'be i lfenﬁu% rgch rid lé '15%‘

con;oah@wgm&‘l.e hatth H%RatneliOldbithwith biferbal Helo ) and triazole (30.5 g)
in a mxture of 35 chl orform(250 m ) and acetonltrlle (50 M) is stirred

at refdeshipd @ 15 h. The solution is cool ed and washed wi th 3% aqueous
sodi umbicarbonate (200 nml.) and ‘the organic solution is then dried [err]
and evaporaaéreid 4-TFemidesiylkite1}benzoditrio e §Js apdoréed @vasi hdeae Gelmi)(addaddgy .

_ El ussi ontovd golutichdf o rt@fade add .2 bpamo beefoh® (300 maf The mdgure is allowed to stand at room

: 4 [ 1- ( 1ieBpératurei craroight| apdrdfteligririte Iseiniz eolietied.| Bis mdterahis freorysiliizedhipd tioeh fram i de

: t,  nmpima GOurpesy of| anhydaw eitharol a0d thie resvitant matefisgl|is gereerpddo ity freeckesedy wi t h
et her eafissaigfion inpwater, paispg Hasic épHitS) avih sfilute rredium | '?Véfa?X'@ﬁs lanct dsolating (4l (1-

chl or of H?‘W?'g)BPY‘b??&?Rﬁ'F’"% whignhas, pr Qptiept rojetignlalf’) = 4.9 1 i a7

ety | PhenZdéhy! 'mwfzg'vmveﬂeﬁzartﬁle 'Sa°t1‘P§)'t§F Bchpiwiar G@“'?éf‘i‘“g ‘?"r%‘ba"c 2‘3‘6 a’[de'}aF]

Exanpl edg licg) gotation ey }. n co tal ni pha 4-tolunitril

Exampl ¢ 2 srdtons s o ook P AT BB SRS S
g) in ace?onltrlle(75 m) is heated and stirred at reflux for 15 h. The
mx&ur&arﬁae 4ooI ed to 0 (ice-bath) and anmonia gas is bubbled through the
sol uti-en—for- 15 nin. The volatiles are then evaporated and the residue is

partiti on%t.aesm@&.&@kﬁfbutéﬂé% 8 §) it Gfsb m:sl.s K064 @bswide 1R sdfldn of HIF- (1or gam c
sol ut iimBazof-Weméeshyiobitomeie §2.50(8 inxTHIOxt B Jicedth). iThe 13618 R6HdWAE toGfockhd :
HC . oFhe 300abbddas thes bidived @x\tafnaﬁ,trsorﬁ@mperatn@ d0REs hard @adtigrs then mehéheéN .
. Soddournith ywellep xiool enijoand thd RixfuFe0ld UGbseduntyXdxtr@ddemlthi siiyD acdtalty homegl Bl &rdagic X 60
m ). Akteeris extpetewilheaN fiGH (Bo80/emandaodpobinéd @it exirdctr eksmadteiesc with 6N sodium
[-1- ( S-hiroidel T cladeadrygultnie fekiyebtbd ingnati iatatdatd 6 x\Bo ol dho tirscombingtdexvedyd api de
sal t, dried(MJS08) findrgvpporatdtiete dfford s@icyrmprivanyl)rt-(diradaaei)-¢yslogenaed et awpl. [Thet her eal
HC . Eagp%'ﬂcabtdsa@veﬁm ggelopg arddrepted it etepréahHEIHe affard the Wwrdmeghlpriderselt. m.p. 217-
55
The starting material, 4-[1-(1-imidazolyl)-4- chlorobutyl]—benzonltnle is prepared as foliows:
The lithium sait of 4-[1-imidazolylmethyll-benzonitrile (3.7 g) is prepared at -50° in THF (100 mi) as
described in Example 11, and the cold solution is then added dropwise to a solution of 1-chloro-4-
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A sol ution containing 4-methylimidazole (16.4 g), N N-dimethyl carbamoyl

chloride (30 g) and triethylamne 55 (30 g) in acetonitrile (125 m) is
stirred at reflux for 20 h. Upon cooling, the reaction is diluted with

di et hyl ether (1000 m) and then filtered. The filtrate is concentrated
and the residue is distilled und&9028MEe& pressure.

1- (D met hyl carbam)yl) 4- met hyI I mdazole 1is obtained as a colorless |iquid,

0. p.  10dadGiehd (a3 ‘MZ YA st 493 Tho rédcndh i€7G %9 £ 0PIRTN B Khben
SO' Ut | O%? dfc\htﬂn (6#1&? r (Jléo (i'ﬁb L“E‘Q §uc s eST;c d t éé&qntgxeln?) ﬁ %@E{:e g?—'
tefiedidid! n &té.,%d %E‘a . #hdTHARREEE (tI.dPet)ﬂs §|5% H&d 8%79 pprq in tﬁQRMﬁ&é

(5 6 g)THennaTé_’ i otf rifcatiogyal nt ai ned -lerr]
sol utd on is then added dropw se to a sol utlon of. -

4- (1-i negagehyl met hyl ) -benzonitrile (9.15.g) in-THF (250 m) Whl chis

mai ntainmed at [err] during addition and for 30 m n subsequently. The

reacti on mwsskiithef paastiive mercnokiedl(455q) InefHF] (1 250i1) i8S Bddet Aropwisk durfeg it dtiition

ext er nadf 4fovhidazgyliisthyl@nionitike.66 gnatdi xtdicigorgruraylairgaishy) iaddf 1100 mi)odhicwit er

( 300 ra11 ipaiatridedest Or dice-bath)viThehreattiat rhixthre d¢ fubseq(ehtix stih@d faria furthditieh githebi axtedhalet her
. ext r act epolingene gt therc qusdchedl with 8drHEN0 B and G@actdd) withrethyt dvetatadiSd relk Theaorbanicar e

made basitrecty pe{teh extiagted Gty 3POHCI (3 x §@inl) enchipel pcidi¢ eidractsTire medelkesic with@N) sadiums

ext r act gronide gncbthp srudg groduch s griracted ntel oy dsptatg H’;’/PW? 'El\/g!‘!;{ﬂ’)“e%ﬁh gbtajesd\atprn
evapor at¥ish{MagOp pnd solvent eyapoistion i§ erenaiqoraead 29 ilies gof €09 @) Fiefion wiuethy! ’N?@tecr ude

mat er’ﬁ afifofds tas cysifilng -(*y2qeRbpryR2- (iTtdapghdndaee Wiieh isderiyalized e isperomendlor ¢
\,Jze hydP8ct®dP?de salt, mp. 184-[err]. Similarly prepared are: b)

4-12-(1zim olyl)-2- propyl] benzonitrile hydrochloride, mp. 219-[err];
i's. M—%iépha n-butyl - 1- |mdazolyl met hyI) benzonitril e oxal ate, mp.

73-[¢f r] 'a) e i rﬁ'sagé’f msm& Jnet : ?r ha%)are%{”sﬁn' il TR Goo AT By
94-[err] thee an%e &L&? V§§ ﬂlzsgp 31 & lu%on of diphenyl
‘hydrochl zln d@rrﬁl at -% rhifine YO NGBS A Y 1), tHen quenched by,

-im dazola)ahmt Wa emmruna Wolk6d ugThePdesdr®8d [neEx'ét}\ to 39 {EXHRRAIY-BipHedpherytfiohd t hi um
salt of IfidBroginknydodntonitie daaOdily TH¥RbMYduhd bﬁﬁbza)wdtoeméﬂae bt PS8k, when HF
(250241 ) iisRolbithoe ineaRAR trefe@b@thishedalitti.Exanpl e 11. This solution is cool ed to

%er r] and) sebipteh-Nraiyaiio r-mddenyeteyibbiobiig. hydroeMorae,Siy. a7 fiorsiniiaryhpren
acuo -at deerr]) is added, all at once. The reaction mxture is stirred at
[err] for 1 25 h and then Wi t hout cooling-for a further 15 h. The reaction
is thenBgmeadhed with water (200 m) and worked up in the manner descri bed
in EXanmple 11 to afford @ m xture of 4-(al pha-hydroxynet hyl - 1-

i m dazol p#@gsﬁwmwﬁlﬂmj 3-hydrosy-tfdmidazolyl)-1-(4-cyanophenyi)-ethane (10.2 g) is dissolved in

4- (al- ph'ﬁ'°%f'ﬂ‘§ﬂd%ﬁ?é Ml tEPa%’i" 'ﬁé?rﬁg‘%m%mﬁ#“f"] P38 thiTehsavent ihevaraaiesl -
raphed %@? 1"?'8%?' P:%i ?ﬂﬁap d on=pilie geb £k ﬁ'”5°"n‘€"3(‘t‘?9“ryéa°&a‘er?é’?rﬁ§/fhél’féfs*@'ﬂ’feor| de

~and |so

'ﬂg yl)1 {4-cyanophenyl)-ethylens.. The compound has’m.p. 174-
(al pia- LRV ?{lé tipn fraeh ip0erapane Thi s conpound forns a

g pre vyl ) - benzonl trile.
dl’ ?Cg'l'h%rlitrgd f'4-(1- etf%eni) i | v%?ﬂipre a?ed 9 lTHI: (Q)B mlplna}i?ee}ngnowgr s
de se to, a solution of 4,4'-
_ 4 [ 1- Hmh&héi%’éﬂ&ﬁ n@ﬁjky ]gyiﬂerﬂ?%bfrrn) féo( eQ t.oh%a w%éQJ &,‘jed er W@‘ét%@cet one
(50 ) amndinaiglRRtndPby dropwiseBadifithéf scBfit 4fd @5 hnfahPhbwad '( Swarfniig WA M
acet onerobm Qbhpdiajure, e @nixtird isWiltted Hitrdthe? (100 0TIkt Rp&lated orgmmhas%np%sﬁsd.m.ﬁ
over ni gkdter 301458 B, drigd VeGSR an, aftér eGapblafGtiROsolvdritd, the M&IdBS is @hromSographed on
r ecr yst dilch iggigehof guUElutibh WiitSethiyl acbtats afiofia 2,206 (B Hox) heayTf e/ tioIs 1-atidiamoly)-and t he
r esul t aftcyamagrenyiathansascavaneINVE(Ctianething) 4. 15g@mbase by di ssol ution in water,
maki Bg basic (pH 9) with dilute sodi um hydroxide and isolating (-)-4-] 1-(1-
i m dazoPgmplet!Bryl ] - benzonitrile which has an optical rotation [err] = [err].
40 b) (+)-4-[1-(1-1m.dazolyl)ethyl]-benzonitrile is obtained in a . S
simi | ar naffABentyspfing2.2big éﬂr’f‘%\'r%tphwl)d( imétarpid- 1 frovspenhenyl-ethyenst | Wik [ Barem = +
[er r% Horemide Hsing ‘P’Eﬁ?ﬁ‘f"e PR5HORRYS 40 I&‘d’ﬁ??d'l’ﬁdd? Frrapie] We'dsrﬁzpb's #-HerpgrhenyiiHelh a
sol ufq oftiderPvAld dt-gyraorhenveitdenevdiprrpmide. - 44" ERY)- 45 Exanple 14: A
sol utIOEI of| qgtasm umtert-butoxide (1.10 g) in THF (50 m) is added
dr opwi s€2F8%a~sol ution of 4-[1-(1- ‘

a) Zinc dust (23 g) is added in small portions over 15 min to a solution of 4- (alpha chlqro -3-
56 pyridylmethyl)-benzonitrile hydrochlaride (13.25 g) in a mixture of acetic acid (110 mi) and water (5 ml).
The reaction mixture is stirred at room temperature for 3 h.and is then filtered through a pad of Celite.
The filtrate is concentrated and the residue is taken up in ether (250 ml) and washed with 3N sodium
hydroxide (3 x 100 mi) and brine. After drying the ‘ethereal solution (anhydrous Na;SO.), solvent

rml e)
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I m dazol yl ) -4-chl orobutyl]-benzonitrile (2.50.g) in THF at [err]

(ice-bath). The reaction is allowed to proceed at [err] for 30 mn and is

.then allowed to warmto roomtenperature during 3 h. The reaction is then
guenched 50 with water (100 m) and the m xture is subsequently extracted
with ethyl acetate (100 m). FRO BOMAR! extract is extracted with 3N HO

(3 x 30 M) and the conbined acid extracts are nmade basic with 6N sodi um

Q%Sr ?)ﬁggﬁom &e r@F Ctt?idgt;i)(g Bﬁ lm?fh?ﬁ ?b(n{trﬁ 'llhgI Qmidund/ I'[og?ﬁ 8r§ch¥oﬁd8(§f§o m )
1 (4 oyifan )ﬁL,Yn 1 Sy yr.g '3 qne%apeaﬁ%fnoggwgﬂ merEG g gROUN 5

agenélls drrgﬂa 94r9r1né

di ssol vigdh hith tReHT MRdPRDIeSdBA R etherea _ (

hydr ochl ogiimf&@y prsblred Sp. 217-. 55 ferr] The starting material,

4- [ 1- ( 1) shighaz0dyvibyn-adpwibiasortoydobiviRemporistierd;e, is prepared as fol | ows:

The | i tdpiagapns-ad-gyridf)-3dpyridyiinsthyiabetdopilriekdiz, mpaveomartrile (3.7 g) is prepared

at -50 in THF (100 m) as described in Exanple 11, and the cold solution

i s theampdded dropwi se to a solution of 1 -chloro-4- EP 0 236 940 B1

i odobutane (8.7 g) in THF (60 m) "at [err]. The reaction is maintdined at

- 60 f ora) 2{h(1&rdF nra@'yvmewllqveaﬂqmmbd‘iwpﬁdﬂh) i r@ertagf withaporesiunl §@byipxjde amhd- pr oduct

i s ext riaerpiadzoatile] @seordnigets praceEarip| Rxemrle Znip vinld llpb-Yisyrnpphenyit el ?ﬂédl ate is

obt ai netpzal¥imsthytpenzonitile e tB1-HB-CH (triplet) is observed at 4.77 ppmin the

NVR s pe® ¢ Uith3-41iiazofylinelpy lhenzoaitrijps(Expmple; dLﬁ s"?"L?F'Y Frapte %ur'r ?‘1“{95’5’?"6?1‘“"'3 t"Ex anpl e

1575 A s)’dﬁ'ch’f lelphe-Grey3eerne ) i faiee e X Rpazop s MPy A%P4HE (125 m) is added

\dropwEse dyuring 1 h to a solution of 4-[1-im dazolylnethyl]-benzonitrile
[err] di chl oro o-xylene (3.50 g) in THF (100 m) which is 10

nt ai Q» f}%yl © -bé oR aIt wit e&?as Smtew %Elee ds4»fﬁrgrlg§e¢1%n Mé L(y:orﬁtl rred
e e e R e e

are t en extracte W|th 3N HCI (3 x 80 m) and the acidic extracts are nade .
basi cepinpld 26N sodi um hydroxi de and the crude product is extracted jnto
et hyl —acetate (3 x 50 m). The material obtai.ned after drying (NgSO4) and

sobkyent TeMaP0bideRie irRoCitagemis Qg ze kg FdtdskiGa car®bnate 1005 kb of phdattiuron Wi t h
et hyl iodieeBatig ot Inidablé andls.7450iey & rapas-etidrd-B@lunitrile. The mixture is stirred at 45° under

. ( 4- ayayeo fohegly [ The Radtiba miktuekaiz odojeld) filtbrad antichedvivedt is evapoextatlyes tecikced presbufer om

| Sopr Opansdue isegissolvB in[ 49r! rof metidenarhleridbOwasBé with 48)1 of aler antl fwicerwithaltl oOf

4- [ 1- vaterdHeorgphimpbdsy Is]driplbpveomadnesiynesylig@e Andhgvaposatqsirte pigkd dg cyide pBPuct whichTHF (100
m o i 18 stifed with Brid of elless for 2 hethe;splide Bieper ewaphied With 94 oteihed arduirigd ol * jasd #8ven added
dr opwin8® far 47 B tosiqld f-(1gfidazelytnepmibsrondile iefGopround oiFxgpple  THE (100 m ) at -50 .

The _reaction m xture is stirred for 2 h, then quenched by additi-on of

vvater_E_’(‘iﬂ’iﬁfﬁi) and vvorked up as described in Exanpl e 11 to afford

| alph hen h|01 azol p :u |tr|Ie ngrlr
SOI ?recoole ﬁf owm thsriZ solvth . I’éﬁ: s tf)é?xg)df ' The s ron |s r('ac(:Jolzy%)
it otagt *Ftaar it gr”ErErj SR e s

-[er rT e sdiutioris Ier darf rY45 prfn@whng%&fﬁ s%thvonngZ 18 kg of 4-fluorobenzonitrile

2 2{7 Bin%-1 offoiiE s 0. TRe raxdsroesaﬁpératcra 14 rrra.darréa a8 ) 4l-Aidr CaAN@RRARY! ) - et ha
ne . (1fe Zaibn tsaord,bms@b wmds b Nottcbricamisled Gal, Qlirtol @n adkfiond! 20 AMCing BRwSMb BlahddN | S
sti rr e@maht. THO BdNeANP abmived By faRbilafd 41.10 Thebab 6ley TH. The r@VifeOsilais @erisvnel t he

~ resi doswdes 26 hiodmathagreaglhad: aa 35i il df vageThd Bhéls g, sefdratéd. T wgubdus @hddylis acet at e
af f or eleradtdiewitbr7yist mbthylere cRliprRie laihg thé denmibrie Oropiié pivayds)arel wasfiéd with 10 1 of H20 and

.- 1.7% devive with ) 1 Lof(3M-HO) Jihe pimwhingl! peidi¢ layereame washrbwithoTpbwattlyidrashipridp andlabded. 76 35

af t er toreemidipstcf [10 kg at ice andf 200rf msthpleaspehiribe. T eohdiom iststimey! amd tbesugriito pHS1r epar ed
as f oMokt of Tensentriatedh Bagkumsiyidioxide solutigm Thendagebyd laydr ieteRgrityd rdrextensieg with 81 (5. 5 Q)
i s pr &pAstaenp Phiprige- (T%GO’M’")edI ‘r'ig"c"ﬁephﬁﬁr?é? waRee Mithedd i f vEeaspd griedioverhi s

. col d @69"8?“?% ﬁ“"a? Sglicr °éaé° AL u1t°r7o'ﬁb§5fy'elf’s44 [-a'P“a‘("' cyanophenyl)-1-

di ikt WB‘;WH‘?W g&égdp fgte a?a G240 at -60 eaction is
al | ovvg d %o base im 1 I of rsopropanol is treated wrth 45 kg of

ecolonzm carbon and al er T mm 1S flltere into a strrred solution of 1.84 kg of succinic acid in 31.4 | of

isopropanol at 50°. The sclution is stirred for 14 h at 50° and allowed to cool to room temperature. The

resulting crystalline solid is collected by filtration, washed with 8 | of isopropanol and § | of diethyl ether and

- 55 dried at 90° and 26.7 mbar for 28 h to vield 4-[alpha-(4-cyanophenyl)-1-imidazolylmethyi}-benzonitrile
hemisuccinate, m.p. 149-150 *. Recrystallization from isopropanol/ether gives product melting at 151-152°.

p o
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40" and is then quenched by dr opW| se addition of acetic acid (0 5 n1) Tand

then water (200 ml). After warmng to roomtenperature, the mxture is
diluted with ether (200 m). The separated organic phase is washed with
water (3 x 50 nml), dried over [%—(6% ?aplgi fter evaporating the solvents,

t he residue is chromatographed on ? E (200 g). Elution with et hyI
.acetate affords 2, 2-bis-(4-nmethoxyphenyl)-2-hydroxy-1-(1-im dazolyl)-1-

(4- cya@Wl) et hane as a foam [NVR (CH net hi ne) 4.15 ppr’ri 45 ‘Exanpl e
18: Treatment- of

2, 2- bi s- (ﬁeﬂx&tmmy@dmna&e}sekcr(eknua,nmgiaagloy{h}sa&wéeﬂg@a«amophenyl) ethylene with
boron tribrom de using procedure anal ogous to that described in Exanple 7
yi el gs Fématabi s- (4- hydr oxyphenyl)-1-(1- 50

i m dazol yl)-1-(4-cyanophenyl)-et hyl ene hydrobrom de, mp. [err] (dec.).
Exanpl e 19: a) Zinc dust (23 g) is added in small portions over 15 min to a
sol ution of f4g = PEN] i e

hydr ochl ori clq{i%ﬂggya?‘&hgﬁgémd%aﬂlw eethwédggae(‘ t’?%ﬂeggél@ "?é Zgigdo I water (5
m).70The reactPlsdf Xture is stirred at roomtenperature 1§g00%nh and is
then filterghdhpsayydagach of Celite. The filtrate is toRgmyly ¢t ed and the
residue is tak@ne%gt@ra@t her (250 ml) and washed with 3N saghoym hydr oxi de
(3 x 100 m ) F&Hﬂbdb\rateﬂe Af ter dryl ng the ethereal soluti orqs(anh\drous

J—D n DD

[err]), solvent—17 236940 Bt—evaporatiomaffords—crude

4-(3-pyri lylhgegvpes)argenszsg tJull scr-ggnew QAL d f&g% qm |s9 aqg sal t,
| Frss e & 53; e o B8 B

: \1 p. 1$a%to ern( nes aae a 0 slalbn Hixod I ngtgblé Phix or Ha fﬁg her eal

HCl TQ rc &‘ of' ﬁaté?raﬁ‘\g i i& is added to the boiling solution of the

(‘*ypyr'p l¥ tﬂy‘lec'lé e o b S b BB L B eaaBbad bk 68 raniTB) 1
hi 049V lne R/r arPslatehaCdmolR G WalerENRYPMAnGae is dtied overnight §'3§‘ | dicby ord &R3H ed

ar e: b1k reriBém -dAY Ednif¥dsheadnto BB (i B3nBMb LipdeRyiRRbd.r i 1 e, m p.

125- [ err | Anagoudry [tatfeRhiate bhp@yd Lahalnimg Ino [BY ths GyHerBdnplidds IRBERBIahd blsmpmsal at e,

mp. lhéeherr]. Exanple 20: 10 a)

4-11-(1,2,4-Triazolyl)nmethyl]-benzonitrile (Exanple 9/1) is reacted with

pot assiBaamp@lee2s - but oxi de and 4- fl uorobenzonitrile according to procedure in

Exanple 2 to yield 4-[al pha-(4-cyanophenyl)-1-(1,2, 4-

“ti azol yI Brenatakigrl qf 3 9@hceosles adheontaining, 1018 of frsractjve ingiedient:

4-[1-(1, 3,4-Triazolyl)methyl]-benzonitrile (Exanple 9/2) is simlarly

react ecfoﬂﬂ“tah 4-fl uorobenzonitrile to 15 yield

4- [ a%pha- (4- cyanophenyl )-1-(1, 3, 4-triazolyl)nethyl]-benzonitrile, mp.

239-[err] . Exanple 21: 4-(3-Pyridylnmethyl)-benzonitrile is reacted with

- ‘pot assi um t er t|- blatpbx3gh@ricgma-indiadzbiyinetopRrenonitie dilyarocrigios - ®M®g. ifng to the
p-r-ocedure in Bxopte 2 to yield 2070 g
4- [ al,pha- (4- cyaMofiledstgich - 3- pyri dyl met hyl ] - benzoni tril e [hyaoachl o- ri de,
m p. - 120-[err]] ¥emesiym siexampl e 22: 25 . To 48.0 | of jacé®an¢ under

pi trogen is added 4. 326 Kg of potassiunicarbonate, 0.2b Kg of potassium
di de, 3.2 kg of inidazole and 4.745 kg of al pha-chloro-4-tolunitrile. The
m Xt ur @rdcsdupd:i rred at [err] under nitrogen for 26 h. The reaction m xture
is cgoled, Tiltered and the solvent is evaporated at reduced pressure. The
- residue. i &l hegbemal aredassetl hdugh OEcrevatvig loperinrgs bl @6 intle Thatad atdlg WutiskindOis | of
.at er . pfaded miaceitablet ixékGindl mbéd Vit eith. thd negresiga sieerap hieewithsthal lattesd a0 @tarch
magnes iuwnthhgudgearoes. ind? ebgettiatapelidsareyfiied witht39e mgpUshE qiktod wath. wing@lvaBile | s
stirredilipg mch®e4 | of ether for 2.h. The solid is filtered, washed.with 9 |
..of. -eher 4nalgoaysly cepsules fre prepareth dortaling avp af the ether kpmpounds %C@’ﬁfd‘ and exemplified
4- (1-i ®P@8zol yl met hyl ) -benzonitrile, the conpound of Exanple 1. Exanple 23:
35 In portions of approximtely 500 g, 4.44 kg of potassium
tert-btﬁfﬁﬂfg‘ﬂ@'i s added to 25 | of DWMF, precooled to -10 , wi thout allow ng
. the 5500I Veﬂ)t m‘ %FB rsat'ﬁftl:'}il;:eac?doargladgeda %OgesoLt?ow alf ZE;I(-)hS ( OO lmumto‘e?q [alpsha— § -pyri 3|(I)e1d to
imidazolylmethylt]-benzonitrile, the compound of example 5e), in 100 mi of ethanol, while stirring and cooling
the solution in an ice bath; immediately crystals precipitale. After filtration, washing with ethanol and drying
.-under high vacuum, 4-[alpha-(3-pyridyl)-1-imidazolylmethylj-benzonitrile sulfate, m.p. 238-240°, is obtained:

55
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-8 and a soI utlon of 3 3 kg 4- (1 |mdazol yI rrethyl) benzonltrlle in 12 5 I

of DMF is added within 3.3 h. The rate of addition |s—adj—ﬁs{—ed—t~e—-ﬁﬁﬁ°rt—a|n

the reaction tenperature at -7 [err]: The solution i
while cooling to [err] and a s ti 2.18 kg of 4 im Ie 40
in 51 of DVF is added over . 3. ﬁ.23$§%&%éaction terrpe I ned

at 3 [err]. After 1.25 h, the pH of the reaction is brought to 7 mnth 3.0
1 of cagigentrated HCl, stirred an additional 20 mn and allowed to stand
over Niciiins foklive BAGWIRG Cortfacti® SR : B, cl, k) #R, 6bj nLal, Qs nbar over 7 h.
The resulting oil is partitioned between 25 | of nethylene chloride and 35
1 of wat Bse.of doempodiyxest heasrduisepar at ed. The aqueous phase is extracted with 7
| o nethylene chloride and the conbined organi ¢ phases are washed with 10
| of [err] and 45 twice with of 3N HO . The conbined acidic |ayers
are washed with 7 | of nethyle g*chlorlde and added to a mixture of 10 kg
of ice and 20 | of .nethyl]ler né chYorpae. The sol utigmis stirred and brought
to pH 11 with 2.8 I’ of con -#dﬁ@ﬁ sodi um hydr oxi de sol ution. The aquebus
| ay@r is separated and acted Woth 5 1 of nethylene chloride. The

conbi ned organi ¢c phases arg washed with 10 | of water and dried over
nagne3|un1sulfate Filtration and evaporatlon at [err] and 10.7 nbar ylelds

4-[ al pha-(4- th t
N Sk Bt L S R T

SOprcau' on ? 5 hern eﬂév e ri are a ter
rah
m n st gj,% s :n'yter plont b HTO% evs.kéw' 9, ) E ol ﬂ(vp%s@“%‘*“‘ﬁ M% L
i SO BQ?ﬁB o Ik titfeli QBprésentS "VJ' dialyPbld, and

a*d«owe 5iRyigene) rit Q\armmﬁ@aﬂ%@ky@@m &he; L Jhblﬂmkﬁédés roaérl dlk@ﬁkuﬁéﬂ{uted s

col ject eQraggt dnbih tallc@brio @R ortBEREHY Rnd\brid§edEC--Cy lraib i QRADMARAS, eadhCorhing with 1@i et hy|

et her anghy atorfl lattRFecA thelo® & Jco@ddfonding bptithaly $ubstitulsd & BeRzofub -, 6- or 7-

4- [ al phamébezatioingpWeasyrbsentd - Hidakamip I yil, e drhnyd, 4)-trlagong end-pyridyiLor Ive Fepesents Rat e,

m p. 149infidaedatyl.. 1-(Re.6 by 63, Githdzad ot Bpyritlyl substitsepbypasralkyiet her gi ves product

mel ting eatd ahyd dithie the jabové Befinitiorisiefles2@6 plbd@ WBILh Bxasgbsiut@®Hor sEipsiio@d & owenor of

10, 800 t twol sebstituenic belested tiemnlpway alkyiniywerf alohie hedrdxy viewar rtikendlioxyn eroyldxy. IPeernul a:

4- | al phaalkegycespanvinsh dfi-dylover iabyleaebambyjdareittoy Bing digle grifupiompiaylheyaios eatkoxnat e

50 00 g ‘owertaYewcarbonyl, (phenyl, naphthyl, pyridyl, thienyl, indolyl or furyl)-lower alkoxycarbonyl, lower

- 2535. 00 - kaﬂgyloxy -lower alkox[g@r,bﬂnyétsa}h&ﬁlldoxycarbonyl carbamoyl, N-lower alkylcarbamoyl, N,N-di-

125.00 g oy | ke bamoy logpry%!l@poye apylp lower alkylsulfonyl, sulfamoyl, N-lower alkylsulfamoyl and

- 150°00 gN i e [a@%)fl,a r @r 2—naphthyl which is unsubstituted or substituted by lower alkyl, lower

-~ 4000 g f}f % eterocyclic aromatic radical selected from th|enyl indolyl, pyridyl and furyl; or

g.s. 15 %\IS?ld ﬁtgro%rg \I,C\d ?maﬂg IJ'adlcs hscél ds t"ﬁ’lr’]%?ﬁ sHtutgd b((’ rloew‘gr all\%l Irhwer 6"(0’(?’ r]c ano

m The”a d ‘?oy% tﬁé‘QéoEé‘B iorls W Bts b %ﬁ.ﬁg&gﬁfﬁ{uﬁ’e e()r%u WA by 81‘; the

stagch agLeL o SR dkyE 10w ;l el of Fhcor Corfillkal-S

suspende wat er and e suspen3|on i S ad ed to the bo ng

SO* Ut i ONady rad.é&% dlaé?&rbét%& By hERer cﬂht)ﬁﬁ% to'alﬂd #B0ainy 7 Qfooab@s;: The paste fOf ned is
ed t Oot 1ghaRRioBlRESRy a¥dapiBiile Sditandidon NéH tRe Mshutabilire 2P a PRGFASBAICH preprbifon st

add| t i oneb tradWenn bf disbaséBitesponsive e a@matassl igtibition.s dri ed overnight at [err],

broken on a screen with 1.2 mm openi ngs and conpressed into tablets, using

- .concave Upparceding sechimd! of\nabogpoos biyfotnads kewberein & pﬁe‘paneadseoblnuwarrdemg one of

- 1 he. ot hehydpgapouems aflylse|Foand o derdtee ve agitdefiti cadorh atoras and tedethE alrep lcemiipd

_ .-Prepar at winthebenzeng0i0g toayhich they arziikehecbiammai prArhifjalarg onfgtrahlydrp-haphiheleneving: R

-k ngr. edi erepresqug:rhygpg‘en @Uer@lkplaprplhqw(lqyepglkw @r/ipyer pikenyl; Rz represents hydrogen, lower

.- i-isdaz ol rasxafYHiewse Al rilowen Akl aivh g pryiderep pfgishio or fogremalkpnylaertRysied R

. 207 0 g fARine &qprese (qugr alkylidene or Gs-Ce-alkylene; and W has meaning as given in claim 1; and g g

aryl within the above definitions represents phenyl or phenyl substituted by one or two substituents
_ selected from lower alkyl, lower alkoxy, hydroxy, lower alkanoyloxy, nitro, amino, halo, trifluoromethyt,
ce cyano, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkylcarbamoyl, N,N-di-lower alkylcarbamoyl,
... 50. . lower alkanoyl, benzoyl, lower alkylsulfonyl, sulfamoyt, N-lower-alkylsulfamoyl or N,N-di-lower alkylsul-
' ' famoyl; or a heterocyclic aromatic radical selected from thienyl, indolyl, pyridyl and furyl, or a said
heterocyclic radical monosubstituted by lower ‘alkyl, lower alkoxy, cyano or halo; or a pharmacsutically

acceptable sait thereof,

..55 3. Use according to claim 2 of a compound of formula 1, wherein R represents hydrogen; and W, R, Ho;
Rz as well as R, and Rz combined have meaning as given in claim 2.
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gnesr um st ear at e ik B g

Procedure: 40 Al the powders are passed through a screen vmth openi ngs Of

0.6 mMm Then the drug substance is placed in a suitable nm xer
first wwth the nagnesium stearate, then with the |actose and starch untrl

homogeneous. No. 2 hard gel atin cepsgsessmse fill ed W t mﬂmn ‘mﬁ‘

m xture each, using a capsule filling nmachine. ‘

capsul es jarg nwgr%gr)pt%(focont ai n| ng one of the ot her corrpotrnd% di s ofed” and
exenpl ified hereln o) 10 M of 2N sul furic aci d are added
to a solution of 2.60 g (10 rrrmle 4-[ al pha- (3-pyridyl)-1-

i m dazol yl net hyl ] -benzonitrile, .tie conmpound of exanple 5e), in 100 m of
ethanod, while stirring and cool/r Gythe solution in an ice bath,

i nmedi at el y crystals precipit }& A{Re?"*r | tration, weBhing with ethanol
and drying under high vacuym .

4-[ al pha-(3-pyridyl)-1- |mdazol yl met h¥I ] - benzonrtrrle sul fate, mp.
238-[err], is obtained. 55 1 EP 0 236 940 B1 Clains Cains for the
foll oM ng Contracting States: BE CH, DE, FR GB, IT, LI, LU N., SE 1. Use

~of a conpouereiofR anddofindepandentty rdprdsEiriarddag Le ndent |
represent [§¥890gens and tbastwer wish Icydnbméarrw.ﬂuga oWZr?rk@P ﬁignd H" %@ i ad’
carbon at ofgPhilEns efetahedro-ndptithalene riag; nre,drewaegaatstﬁggm nﬁe pg;re dro 9 H’ t hey
are att ach@lV's Byshakonhsm. ieet-one akyl, Coti-glipaky-d balsig
) Lr/r r] " nde éﬁﬂ'é‘?‘ﬂeijepfeé?ﬂ‘ yerraikyldgol, ogyaomo- dr@rwyr-rcadekéﬂtyndeﬁ Q%{\Paﬁd b;ne
yl -1 owner e)br ‘SESa'gfltd?\RE P alldyieean ylbwer catkyl-subsiitused- St@IyRY craink ){1 ylene or o

[&rr]-cycl %]stfe B2 lalkylerloo weforra witly litie @#boh @] arRibal

cg%br ned r aﬁjngaa ading F‘d tf"ie‘éié’ﬁé’enzmmed 5r6- chir -Zangmhbeleawel; @ fo Jef&é%nﬁ
[err]zand {n% td Z?'\ﬂ e"s@ﬁ@vl[terW]regeaearsghmldmm ﬁ(ﬂbﬁ)dr anRey-
| ower al KykrigSp y ° vy ht chai n al kyl ene or ortho- pheny ene
bri dged- C2wih u&r.r,art

ef'"'t%wzgi’g s PRenWHVhich jstinpupstititechortshisstin@d b Bneadrom
at-t ached th@&@ﬁ.@o,@.ogprm@ag% t |°f ?feﬁkP + SYRY i lpwer atiaroyiotye megod/ Lised 5-
h

substi t ut edkopy C)G'ﬂ@Orchalo,2a5heterocyélM/(aroﬁlleltlfé'i'ﬁdréa\Ll a ?d?w' 'pespakyldeney |

1 over al koxspid hejatropoly aromatersdiad KRR Y Aobencad QUL Pyridyl and furyt; or
al koycar H‘Gzl | oxy, N, N-di-lower alkylcar f)ua)mg'%/ox " d P’O‘lowgrn"f"r%y °KRP &

tri fl or orfet Y1 Wity dcsbowsaiovtioss obewet b@HéQW@QQ&HSMutEJ)Q BBV

pyridyl, thi rRfllowel Allah lgMer ekoxy Linaol <)r tifDEothl] 1H@KNE oy one
al kanoyl oi? nyI r aI koxycar bonyl 3-pht hal i doxycar%gonyl ' car bamgflrfdylci\l-l owe

al ky arb ; Rfted ap Oigegr %ﬂ"téyllue&rmw;uhmgireatﬁtfna&;lniganoyl aroyl , Iovver
al ky sulfony a""‘ac‘r”f'%?r%g‘ﬂcemﬁersa\r%rer%qfkyr sul famoyl and 30 NN- di - | ower

. Blkylsufa hth whi ch i:s. unsubstituted or substituted by
T ower al kyk g;rry undslaccor 'mgﬁp 'rlfo (97‘“‘1'?3!} vherein Re@ecRoepresenChyalogdbi 1 akdadi cal

6- .or. 7- mﬁ\ﬂdﬁ&lke;@c SrbdAg; m r,. HE OY OX it 2'8’ halo :Eaftug_rorzetnyl qayano, carboxy,
1,3, B-triakacdypky- BWer?arrjagrcar & Oht %d Iar':,e °'§l, of fh’ﬁ"d‘d‘?&f)‘f xycatbo(yl,, IBwet Or
‘1— 3,4)-tr Harzetolaydncaﬁramaﬂpm,ér(i,)(( no§p é‘}r 'I alkylgagpangewk| N.Widk hi n
‘the above NU{i-iowdr iatbysultiredyr; QS@I’H.n%p m{, st,u or !

l

g wer fliedpuliamoy! and

en

. | ect ed. t e"éi?fﬂc‘"ied h the enzenesiag tb Wimsh clic
' .Zsorertcwt |GC Eﬁlﬁﬂ&&tﬁ%}é hthdlen P $ s V%fag fg\ymenfalhkqmgen ﬂmweark;grﬁiy,
. cyano or . hﬂb@nbrrﬁﬂdalsal’r sew L 'r 'e 'fyf"i'ﬂ‘?_ PiofreryHewer alsgiders; Beawioy |

- whi:ch-i s crbutgbid, ltliﬂ ®fin tﬁé‘ § dn her grtho-phenyjeng {isigent-C4-Gumaighat] kyl ,

- -t ower- al k&xp; oh@emesred Fihd: |WQ6;§F§'sre 1'~|m a 0(6 quaﬁlﬂg/?Pt'ma"SQbenZ‘Bfusegr
" 4= pyri dyl igédazolh subglitutedibidion@ GikGiabny #8 F] lﬁp@r § 1trla%t3aﬁ)md“portb and
“ H efmrtrong ?pé rgp {
“i nel4di ngsubstiuadboriover ORE, lowask afoxp Na6iFRE R4S, 1 rXet yano: th%n I or¥ hereof,
for the neRiageuticaleacbpiablephinrthaeUt i cal  prepar at id 7o e ene
6. Compounds according tg claim 4 of the formula |, wher
. or lower alkyl; or R and Ro. located on adjacent carb
50 benzene ring to which they are attached form a
represents hydrogen; R, represents hydrogen, lower a
and Rz combined represent lower alkylidene or C,-C

ein R and Rp rndependently represent hydrogen
on atoms and together when combined with the
naphthalene .or tetrahydro-naphthalene ring;. Ry
ikyl, lower alkenyl, aryl, or aryl-lower alkyt; or R,
c-alkylene; W represents 1- -imidazolyl or 1-

55 alkanoyloxy, nitro, amino, halo, trifluoromethyl, cyano,

lower alkylcarbamoyl, N,N-di-lower alk
ylcarbamoyl, lower alkanoyl, benzoyl
famoyl, N-lower alkylsulfamoyl or N,N-di-lower alkylsulf - i the o a'kwsu"onyl oo

amoyl; or aryl within the above definitions al
represents a heterocyclic aromatic radical selscted from thienyl, indolyl, pyridyl and furyl, or a sasrg
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according to claim1l of a conpound of fornula I, wherein R and [err]
represent independently hydrogen or |ower alkyl; or

adj acent carbon atons and toget her when conbi ned wtﬁl“m“mr“mmmmg to
whi ch they are attached form agpausslsab@te. or tetrahyds o-mapht hal &ne* ri ng;
[err] represents hydrogen, |ower alkyl, aryl, aryl-lower alkyl or | ower

al kenyl; [err] represents hydrogen, | over 45 al kyl, aryl, aryl-I ower

al kyl , (|hetwe¢ycw Reital mapogybsiijpted; Py, joweraliesk 'OHFrkay‘Pﬁ% ¥R ool m@harerqeetwylly or
[err] an&cﬂeet?‘?'?saéfﬁﬁ’ﬁ'ie?fed repr esent_ | oner al kylidene or [err]-alkyl ene; and
W has neanin asg i ;. and aryl within the above definitions

r epr es&nt8mpga °%?'"gptﬁé'ﬁm‘“gﬂ}?é‘?rf"t"ﬁf'ed by one or two substituents. sel ected
from |l ower al kyl, |ower al koxy, hydr oxy, |ower al kanoyl oxy, nitro, am no,
hal o, trifluoronethyl lboxy,_ | ower al koxycar bonyl, car. barmyl ,

N- | ower al kyl car banﬁyi——}d }wer aI 4~azaembarmyl . (3D - | ower

al kanoyl , benzoyl ?#kyl surf’ on?i suI f amoyl , N- 1 ower - al kyl sul fam)yl
or N N—di -l ower al kyl'sul - fanoyl; or a heterocyclic aromatic radical

sel ect ed yh&@M A, NidpRYdnts W@%sz{lﬂrz' ié}ér'iakéﬂhé' hyafagenl Wikl alky® ! ohdny® Rty ehigesycl i ¢
radi cal RBRESHHISE tebiabedtd PA¥nl SVIRhzyB ekl monbsBEltutedl dk QheY pheyy ARPLYOdyartbloRer OF a
phar mac e Wi Ciavdr Yaikay: BiEof lidves @kanoyidX eI tRAdoyloxy Dhitro, Balo, URoraG 6N, dbweg alkddow ai m 2
of a conpenibd, 1G¥er BIRVISING, tarbakd@) 1@ mBnd-&@ IN;N-diicNet aB&aibsméyy, duagen, N-atrd- W R,
[erid, RN Nagi-ovel bikyassiidm@yll ¢r RAhshd[Rer combiedrivpraemit logatieer loamdikytiens beizyligonel N
¢lai m 2. or @phenyiméiRyiiBerd 3@ FOUANdBL' cbmbigahpprassdistogethet e Cd oiraightl chain alkyiéRE] R:10
wher ei n Rpeasehtf ydopen an tbepreaice and pharmegautieiyraccepialiiesgitsthesof- | ower al kyl; or R
ahd’ [err] | ocated on adjacent -carbon atons and together when conbi ned with
t he behz &rmpeundgyaceeyding iocteim [esf ther tarmuat lh wherein Ro'r rAPraseAta fvreasN cire ragfesents

t et Pahyd r*‘bdf?ﬁva?W?&IaBYiePW'Mgbe“{Yé P phepyb s é’s e’ﬁ?’gseﬁ‘ﬁ d’P’ﬂ?@b?‘i th' ¥Precsesibs

~ hydr ogen Stltptﬁw | |by TVBQ% rlower |alikyh, flowery y Qiy«y halo, nitro,

(l,rfﬂﬂ%{?"ﬂ iy Icmer I ! Yv%' 'Ikylls = on opres alky!
Lo e e e T S LA o or
oy C e aaicawae Sl

i ed al so represent [err] straight chain
y e@e’ §r¥\'7t&{ttl%dfor$r$uraal| r@‘r@ r@éeh A6 Rraﬂ r%gens
| Sitemy En el A ?ff T BT orC1ah gk 1o ,r'lsr@se h§ 3%? ;
atom at t SRk B e L b Sy G L rﬁr.drcw RQFSE oo fused

5-, 6- o ydrodeR @pﬁﬁﬁqw&l'aﬁﬂe 4- Sfpgﬁfo@%ﬁﬁbﬁrﬂécedtrﬁllgQgc@rlatydle salts
1, 3004) trlazol yl or 3-pyridyl; or Wrepresents 1-im dazolyl, 1 (1, 2 4 or

1, 3, 4) 10. Zmpounds dct@&RY i lclaldt 4 S-tRyerdlin substituted by | ower al kyl ; and aryl

vvithi n the above definitions represents phenyl which is unsubstituted or

substituted by one or two substituents selected fromlower alkyl, l.ower

al koxy, hydroxy, |owei—ai anoyl oxy. "aryl o | ower al klsxycar bonyl oxy,
% ﬁ% hal o, s

N, Nsi - | ower . al kyl car hamoyf oxy,", ni &0, / antn | uor onet hyl, cyano,
car boxy, |ower al koxytarbonyl, 2(phenyf napht hyl , pyridyl, thienyl, indolyl
or=#furyl) -l ower al koxycarbony I 1 ower 25- al kan ony-I ower
al-koxycarBeay|Re’ Qprﬁfﬁd‘%ﬁ ?Vﬂwyﬁ%b@ﬁW' or PaFYBRERBAPY!: and- phasmEreutitally, PeaRiiPitnoy | |
N, N-di - SgRePeref-kyl car barmyl | ower al kanoyl, aroyl, |ower alkylsulfonyl,
sul & o3l kyl syl fanmoyl and N, N-di-Iower alkylsul famoyl:; 1- or
2- napﬁ%ﬁomﬁﬂm‘g%o R ﬁ‘sﬁ stituted or substituted by |ower alkyl, |ower
al koxy, cyano or haI 0; a heterocycll af,omati c radi cal selected from
thienyl, indolyl, pyridyl and furyl \ ) sai-d heterocyclic aromatic .
radigal which is. nonosulssEr ut efh by r=ewer al kyl, I ower al koxy, cyano or 30
hal o; and aroyl w't H‘lsrl—rlteﬁ 'def'r\nr )’ onsN epr esent SIBkénzoyl which is
unsubstituted or substit d by e of~two of |ower alkyl, |ower alkoxy,
hal o or trifluornmethyl; thienoyl, pyrroloyl or.2-, 3- or 4 pyridyl.car- -
. bonyl ; amadesiadi, 'oarbrSsedtesycgmbed réﬁ'esehﬁmdrogeﬁomeablklyl perlyD loxexChiky e, pigknylg 7
.- c.a-r=lsa)n atiows alky@®bio, phenydiiiial ppitdyl, trtedeiut iberggllt yr Rt cpEbaitl ghemd | phenytibvear @lfithio,
phenylthio or benzyl, each monosubstituted on the phenyl ring by cyano, lower alkyl, lower alkoxy,
hydroxy, lower alkanoyloxy, benzoyloxy, nitro, halo, trifluoromethyl, lower alkanoyl, benzoyl, lower
alkyisulfonyl, carbamoyl, N-mono- or..N,N-di-lower alkylcarbamoyl, sulfamoyl, N-mono- or N,N-di-lower
oo alkylsulfamoyl; or R" and Rz’ combined represent together lower alkylidene, benzylidene, diphenyi-
. 66 methylidene; or Ry’ and R2' combined represent together Cs-Cs straight chain alkylene; Rs represents
hydrogen or lower alkyl; and pharmaceutically acceptable salts thereof.
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5. Conpounds according to cl é.i M4 of the fornula I, wherein R and r]
represent hydrogen; or R and [err] | ocated on adj robon atons and
1 oget her when conbined with the benzene ring to V\hl\wﬂ \“\m‘sached

forma napht hal ene ring; [err] I B1 hydr ogen
hydrogen, |ower al kyl, aryl or EﬁBz%ﬁ%% | ower al on [&rr} ahd [err]

conbi ned represent |ower alkylidene or d| aryl-lomer al kyli dene; [err] and
[err] canmbbm@idng! SeordifPadand 4 [afd 1] oSths Adr@lih I\ vabiainar, K yb@BmtsOydrogen; Ry’

or t ho- pherspteesnes iymiogehe hwai2alkyll pgiidyRiog R’ rephasieiits dbrieyll oe ipBenyl @ach ansnbsuitdidy drhe
car bon at owmaatistictae on pHiweyl by oyano.0aver ekybdovai Alkpxppviroryaloves albanoziowf ke ditrg- , 6-
or 7- menbeiflexonrsthyl) jowdl alkanayp iberszeyit lgwet -alkytiuferwb lcgrbamogl, (Nmofo-Ar diN-di-lower alkyl-

, 3, 4¥%- t r i egrlepmpll, sulfampayt iNpeno- o5 N N-di-ipwer glspieytigmoy i sarrasentseltydiggen asigwer alkyky| ;
and aryl wfdrhpacayticatinsoertaiefspiisitirashs represent s phenyl or phenyl 45

substituted by | ower alkyl, ‘I'ower al kox drox hal o, trifluoronethyl or
cyano 1@ F%’P&ﬂ“"%ra‘: eRANG ch'"hh?cP fef?'ﬁ’é.’l?é%t‘fh F}; ’8&;?2%?;36‘!’?9%&%@P'???éﬁseof
|ndeﬁendeg‘gjl;‘% g ﬂy’d‘{ 6§‘$ a{ff "y ' : b? tg\é?%; PE¥ATed on
adj acent Bh" ?wé’r’rﬁ hEl °'\'A,ﬁ'e 3rmnﬁ ca W OrRe sé'ﬂf benzene
ring t01(§webﬁgbu cﬁeé(: &&lﬁg %t él% hl§dof [ Sl N’awnéraﬁlﬂ dcﬁ; repr sent hydrogen; Ry’
tetrahyds 1<y {;‘6 ol B hami B0 Hcopasl e rtr%rauesent s
hydr ggen, ovver , ower 7al keny i ary or ary -1"'ower al y or [err]
and R2 1@-,0@ghﬁbggdsra@&;%qgg,mh,q%[he%nlﬁmgvdene or [err]-alkyl ene; Wrepresents
\L;i m dazol yl 1- imdazolyl substituted by | ower alkyl; and aryl within
the above def|n|t|ons represents phenyl or phenyl substit ut ed by one or two
istituents sel ected RfﬂJr\om Iovver al kyI | ower al koxy, hydroxy, |ower 55
aI kanoyl oxy, nitro, amn PI’I w Tioconet hyl , cyano,_.car boxy, | ower
al koxycar bonyl, carbanoy], Er & Ky# 6§F%%m)yl l\f—dl - | owner
al kyl car banoyl , | ower al ano énzoyT Iomer'alkylsulfonyl, sul - fanoyl,

N- | ower al kyl sul fanoyl or N, N-d| - | ower al kyl sul famyl; or aryl within the
above . def whdrei @qsreaqegqgtsrrygr ogane it STopres98ts dweresns| loweraglyhphenyl. puiivk dengletrect ed
f r on#st hi ePgiRY: griidolegrpsents prerylar bapryl. P‘E’f‘)ﬂm“ﬁ stiyted p ghegppenyl "'EF”VG"VZB’G'%?IO Bl
het erocycF 3(': '?"é?ﬁr’"b‘a‘l" Wﬂ'ﬁfysf?ﬂgrt?"lamy@dy (G2 RREy NIt R t"f'f’?f%‘?‘hyé '9{"65( ka”& ano or

Wl o; and (? V‘s' Y'yca 8’(‘3 “h,'B?’@ °§5 '\{‘gbﬁ”ﬁr ?"‘é rba f“fg c¥or di ng
I Ricd ! e z

to claimb °tw R @RF@( oL T tléjh'é i) é{ﬂ‘lﬁogen

er r rep ?y#r;n or Fh t cambingd repr sent crget a| ghaln aljye E)enzyl
[ l represen en o Pow?rak I nd ar BUtICQ ac e tabl
[err] r prese " pen: 1“ eac ed on the phenyl

ring by, C)éangaun&soge@ﬁd.@d t%%lami o B HKJPQXXY wh xqrpexrx reéemw&dr@;m% B
benzoyl OXMyeryeJi "\@wer ﬂlfl benE)rl Hﬁ)r&’@ pyn P\Aﬁhz g dféé@lqy henACA 4ie¥ys, ehdAWer

al kyl sul f QR¥dsubsG@bd 3B nyl ﬂ}i‘moﬁa@f loWe ky o@\éﬁilky%rm(ﬂu%ﬁlgw fepébgnfsam)yl
N- nogo- Ohydldyen or lower DikyN-afld pHaRNMR6utiddIY MdcSpthticdsimythéred®r [err] and [err]

conbi ned represent together |ower alkylidene, benzylidene or

di phenyirmebdiyduhabesesrdioy tof &4 ] 15001 dnd BFidiz COowRIEIEH, ' ragg IRg'Sreprbsehiogaiober Rp'er I ]
. St ai ght - epeaisentse-pyithyd rpesyaridBeriz g jor @ Sy@Ndpberlyly idaemacautidatiyverepgdole\shits (.
pharmaceutically acceptable salts thereof. 8. Conmpounds according to claim-
7 of 40t H8. Compryhds ot the favhelx ¥in [err] represents hydrogen; [err] represents 20
hydr ogen, |ower alkyl, pyridyl, benzyl or phenyl; or [err] represents
benzyl or phenyl, each np‘hogub- ati t uted on phenyl by cyano, |ower alkyl,

| ower al koxy, hydroxy, Fower* oxy —§&No, nitro, (Wi fl uoronet hyl,
I ower al kanoyl , benzow,? TOwer 2kyl sar'fonyl, car barmyl N- nono- or
N, N-&i - | ower aI kyI - carbamoyl, sul famoyl, N rmno- or N-d| - | ower

it A6 Nring @réyﬁ J .&we
T oveg, al kigrox) R alkaﬂ V. benfNion; ﬂmd)Mﬁﬂu%JnemﬁHoI,&fan nJyﬁ%#z%ﬁntoaerp henyl
or benzyl gxfAafishylTeROseRS lntoH& el mna.mnmkyndamaﬁm@wamhﬁ 1®mohdd WE R, NaHI-loRY »
| ower al Kkykyl€ittarhdyi; b BOLTRY ByrhbineBIepisdprt @p@IRbrSovy dik@iges, Sz @508 br @pHEM)I- at
-the 4- or nbthpasnet broRy; ariRh' Plaind@ eaptbsét Sgbthior GO Rirddht ehakalikyBnd Re fep@bents

hydrogen or lower alkyl; and pharmaceutically acceptable salts thereof.

al kyl sul fam)é{ n (J-,:sgrRs Rt S h'ydrrgsgr%s hy rogeé) \ﬁﬁver %Lénylalnwer%m {hIO tII cally
bl
.aC?ren[J)][ a %hen\;%éﬁh'i %frgesjh% "thi é{ ﬁz CrQJr rrl{ £ n lo N 37 996!‘1

65 . S : .
19. Compounds according to claims 4 and 18 of the formula Vi, wherein R:' represents hydrogen; Ry’
represents hydrogen, lower. alkyl, pyridyl; or Rz' represents benzyl or phenyl each unsubstituted or
monosubstituted on phenyl by cyano, lower alkyl, lower alkoxy, hydroxy, lower alkanoyloxy, halo, nitro,
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30 10. Conmpounds according to claim4 of the fornula |11 [ERR] wher ei n
[err] represents 3-pyridyl, p-=cyanobenzyl or p-cya

pharmaceutically acceptable salts thereof. 40 11. Co rmul a
IV [ERR] wherein [err] repr ese@,t,gzgygg(pﬁ [err] re@ ‘g m “nm“

| ower al kyl, phenyl, lower alkylthio eny - *
phenyl thio, pyridyl, thienyl or benzyl; or [err] represents phenyl

phenyl - | om@fongethgly lotvix dkandgyh @enzbil,novaer elkyrémmybarbmthmﬁ@wh;u-cii-toutaMyen t he
phenyl r caganioyl, suyfamuy], N-roaver ora, Keyitiower alvygsulfamdgio Ry repleyahtschysirogdnaniwer akyl;

al kanoyl mdypharbemmwlmyqptametsalts thefeat. 0, trifluoronethyl, |ower al kanoyl,
benzoyl, | ower al kyl sul fonyl, carbanoyl, N-nono- or N, N-di-I|ower

al kyl Rar Bempeynds agedrdingrigydiaim Wrﬂﬁﬁ@-fOW'aN"Mhhfe'ﬂ Bileand &% kgdresentfradrogen; Rdr [err]
and [ er r [ePeeatisi iyegoanelpwes sikyit bon Qé’t‘?ﬁ’e‘r o HRef-Puiii rifd eprIesepiR AepY!ior evay!

di pheny| eacgsubstituted i pRony! e pno. filo, iguer lkoxy, dpwepdll ordflypPREY!: hehegeageu-

t oget her"‘["‘@r"r”]’ep&b]’aéf“ﬁjﬁ?e’@hal n al kyl ene R3 represents hydr ogen or | ower

al kyl ; macey call. ccept alts t ounds
socth R Bl ST ORA Bt iR Bt BN
hydr ogen; ej: rr reprp eyrit n,P 78 WB Yl I%c] FPAsAY 2gPP

represen{s enzyl or phenyl, each unsubstltuted or nnnosubstltuted on

pheansz CQMB&'JQGI cﬂl Qi @k y4'-(alptla9&$rropﬁl1-mé¥o| Imé {;I%zon#{r rste@og Qxy.,

hal g, Ni kffire dt SlefebistM e MRar ora]:)ﬁé Lh?@&% tabld & £ ?ﬁgjl sul fonyl,

car banoyl, N-nono- or N, N-dr - | ower aI kyl - car barmyl sul f amoyl ,

W/mones. AlcoMbdindlbt-dighiv@ heiad KydightE 5 A@n! 1 imd&lolyinethPbASHRNIS akoRERE PB | Ovier

al kyl'; aRftuphakRRoigdrCIBded, 0B 6 prRprhaBltiall§ abdoptaliid 1 @Rfeof. 13. Conpounds

ae»eordr ng to claim112 of the formula 1V, wherein [err] represents hydrogen;

[ erz] 2depresenng dictiimo gewing | ©lakhia-(dcyapbphedyni2yidazoplvethyil-benaunit@e, oora ghapyri dyl ;

or [ err] meespiicelyeacteptapla @aiytherenf. benzyl , each 10 nonosubsti tuted on phenyl

by cyano, hal o, |ower al koky, |lower alkyl or trifluoronmethyl; [err] .

repr eSnfisco Wé@e alaigy 4 |being 4-(phryppnzyt1-imidezolylmegyi)-Gengerifiile.i sferegispgher or ,a

phar rrace[]‘txf"t&aﬂflsvfea'é‘é@&t%?‘% osapragchnrér:%ﬁcceatab'e ‘i feteahds according to claim

12 B8f the fornula |V, wherein [err] and err] represent hydrogen; [err]

epre nf‘§°'§9°b' PIRAM 4 being, 2 HspanepRnyls-( midszanpirapyar 2 pﬁ‘i‘fﬂﬁ?H‘&F'Hﬁ?&@iﬁfl cally

a€cept abPRle B Mot her eof .~ 15 15. Conpounds accor di ng to claim4 of the

fornulg 128 " ) ! Lerrl L epresents
of claim bein alpha-{4-cyanophen I) triaz yil*benzonit .

hyd&ogenphiygfg t'F;"eQ&g gdgisa“m;i é R 1 Bﬁé'm}’r ‘5 f 5{11 Fhl enyl

represents phenyl or benzyl each

MDNOS Uf3s el , isi | XY,
ydr o E[ﬁ*&iﬂgﬂﬁ;ﬁﬁrm ) BNy R r Ly AR
al kanoyl, benzoyl, | ower al kyl sul fonyl, carbanoyl, N-nono-or N, N d| - | owner

al ksl car ha;rmydund s¢¢brﬁ.a§rtby4ny ohb Bfns 027 B Mo i a owMeS forth& Wbapduficindthent 41 [err]
and [ err lheaambionednan@pdyesent t oget her | ower al kylidene, benzylidene or

di phenyl net hyl i dene; or [err] and [err] .conbi ned represent together [err]
Sk ai gt Tishese rof a kdnydoanvicgecdrding fo a8 one of claigpraezydnmttse ingrafacigerof @ phdrroavedticall Kyl ;
and phar reealed tathe Feaeeegitcatsitiensyadppsive teintdlaitors of om@orpdiitds according to
clat?'m 15 of the formula V, wherein [err] represents hydrogen; R2

r epr estnPLCasy (A GYarRnuipeive pf 1ae ReyIPoUTSE 8T P forpie hgocording toF:lainy A, Qtsyssrthw or
R2' repré‘%‘@‘rﬁ%‘p gny I or benzyl each nonosubstituted on hen by cyano,
hal o, | owe? '9| ©8% rug“ Srejp W roprgspsi GHfRiERpl, orRaiaze b?aegeﬁroga'es

hydr ogen oTPTIBURE Y ST ANy 3?]‘89 R P sereaeutd A e M nt abl e salts thereof. 17.
Corrpounds \ﬁclgorgjﬂg to cI aim15 of the formula V. wherein [err] and’'[err]
represent hydroge represents 3-pyridyl, p-cyanobenzyl or

p- cyanopheglen @i @é&ﬁé%ﬁﬁ%r‘y%' L a3 SN Bk iy SRk B TG ey G an b
Conpounds &etegtmetr\aﬁm%@eovlwrth a reactn:;aejgjmed d:?rvat?v;“:)f a com;fsundsofo the fta):'i:r!:ula rVTI?
50

VRN

» k;—CEN (VIID)
55 ’ ﬂ@'_y -, o . :
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-'5-[:'E-"*"-‘4’5*--'~\-/me'r-‘e"i'-ri""['é"r"r] ‘represents hydr ogen T’epres‘"ent’s hydroge ; "'1"ower L
al kyl, phenyl, lower alkylthio, phenyl- |ower alkylthlo phenylthlo
pyridyl, thienyl, benzyl; or R2' represents phenyl, phenyl=Tower atkytthio,
phenyl thio or benzyl, each nonosubstituted on the phen

| ower al kyl, |ower al koxy, 50 gp &¥sh et | ower al kan Ilm ﬂ"m}m y,
nitro, halo, trifluoronethyl, |ower alkanoyl; benzoyl, *omer su

car banoyl, N-nmono- or N, N-di "lover al kyl car. bam)yl sul famoyl, N nono-

N, N- di - | owerwherkik W, BaiIRi anvioRel aveomedhieg pe defimed He@inrigr ftumwbl ned represent toget her
| ower al kyl ibideresontperndy | wheeineWo repwdieqnise Prpyridyinentipnally gebstiuted by[ lawer] alirth dPef err ]
conbi ned r efpplegsssing e eerercHest of fhefderpula 4 ai ght chai n al kyl ene; [err] represents
hydrogen or |ower alkyl;, and pharmaceutically acceptable salts thereof. 55
19. Conpounds according to clBins 4 and 18 of the fornmula VI, wherein [err]
represents hydrogen; [err] f\esents hydr ogen, |ower alkyl, pyridyl; or
[err] represents benzyl —e=th unsubstituted or (”rl)@osubstltut ed on
phenyl by cyano, |ower al ,’=t r al koxy, hydroxy, |ower al kanoyl oxy,

hal o, nitro, 23 EFE“"O 6 940 B® trifluoronethyl, |ower alkanoyl,

benzoyl | ower al kyl sul fopyl, carbanpoyl, N-nono- or N, N-di-I|ower alkyl-

car bam)yl sul fanoyl, N-nono- or N, N-di-lower alkylsulfanmoyl; [err]

represents Rydeaogn reareée&wpya&ykwbuonapdsueaﬂﬁaaas,e Wb k1Y XaeE8RhBDaRgsal t S
thereof. 5 dlsratfyOdiRe) RCRd RE G Mahiflg bdddrhadl HitehGoombiiRdd @ fidibia 1 Ma,r,\Wagr ei n
[errlisand [ ekdading &RieRBE Rbreih Yorl FoR QRN ardar rbduir PRSI Rsdiing pREENf ibrdwex al kyl
benzyl, phenyl, or 3- or 4-pyridyl; or [err] represents phenyl or benzyl
each substituted on phenyl by gyano, hal o, |ower al koxy, |ower alkyl or

t hf | uoronet hyl ; and pharnace tlcally acceptabl e salts thereof. 10 21.
Conmpounds according to cl ai 19 Nof_¢he fornula VI, wherei(m)[err] and [err]
repregent hydrogen; [err] £@%ﬁts -3- or 4- pyrldyl, p- cyanobenzyl or

p- cyanophenyl ; and pham utical 'y acceptable salts thereof. 22. A
conpound of claim4 being

4- (al pha-isopropyl -1-imd onInethyI) benzonitrile, a stereoisoner ‘or a 15

m xture of stereoiso rgtg? he eof a ar pt}o%gsr;%?ge%wl cally acceptable salt

t her €df . 23, W'%as ﬁ’? e .

2{ al pha- (3-PFTYY 3”5“?9' '85%" 1t'§ﬂsr?e°f"l’1'§/’cf BB 1 e, a stereoisoner or a
m xture of stereoisoners ther or a phar maceutical ly acceptable salt
thereof. 20 24. A conpound ef cI ai m4 being

4-[ al gha- (4- cyanophenyl) 1 &b =N met hyl ] -benzonitril@&I)or a phar-
eo

maceutl cally acceptabl ¢ 25. A corrpound of claim4 being
4- (al pha-benzyl -1-im daz Irret hyb) - benzom trile, a stereoi soner or a
m xture of stereoisoners thereof or a pharmaceutically acceptable salt
t hereof . 25 (@ding somPead viickmak | G/h@éirﬁYRAarhﬂiz Ré¢bresent hydrogen)
2- (4-syanopheaigin) R,2Ro( dndi i rdez dbaning - dsnibiiied, hetsin @r Rivamargoetita eadtivy iacioet -
‘abl e salt t hiereathe.of & fadicd\ Re @nPo (R dr B not tepiiesanting Hyesogey). so as to obtain a compound of

4\Lal pha- (4-tgyaind pheseiy ply dne(cf Ry 2ndIR4 reprasepts i Jreastilny similsly veeslendingi 4 @mpenda 30
phar maceut i caldrpulat eeprtditderi rwadtivrefuneiipnal d@ivatish gt areadislt i cl FzgRe paliatdt ons
conpri si ng deRssApHa fudregeploe dibiRg & eeagyndonidorpla d (wherpig naithor7Ry pgjdeiapresgiieh a
phar M8ceut i d¥PP E%P“a%’c"@ PAEATII0E coqippynd of the dormuia XI withaypstyprRifunclionst derivaver b Rany
one of cl al gﬁd eronting "'%Ftﬁ’dﬁﬁ“ pllofeng.ower gllog sphstifvtpdt Cy-FrosliamBihains ~ t he
ani mal" or 'ﬁ" ﬁ 'p'?:.eﬁy'e“ﬂj?gdgﬁg Gt Siaigny r?B%'h AL D PEPAG £B e W b
cl ai s 427 huf aci h tical preparation for the
treat gent of )g%lﬁ @syyrag% SisT 0”" g%eﬁ%%%?{grs of aromatase activity. 40
31. Process for the manuf act e of the conpounds of the formula |I according

“to claim4, or salts thereofl .
7 N\

. ‘*—Rs © {X11)
1 L]
V_{/ \Ro

. wherein W, R, Ry, R and Rz have meaning as defined above and Rs represents a group or radical
55 that can be converted to the cyano group;

andlor converting a compound of formula | into another compound of formula 1; and/or converting a

free compound into a salt, and/or_converting a salt into a free compound or inte another salt; and/or

separating a mixture of isomers. or racemates into the single isomers or racemates and/or resolving

“ N
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whi ch conprises a) for conpounds of forrmula | wherein W represents
1-imidazolyl or 1-triazolyl each optionally substi tutJ—‘Ld by lower al kyl
condensi ng a conpound of the fornmula VII 45 W-H Lﬁljwherei n W

represents 1-inidazolyl or 1-tgpezgéytoBach opti onal |y mmu}MFMHnluomr

alkyl, or an N- protected derivative thereof, with ar
derivative of a conpound of the formula VII I, 50 [ERR] 24 'EP"0 236" 940
Bl vvherei 7 rEeempla iniq the priicy! spmgrshave neani ng as defined herein for fornula 1;
b) for _conpounds wherein Wrepresents 3-pyridyl optionally substltut ed by

| ower 3l & f°°esdea°°%%'fgoge?‘f’é{f‘ i °’a‘“‘i: e of 2 P?i'é°°’f"15’r ?ﬁ}Feaf°f"X”"’5 E'EF&Q] ,

wher ei n e da9ns P gg‘t ﬂﬁgk{ %q 1( %P?&l, X
rep? esen‘f’@mh °8§8'ﬂp"s?)sr9§’f' Y "d?:r Bt FPURRAGOTEN° H"ﬁv% '2&hi ng as defined
herein for conpounds of fo rrula | and [err] has 15 meani ng as
defined herein for fornmul and if required reacting the resulting
product of formJIaX[E 2%._(:51; with a reactive @ﬁ)ivative of the
radj,cal R2 using pre%ﬁg ): | ow; c¢) condensing under basic conditions a
corrpound of the fornu XI R] (being a conmpound of forrmula | wherein
[err] and [err] represent hydrogen) 35 . wherein R [err] and-in have
meani Ng w pkRblobgagbniv@s.ein for fornmula I, wth a reactive functional
derivative of a radical [err] or [err] ([err] or [err] not representing

hy dis 0ga.NA prosess ascotdingab tiaimn32aiorcibérpantifegtiuas of f4efaiphal (dcilanaphaty il finidazblyimethyg]- of

[err] awedzdnivite.] represents hydrogen; or simlarly condensing a conpound of
formula | so obtained with a reactive functional derivative of a radical

[ err] 3&rA[peacess Fepading tooglaif e¥2rfpr the tmanefpetwe oh tHalnda-tyolanogeeny)-+-@.2dtaadlyl):- a
chapoundmeihyiFagpaepitie- | wherein neither [err] nor [err] represents 40
hyd®ogen; or condensing a conmpound of the fornula XI with a reactive

bi f und¥3"BR i Retolienpy 9%"“(91"“’[% 7S oAt BR2SR onbi ned representing [err]

traight_alk i tut ed traight ch | kyl
1. 2° pRerPiERLeE it BgRE e p YOS AR ol kyl ene Lo obtain &

corfespondi ng com pound of _forrrul a l; d) converting [err] to cyano in a
compound of the fornula XII, - [ ERR] V\/nereln W R [err] and [err] have
@anl ng as defined above andﬁ x ]gents a group radi cal 55 t hat
¢an be converted to the cympy ar nd/ or COnverfl ng a conpound of

formul'a | into another com und o 0f ormula |; and/or converting a free
congound into a salt, and/ §r converting a salt into a free conpound or into
anot her salt; and/or separBting a m xture of isonmers or racenates into the
single isomers or racemates and/or resolving 25 EP 0 236 940 B1

wherein R and Rp independently represent hydrogen or lower alkyl; or R and Ro located on adjacent

carbon atoms and together when combined with the benzene ring to which they are attached form a

35 naphthalene or tetrahydro-naphthalene ring; R: represents hydrogen; Rz represents hydrogen, fower
alkyl, lower alkenyl, aryl, aryl-lower alkyl, Cs-Cs-cycioalkyl, or C3-Cs-cycloalkyl-lower alkyl; or Ry and
Rz combined represent lower alkylidene, or mono- or di-aryl-lower alkylidene; Ry and Rz combined also

\&f represent Cq-Cg-straight chain alkylene, lower alkyl-substituted straight chain alkylene or ortho-
phenylene bridged-C2-Ca-straight chain atkylene, to form with the carbon atom attached thereto a
40 corresponding optionally substituted or benzo-fused 5-, 6- or 7-membered ring; W represents 1-

imidazolyl, 1-(1,2,4 or 1,3,4)-triazolyl or 3-pyridyl; or W represents 1-imidazolyl, 1-(1,2,4 or 1,3,4)-

triazolyl or 3-pyridyt substituted by lower alkyl;

and aryl within the above definitions represents phenyl which is unsubstituted or substituted by oneg or

two substituents selected from lower alkyl, lower alkoxy, hydroxy, lower alkanoyloxy, aroyloxy, lower
45 alkoxycarbonyloxy, N,N-di-lower alkylcarbamoyloxy, nitro, amino, halo, trifluoromethyl, cyano, carboxy,

lower alkoxycarbonyi, (phenyi, naphthyl, pyridyl, thienyl, indolyl or furyl)-lower alkoxycarbonyl, lower

alkanoyloxy-lower alkoxycarbonyl, 3-phthalidoxycarbonyl, carbamoyl, N-lower alkylcarbamoyl, N,N-di-

lower alkylcarbamoy!, lower alkanoyl, aroyl, lower alkylsulfonyl, sulfamoyl, N-lower alkylsulfamoy! and

N,N-di-lower alkylsulfamoyl; 1- or 2-naphthyl which is unsubstituted or substituted by lower alkyl, lower
50 alkoxy, cyano or halo; a heterocyclic aromatic radical selected from thienyl, indolyl, pyridy!l and fury!; or

a said heterocyclic aromatic radical which is monosubstituted by lower alkyl, lower alkoxy, cyano or

halo; :

and aroyl within the above definitions represents benzoy: which is unsubstituted or substituted by one

ar two of lower alkyl, !ower alkoxy, halo or triffuormethyl; thienoyl, pyrroloyl or 2-, 3- or 4-pyr|dylcar-
65 bonyl;

and radicals designated as "lower" contain up to and including 7 carbon atoms

or a pharmaceutically acceptable. salt thereof, which comprises
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a racemate into the optical isomers. 32. A process according to claim3l
for the manufacture of a conpound of the fornmula I sents
hydrogen; R2 represents 4-cyanophenyl; W R and [ermmgugmmjﬂgeﬂw _
defined in said 5 claim \Mgpcmzmr gises condensifig ainoer nbasi c*
conditions a conpound of the fornula XI [ERR] with p-fl uorobenzonltrl le. 15
33. A process according to claim32 for the manufacture; of.

4- [ al pha- ( 4acipaneyprdeentds| of fdmula it whaep| Y| reeredeyts | 1-imideselyb pi Hrtaroerl e@d. opfiengiyocess
accor di ng t eubsftepdyIover glkyltchrilensinguaf campeyng ofdie formula Vil

4-[ al pha- (4- Céanophenyl) 1-(1,2,4-triazolyl)- methyl]- benzonitrile.” 20

Claims for Y& fdYPowi ng Contractlng States AT ES, GR 1. Process for the
manuffacture of a

e PldaEaL i ‘HTZP Yoty Sl SRS B S g N
LR Rop % %ed" ie lgr ﬁc@g@ R O 'Sﬁ‘gﬁ% °d°f &2@?%8? el Lk

with the benzene ring to V\/nl ch they are attached forma 35. napht hal ene
or tefrahydro-naphthal ene rifg; [err] represents hydrogen R2 represents
hydr ogen, |ower al kyl, Iowe« a&ke aryl, aryl -1l ower (2 ,
[err]-cycl oal kyl, or [er F%tlr -I ovver al kyl; or [ Yand R2 conbi ned
represent | ower aI kyljodere; DNo- -aryl-lower alkylidene; [err] and
[err] combined al so repr sent [err] stral ght chai n al kyl ene, | ower
al kyl;s substituted strai ght chain al kyl ene or ortho- phenyl ene
bridged-[err]-straight chain alkylene, to formw th the carbon atom
{att ached t hehaéimRaR48s and R, Giaenesaiioy i detined pérbio R formyulsiibst i t ut ed or
benzo- f usedbbfor dompands/ wheeity W exdpresenty ; 3-Mitidyl eqptiersiyn bubstituted iy deveo| ajidyl, de-
151, 2, 4 or hdog@nafidg 2 eammeiid\pf the forr@udaiir i dyl ; or Wrepresents 1-im dazolyl,
1-(122,4 or 1,3,4)- triazolyl or 3-pyridyl substituted by |ower alkyl; and
aryl within the above defi ni tions represents phenyl which is unsubstituted
or substituted by one or tvvo bstituents selected fromlower alkyl, Iovve-r
al koxy, hydroxy, |ower al a yI y-e=par oyl oxy, |lower 45 (1x)
al koxycar bonyl oxy, NN-di - kyl car banoyl oxy, nitro, am no, halo,
trif I%oromet hyl , cyand’ T rboxy ower al koxycarbonyl, (phenyl, naphthyl,
g}r/-_;ri dyl, thi enyI i ndol ylfor furyl)-Iower al koxycarbonyl, | ower

“kanoyl oxy- | ovver al koxycar bonyl, 3-phthalidoxycarbonyl, carbanmoyl, N-Iower

al kyl car bangyl " e@[ r[tso‘é’% m@[ K%Bﬁaﬂ{ RasENed dyOlRE éhly'ﬁa)@%(d eﬂé%ﬁk | ower
al kylsul fonwef;?';‘s IohGHTY b i’wvﬁtan K/ bl (RRIMYbr B Hou st RGO VG R, ot ~

al kyl sul f amayhninghs dgrned?némprerfbmtma\rrun@hréqﬁrvéara@aun@tmetrwu&ﬂg Sbdutd frhdiaiked by
| ower al kyl, |ower so al koxy, cyano :or halo; a heterocyclic aromatic

radi cal selected fromthienyl ,gindolyl, pyridyl and furyl; or a said
het erocyclic aromatic radical ﬁ/»hl ch is nonosubstituted by |ower alkyl,
| owems al koxy, cyano or hal o; /an&.a.r:&\ql wi thin the above q&/l nitions

represents benzoy; which i nststituted or substituted one or two of
| ower al kyl, |ower al ke¥y¢"halo ofgtrifluormethyl; thienoyl, pyrroloyl or
Zkr - or 4-pyridylcar- 5 bonyl; and radicals designated as "l ower"

contain up to and including 7 carbon atons; or a pharmaceutically
acceftabl e salt thereof, which co r| ses 26 EP 0 236 940 Bl a) for
conpounds of"""f fﬁ‘iﬁ' 5, defiva ?fgleriaCW’" 'r“%gr@iﬁssc)feP dazolyl or 1 -triazolyl
each opti on8 Y Eﬂ'ﬁs‘t”f’?' PRLLOBYIPR AEPMR el gRYRA%i ng a conpound of the
formula VI W-H (VII) 5 wherein W represents 1-i m dazol yl or
1-triazolyl each optionally srfbstltut ed by lower alkyl, or an N

7 N\

*—C=N (X1)
w—cnz)( =.>\R

(o]

50
{being a compound of formula | whersin Ry and Rz represent hydrogen) :
wherein R, Ro and W have meaning as defined herein for formula [, with a reactive -functional
derivative of a radical Ry or Ry {R1 or Rz not representing hydrogen), so as to obtain a compound of
formula | whersin only one of Ry and R; represents hydrogen; or similarly condensing a compound
55 of formuia | so obtained with a reactive functional derivative of a radical Ry or Rz (R or Rz not -
representing hydrogen) to obtain a compound of formula | wherein neither Ry nor R, represents
hydrogen; or condensing a compound of the formula Xi with a reactive bifunctional derivative of R,
and Ry combined representing Ca-Cs straight alkylene, lower alkyl substituted Cs4-Cg straight chain
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protected derivative thereof, with a reactive esterified derivative of a
conpound of the formula VIIl, [[ERR] 15 wherein R _[errMﬂlﬂuﬂm ” m”

meani ng as defined herein for formula I; b) for conpou I, II ﬂl
represents 3-pyridyl optional Igsos%s#,,btaqt ed by l.ower alkyl¢ de- s

hal ogenating a conpound of the fo a I X 20 [ERR] wherein W represents
3-pyridyl optionally substituted by |ower alkyl, X represents hal ogen, 30
pr ef er abl wikytdnk ar a,2-fReeytede-BaigbhOLC.TRARhNchain Salldiehd fbecbidire k ebmespating @apounds  of
formul a | pamdoffemula thas nmeani ng as defined herein for fornula I; and if
requi red deoveiting R¢ teeeyanednud tampgundrobthe &rmugd XIE ornul a X [ERR] 40 with a
reactive derivative of the radical R2 using process c) below, c¢) condensing
uncer basic conditions a ¢ ound of the formula XI, [ERR] 50 (being a
conpound of formula I whe; \ [err] and [err] represent fiydr ogen) wherein
R, [err] and Whave ne pp s—txeflned herein for forﬁ’[ﬂla I, with a
reactive functional de arﬁ’ of a radlcal [err] or [err]. ([err] or [err]
not representing hy en),. so %s’ to obtadin a Corrpound of . farmula | wherein
onl' one of [err] and Rerr] represents hydrogen; or simlarly condensing a
conpound 55 of formula | .so obtained wi:th a reactive functronal

der i vat i vengfin v, kAR, Bland B fdvo %arrrgraehef(nwatrob 8 tGbrdsofiPh gl f@aarl ng
hydr ogen) t%&aﬁb&@dn%rﬁd?&ﬁ@@}d ormula I wherein mnelt err] nor [err]
r eps esent andiy Bﬂ%ﬁbawmpﬁﬁﬁadﬂbﬁhlﬂﬂl iftto GRGTIRP bMbold df RIEmdIO L BRU/GR coffverigtn @
reacti ve lpbd ¢onfpbinaiad a a1 baddk tonReritly d Kt Info DG IBApSLANHY IS EAndtiRPsakSaBhi NQ
{{err] str aépahatingad Mitumne jsomene@r radeniayds irallps bingleliserflers 61 radomiles andpintesoieg N 27
EP 0 236 @44temdte intoltyd eptienl isémeks.2- phenyl ene- bri dged-[err] strai ght chain
akkyl ene to obtain a corresponding com pound of fornmula I; d) converting
Rs 2¢ 02.c yPapwocdss agecordingplo Lateitn Jf fot the nhapptagire oiXi |compdaRiRof thiaderenula 1\WheRjn R{ er r |
and [err gprwame hyrsegannty t@erespatsi 4yanopkravie Wa fdenfi diorflave mpaningeastdsfingd gy saith or

r adi cal itvhich pompEses SARFeRINg (ndey basfrccopditignt? epmpaysd of e formula Xignd/ or
converting a conpound of fgrrula 'l into another conpound of .-formula I;

and/ or converting a free ¢@ppound into a salt, and/or converting a salt
in® a free conpound or ¥/ntdvanghher salt; and/or sepgigting a nixture of
isomers or racenmates int&.L single isomers or racemates and/or resolving
a“racenate into t heWopa cal. i #gners. 20 2. A process according to claim1
for the manufacture of a corrpound of the fornula | wherein [err] represents
hy@gogem,m%ugrgdgﬁzeﬁgﬁgs 4-cyanophenyl; W R and [err] have meaning as
defined in said claim which conprises condensing - under basic conditions a
COMPOoENda Blocdst @cdoRing b Biaitd 2 idrriRR] madfacture M&rphaxiéyu%smaplma&&mahy|13 A
process mwaoaE Ng to.-claim 2 for the manufacture of

4-[ al pha- (4-cyanophenyl )-1-im dazol yl net hyl]- benzonitrile. 35 4. A

pr egeds Apoossdiaccprding ©l eaim 2. R fivg miaindactieen off Sfatphi-@-c@dnophenyl)-1-(1,2 4-triazolyl)-

4- [ al phan¢tlogmonigleeny| ) - 1- (1, 2, 4-triazolyl)- methyl]-benzonitrile. 5.
Process according to claimi fer ‘the manufacture of a conpound of -the

f%r»rru Ba Arocegiceating iR qlaing 1[ferrthg manufacture of 2 compound of.the formula I, wherein R and Ro
represent hydrogen; or R and Ro. located on adjacent carbon atoms and together when combined with

40 the benzene ring to which they are attached form a naphthalene ring; R: represents hydrogen; R
represents hydrogen, lower alkyl, aryl or aryl-lower alkyl; or Ri and R2 combined represent lower
alkylidene or di-aryl-lower alkylidene; Ry and R> combined also represent Cs-Cg-straight chain alkylene
or ortho-phenylene bridged-Cz-Cs-straight chain alkylene, to. form with the carbon atom attached
thereto a corresponding optionally benzo-fused 5-, 6- or 7-membered. ring; W-represents 1-imidazolyl,

45 1-(1,2,4 or 1,3,4)-triazolyl, 3-pyridyl, or 1-imidazolyl substituted by fower alkyl; and aryl within the above
definitions represents phenyl or phenyl substituted by. lower alkyl, lower alkoxy, hydroxy, halo,
trifluoromethyl or cyano; thienyl or pyridyl; or a pharmacet_xtically acceptable salt thereof.

6. Process according to claim 1 for the manufacture of a compound of the formula |, wherein R and Ry

50 independently represent hydrogen or lower alkyl; or R and Ry located on adjacent carbon atoms and
togsther when combined with the benzene ring to which they are attached form a naphthalene or
tetrahydro-naphthalene ring; Ri represents hydrogen; Rz represents hydrogen, lower alkyl, lower
alkenyl, aryl, or aryl-lower alkyl; or Ry and Rz combined represent lower alkylidene or C4-Cs-alkylene;
W represents 1-imidazolyl or 1-imidazolyl. substituted by lower alkyl; and. aryl within - the above
55 definitions represents. phenyl or phenyl substituted by one or two substituents selected from lower
alkyl, lower alkoxy, hydroxy, lower alkanoyloxy, nitro, amino, halo, trifluoromethyl, cyano, carboxy, lower
alkoxycarbonyl, carbamoyl, N-lower. alkylcarbamoyl, N,N-di-lower .alkylcarbamoy!, lower alkanoyl, ben-

zoyl, lower alkylsulfonyl, sulfamoyl N-lower alkylsulfamoyl or N,N-di-lower alkylsulfamoyl; or aryl within
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represent hydrogen; or R and [err] |located on adjacent carbon atons and

t oget her when conbined wth 40 t he benzene ri are

attached form a napht hal ene ring; [err] represent gmm ﬁgl ljﬂﬂ

fepresents hydrogen, |ower al kKygp oaglaaeBrary! - [ ower a r] and

[err] conbined represent |ower ‘al kylidene or- di - aryI-Iomer aIkyIrdene

[err] and [err] conbined also represent [err]-straight chain al kyl-ene or

or t ho- phethglsbme dnfinitihne disp aenrdsents mdiotphicyalit afomatig lagitiab seloctedofrdmp thisnyli- intiohtl,he

car bon at eyridgtand find.cor talseid deterogyclioradicat morrgibstivteth by werl dkyl bweraliofyuevanp &- , 6-

or 7- rrenbér'eefrPh@gﬂacvﬁﬁﬂpp@g@mlssatmenpfdazol yI 45 1-(1,2,4 or

134)-tr|azolyl yridyl, or 1-im dazoly substltuted bylower al kyl ;

and 4aryl- WoPH? ﬁccf’We'géfb?W@ ‘d%‘t“?erﬂ“’t"f’féﬁ's'e Pfea;ﬁ°§'§%f' gt ey Yor ~ phenyl

substituted by | ower alkyl, lower alkoxy, hydroxy, halo, tr| f l.uor omet hyl or

cyano; thienyl or pyridy =o Iilar rraeeut [ caI |y acceptabl e salt .thereof.

6. Process accordi nqts éﬂ-}—g pct ure of (angorrpound of the

formyla I, wherein R an \ ‘A ependent l.y represent hydr.ogen or

| ower al kyl; or R .and [er-r] 1l ocated on adj acent carbon atons and toget her

when Conbl«ﬂégn W, & Rp[e%tsbﬁﬂ%ﬁélﬁ At RBrebddts\iYbiehbnl RGY &iyE dRbyROORSH, ftr%nm &

napht hal eBghzQ! ortret fopladdits hBRPEI B3AyE BEch!rhdnBsubdtftet o rﬂ%pdherﬁrfg FHngyth oD BRE:

[err] reparpooid alkwg BARRY, IdwerBKkanaidky, bendoPuyg| nifd; ka6l Wifwordrhdthyl, i6¥er akd{\byd over

al kyks, or bgraoyn,|lowen alkyistifdn}!, €asEmon Sekmbspdr ediioweOalelcarBarkoyl, saliey), N-mono- or :

[er r] - al kydnedidwet/ dikytspa@indroR, Lardri.Ueorblngd represeht togatitha babrydiky iialis bérizylided by
ower al kyt dipr@nydmetayiigdnevar tHai amd tRa'ecombipgterefrbsent togethef Ciilet stroight chap allndmpit Ry,

\henyl or rqptesend hyduabest ar foweteatkylhgr aonhermaeeutically aodptabletsalbthereotsel ect ed from | ower

alhkyl, |ower al koxy, hydroxy, |ower al kanoyloxy, nitro, amno, halo,

trifPuok O FEOCPRy | accasdiagniy. clair b ik ythe Maiuiacturg] o oA gerrnowisingf| the éa'nlﬂaﬂoyhefe'm ower

al kyl car baerrtfg?rms yaiqaery hr SeRsasen$ Rydrogerh IowRRAYL Pyridviehenzyl wamergl or 'tfenpre

| ower al kggﬂquﬁ V' eacfy I"P ?fﬂ fitutegjon gligay! byjc Ps'&'l’ﬂ'a 1"""6

al kyl sul f yloxy ?13} "petiy. lower palka y ‘?’ ?’i'nr t i ons
al so repr ter gy 3’°a‘r%"r"r§ l ?rea vip S'Pr?yl' Ehvig
| ndof yr| 039" ot”era ‘,?:oroarphgrmsazcﬁrgc y?é:?pct)c c | ge r§‘§d| cal rronosubst I tuted

by lo Jéé( s’acj: Mﬁg r G G dorulb@ )i o@ndpl;t 9?&83[5 4{10 %Lérﬁ% Ry’
actept abl g orodets &}G&ﬁslo@éfcaﬂ(rl tdhe 3} )

nmanuf act Urré%ré%ént@ptﬁmpbﬂﬂ g1, Qe RghobuREiticPonbhery reOhai) R an«,i,e rorvtr alky!
repr gsent sy wdrdaeegi R eerprelserrsenaegmsovdaydm&&ﬁb 4_Idaw5s.&h K¢ la, phitecVcally
pyridyl, tabieptaid sathenzyl; of R2' represents phenyl or benzyl, each

nonosubstltut ed on the phenyl ring by cyano,  l-ower alkyl, Iovver al koxy,
hydr oxy10. IPeaess aedokiingay tlaimyt, fortsenmaytactg of aicdmpoynd ethefornbula 1 uor omet hyl , | ower
al kanoyl, 15 benzoyl, | ower:. al kyl sul fonyl, earbanmoyl, N-nono- or.. '

N, N-éd -| oner al kyl car ba.n:o_yl sul fam)y N- mono- or N, N- di - | ower -

al kyl sul fanoyl-; or rt BLl . e’o %é; epr esent tooet her I ower :

al kyl i dene, benzyI | de 4 d| p nyI hset,h’y ne; or and [err]- conbi ned
r 8present toget her C4-C6 straigh t chains aIv kyl ene; R3 represents hydrogen or
I ovver al k har ceutical | tab e salt th Pr ocess
accor ng*'"ﬁ?" Fobh FambREr P e oy s ET el pesprit

wherein [err represents hydr ogen; R2' represents hydrogen | ower al kyI

pyri dyl 4, mgdélfor%e%enyrfreoparcohﬁwﬂh of BRLFARNS benzyl or phenyl, each

monosubstituted on cyano kyl, |ower al koxy, hydroxy,

| oners al kanoyl oxy, halo, nitro, triflyorgrethyl,. |ower al kanoyl, benzoyl,

| ower al kyl sul fonyl, carbanmoyl, 'N- noQo- Or N, N—d|-Iomer aIkyIcarbanDyI

sul fanoyl , N-nono- or NN{&F=lower alkyVSquanoyl [err] re- * “sents
hydr ogen or | ower aIB'T‘ig;7a8b nacguty@'ﬁ?? acceptabhé$£alt t hereof . 9.
Process according to clai for the nanufacture of a conpound of. the

formad a 11, wherein [err] represents hydrogen; .[err] represents hydrogen,

| ower al ky“lhefelbé\n'z'wese aydrogen:diz’ @pregants hydsggen.dewer alkyl, phenyt Jowereaiiayithing phesylpheny |
or benzyl lowenalyithiorbagyiikie.ipytidvh dhien q5ibesnys orb'§e cey geants phamvb phenyiiewer alkiibioy

| oner al k Pe'mtﬂ'w or bean' tan'r F'GWSMPHS’/ jon teehheqy! fiagpie gxang. dowey llod Jeer @tkowower

al kyl at |°’2¥L g Z°V6’r‘VN i ar'ﬁ«qte ety ‘”‘?{cﬂ ?Vab‘teéz% '°tW°'
t her &bf . ys‘i%?’d gge t'\b ey %alﬁ‘ly‘fa@a"‘?’ﬂes“ one (cé]’ N-di-l Q?rpound
of the f 0 u arn Vi bmed represent er lower a yldene nzylidene, diphen

or and Rz’ combmed represent together C4-Cg siraight chain alkylene; Rz represents

hydrogen or Iower alkyl; or a pharmaceutically acceptable salt thereof, said process being carried out in
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[ ERR] 40 - Wherein R2' represents 3-pyridyl, p-eyanepenzyt—or

p- cyanophenyl; or a pharmaceutically accept abI e sal I ocess
for the manufacture of a conp fornulaljl“ﬁm ein
[err] represents hydrogen; [er#ﬁ]gggé?égéhts hydr og * phenyl ,

| ower al kyl thi o, phenyl- |ower alkylthio, phenylthio, pyrldyl thlenyl or

henzyl ; Qkori¥éce rvﬂpar%ﬁabsprpdaegay la), cP&red) YentoRdEi ciainky, g e:amnmswﬁatshh& or

benzyl , &aghhaTaspesplids isitistitidts BN obtiifing e Ndompéundd ofdigmiinaaD andloP \bBriverBdky |

| over al dompyynd oy GBIV idt® WdtheBdotpBsna| oD 1o¥muldIe Nahaisl ciyerting la tire® conkalind, into

trifl uorasatt énglor cdnasrtapy aabikiaw@yfles clreyonay/dr intd another saly and/askpalkating 4 dixyits, of

car banoyisomes groaremates infd, tie- slhglel isavers @ lrdcythaies dnd/nmrgéojving @lracamty info thé optivad- or

N, N- di - | iswears. al kyl sul fanoyl; or [err] and [err] conbi ned represent toget her

| ower al kyl i dene, benzylidene, diphenyl- methylidene; Lerr] and [err]

conbi HédPreeass axeding tte, 'Fhé‘r f é'?er']‘a“é;'falatamQQ‘nta PRRPYRd Hf |ferm9 Ravhegsfiy Bsent s
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al kano benzoyl, |ower al kyl sulfonyl, carbanp N-- none- or
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p- cyanobamediHowar alfylsatizmny:pdt diiydnt RaY combipétbiprasbaiibgetheciawér \alk@zieep banbyligersal t
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16. Process accor di ng to claimi5 for the manuf acture of a COrrpound of theT

formula V, wherein [err] represents hydrogen:; [err]—r—epreesen{—s—hydrr—egen

| ower al kyl, benzyl, phenyl, or 3- or 4-pyridyl; or [ henyl
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al kyl sul figamprs, or EasPBRPRIYP-thenginglgrizomers or raRpmalagiandiespseiviag f {Acemata i optical
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al kyl sulfﬂrm Ft" repre- “sénts hydrogen or | ower aI kyI or a

phar nacgup, € iz daai whO claim
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r epr esent stergoisomer - Hnixturhy df stameoispmers ithereet, lor erphé}yn@?yetmib rwrwtable G#lt therpials -
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according to cI aim 1, characterized in that-
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24. Process according to claim 1, characterized in that

4- [ al pha- (4- cyanophenyl ) - 1-i mi dazol yl met hyl ] - benzoni t rlmnlmw“m"mrum
pharmaceuti cal |y acceptabl e SgPt %%e#ﬁ(% i s manuf act ulr eSS
according to claimi1, charact&i% hat e ms '
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m Xt Up&RetbnspliRh&0i soners thereof, or a pharmaceutically accept abl-e salt
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“Thi enoyl -, Pyr r”cilmc');/'l'- oder 2-, 3- oder.. 4- Pyrldylcarbonyl g'r'u'pp_ohm.' bdeutet: )
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ent spr echbeezeicimet gerdah bin czof @kl |- ginsshiibilith 7 uikablebstaffatonie renBalien,o$owieoprdemazeuliéch
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85 tuierte Phenylgruppe sine . Thlenyl- oder Pyridylgruppe bedeutet; sowie pharmazeutisch verirdgliche
Salze davon. - : . )



, Nl eder al kanoyl - Ni ederal koxycar bonyl -, 3-!Pht hal i doxycar bonyl Car banoyl -
N-Ni eder al kyl car banoyl -, N, N-Di - Ni eder af kyI carbamoyl -, . Ni ederal kanoyl -
Aroyl -, N ederal kyl sultonyl -,. Sul fanmoyl - N- NIIMﬂumummlﬂll ﬂm | - und
NN- Di - Ni eder al kyl sul f amoyl gr ug@gﬁ,z é-mogﬁr 2- Napht| e-
nenfalls substituiert mt N e PRSP i eder al koxy oyanb- bder

Hal ogengr uppen; ei nen heterocpycli- schen aronmati schen Rest, ausgewAhlt aus

Thi en%' - VerbiftklRdel Inach AR¥EricHM der- Fohél (lFWdéhéH RIGHAG undHisigig vaRYl naFUbP wageMeli sche
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Thi enoy| NisdeRyhylidoh-0yder Cs-Bifikylepgrupi®- bedelttan; W- diyer 1-idhjdaeaiy-lraleydingr dypdiedstak deut et
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‘Carbamoyl-, N- -

Vasier st RORPER chr Qe earboxvgr e
Koh gﬁit sty hﬂ oo °r;; 'raP?v °'5ﬁvd WQ%'F’EV' Hiden
ei ‘ﬁfﬁ i’ magm " Cé

si nd,

en ena en efi en, auc he eero ar U deute wie e
V\asserst nyl rN E}J: rﬁ; Y, e%f’% NibehU BB&w ﬁdeutet
Ode1r5 R1 f % o%f %IXI dﬁ%ﬁlie ét Lo 5}1% eutisch
D aryl - '\%ﬁ g“ Mel eg,l,gruppe Soeut ten; zusanmen. auch el ne
geradkettige. C4-Cs-Al kylen- gruppe oder e| ne ortho- Phenyl engruppe
mt. elmevergﬁﬂua@kegahlwl,@&CQAFJ%UQMe darstell en, so.-daB sie 50
zdsamen mt dem Kohl enstoffatom an das sie gebunden 'sind, einen
entsprechend substituierten oder gegebenenfalls Berizol-kondensierten 5-,
6- oder 7-gliedri geig Ri n"‘b der 1 W,el‘nQn 1-1 m dazol yl 1-(1.2,4 oder
1,3,+)-Triazolyl - ~qder gi ngiTddch Ni edergﬂll gr uppen
substituierten 1 -Im da— zoI yI r eét- bedeut et ; und Aryl . innerhalb der
vor st ehend gegebenen Defi.nitionen eine Phenyl uppe oder. eine durch
Ni elfer al ky[worin Ry’ ¥¢gaserstof hedeutet; [By Wessgrstoft, pine b' é‘?ﬁa"‘V"T‘?'PF!{"uB!F#ﬂt Alipayl- geREr
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die an b eeg.ngﬂ!ah ggf nsoa mmﬁ‘g i g
Benzol ri ng, en sie en, si n el nen I n- odor Tet rahydro-

napht hgl v&s.hawgéau ro6tERgs .Beh Mé&%rneh @, fwoneelp Wa%&ast%m%sm;sgmo#'%

Ni eger al Kigheratky® waheﬁalsﬁuew bder PABRYlgrupe darstellt; @86 TR, delhe Benbi1slRF aﬂ.elﬁwbrﬂrﬁdéppen
subst i t ub&dsiitet, dé pivgls dpFReRIE diiret éineCTi@tio-, NiedemamlylRRicddigiky- HRIFoxB| Medral-

Ni. eder al kanbyickegrupped eialogeh; GiroAl Kifuamegthyl) piedamtkensyic NBenddy®| MNisddraRylshiahol,y | -
oder ei nGarbamogk MNMerbe padr -N,HPi-Bipdepbeloarbaragt.i Sullansyt, eN-MnoY fottat 2 -DiyNigdetabpe
bedeut et kylaytfrthofigrubpei menesubstituierichind; wabeidlcWissnetsioflf ®ief ¢imei Nipdsratiglgappecbedeoutet;
Phefty| gr squiseehenareulisch sertiinlighie Seemdayeier zwei der fol genden Substituenten
substituierte Phenyl - grupEe bedeut et ; N| eder al kylsgru ppen,

Ni eder®al KR A?g ot Fcr(m'dg) &eﬁser befeytel; A, Wassegtof,
ine der 4- %ﬁ ppe eacilefﬁe;( Phenyl- oder
utet,

&?g&g?g? ka ]ﬁé] ylr| Jgﬂu Pb e, B?#J? Niederalkoxy-,

N, stDl N %r 1 I’If uorme WL e@lm blst!!( o) su ? ‘é ?s odet eine Niederalkyl-

Ni eder al Ey Sul %é bed t ﬁf era i am)yfe davo

N, N-DmNyggiﬁ&@bgﬁx]ggpAnfs@rwJ&;p&,qglh(mpder Aryl bedeut et in den vorstehend
genannten Definitionen auch ei ne heterocyclische,. aromati sche Gruppe
bedgutet, w e eine Thi enyI I ndol yl -, Pyridyl - odor Furyl gr uppe, odor eine
der het erocycl I schen die gurty 15 .Ni eder al kyl -, N ederal koxy-,
Cyanogr uppen oder Hal :bge STUDSI t uye"’t‘"?‘st sowk 8Ighar mazeuti sch
vertragliche Sal ze davon. 7.. r bi. ndungen nach Anspr uch 4 der .Formel (11)

20 R3< .- ... DN+

(1% 25 worin Ro'\gine i3rPyrdyl-, Mmebestvbhﬂerme@emmnylgﬂﬁpe bevm.eiows@f\érma@u ne

Ni eder al Ksghverrjgiigha\Balzq da99%-i dy| -, Thienyl - .oder Benzyl gruppe darstelit; oder

R2'. ei ne Phenyl- oder Benzyl gr uppe- bedeut'et, die- jeweils- am Phenyl ring

durch eins Cyano-, N ederalkyl-, N ederal koxy- Hydr oxy-, :

Ni eder al kanoyl oxy-, Ben; zQyl oxyt N tro-,
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Tri fl uornet hyl gruppe, Hal ogen, N ederal KanoyJ-, Benzoyl -
Ni eder al kyl sul fonyl - Car bam)yl , N-Mbno- oder
N, N- Di - Ni eder al kyl car banoyl .. g,l{aggﬂgé N- Mono- oder.

N, N-E)i - Ni eder al kyl sut f amoyl| ar UEB d sti ﬂm " und
R2' zusarmmen eine N ederal kyliden-.. Benzylidcn-. mmflm)"luﬂ'ml‘w i den-
gruppe il heBiRdungshder Formeiylpl R21. zusammen . ei ne ger adkédttitge” s *

C4- CB- Al kyl enkette bedeuten;- R3 Wasserstoff oder eine N ederal kyl gruppe.
bedeutet; sow e pharnmazeutisch: vertragliche Sal ze davon. 8 Verbi ndungen
nach Apspruch.7 der For rrel (1), v»érl R,Rl'" Wasserstoff. bedeutet;-R2'
Wass@rstoff, eine 35 Ni e er.al‘{QLl/ Pyridyl -, Benzyl- odor Phenyl gruppe
darstellt; oder. Rs- 5 ne /| - Odei .Pheny! gruppe bedeut ddV)di e jeweils
am Phenyl ring durch gjn&.Cyang; s Nkedér al kyl -, Ni ederal koxy- Hydr oxy-,

Ni eder al - kanoyl oxygr uppe Hal ogen Nitro-, Trifl uor rret hyI ‘

Ni eder al kano - Benzo arste" I Sslﬁl)ﬂ Igr I\/bno- odor
ot sl N'nﬁdf éw g(g S%bs K‘EP 04 P 5& i
Ny Zu ?k eme?J q g rch ﬁlederdl iogfuppen su .ﬁ.l é %’K‘l I§19 Ith I ne
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Benzyl gr URRBerRRMEIAL, HonzyfidoR- dRMBib eiylﬁ\@ﬂwﬁb&iawbﬁd BRGlo A Sd%r ﬁvem@g; LbgdRimhen-

?Zy ogene, g@ioﬂﬁ\eNleﬁdgéradkK&)Q’é/& CAﬁkylenkettNU&Q&lhﬁ;' A YWasserfi6tedder eine Niederalkylgrup-
rifluornpé badeGist e phiaasdulissh véritighthb Salkd\dbvorR3 WAsser st of f oder ei ne

Ni\eder al kyl - gruppe in der 4- oder. 5-Position bedoutet; sow e

phar maztuVedbiptiungar tach ghspolee 4Sad 4 € delaFoorme! ()0 worlid? bWastansgé kedeatett RAWgssarch 4

der For nelstofi dine) Nig@ratkyigruppe odef pine Pyiigiigruppe bedeutet; oder Rz’ eine Benzyl-(ddpr Fhefj-

worin R2' gappre blempy jdipy jeweils punSyhsiitaibrt redsy| am. Glienylripg Guiph reing h@xrapd-g Niggqrelkyl-,

bedeut et ; W@W'@xméﬁvﬂfaﬂewwqe@@w@wm@|Ha@a@ Hioz tTrigueveathyl-ghiederalkanoyl-c - |

.M 55 ok Bgrlzoyl\./élfes?rﬂmﬁq M- Garbampeyf- nlg.Mqu gger LN-Di-Niegeralkylcarbamoyl-, Sulfamoyl-, N~ -

4, Q?;g (QL.N-Di-Nie 9’ isyltameyjarunpg eopgsulisEiiprt (3t Re Wapsetstorf pger eipg Niedgrely off
N| eder aI kyY! 8??”t°f3ﬁ‘é"ﬂ‘§/ mﬁﬁ?‘ﬁ'ﬁcé‘r"amﬁg}'fﬂf"rﬁaﬁe 9Q¥r ch ni edere .

ls';[ers oﬁ béd Pl\é{ Xlllassers-[w emey

Ayl t hjpgr %I%Bunﬂens#’ 5 bbb e‘i or gh%e worm Qe
oder Penzide ZE’ Iyl- 3:1’ eine Ph
Ni edér al k ot Pénte§ i’é Lk urch va g@" ﬁi’? @01 uppe
deeUt et, p@'r&ﬂo titu A _ off o fgrup
Ni eder al k )Sn der Stfepy-ﬁfellun b ﬁt@fa ¥éﬁt‘ sch @%Ys davdll. LT ogr UpPe
Hal ogen, Trifl uornmet yI Ni ederal kanoyl -, Benzoyl -

N edes a’ltkwle&)mhxfr@&wach A@F@ﬁﬂ@&rfom{ﬁt D Veorin W%d Ra ein Wasserstoffatom bedeuten Ro'

"N, N- Di - Ni ahe 3aHykg-caCimamyityl-, od&ud-Epitpnbnyigridpe Haaaet; Saler pharmazeutisch vertragli-

N, N- Di - Ni etlesadelogvapul f amoyl gr uppe nonosubst i tuiert ist; oder Rl' und R2
zusamen ei ne Ni ederal kyliden-, Benzyliden- .oder D phenyl met hyl i dengr uppe
bédeut et Vewindungen nagin dnsRich 4 der &msh(Y) gemonmen ei ne geradkettige

CA- C*Al kyl enkette darstell en; .R3 Wasserstoff .oder ei ne N ederal kyl grup- pe
bedeutet; sow e phar nﬁ;eut i sch vertragliche Sal ze davon. 20 12.

Ver bi ndungen nach Anspruch— undgll der..Fornel (1V), worin Rl Wasser st of f
bedeutet; R2' Wasser- st of ?u-ai e%de L.k_)dggruppe oddV)ei ne - Pyr| dyI gruppe
bedeyf et; oder R2' eine z I - yl - "gruppe bedeutet, die’ ]evvel S
unsubstituiert oder am Phenylring durch eine Cyano-, N eder al kyl -

Ni-eder al koXYgerin W%%yrstoff NiBGS A): I@@a@é'éyéto(ﬁxéf&r M kytt Bh QYL by j}“ L frfsn I- ode
Tri f 1 uor Mejehyloruppd \beRSRE2bdSRRS Klno Ph&@l oder Bﬁ?z%r@ f beddthe U j @[ y Lrﬁ%

Car bamoy! qurch\- ehl;gn@an@ ﬂfed&hllwl Divebbraictiy-alHsarbga éﬁaﬁlﬂanoylo %&y-y N| no‘
oder siN, N- Qiriaddinetloiipls/ | Halohéra INabakaBRE BIRARS we%wawémrtyu- I @arb \le@sRt st of f
odor ei ne obbrajRDaNedd@MyRarb RS- DRMUEHYS ] N-MoRiAo8er INIRDAMZR K ISEBmMMRIripb& glol Che
Sal ze davosubdiBliert\sfdhbded &itg@a Ra'aisaniie FHins Nieddikgliaen-, Fshsiden( bdé) Diphanina- Ri '
WAsser st oftylidspgroprectiodeuRd), o Fhib st Bf'fzusapimee eB® geradkdiige (2 rCatAlkylbngrupBe riy | -
Phenyl - od’éassqaﬁofwaretrm—%detaukylblgpmppeeummwebarmwwcmnragucrmsﬂemgphr .odor

16. Verbindungen nach Anspruch 15 der Formel (V) in denen R1 Wasserstoff bedeutet Rz Wasserstoff

eine Niederalkyl-, e'ine Benzyl- oder Phenyl- oder 3- oder 4-Pyridylgruppe bedsutet;: oder Ra' bedeutet
eine Phenyl- oder Benzylgruppe, die jeweils am Phenylring durch sine Cyano-, Halogen, Nlederalkoxy-
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Benzyl gr uppe bedeutet, die jeweils am Phenyiring 'rvi‘lu';"}.lh Hal ogen, ei ne
Cyano-, Ni ederal koxy-, Ni oderal kyl - odor -Trifl uornet hyl gruppe.

monosubstituiert ist; R3. Wasserstoff oder eine Ni e ﬁ&"g’lﬂﬂﬂ’lgﬂﬁn der
4- oder 5-Stellung bedeutet; a@%\n iﬂgh&ENﬁzeutisch

davon. 35 14. Verbi ndungen n 12 der Forrrel I "worin* Rl und
R3 ei n Wasser st of f at om bedeeut en; - ' ei ne 3-Pyridyl -, p Cyanobenzyl odor

p- Cy anopigsydugi U&?er.ﬁem%%sxuppérﬂmo&bamrmzr%uwa§s%mo# Qlidr remg Mederagﬁgnﬁal ze
davon. Ype bedeutel:Sowid/ Bhah&estEdRRAGIRe SilakiaN 4 der For mel worin RI'
Wasserstof f bedeutet, R2' .Wasserstoff, eine Niederalkyl - Phenyl

Pyr i dwl.- vertdifiuegdy Inachmilneﬁrudaeazml Epiiidd |08, .bed@um'tund Bﬂwasmstoﬁeiaﬁ&lléﬁhﬂé\)éﬂ‘e oder
Benzyl gr appiayih eetiandbeizyl- di€ g-eyaasdhenyigrophd) esdelint; Bapicl prahazedtioe @yeigiche '
Ni eder al 8aide-davohi eder al koxy-, Hydroxy-, N ederal kanoyl oxy-, ~Benzoyl oxy-,
Nitro-, 50 Trifl uorrmethyl gr uppe Hal'ogen, Ni eder al kanoyl -, ‘Benzoyl -

Ni eder&d Keybindyhdep dgr FormeCbanoy! - ;" N- Mono- oder o

N, N-Di - Ni eder al kyl gar banoyl -, Sul fanoyl -, N Mono- odor ) '
NN-®i - Ni eder al kyl sul f anoyl gruppe nmo- nosubstituiert sind, ‘oder R und R

zusamen eine N eder F‘k‘yq I de Bé‘nzyl | den-. oder Di phen I rre- thyli dengruppe
bedeut en, odor. ur)d zugamﬁan %T"ne geradkeffl(

. C4- CG Al kyl engrum 3 %ersfoff odof ei ne N eder al kyI gruppe bedeuten
sovm e pharmazeuti sch vert ragl i che Sai ze davon. 55 16. Ver bi ndungen nach

Ans ruch 1 ﬁineﬁ (bg? uter @‘z'qﬁ%gg}st A em %&e% h eﬂg&& ‘%IthloR%urch
gr\%sser st eralk?'t gf% ”ﬂﬁ dnd\ﬁ Benz pegoed

Pyrid Lot rchrﬁ&?ed & e@ls@;ﬁtitg’ iy AGr) ar uppe.
dive/] eweg n§yl EB Béﬁltd‘c ' d?Q jehdiisCm @h&@ln@%ﬂr@h emk‘&iy%emne afkd EFN?J bRk~
| ndol 11 1ihdtoxd-1 iﬂed@r&ﬂéﬂ;yl&yl | Benzoylosy-| . NigbarGbpd 3 6al&@fh, Brkluormethyl-, Nlederalkanoyl-,* c
L M - Benzoyl-, NbdekidyRlilonl-; Cabeioyil, IN-Kbriso 6dse Ninyi edErpIky IdaaaspSillfarheld, @-t 1 St ;
R3' \WAss®omt oddbr oGheDi-Miedeasultdradgupdek ylitgtituigr: ige ot dRU @id; RE Oxis@mmen eine
phar maz etiedesaiiylideey, Beraglidere hvderSprenyirdetvlidengriiphe bédautn: dden e runth ¢ rusdimepnuch ™ 15
der For neied gefadkettige 1€: (eikplordgrippe baiiei®di, RY\Wassersioif 0fdr ede Nistiaditylgruppdyarstalitr | e 5
3- Pgpr i dy#$owie ghar®pzantisisk rarydgliche Gelee gav@y anophenyl gr uppe bedeutet; sow e -

phrar mazeuti sch vertragliche Satze .davon. -18. \erbi:ndungen der -For nel (V1)
1/ - 39 Verbindungeo nach_den Anspriichen 4 und 1p4!gq§qmel (VH, _worin. Ry' Wasserstoff bedeutst,. Re'.

(VI tVaﬁgrstoff eine Nlederalkyl- oder Pyndy lgruppe darstellt oder R2' eine Benzyl- oder Phenylgruppe

15 yori n “‘efvxﬂ'gf'%vfegi 'td”r?@ o T
pheflyl -, cKpeeke WP? gef;; B IS e i "
Phen | - ~ l- |e (/¢ O- 0 l ie eraE
: y ky|suﬁ£' |99 yn ohos |e |st ss S{I}FX HQ m?ed . fgﬁu
oder 112%% o S 0w % 'ogruppen subs LPerte
Phenyl enyT io- c?er enz gruppe edeut et die jeweils am Phenylring
dur g Ri PELENARA- nachl Iﬁ‘vﬂﬁﬁé\' ¥/ ber. Fd}%adgr) AbleAxi ,unacha Wassbi¥Ef @bdeuten; Ry’
Ni eder al KaRGMIoRXie, NIBRAKIY, ERY1-, PhonyM ddbiOS) o RyridRInRPE Bededtbtl bdek 5 TEaNY | -
Ni eder al kragly loder Betamghippe. bdbe@eteTaR! foybifsUhrh OPhghyiring G daa Fldden,, eifb Ndya~, oder
NAN Di - Ninpa@élicbycy NiedsrdigRoyiér- Trifldokhdtigagaybe mbhosldstGiert Btj@6wie pharmazeutisch ver-
N, N- Di - NréigigosSalzé davory | gr uppe substi-tuiert,ist; oder Rl' und R2' zusammen
ei n@ N ederal kyl i den-, Benzyliden-- oder.~ Di phenyl net hyl i dengr uppe
bedce&le Nerbindyigan rph AngPrICHRED. der Formalriibiin dar Re' uge Fa Waeserstofj darstdile®di.’ eine 3-
- Al kyl engqieu eridyboRetirageRenaRY o PsearaPBInyIgnERSy bedeutnl sRivie @himadeytisey yepEel-
dar st el | £he Spge davon.go\j e phar mazeuti sch vert ragl i che Sal ze davon. 19.

Ver bi n %[ gggn nach _ den A%Z‘P” chgrlé 5{"5 y|-1 m%o S §%\/ 2;; eousome'?Fl
nass dyl gPtsge el Lo ds gt 'SEé?'*b o bedeut et
die j f%f'VLfEm&UEE tﬁln ucﬁ r4 né?ﬂ‘éﬁ 4~9H5 Qpna?b rl.'ﬁm&aﬂrgethyl]l\!yeﬁzqgi[nﬁIegﬁyslteremsomer

Ni ede %SBF ¥in'Ge 3étereonsomeren davon oder ein phqrmazeutxsch vertrégliches Salz davon..

24, Verbmdung nach Anspruch 4, namhch 4~[a-(4-Cyanophenyl) 1-|mldazolylmethyl]-benzom’m| oder ein
pharmazeutisch vertrigliches Salz:davon, .

25. Verbindung nach Anspruch 4, . né,mlich 4-.(&-Benzyl-1-imidézolYlmethyl)-benzonitril, ein '- Stersoisomer A
85 oder ein Gemisch von Sterecisomeren davon oder ein pharmazeutisch vertrdgliches Salz davon.

26. Verbindung nach, Anspruch 4, namllch 2-(4-Cyanopheny4)-2-(1-mudazolyl)—mdan oder ein pharmazeu
tisch vertrégllches Salz davon. ;. - ) .
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30 Nieder al.k”ar'loyl gruppe, Hal ogén, Ni t r-c')- | Tr| fI ueHmUwL-

Ni eder al kanoyl -, Benzoyl -, Ni ederal kyl sul fonyl , Carb m) | - N- Mono- oder

N, N- Di - Ni eder al kyl car banoyl -, - Sul f anmoyl -, N- Mono-. ode lmmﬂt EIL
der

kyl sul famoyl gruppe am Phenyl rin S g ituiert |st, *
ei ne Ni ederal kyl gruppe bedeut et %p’@%&é}; ﬁéar mazeutisch vert ragli the sdl ze

davon. 35 20. Verbi ndungen nach Anspruch 19. der Fornel (VI), worin Rt'
und R3 YAss@nadngf ﬁaclbﬁﬁlﬁﬂfcﬁ Q; nmlch mﬁﬁy‘éﬁdﬁﬁényl)-ﬁhrﬂ-t%z&ﬁ%aﬁyﬁ-ﬁénzom@edﬂéb’ | -
Phenyl - o@@fph@mafidifsch dertAglidny S 4o bedeut et ;- oder R2" eine Phenyl - oder
Benzyl gruppe bedeutet, die jeweils am Phenylring durch Hal ogen, eine
Cyano- , 28l *Arzneimittel, Nheshencabikoxg'rbindd\b @akdr ardelydier Apsheliche -7 bisfA7 r0samadeh yiitgginemp e
nmonosubst ipharmezettisctstertragimhereTriddear nazeut i sch ver- tragliche Sal ze davon.

- 40 - 21. Verbi ndungen nach
Ans pr uc?s- Merbindyngmaemeiten Yar )Ansiirighel & bisRA7' zuy Vriwenfno\hakeiramsYestifrorzy Hewbduin, R2'
ei ne 3- odelen Beippgipngydes Korpereyenidseder Menschdor p- Cyanophenyl gr uppe bedeut et :

sow e pharmazeutisch vertr~ I|- che Sal ze davon 45 22. Ver bi ndung nach
Ans pr"UcPP Aerwqadpng giper Moy m der jApgeich, F%F‘H%‘ ‘eﬁ'é‘ﬁftﬁ‘ﬂ? Prepeimittely n
St er eoi sorflyBeBElng YR bg?f ‘i'F(S romatarealgiviah rarTaNg e UTENGRkr ei n

D T A e 16 SR BY 28 o LBRBLAPHRS, o0, SBRTaEh. !

n~mich” 4- 1-I'mdazo enzonl r|I ern 0| "somer

odor ,gin @egy fﬁphlrm ngah %sre&u%gag?rrﬁ% rﬁeq%ﬁd w oA 7 dpaé:bed et
~vert rAgI | ChG3 jowd B’éﬂ@nfalls rck- ‘Nied Sk idens e'inQnh
g4-]a-(4- Q/avggin&myﬁ romiel fdazol yl methyl'l- benzonitril oder SI n

phar mazeuti sch vertr~g| iC ss Sal z: davon. 25. Verbi ndung nach Anspruch 4,
namdi ch 4-: @ge-Benzymy, 1-i nl dazol yl net hyl ) - benzonitril, ein Stereoi somer s5
oder z2€i n Geni sch von Ster eoi someren davon oder sin phar mazeuti sch
vertragli ches voeh v delveo gegeBénentiliar durahdNindpraligighuppeinapstittddate 41-Imitazdiyi-Cddler 1-

2- (4- Cyanopiésayidgridere Ibedentalogtiot gih N-genchéiiates dbﬂvatedavorphrmrmne(saktwens Ginesterten
vertr~gl i ch@sriv8ainer Veabiwiung der Formel (VIl) - . 36. oAl 111
11112122 (11111 111111 EP 0 236 940 Bl c L M S
27. ¥erbi ndung nach Anspruch 4% nanmlich

4-[ ct-(4-Cyanophenyl)-1-(1, 2/1‘ 4\| azolalyl)mat hyl - benzonitr|I ‘oder: ein

p“rrar mazeutisch vertragliches >&al 28. Arznei W y unf assend ei ne
Ver bi ndung nach ei nem SprUc 4 bis 27 zusammen m't’ ‘ei Aem 5

phar qazeuti sch vertragl'tch&n Trager®- 29. Verbindung nach ‘ei'nem der
AnsprlUche 4 bis 27 zur Ver®endung bei einem *Verfahren zur therapeuti -
schen Behandl ung des Kopers von Tier odor Mensch. o 30. Ver wendung ei ner

Ver bi ndung na i e I b I
Arzneimitt eh&j,%ﬁﬁﬁé&?@gd%dﬁg? \%’ n%a%t&lgn%@g% tZ %%s'ggﬁeﬁf&ﬁé n‘itgﬂt1 g‘?@%’@?gﬂﬁ

enpf agngl i che Ziusﬁe@fﬂld@ﬁen 3l dendR IVl 36 Q3gebufontaly &lréd NibdbehikylRPpeedublin@egen der
Fo-nel | naelidasippeiebedst, Entheibgehvha@aind ¥ddndung dbaemangy) 15 a) fO
Vf$$|ndungen der Fornel (1), in. denen Weine 1-1mn.dazolyl- oder

i azol yl gruppe bedeutet, die geweils gegebenenfalls durch
Ni eder al kyl gruppen substltU|ert e{n kénnen, Kondensati on ei ner Verbi ndung
der Pormel (VII) W- H (VI 72 me«zm W ei ne gegebenenfal ls durch
Ni eder al kyl gruppen substitui e=1- dazol yl - oder 1«IX)i azol yl gruppe
bedeutet, oder ein N ges¥ tes Deriovat davon, m't elnen1reakt|ven
veresterten Derivat einer Vefbindung der Fornel (VIIII) 25

at o\

(VI |45 ! worin W™ eine gegebenenfalls durch Niederalkylgruppen substituierte 3-Pyridylgruppe bedeutet,
X Halogen darstellt, vorzugsweise Chior, R und Ro die Bedeutung aufweisen, wie sie hierin bereits
fur Verbindungen der Formel (I) definiert worden ist; und Ry die hier flir Formel (I) definjerte
Bedeutung aufweist; und wenn notwendig, Umsetzung des so erhaltenen Produkts der Formel (X)
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1. 0 ' 030 ZV\DHIIK r\u, .\:und

R2 die Bedeutung auf wei sen, .vme sie hi erin far
definiert worden ist; 35 b) far Ver bi ndunge El ll
gegebenerifalls dur. ch. Nieder ?F%ﬁ#ﬁ n substi tUI er € ruppe

bedeut et, Enthal ogeni erung ein ung der Formel (IX) 40 -

-CN(I X) W 0 45 worin W eine gegebenenfalls durch Ni eder al kyl gruppen
subst i t ui ert eniSaiddy rodkivod DIRBESD RIRSY it wobdi das VaeEn BPFeRérihoh verVdatidt WiE e Se
Chlor, R ugykokgsngtition & Qutbindilg asHFoReS &) untér tRsischén Bddmbingeder ei-t:s f Ur
Ver bi ndungen der Fornel (I) definiert worden'ist; und R die hier flr
Fornmel (1) definjerte Bedeutung aufweist; und wenn notwendi 9, Umsetzung des

so er hal tenen Produkts der Forn@ (X) 50 55 1 =~ ) S@V 37

EP 0 236 940 Bl Ce=xt M S Xf)el nem reaktiven

Derivat des Restes R2, wobei s_ rfahren c) welter unten verwendet wrd.

c) Kondensation einer Ve MoiCHe ung deR, Formel (XI) unter basischen

Bedi ngungen (Xi), U CH2 0 a 1D (die eine Verbl ndung der Fornmel (1)

darstellt, worin R% ss rstof bed ute d'#‘n Bedeut ung

auf ver sen. e 02 ﬂFa 7 o el enwfﬁggﬂ "> ?‘ﬁ“‘,’;écl nem

oo e Wb 3&5 ke < Sl
ine, bﬁjd rdl . o tl o&(z)

n| cht Wass :83, mm

h% ten V\‘V\fa erstiR! Heaeuﬂ*' od&'I lfbﬁ&en ilﬁ aa ﬁ'eL rbh'l t% mel
Wasser st of {nbeA GldeR ist, AFCdinciPRAE ﬂa’ﬁa hl&}Eheﬁér\ f DefH b ﬁesé% %H&%( &I h,” ung
d\e/r For mel ofdr R, tht&N&@er&Bﬁ@érétéh@n)Wd%ﬁ\ ein® Verbifdung GbrFRAdi QPdhAIIERI, in der
fUNKt i onel kidbr Behbohdf, Whe36rtofRBEdeftEn; Bder A@fdansdton SHdP Tbrbiliung A6 FoFkeal a)GHE
Vagser st of bineha rakidoh, liinktiohditb I Tbkiva® vete R\ ridORS) diengisshaienFériengkadidttge &3, ! t en
W rde in dakylewgeepe, ldihe Rioch Niddersifdpanpen aibbtitlierdyataditettige GeiCs -Kikylehgrupget oden ei ner
Ver bi ndung eiden,2fPbenylehgripge )mitneiter geradiattigenalet G+ vAlkylentaliickel hédeltem el leer dtsprevat von
Rl und R2, chlindenAeindpwmrdeeFomseldisr adketti ge C4-CS - 20 Al kyl engruppe
ei ne dur chd)\ﬂt@!iéh&mkwgpruﬁqoeﬁms Girsparunpe éy giner Yubiedikedar iFergnel 0A) . .
C4- CG Al kyl engruppe oder- ei ne - 1 -2- Phenyl engruppe .nmt einer ger adkettl gen
C2- @- Al kyl enbr Ucke bedelten, #u einer entspre- chenden Verbi ndung der
Formel (1); d) durch Umsetzugag n R5 in eine Cyanogruppe in einer -
Verbi ndung der Formel (Xl Ig, x %R@ )9-Rs (XII), (XY, 0
30 worin W , Ro, Rl un vOT St whende Bedeut ung .aut wei sen und Rs ei ne
G uppe oder einen Rest darftellt, -@er in die Cyanogruppe ungesetzt werden
kann; . und/ oder Unset zung.Rz€i ner Verbin- 35 dung der Fornel O in
ei ne andere Verbindung der Fornel (1); und/oder Unsetzung. einer freien

Ver bi ndung i Nydah v, $8rg,. R, WAG/RQ U 6r5telidiBe BedditbhgSufhaReniHd 7€ Sirde Gripph @adr lefibre

Ver bi ndung restefrsielR, &ir i aaadﬁ&rﬁ&up%hﬁ‘gesé&dwgm karl; GRdISHRE UmSIARS oifd? Voibmhes von -

| songren odeig acemt gNini dhelingere iVemRUEHY er Formel (I); und/oder Umsetzung. einer- freien

Verbindung in ein Salz, und/oder Umsetzung eines Salzes in eine freie Verbindung oder in. ein

. anderes Salz; und/oder Trennung..eines Gemisches von Isomeren oder Racematen in die einzelnen
\( Isomere oder Racemate und/oder Auflisung eines Racematss in die optischen Isomeren. -.

40 32. Verfahren nach Anspruch 31 zifr Hersj_e_llung siner Yerbindung der Formel |, wobei“Fh Wasserstoff
bedeutet; Rz sine 4-Cyanophenyligruppe bedeutet; W, R und Ro die Bedeutung geméB vorstehendem
Anspruch besitzen; umfassend die Kondensation unter basischen Bedingungen einer Verbindung der
Formel XI .

s i
VAR
2 Ny

w—cnz)< Kn (XT)

]

mit p-Fluorbenzonitril.

33. Verfahren nach Anspruch 32 zur Herstellung von 4-[a-(4-Cyanophenyl)- -tmdazolylmethyl]—benzomtnl
66
34. Verfahren nach Anspruch 32 zur Herstellung .yon +[a-(4-cyanophenyl)- -(1 2 4~ tnazolyl)methyl]—benzq—
nitril. ]
. o u - oo AP

A
[}
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| sonere oder Racemate und/ oder Aufl 6sung ei nes Racemat es in d| e optlschen

| someren. 40 32. Verfahren nach Anspruch 31 zur FEW

yer bi ndung der Fornmel 1, wobei Rl Wasserstoff bedeutet; ei ne _ .
4- Cyanophenyl gruppe bedeut et ; di e Bedeut Ml Hﬁ ﬂm my::endem
Anspruch besitzen; unfassend dV\éPE(# gﬁ@atlon unt er 3 ‘ gen
ei ner Ver bi ndung der For nel 45 W CHz2X. X\

(X) 50patentanspriiche fiir folgende Vertragsstaaten AT,ES,GR O Mt p-Fluorbenzonitril. 33.

Ver fahren nach Anspruch 32 zur Herstellung von
4 [ (- (4% anmunphemHe)stehungrandﬂZe@ﬂuwhr@dshydrr}welbenzon|tr|I 55.

. .:- - 34. Verfahren
nach sAnspruch 32 zur- Herstel I uﬁ? _von
4-[ a- (4- cyanophenylJd)-i- (1, 2, 4)‘ onlyl)rrethyl] benzo- nitril. .*'. 38
c L S Pat ent anspr fd=ende Vertragsstaaten: AT, ES, GR 1.
Ver fahren zur Herstellung el r' eNpi ndung der ForndX) 5
"ii 10 in der Rund RV u RUlngi.g vWnei nander. .\Wsser st of f oder. ei ne
Ni ed# al kyl gruppe bedeut en; g9der R und Ro an benachbarten Kohl enst of f at onen
und zusammen _m't dem Benzol r. ng,. an den sie 15 gebunden Sk nd, - el nen

Napht hal i n- Tet xb A jna%hn%a% i odgLe ﬁaars.;p%tbg&efmeneo%sm et,
mtt
Y

R2 Wasser # 9 Benzolring, an den sie
Ar yl J\" Ed%&&m smd trah)‘?ﬂﬁ CF bllden R: Wasserstoff bedeutét, R

Oycl 0al ky hyyReRRR Gk wegérmﬁzen L AryPOR-NRdoMREH, 152-CZES AGHIAN o RE.Co.
NI der al kydybiskagrnisdriky s beasidt; dabanybndmzeﬁeérﬁﬁdﬁyd.dedﬁ&wramp@&- asiaudnen; R1
und R2 ZUSaéBislyiNsraRyidBngfippBeddabmOie bild BE zMaltiter ket bike osHeE Géradkettige
Niteder al kykgrakpe BursrRiBddrdlyighbbed syBstin@ebdradgetighl AyleRgiaHpe PR o6 BithoPhdng-
or t hePhenyengdfbe mit eineNCyrCipgeeadititigere ARyenbl2keCGsbdepeet asbk i t ugpanmed ity deem Barddc k e
bedeut et , gsiundmbBKohispstoffaiom ein entsgheshetider sgrgeretrnfaliesvbsiituiéobr @prsReptdikatdensied n
ent sprec héwde 16; odgedrelivdrigen Ring bebildet isd: W einect-imislazabitet-(1 Beétnedsr kafritdipsdldrodet er
- 5-, 6- od&rPyidyigripeel dprgtelit: elen Y- eibdurefe Niedgraliigrappes substituidria] idaidezo-. 1(1.2.4-

1- (1, 2, 4- odefch3.4)- Biazaly-_orles #yldyipruprgchedeutet; P&ﬂﬂl'ﬁﬁ'?'ngﬂﬁﬁﬁe"CH@ﬁ"E’t"@F‘lqef'""@d@r W
ei ne? dur &1 Rhesele pageRsnprials § F\‘“@’lﬁﬂ‘s‘tei"‘t qﬂe@weesl@suwweaaazﬁﬂey?h" aug Nipdesallyl-, o ger
3, 4-)- THIeRkOY oo, fersepey @ga@m el Nteegsywomara o swmnd

geriannt en Wf’ra Y"f 8 foyss N ¥

ar
) |- |n ")% %ﬁ&
ein oder | era ano edgra :;:on)H ¥ %N'v ox car on ,éSag geél YN-Ne § %amo%y
Hydr %M- 1 Neddll i Aroyl | 2% .
N deralkylsu o PP [ Qaer p yl
Tr | f | uor ngj l s “sub I@R(?mt Nl Kyﬂlede@xﬁ i%o)éderx-fa QN ocycln-

Napht hyl - ,sc:%war&a( hischen hleﬁnhldsgewahlﬂ‘d@ rul..enyp RéiolyFH Prdyl) w@mbmxx&ar&onyl -
Ni eder al kar@iskychichsl @rombtistmey Rett dRUbstituidr H’Qtrhahied&enmaﬂia@amoxy- Epdnbagaay | - ,
N-Ni egler alHawhearbsonmghioutst3Rd Aroyl iN, ddn Rbrstihenar Boriliydn6d ke BBLbyigruppe, gegebe-

Ni eder al kaearytis-substitiiettyrhit Nisddvhliagle Natideaitosys] Hastgh-- oder . Biflubraebytyruppen;NFhienoyl-,

Ni eder al kyRysoibyfi-aodey 2~ 3-Lodel 4EyieRiarbbinydgrigpa; ksdestot uhd Rastd, gielnpptieder bezeidiviet
2-\Nap ht hy |wgrdep bisrzu ug@gietvbﬁeﬁlwe-ﬁfl@hbwemm iamtluﬂlten bdaiein dﬂa@d@p@blkydmﬁghches

Ni eder al kSelz-davogyumiessendder Hal ogengr up ei nen' heterocycli- schen

ar ome i schef) fe¥aroindynasg sy Farmel 4 dn danpie Wyie <-imcaest |ader tErjazalyjaruppe pefleutet,
Furyl gruppe die ipwpily oppeporRafpils dyrc) iaderaklorunper gytisttuiert sqith Kinnens fprdapsationtainee ¢
ist mt N eH@'P'éIF‘R‘?Id"’ Forpel 84} al koxy-, Cyano- "oder 35 Hal ogengr uppen

bQei eut et) fﬁ 3,yh i n den vorst eheqden. Definiti onen eine Benzoyl gr uppe,
gegebe- nen al 'stituiert mit Niederal kyl-, Ni ederal koxy-

Hal ogen- . oder [y, fyyu %\4&% RPGRen MRS % on Wb RGGNS! 1R fr 12

odor ~4- Pyddy}icat ke f gﬁn er%ﬁq@%gs&kx Q&Q £ hfion, &u.@e.mn# roa k,&, Vhrestorion
bezei chnet \WRfivdEdneP Verviddling BE FoInAPEN) |ch / Kohl'enstof f at one” enth a ten,
oder ein pharnazeutisch vertragliches Salz davon, unfassend. 40 . =~ a)

f U \grbi ndungen der For nel (')i,j in denen Wpire 1 -inidazol yI - oder
1-Triazol yl gruppe bedeutet, o

(VIII),

8§58

1

X P - o e
worin R, Ro, Ry und R:-die Bedeutung aufweisen, wie sie hierin flir die Formel (I} .bereits
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die jeweils gegebenenfalls durch. N eder al kyl gruppen
kénnen, Kondensation einer Verbi ndung der- Fornel (Vil / - , 45
worin W eine gegebenenfalls durch N oderal kyl gruppeoﬂwm ﬂ!uﬂli (!!'
1-1 mi dazol yl - oder 1- Triazol yERP286840BlHeut et, oder
Derivat davon, mt einemreaktiven, yeresterten Derivat einer Verbindung
der Forrreldegmertw()rdé;ﬁst 'o-cini (VI I I) 55 H 4

O S e S S e S e~~~ eut ung
aut wei sen. g)y YE:}? Verb;)r:idu%?%l 3 ﬂf%ge rﬁieme ebentblzldt '%url:i’i?glolgeggalg ppen g%st%leé'@gieg 40 Bl
J LIT11 1 gf[ E nT? |n|ert worden 1s fOr Ver bi ndungen,
in denen Weine gegebenenfalls durch Ni eder al kyl gruppen substitui.erte' '3-

Pyridyl gruppe bedeutet, Enthal ﬁgenl erung ei ner Verbi ndung der For el . (IX) 5
10 worin W eine- gegebenenf aH s )dur -Ni eder al kyl gruppen substituierte

3-Pyridyl gruppe bedeut et rstellt, vorzu@s®gi se Chior, R und Ro
di e Bedeut ung auf wei seRmy SI e eri n bereits 15 f O Ver bi ndungen
dertwFormel . (1) definiert rden idt und Rz die hier fUr Fornel ()

defini erte Bedeutung besit¥% t; und vvenn not wendi g, Umsetzung des SO

erhal tenen Produkts der For el (X) , - -N
~~~~~~~~~ ( X) wogint W" sins-gegebenentalls dwcmﬂleﬁfﬁlkytsruﬂ%SP%%FM%BVWWRP&M@R#?‘ Rest es
R2, wobei X Haloogs dpisislteyprauyswiise Chlpr. firing o (i Brdsyting a‘IIII"?‘ﬁ’“' s’K@ﬁUbP%%I‘Pl on

ei n¥r Ver bfphaﬁfﬁ'gd%ﬂ@?“ 95 fipgel. (}"(l definigrt wgrdeg sl Wi, dig (flefinierte
~~~~~~~~~ Redeutung begitziynd ypan no We“"'&r&”?s&ﬂé"géﬁe?@ AR I? "I‘l%Ir(’FIel (1)
'ar'-stellt, worin RI und R2 Wassergtoff bedeuten), wori n R, Ro und Wdi e
Beédeut ung aufwei sen, wie sie hierfn fU Fornel (I). definiert worden ist,
my ;. ei nemreaktiven, funkti oneVl en\Dirdg&at eines.. Restes Rl oder R2
(wobel. Rl oder R2 nicht W I'dar st el | en) x\;vodur ch eine Verbi ndung

SLOKS
der Formel (1) erhalten wgkd ri ?}Iér ei ne der be| den 40 Gruppen
; oder Kondensation auf ahnliche Art einer

Rl und R2 Wasserstoff bedeute

Ver bi ndung der Foroel (1), di® so-erhalten.worden ist, nmit. einemreaktiven,
funlgt i onel | en Derivat eines Restes R1 oder R2 (wobel R1 oder R2 nicht
Wasser st of f  datredibmlréakiiven Devivelides Rests IRe, WobeiliasVhuaigrerce weited Lnte ve(wehdeewindil t en

wi rd, in deKowdedwafionfineneiinddly dh Sereel(X firfter ibesikebeindledingdgan Kondensati on ei ner
Vefr’bi ndung der Fornmel (XI') mt :elnemreaktiven, difunktionellen Derivat von
RI und R2, die zusammen eine 45 _ ger adkettl ge C4-Cr- ANKkyl engr uppe,

ei né& durch Ni ederal kyl gruppen suﬁstl tuierte geradkettige C4-C6-

Al kyl engruppe oder eine 1, Ph%ylkng_[dégpe mt ei(H&),geradkettigen

C2- CA- Al kyl enbr Ccke bedeu- -t enX.zwXel ner ent sprechenden Verbi ndung der
Formel (1); d) durch Unse¥z@ihg von in ei ne Cyanogruppe in einer’

Verb| ndung der Fornel (XII) 50 I+ t . ~~~~( XII) ‘55 A

(die eine Verbmdung der Formel (I) darstellt woria Ry und Re Wasserstoff bedeuten) worin R,
Ro und W die .Bedsutung aufweisen, wie sie hierin fiir Formel (I). definiert worden ist,. mit .einem
. reaktiven, funktionellen Derivat -eines. Restes Ry oder Rz .(wobei. Ri oder Rz nicht Wasserstoff
Nt darstellen), wodurch eine Verbindung der Formel (I) erhalten wird, worin nur eine der beiden
40 Gruppen Ry und R: Wasserstoff bedeutet; oder Kondensation auf dhnliche Art einer Verbindung der
Formel (1), die so erhalten worden ist, mit einem reaktiven, funktionellen Derivat eines Restes R
oder Rz (wobei Ry oder Rz nicht Wasserstoff darstellen), wodurch eine Verbindung der Formel (1)
erhalten wird, in der weder Ry noch R: Wasserstoff bedeuten; oder Kondensation einer Verbindung
der Forme! (XI) mit einem reaktiven, difunktionellen Derivat von Ry und Rz, die zusammen eine
45 geradkettige C.4-Cs-Alkylengruppe, eine durch Niederalkylgruppen substituierte geradkettige Ci-Cs-
Alkylengruppe oder eine 1,2-Phenylengruppe mit einer geradkettigen C2-Cs-Alkylenbriicke bedeu-
ten, zu einer entsprechenden Verbindung der Formei (l);
d) durch Umsetzung von Rs in sine Cyanogruppe in einer Verbindung der Formel (3H)

50

(XII),

65

worin W, R, R, Ry und Re vorstehende Bedeutung aufweisen und Rs eine Gruppe. oder einen -
.- . - . g
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wrin W R Ro, RL und R2 vorstehende Bedeuturg auf wei sen und RB eine

G uppe oder einen 40 Rest darstelit,, 6 das in die; gmmﬁ mmu" m‘etzt
wer den kann; undl oder Unmset zung g 3’% X‘gé?l n-. dung: ei ne
ander e Ver bi ndung der Fornel.. '):' 0#38P Urrsetzung Birfer “frél en

Ver bi ndung in ein Sal z, und/ oder Unnsetzung eines Sal zes in elne freie

Ver bi ndung ﬁh@@éarétéﬁt Qb in IOGSaRcruppé bm ééé’tfl/vﬁﬂfeﬁ kahhSRBMAE URIsBERg GIREH VRAFHES VON
| soneren odg ﬁd?@ﬁélQl? il BinélaRioR! \Vb?tﬁg dd Formel (I); uhBUBE(RscRARY oilt GRIFRT €
undl oder Aw&giﬁummeé.maz ReRdar \Bsoizihgdirs GakésSi N3 eROVEMIRIdng Sder WEEIR aNr en
nach Anspr umberds St ulddsdet BbrnunOeils [BRMishRE Rordangen el Racemdigal in bie oivedieh R
Wasser st of fisddeekcadbeiscehiie aidderdAufisampgiioe RydomataPin eliclbpibentnddomerdt. R und Ro di e
Bedeut ung gendB vor st ehendem Anspruch besitzen; unfassend di e Kondensati on
unt er [asVetahrem n&bdAnsgrueig & aurdhilantieliungeqinsr rYdllbmgundelachlﬂormel | Wabein@l Wagserstoff. Xxp,
C=N bedeutet; Rz eine 4-Cyanophenyigrypre Pedfgtet W, R und R, die BedgmtungigprpéB vorstehendemgR mi t
p- Fl uor beAdseryrh: pesitzenpymiassend\die Kendpnsation 4t Rasisehen Spdinpungep eier \arinduegnder von
4- (afe- (4- BA@fdhhenyl ) - 1-i mi dazol yl net hyl ] -benzonitril. 4. Verfahren nach
Anspruch 2 zur Herstellung yon 4-[a-(4-Cyanophenyl)-1 -(1
,2,4-triazolyl)nmethyl]- benkgonitril. 25 5. Verfahren R (il'j Anspruch 1 zur.
Her stel l ung ei ner Verbi ndéng MEorrrel {< . wol bel R und Ro Wasser st of f
bede%t en; oder R und N. aﬁ..—.‘-k?éxglachbarten ohl enst of f at omen und zusanmen
nit. dem Benzol ri ng, ¥&M2den si &ogebunden sind, einen Naphthalinring bil den,
R Wasserstoff, bedeutet, R2 Wasserstoff, eins N ederal kyl-, Aryl- oder

Aryl - Ni eder gl bicssRRAipedeut et odor Rl und R2 zusammen ei ne

i eder - Al kyl i dengruppe oder eiane. Diaryl-N ederal kyl i dangruppe bedeut en;
wabd .3, RiertaRid @A AREruch 2 zarHolstoRding Qo) e laadHs Rinbpre@ A dmidizoll 6inl iph@Edape oder
ei ne. ortho-Phenyl engruppe mt.  einer geradkettigen C2-C4-Brtcke -
dar st el 4. eNertaben dsdcB  Arispruahu S2a e Mersistiung evan  KhdiOsarepreshfian-04-trieoiyasthgl)- €
gebunden bemachitilei nen ent sprechend. substituierten oder gegebenenfalls
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Ntré eér?;ge r;“ T“P g h&gtuw -';"' a'm'gfum;f begPiRl - Vuppen,
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N S ! 7. Verfahren nach Anspruch 1 zur Herstellung: el ner Ver bi ndung der

Fornel (11) bevorzugt R3 _-Oworin
‘bedeutet; R2' \asserstoff, eine N ederalkyl-, Phenyl - l ﬂmllﬂ m

oder Benzyl gruppe darstellt; . od&0239948iBje Phenyl - oder Benzyligr wppe  +
bedeutet, die jeweils am Phenyl ri.ng 10 durch el ne Cyano-, -Ni ederal kyl -
Ni eder al 4 o-, Triflu-

or net h?l é@ﬁ%?é"‘g (s)'“‘g“ééN el%ﬁﬁ%%éﬁ@ﬁé{‘te%%b'“d“ggH&%X{"%MW‘“’%{QQI kyl sul f onyl -
Car banoyl -, N-Mno- oder N, N-Di-- N ederal kyl car barmyl , Sul famoyl -, N-IVbno-

oder N,N-Di - Ni ederal kyI yl uppe subst u-- iert. 31 ; oder R "' . und
R2' gzusammen ei ne aI k% en- Senw | - oder S
D phenyl met hyl i dengr up Pe bi-l det? oder i+ und R2' zusam*ren eine. .
ger adketti gel C4- CQ Al kyl enkett e bedeuten R3 Wasserstoff- 15 - oder eine

Ni eder al ky!| waria fpewihsselstoff bddeuteiORd’ wapéwmqﬂaelmmede(alkymé’henyag?vrldyheﬂ'@aiﬂ-z@edavon
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bedeutet, die jewei’l s¥am Phel yl ri ng— urch eine .CyanT, N ederalkyl -

Ni‘eder al koxy- 55 Hydr oxy-, Ni ederal kanoyl oxy-, Benzoyl oxy-,
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nonos ubdbt Verfelirer aur Herstellungoeimer VRbindung derFoel (Mdlsanmen ei ne Ni eder al kyli den-,
Benzyl i den- oder Di phonyl et hyl | dengruppe bedeut en, odor RN und R2' zusam
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nmeng&nommen ei ne geradkettige CQCG’ AI\.yI enkette darstellen; Rs Wasserstoff
oder ei ne N ederal ky- _.

>‘_'§ \ / C=N  (IV)

50 ' . . P s
worin Ry' Wasserstoff darstellt; Hz' W_asserstoff, Niederalkylgruppen, Phenyl-, Niederalkyithio-,
durch niedere Aklylthiogruppen -substituierte Phenyl-, Phenylthio-, Pyridyl-, Thienyl- oder Benzylgrup-
pen bedeutet; oder Rz’ eine Phenyl, durch Niederalkylthiogruppen substituierte Phenyl-, Phenylthio-
oder Benzylgruppe bedeutet, die je:vy_e_i.l,s,'.am.._Plgenylring durch eine Cyan-, Niederalkyl-, Niederalkoxy-,
55 Hydroxy-, Niederalkanoyloxy-, Benzoyloxy-, Nitrogruppe, Halogen, Trifluormethyl-, Niederalkanoyl-,
Benzoyl-, Niederalkylsulfonyl-, Carbamoyl-, N-Mono- oder N,N-Di-Niederalkycarbamoy!-, Sulfamoyi-, N-
Mono- oder N,N Di-Niederalkylsulfamoylgruppe monosubstituiert sind; oder R' und Rz' zusammen
eine Niederalkyliden-, Benzyliden- oder Diphenylmethylidengruppe bedsuten, oder R’ und R.’ zusam-
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gruppe bedeutet; sowi e pharmazeutisch vertragliche
Verfahren gemaB ei nem der Verfahren a), c) oder d) na

ausgef Uhrt wird unter Verwendung von Aus angsnaterla E”W % m‘mhalt
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Wasser st of €yaod eliederaiexyNiNsdenizyik ydeg rMifapencttiyigtippe Monmsakerituibn Shel Runwgssbed ut et ;
sowi e phar edaz ein¢ Npdéralkndgrippe iagideh¢ &Br 5-SteliBa|bedeuthti\sowie phatmadatisérateriegigiiahac h
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p- CyanofheYskyeu ggé fseeruchy &2 Z\tﬁd@fsteévf\se%sﬂep Waibwﬂ‘mmer Serpel, dY). werisl R weh Rsal zes
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17. Verfahren nach Anspruch 15 zur Herstellung einer Verbindung der Formel (V). wobei R(' und Rs'
. 5§ Wasserstoff darstelien, Rz’ eine 3-Pyridyl-, p-Cyanobenzyl- oder p-Cyanophenylgruppe bedeutet; sowie
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18. Verfahren zur Herstellung einer Verbindung der Fornel (WVlI) 5,,N~-*
" ----CN - \ - (vt), [/ ~~'" Kk worin RI' V\asserstoff
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el nes Saisgwie phaimazeutisch veataglichie Sizendhuorg wolghh dasi Verfatiren gondie eiasm Serl Yertahrerdé)oder
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i nf 6ri eur ) atape Hapeafne ou pgr RL'grogpe F@No, rafiyle| inféripgr, alwxvrleféme@sémr@m aleangyle| e un
groupe al kipiériese misro; iflusrométhylo. alqepayleyintérisun benzeple, (kpl@friphireifbme, ehthaeroyloN-R1"

et R2' reufift pe Neil@loy! infiriowsheaampde. geifamoyds. dbpenonpuNy @Hﬂkyh'"@?'ﬁa'f)ﬁ@*at!?!d‘f te en
C4- c6® R3. Py %ﬁg R afpre Yoo geHee #ilvie wfég%uf}ese§| m"@cmwmpréur

et sels ph¥#f ilag &Ti’él‘ﬁent accept abl es de ceux-ci .
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8. Conposes selon | a revendication .7, de forrrulle—f—l—,—danvl—esquerhs—Rl

represente un atone d' hydrogene; 50 R2" repr6s ydrogene
ou un groupe al kyle inf6rieur, pyridyle, benzyle g@ﬂhmﬂg mﬁﬁﬁl
représente un radi cal phényle- sy £hacun _

Hp pane e

fragnent :ph6bnyle par un atone gone ou pafr--un groupe cyano,. aIker

i nfhrieur, alcoxy inf6rieur, hydroxy, alcanoyloxy-inf6rieur, nitro,
trifludr Oﬂtﬁmdo';ésSeIOIalacmnﬂjdaﬁbnimﬂeﬁbinﬁlerll, de nsquelsaR: feprisdeite ‘un atome d'hydrogéne;

i nf 6ri eur R’ seprdseonty e atopardigdogine ouNn graupe -alkgel inféribbrdbenayids hényle ou 3--ou 4-
infrri eur?vﬂéﬂ? tPairftyy représentd fim ragiichlephéilemein benzyle) - dRedin diopesiubsjitué -sur- le* fragment

i nf dri eurfhéayla Pé[rrt'fy jpiome SHhalogine Foy PR JINGEIRYPE cCYEN?: atcmmfdﬂqq'ychﬂwgelnfermu oun
groupe al 91°E’"PWY'&rFfaé€R’ese@? ug atpme FHYOr9gRRaRN UNHRVRS Aikyiedpiérayt entogitiondieoucaux - Ci .
47 *  giiselpphggnagaiagppont acceptables decepx-gi. | N S1* Q. Conposes ‘sel-on |a

revendi 7, de for an esquel s RI' represente :un atane

d' hydrogjb‘%}%"mﬁfse'?"blﬁf%g%@" eaff"&'f@ "L hydr ogene ou un groupe alkyle”
inferieur, benzyle,. ph6ny|e ou.3-.ou 4- pyridyle;, ou R2'" represente un
radi cal ph6nyl e ou be %y# chacun meqosubstitue sur le fragment phenyle
par un atone d' halogbae ou, pﬁgﬁ ou@b-evaho -aIcomMruhferleur al kyl e

I nf6rieur ou 5 =aor hyle FB’reperente un atone d' hydrogbne ou
un groupe al kyle inf6rieur en position 4 ou 5; et sels pharmaceuti quenent
accept abl @fs BGueleBX 1dptésentdie glRPPPHRIAYIS %Lﬂéhobe%zﬁeﬁbiﬁd?@aﬁ@hér@'a & selélhafnt MUl €
I11 1 10 deutigobisdrit edeptabieaide cevkdcl. | ) 15 dans laquelle R2" represente le
groupe 3- pyridyl e, p-cyanobenzyle ou p-cyanoph6nyle; et sels pharnma-

ceut i qusn@mpossscleiraé s de ceux-ci. 11. Conposes de fornule IV 20

3 k.4 25 dans laquelle RI' represente un atone d' hydrogbne; R2' repr6sente
un &orne d' hydrogene ..ou .un groupe .alkyte inférieur, phényle, (alKkyl
infeileur)-thio, phenyl - (aIkyI |nfenV9ur}-th|o ph6ny|th|o pyridyl e,

t hi 6nyl e ou benzyle; ou BZ= repr §enﬁe_uﬁ radi cal phényl e, phényl - (al kyl

i nferiour)-thio, phlgg < beNzylcey chacun momdsubstitue spr |e
fraqﬁent phényl e par un d aro pe’ou par. un groupe cyano, al-kyl e
inferieur, alcoxy inferieur, hydroxy, al canoyl oxy" ihf6rieur benzoyroxy,

ni, t ro, tr LL (a g‘?ih%preLe% !?rl o 9¥ll 9er> f6r ﬁé?\?nzo m ro ene ou un
i fF6r i eurjro&;&' four C BHe ¥f’yglnfé %rh'ﬂ- {uf)% lt o pyridyle,
rieur)-caph@ IWB) B‘enz ot.EHID Bsontd- ngd?cal féneur)-thuo phénylthio.ou '
i nf egpi eurgensyd, brddty BrosGbétith sur 84 frdgfnent’ &EWIeSpaF %Praﬁﬁer?d‘hglﬁ én3@§i‘ n&or gr OUpe
al kyl i dengahddbid iAkdfieur, ARG NErIdGNRydrody, RIRERYIb-FRIHS Il EtﬁloxPH.trB flu&Bm%é
rduni s 1 elpr &cBcecintérictl) HORIYIE, (BIKy! GALUIRsulldnkY, RNAMAYIS; Merhét- 6 AINtRaIR i
R3 r epr 6stani)-earbamogien s@fardoyiy N-06HdN du AUN-dIRIGr RiéAciraukatofe: 6f 8"l @UL! réhis sel s
phar mac e ukpréseetrtrensenbiaptgrdube slkididine drfdtiew) bensylidéne, diphénylméthylidéne; ou Ry’ et Ry' | t
... B2, Céwirorearssentehiomsdngde wregroup ialkpibiecinshathe eltoite len CehGs;fRarropidsentd \iy aiddels
| esquel s Fiydrogengrog yie groupe atkyla infivieur; ot gelfprarmugutieuemdlt aceepigblésdatbex-ain  at one
d hydro%?ne ou un groupe al kyle inferieur eu pyrizdyle; ou R2' 40 -

Gompqss rsﬁlf?béestfé‘f?ﬂ jgationg, f Eih'ﬂn?? formyla, I dansriesquels B troprésente un atome
m)nosubst"r”fyﬁl 9 ‘ﬁs F 1’) Hmr%gé?a?” Yrhoreye rﬂ;ky'ﬂ "}‘P&P‘ﬁ Rridylg: 'ﬁz un

|' sen e U

groudfe cy % 'Pﬂ" P 't larf

PN Bri eur %en Parli,?j(qneur n'ﬂ'§'pé{?g un gr ?lﬁy PruFlc IBLS; dro ya| kyl
f6rieur ; u alcano m n o</ l in neu fon

in art§i ne f mo dl(alkyl infé-

i nf6rieur euﬁ-@ﬁ ﬁ’l ’rep?‘ééla dp‘ﬂ'l Q'k QT E harma-
rieus)-sug Wé,@acc aHid2 Rk a@@te un atorre y bne. ou urm gr ouBe A kyl e

infrieur; et sels pharma- 45 - ":coutiquenent acceptables de ceux-ci. 13.

- Conpos 63. Cémpoasssl salofi R\r@RAbICEdNI 1erde]£3rmuﬁﬂ’v foas bEqBold N reprBhtd @SbAR! Fhybibge-

repr esent s; gl redréseite dn btyels aBldrodans olRdh growp lafk@e méﬂedﬂfbeﬁiywrﬁhé%l@&ﬂ gOogene ou

un groupepwitiielon R fraprdsats un baikaly phényied Be Bytizgle, Othactn . mdbsulstitud Ysin @Yftagerd R2'

r epraesent phéoyte pardirc atomp hitrjogémeoeu ba nuny breypecéyama, ralcnxynmﬁtmxs,t alkysGintBtigur ol e

f ragment trifluorométhyle; Rs représente.un atome d'hydrogéne ou un groupe alkyle inférieur en,_position 4.ou 5;
et sels pharmaceutiquement acceptables de COux-Ci. . .

14. Composés selon. la revenc;:cahon 12 de formule IV, dans Iesquels B’ -et Ra représénient ﬂn .atome
55 d'hydrogéne; Rz' représente le groupe 3-pyridyle, p-cyanobenzyle ou. p cyanophenyle et leurs sels
pharmaceutiquement acceptables. .- . . R :



50 phényl e par un atone d' hal ogbne ou par. un groupe cyano, al‘coxy

inferieur, alkyle inf6rieur ou trifluoronbthyle; RS—FeﬁPBsen{—&—&ﬁ—at-orre

d' hydrogbne ou un groupe al kyle inf6rieur. en position.-
phar maceut i quenent accept abl es %O@éﬁlﬁ‘l{lﬁ‘ 14. Oo mm ”l!

revengi cation 12, de formule 1V, dans |esquels - Rl

atorre5 te |l e groupe 3-pyridyle,

p- cyano en%m gésos\égnggevegldéﬁ%hﬁﬂ%ﬁ ?*’5{1 | eurs sel s pharnmaceuti quenent

accept abl es. 48 * "o 4B e *  EP O 236 S(P431 -
1111111111121 * n,'C L S * 15. CorrposGs selon-la -

.revegdl cation 4, de forq}i:llv da s | aqTsll e RI represeq;de utn at one

nt un

d' hydrogbne; R2' represgnte J}h—a ‘OTT'E\d Iyyd—ﬁ— ne - ou un --groupe al kyl e
i nf6rieur, phenyle, pyri t-h lenyl é70ou benzyle ou R2' repr esent-é un

radi cal phenyl e ou benzyl e, -chacun nonosubstitue sur | e noyau phényl e par
un at onme dinkadgogier’ reprs@ds unl Btogb Athyerogiyia N, raphdsgtitee un Rb@b idhydrogéat ©0 0w

i nf 6ol eur grotpeciighe yntériatrcehéad, oyidyithiGniecurbendyieren ¢y reprisentaiut ragical phényle ou

trifl uor obeete-chhcun radnosbsitpl ssui of Byavephenyld earzunydtemo ¢'halggphe: ou par un groupe

i nf 6ri eur@ Btulal‘!iﬁy'fééeuf cAlpoRynerpue hydxpaaisanoyloxy inEriqui Penaeyioyy. nitrpftdfluorométhy-

ri eur) - caleh@iprsgyie infégerrs kentsylee( allop iniésiqu-sulenyie, Paregmeyle: Nmono- ou NN-di(alkyl infé-

i nferieur 5'3‘"3’[§’P AAYP SultapgyigrIN-mago- oy NP‘d'lﬁ\‘fV "ﬁ’eé'e“r)'s”"ar'%'faeg e ?ft Rze r‘i‘ss‘@ﬁbl e un

grouffe al ERIESABAE e F%%’P“pelfé‘m%m 'g;% 9“ zaldrp thv ‘? ’1{“8 8
o rESO! u n

o T eun 92 r FF ceREre on
AT A S X Ay e g ‘ﬁ"‘&%‘l&‘ﬁ"é""al ?f“rp ﬁfar. our

et |l eurs B5hS: it s AhARp adgm CGRES 51l
0S i e s 1Bsqu © &=
r Ruepdi Capy i il g& iGN @.%aa lﬁfna pgngﬁeegﬁﬁylu@ué)daﬁz

d' hy rOge e; ou Ry Gepréente uﬁnﬁoﬁéﬁﬂﬁéﬁyly By BeRE, Gh&NeS s Oddr Wirdg¥upe

al kyle i nFﬁﬁn}g@ Bhr:un 'tﬁllogém%mﬂ Grofidd éanooélc&v infY&ur, iy B iinfélidlr JRArifubreRg-esent e
~un radi cakhyhRNYdpRsssite BEAEMS. BhydediRsc sl FHORARY BRI IntBlic; st 1duRs delsaBarmadeuphenyl e
par un at q@gmetl dedpRgefe ou un groupe cyano, alcoxy inférieur, alkyle

I nfegs eur ou trifluoront- thyle; Ra' repr6sente un atone.d' hydrogene ou un

groupe Hl Kyhgoséndolonilewrgndiestioh ¢%)rds f@elle Vpdeas vagquel i - ot R'abmésentart depdtatdses. 25

17. . Conpdbpiogéead; la’ teprésaptecin drovpd B-oyridlB,, p-clendbenzpialog Puyambaim®ylb;ed dauesl ®IsRl ' et
r epr 6 seammenttiquenibacespisbles’ hydr ogene; R2' représente |e groupe

3-pyri ‘é’lu p- cyanobenzyl e ou p-cyanoph6nyle; et |leurs sels

phar #fac PP'q%ﬁ%‘Fﬂf“ﬁb'l?é%t abI es. 30 18. Corrposes de formule VI 35~~ L *20 .

, o TN . kN 35 : ~~R3 s = :

. :- dans |aquel | e RI' represente un-atone-d' hydrogene “R2'
represente un . atome d' hyfarggbngrou Aiff gr__z:%g al kyl e |r(1f,ﬁ| ‘eur, ph6ny| e,
(alkyl inf.eri eur) thlo phﬁn—l" (—'lel ri eur)-thio, ph6ny| t hi o;
pyricfyle i 40 t hi 6ny{< benz 2g; " ou R’2r repr65ente un radical- phenyle
phényl - (al kyl inf6rieur)-thioc, phényl'thio ou . .- benzyl e, chaclin

. MNoSUbSt ighliaquet R FoghEUAY uRQﬁHéé[ SryRRENRA L QEsesle RA! BN EhyRk BB ouUR

~gkoupe Cyghpe awrevmnéunfpﬁédyﬁu(a;wna&fmthnonﬁﬁhw%s infBYSHF) A/ phéhly Bt Byrlapsy
inf e eur thidagiezeunkyss \ou MY rdpRsertd Lk IradRBIOBHBAYIY phéri-(al GiagHRV-tiol PAGAYIhR UG,

_ benzoyl e, béklkydthatunf ddno@ibstusSiik fled Raybe phébgls [pantry beme Nhapgitae o0 palNuNgdiugeal Kyl
infe- riewyane, caacylbmrydnrea!cosmnfeaemy\woxyl\ﬂmtoxy in¥érieNy, Nerctbyi@dy Jnjtto, trifluorométhy-

i nf 6ri eur e, sighrfopiatinfdrieur, banzdyle, (aliyl im@rieun-Suliniyie, 4&bamoyler proas @n thehrtiialkpiseféb| e un
. groupe al Kgurl-ajtismeyld. rsuliamoglar N-nisaerzau Ndedi(elkyb iniétiepheuffgrovist loy | Ritieh B’ dunisR| - et
- R2'. #Buni $orraspntes enpomble ue asupmAleidine g dorvidPhe pe dighéorimsthdidtnecou ' en

C4- 06; R3 Peefsrnis prtéeentant snsemidle 4n igyaypo glorise Guchaie gralese Caty Reropiépesiol Wur ;. et
sel s phar #i€8 WV?{E@H%?H “”aﬂf‘(’f’@ﬁ?‘é‘ﬁ? 'é@"eﬂ'é ebﬁ?l?)?“?ﬂ"acei@ue'@?hifﬁ%%b'% 8¢ 88> Fles

o siortf S R e £ 533 B g ‘h?a%rg“@”%e v,
oot o o %355 2 Hogos %hydw

groupe al lglyge Ny E%l
ou phényl %h @%ﬂﬂuﬁ&&nél! déké‘&
alcanoyloxy inférieur, nitro, trifluorométhiyle, alcanoyle inférieur, benzoyle, (alkyl unférieur) sulfonyle,
carbamoyle, N-mono- ou N N-dl(alkyl inférieur)-carbamoyle, sulfamoyle, N-mono- ou N,N-di(alky! infé-
55 rieur)-sulfamoyle; Rs représente un atome d'hydrogéne OuU un groupe alkyle mféneur ot sels pharma-
ceutiquement acceptables de ceux-ci..
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phényl e par un atone d'hal ogene ou par un groupe-cyano, alkyle infé6rieur,

al coxy inférieur, hydroxy, alcanoyloxy inf6eieur, nitr “"yl e,
al canoyl e inférieur, benzoyle, (alkyl inferieur)-sul f()ﬁ“'“““[“ﬁnnum
N-nono- ou N, N-di (al kyl inferi @PrQ236040815y| e, - sul f anoyt e, ¢ N-‘norfo- Sou”

N, N-di (al kyl infe- 55° rieur)-sul famoyle; Ra represente un atone

d: hydr oghne ou un groupe al kyle inferieur; et sel S pharmg- .ceuti quenent
acc ept tg ?ﬁ fqvendicg thﬂ 19 de formule VI quu E}{LB P sentent des atomes

B e }m@% el

d' hygr ogtfnﬁorg.uet@e O QUNGar

4- pyri dyl repr sente un ra |ca e ou - benzyle substltuas

chacunzf WordpSssk rsam%ven&]&naﬂ £, la@rfonHl'ﬂe &, esngu msl RIGNA, RPRAfontih b iPe
cyano, alfgagandf @r vepHSsentetlokyibuBe BNBE AbRidyle Od-'cygnobenzwe ol ipfdyarapiangs; Ry kdis et
sel s pharmﬁﬁé&ﬁdwaéma&ceﬁmp’b@mx%s de ceux-ci . . Conpos6s-sel-onla

revepdi cation-19, de fornmul e-Vl, dans | esquel s R et - R3 repi-ésentent un

at obhi 221’ Goyrgo@Babe a rd@ndidatyn 4 g btde h-@-ighpeppa-iBidazofiméthilysenebplirds, un stéréoi-

p- cyar i olzemérgloe uoundiangsy ae btérpbisomtes ;de ebluisi|og up Iselrpharcecsuiiqyeresnt mmmmqm abl es
de ceux- ggelui-c.0

22. Conpose selon | a revendication 4; qul est le 4- (V\/-lsoprop -1

- i meaZs| Spmpe¥halon- IBeieyendiratien ¢ auly Astlp e‘?'letﬁff'PV"dﬂ)o1n'ﬁ‘fdeZ°t¥u“qm'lﬁ€12%@‘e- e

st.6r 60i s cﬁ‘?é?°§§m%fé oy @} giflangp de sifrépippmeas dp RelTetbR ﬁ%ﬂi‘é’ﬁ@?ﬂ“"‘&@@%’bﬁ‘%?@'ﬂe
K{{ - ci depsluirch3 Conpos6 sel on la revendication 4, qui est le

4

ok ol ac‘éa‘@? s'@ie' i nia"aﬁ'tgfw o e Betbra s Rt Poanlg & * "

accept abl'€ S ueme 3R oscg 5% oh 1a revendication 4, qui est le

4- Ea- (4, C(}'o"i’rﬂgééhs%iax lla) re\;Em'j B géﬁ‘é%&%&]z,}? ¢ %@2&%5\& gﬁ l‘,%HZOgIQIIG n stbtBbis€!
o

phar mce%ér&‘dﬁ”ﬂﬁ’?ﬁelaﬁ&&@@ el dlUi-meu un Sb c%'{a I de
revendi cally0lt 4. qui est |l e 4-(a-benzyl-1-im dazo yl met _-benzonl tfile,
un st6reoi so- .mere ou un no) ange de st 6r60i soneres de coI ui-ci, ou un sel

phar TTBQGLttdn@Uﬁnﬁlﬂn la 36@AgIE0G]. 8. qtﬁj%stCI8|Zsl(h—cﬁ‘dnophényl)-z-ﬂ-lmldazolyl)-mdane ou-un sel
. - 25 phérmafeatiuemént acbptibld do defiv@ndi cation .4, qui .est le

2\”(’4 cyanoph6nyl)-2-(1-i m dazol yl)-indane, ou. un sel phar maceut i quenent

- accept &bl @ngeséxelon la-revendicaiion Cqurpssﬁ4-®ed4-ovanbmuérlvwdh%ii-t:iazdmmétnyl]rhquﬁoniaibt | e.

4- [ a0 ( 4- cypan splipbanproeufquémenp acteptablecdewblitc. nHt hyI ]-benzonitrile; 30 .. ..0QU un
sel pharnmacouti quenent acceptable de cel ul - S .. 28 Corrp05| t| ons

. phar ma@@Ufampadtions pliapRaspiiAtes SAMRIENARI S MBRSE d‘ﬁ'°'! (e qEﬁfé’F‘l"G Higei eevendigations 4 '

revendi caﬁ?70Ff§“°ﬂ't°8‘°2t?"e°c‘{5'r’(]é'6‘?”|'ﬂF@ﬁ@?@“@ﬂ}’é‘eeﬂﬁW@?ﬁ"bul €. pharmacouti quement

00CeB, . Far B3 oo S oS ) Sl B S50 © °
S aRllyiln

IPor gani sF?ée"éer'fl maf‘peg Ve r?] 's??ﬁa""f'f'oi’ T on d' un conpos6 sel on | une.

quel CoRgUGEas &6y EREEAIoR Mnehudlecddus gl MibndcBiohl §RYAduPH o Hgtﬁ)n no
cowposi tl&ﬁmpﬁ &% Jufie mﬁfﬁ" rétetzn"eeadaas@"nﬁ ﬁfaﬁ@ at &eas’;. e

i nhigi t eUgesmAlR I actl VI te ar onat ase. Proced6 pour I a prepar ation
des conposes de formule. | solon | a revendlcatlon 1, ou de leurs sels,
CONPr eB&NProd@pé pouina p@pariONRES Efnpdsss fdarsmbie | Iseldam&edeﬁai@w f oWdeagUrEsENt € un
radi cal leompteda@zol yl e ou |- 46 triazol yl e 6ventuel | ement substitu6s
. chacun . par ajpoyrigugenpaséds \decfoimufecir dapsilgsquels Womptésestatunoadicl tHmidaoipe e 1de
formal e VI |tridgiyied éven(uvlem)ant substitués. chacun par un groupe atkyle inférieur, la condensatlon d'un
composé de formule VI _

W-H (Vi)
50 dans laquelle W' représente un radical 1-imidazolyle ou 1-triazolyle chacun éventuellement substitué

par un groupe alkyle inférieur, ou 'un de ses dérivés protégés & I'azote, avec un dérivé estérifié
réactif d'un composé de formule VIII. .
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50 dans laquelle W represente un radical 1-im dazolyle ou
1-triazolyle chacun 6ventuel | enent substitue par un groupe arkyle
inferieur, ou |'un de ses d6riv6s proteges a |’ azot

esterifi6 r6actif d' un conpose: d_:pdgembmv II l!“'ﬁ“l"%l IEHZ n94061
| - 11 111 12121 211212 11 I} I i

\..-CrnN ' (VIII) dans llaquel l e R Ro, et R2
ont |es mnes S|gn|f|cat|on0ique cel l es donn6es ici a propos de |la 10
formule 1; b) pour |les conp dans | esquel s VVreprGSeggf n radi cal

3- pyrldyle 6vent uel | ene gﬁ:}GﬁNpar un groupe al kyl il 6r|eur | a
ddshal og6bnation d'un co ,zﬁg— ormule | X 15 *

(1X) Sw L~ dans lafuelle W represente un radical 3-pyridyle
event uel | enent substitudgpar un.groupe alkyle inferieur, X reprGSente un
atone d' hal ogbne, de preference de chlore, R et RD ont Ies nBnes’

significati ghg, Heehe‘i:?'n ‘f‘fg &W%ﬁﬁﬁs inS.‘n ﬂoé?dhguciu‘é% &8%9% BonnBSs &% O;Elquogd 1a €0 RI

ala JTHI’T'E Sk 'I.Ca onnoe |1 CI a pPropos ormul e

1 et Sl 5'0%5 Rk rcﬁ'mchs@s §dns ?es&'tﬂ!sr\ﬁagﬂrésgﬂe Ay rddicR By hiayitesbRbdibthén Lishat! t ant

30 par un groupe alkyle inférieur, la déshalogénation d'un-€dmposé de formule IX
(X) 35 avec un dé6rive rdactift du radical R2, on utilisant | e processus c)

-dessous; ¢) la condensatl , dans des condi ti ons basi ques, d'.un conpose
de feasmule XI .40.=N . (XI') WCHz/-=- .\R
0 45 (qU| est un conpésG\mLi;ﬁnule | dans. |oquel (Rk)et R2 :

epresent ent des atones e) dans laquelle R, Ro et Wont |es nBnes
stgnifications quo celyk donne o Ci pour la.fornule 1, avec un dérivé
fdpetionnel réactif d un.lradical Rl ou R2 (RL ou R2 no repr6sentant pas un
at omée d' hydrogbne) pour obtenir un conposﬁ de formule | dans quuel un soul
des radi caux re r65ente un at one tx

d t ﬂara I |3 y[ldy 1\ a%t sub-stl NG 9 %alh\ﬁe
sor! o Tone ':z?gﬁi‘?:f il s;'f% o } STy @%é‘;ﬁé@%
i

a;

cell nnees S com
pas_ up at On% 923@}33 P c.i%)‘zoénul lgﬁu n du eeqUE|
ni ni (mﬁ ent ent a condensati on d' un
gonpose de gornu e X avec un derlve blfonctlonnel reactlf de Rl et R2

réuni s representant un groupe al kyl bne a chatne droite an C4-C6, un.groupe
al kyl bno h chaTne droite an 04%(5 substitue par un groupe al kyle inferieur,
ou uaggroupe al kyl ene a 55 # \__Qgﬁpe droite en C2-C4 pont6e par un
radi cal 1, 2-ph~nyl bne, po 5/%hIEQRr n conpase correspondddt. de fornule I;
51 EP O 236 940 B1,y~ il 112122 11131 Bl B !l d)
| a conversion de Rs en gr upe cyano dans un conpose de formule X! S
st (XI1) . _
35
avec un dérivé réactif du radical Rz, en utilisant le processus c) ci-dessous;
c) la condensation, dans des conditions basiques, d'un composé de formule Xl

“ ‘ ; N._c=n . : (X1)
W-CH, '='X\RO
45 {qui est un composé de formgl-e_'-'l da'n-s__ lequel Ry et Rz réﬁrésentént des aiomes d'hydfogéﬁe) dans

laquslle R, Ry et W ont les mémes significations que celles données ici pour la formule I, - . .
. avec un dérivé fonctionnel réactif d'un_radical Ry ou Rz (Ri ou Rz ne représentant pas un. atoms
d'hydrogéne) pour obtenir un composé de formule | dans lequel un seul des radicaux Ry et R
_ représente un atome d'hydrogéne; ou de méme, la condensation d'une composé de formule 1 ainsi
§0 obtenu avec un dérivé fonctionnel réactif d'un radical Ry ou Rz (Ry ou Rz ne représentant pas un
atome d'hydrogéne) pour obtenir un composé de formule | dans lequel ni Ry ni Rz ne représentent
un atome d'hydrogéne; ou la condensation d'un composé de formule X1 avec un dérivé bifonctionnel
réactif de Ry et R» réunis représentant un groupe alkyléne 2 chafne droite en'Cs-Cs, un groupe
alkylene 3 chaine droite en C4-Cs substitué par un groupe alkyle inférieur, ou un groupe alkylene a
55 _ chaine droite en C2-C4 pontée par un radical 1,2-phényléne, pour obtenir un composé correspondant
de formule |;
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e e e e e e e e e lo dans Ia ueI

Ro,” R et Rz ont les nmenes significations qua ceI | os ﬂﬂmﬂ Iu“ Hnl@

RS représente un groupe ou radiPci3&940 Blout 8tre conv

cyano; eVou | a conver5|on d' un conposG de formule | ‘en ‘un ‘autre conpos6 de
fornul e Im)Ia it a & version d'un cong)ose ibre. e, un sel, et/ou la
conversion d° "veri'@ % ﬁ’%w(%%"edaf'?m mBERé SiR TqrRula XI autre sel: et/ou
| a separation d' un nﬁl ange d'isoneres ou de rac6m ques en.les.isoneres ou

racénri ques individuels et Iiou l'a r6sol ution d' un rac6m que en.les isomeres

optd ques. 32. Proc6d6 sej/on ka_raevendl cation. 31, pourré‘(a )0r6par ation d'un
conpos6 de fornule | L *R1 represente un ato & hydrogene R2
represente |l e group yanop er W R Ro ont |les nenes 20 :
significations que celles donnees dans | adite revendi cati on;y conprenant | a
condensati on, dans des z:ondi t'i on's basi ques, - d'un conpose de fornule*Xl 25
W@H, / e=' - “(xi) 0 30 " avec le

p- f | uor obdaz dagisalie iV, R, Ro,. 3 3t Fe ontdetmanmdsclgnifiaations ias cilleiadonases Pids hgdDerRd a
prepar at i teRrégRmtetun|groupaiownpdiesb pdi Geuy Blye donverti alde groydervBanay | j - benzonitrile. 35
34. Pr oc6e®usie|cenyersign rdupeentipegtt i form@e | qaouy adtrg gemepsdr dat fognuledll etiou fa

4-[ a- (4- c MBI ‘TWEQSE' 1‘Pf°2“ a6 pel.eren |°9’1V°fﬁ*e'! Hy §e! Brevizaempesé libre ou en un
Revendi caffigre" Riol 1a eearptionduncmgianag fisgmbees auide, spfimiquepn lgsgsoraes 90 1.

Pr oc ~d6 pﬁ?ﬁ?"“?‘? W‘é‘ﬂ‘a‘ﬁ’sa"lﬂf"b'ﬁ 'H‘f?"é’d‘ 'a'qvfeeaf'wwme@s PRUANES: | M 45 w

id h 0 80 procgas ilepon la r ur? ' en;[) lon Zor;gammnt un at orre
Ydro%e e ou % ne' % % r?ﬁ? a'E? é m
enz~ I Q mﬁé{'g?'gql 'd I’GV§ dé g maﬂr%t t a con ensation a§'58 dZ CyCl €
for

tetrahydronaphta ene repr sente un atone d’ hydrogene R2 repr65ente un
at one d' hydrogbne ou un groupe al kyle inf~rieur;. alceé6nyle inf~rieur,
aryle, aryl-alkyle infdridur, -cycl-oal kyle en C3- Cr otu cycl oal kyl (C3- C6)
alkyle. .inf~rieur; 55 "oy Rl et Rp r~unis representent ensenble un
groupe al kylidbne inf~rieur s0u-@Bho- ou diaryl-alkyligdgne inf6rieur; R et
1t:2 r~unis repr6sem-ent” 6Gal egent un groupe al kyl ene a chahne droite en
tﬁ Co, aIkerne'A cha~ne droit® substitu. par uh, groupe al kyle inferieur

aIkyong . chatnae droite en 02-C4 pont6e par un groupe o-ph6nyl bne,

e p-Hup

poa"r f orRYRSHe P-fuppabenzondtiilgne de car b'one auquel is sont lids, un cycle EP O
236 940 5 6 ou 7 chaTnons i

corre g ?e"’B\)% FveRioptionel?t p%tb%?'iet’%'% G“ §dﬂﬁ‘6’yﬁ‘°a‘??"ﬂb‘y'a’dﬂ%'m@*mlque W
repr65e pEo rI“tgegroupe 1- |mdazol yle, 1- (1 2,4-0u--1,3,4)-tri-azolyle ou

lyle, 1-(1,2, 4-
AR PR A e Rl P 1 B o cur
dans | es 'd6fi nitions ci-dessus repr6sente ‘un groupe

enykaemiea«aﬁ;pamrbéﬂaékbﬁ%@ta% SthlRRts’: b g\eﬁssoeﬁ un ou deux substituants

isis parm des atones d' halogbne et s groupes al kyle inférieur, alcoxy
i NkET 1.€ Procs dBYBEOX préparedtibra Gy dompyissi dBfiGmligyr , ar oyl oxy, (alcoxy .
i of erieur)carbonyloxy, N N- di(alkyl inf6rieur)-carbanoyloxy, nitro, am no,
trifluoron6thyle, cyano, car b Xy, ..(al coxy inferieur)- carbonyle, (phényl,

naphtyl, pyridyl, thiényl, i L\yl ou furyl)-(al coxg i nf6rieur)-carbonyl e,
al cahoyl oxy 10 i nferigurfal CeoxycaNnf er i eur) - car@onyl e,
3-pht al i doxycar bonyl e, ca N-(al kyl inferieur)-carbanoyl e,

N, N-di (al kyl inf6rieur) fbanoyl €¢ al canoyl e infé6rieur, aroyle, (alkyl7
inf6rieur)-sulfonyle, sul am)yl e, N (alkyl infé6ri eur) suffam)yl e et
N, I N-di (al kyl inferieur)- sdl fam)yi e; un groupe 1- ou 2-naphtyle qui est non

50 dans laquelle- R et Rg représentent indépendamment un atome d'hydrogéne ou un groupe alkyle
inférieur; ou R et Ry, situés sur des atomes de carbone adjacents, forment ensemble, conjointement
avec le cycle benzénique auquel ils sont liés, un cycle naphtaldne ou tétrahydronaphtaiéne; R,
représente un atome d*hydrogéne; Rz représente un atome d'hydrogéne ou un groupe alkyle inférieur;:
alcényle inférieur, aryle, aryl-alkyle inférieur, cycloalkyle en C3-Ce ou cycloalkyl(Ca-Cs)- alkyle.inférieur:
55 ou Ry et Rz réunis représentent ensemble un groupe alkylidéne inférieur ou mono- ou diaryl-alkylidéne
inférisur; Ry ot Rz réunis représentent également un groupe alkyléne 2 chaine droite en Cq-Cs,
alkyldne & chate droite substitué par un.groupe alkyle inférieur ou, alkyléne 3. chaine droite en C2-Cs
poniée par un groupe o-phényléne. pour former, avec latome de carbone auquel ils sont liés, un cycle

_— AR .



substi tu6 ou substrtue par des substituant's hal ogene——ai—lqd—e_r_nieu_e_ur

al cox‘y inf6rieur ou cyano; un radical aromatique hetbroc cli wje choi si

parm |es radicaux thi6ényle, indol yI e, pyridyle et: flmm UJIH l! ﬂﬂl t el

radi cal aromatique heterocycliq nosubstr
d hal ogene.ou par un groupe al. k;L/t'IPP I'n qg"r%rt eﬁlr) al coxy inf6rieur ou cyano et

"aroyl e" dans les definitions ci-dessus repr6sente un radi cal benzoyl e qui

est non swbste bw® chahnobsl bﬁtebﬂou&npaﬂenﬂnerewe& sabstitoe su dbilia laamedgauthenfniquE 96

al kyl e i nfregrésents ,le gtoomX y-inideizalyie, et ,2@wu t-1,8 ) tieaolgiadl Bylyddyle! ou Madiptiasnte un

t hi enoyl e, grupe rﬁhwyioarleou-(m.ﬂw 8u -0&4)4Fiqz_wlé chpl &ewbmysbl@,ﬁmQOJar un rglical elkyle

radi caux defédeyn6s comme "inf6rieurs" contiennent jusqu'a et y conpris 7

at omes de dPtylghalensoles @efiniionseti-detsus mprisents querapR Pfore Stiagst @on subs@va,pu ci
conpr enantsubﬁl't“édl&'r up gy deyxnyybeiBients| ehdissy pAYNicdss apies dhalogRae ot des/ orpuppy alsdmt e un
“radi cal 1-TiReyn 25y sy, n!dqur .aécz'aﬂv rVemfé\ﬁyhta é'PrVeHsmv 'gférﬁg'm%v;°>@h%wUn par

kXl | infériguersar loxy, it é e
3\? o Ou?% %(Fb% ylle {phe Ely ?ngzpaérmy, py E":hr % I 0 ry - ?m;ﬁ % bonyle, alcal oylz)%r( 25
Hfgneu%

oo o 1 e T :'ﬁ:g,;;.::’ % : o re"%" r;r'rrr par
un gr OuDe ﬁ nele r r( lk e r)- v,i 1:n
aveC titud ues%Bs%Eule da.ed substituants hé Mi'é?reﬁ' Qi@&§ ofu ' y

radical aromatique hétérocyclique choisi parmi les raa{éau h)énﬁ@r oI&e pynd'{re et furyle *0u un

~~~~~~~~~ el radical-aromati que"h’étéToEVcTQ‘u?é“QTri”e?st' MONoSUbSHTGE par Un atome d‘i\aloge u par un gro ns

| aquel | e RakyBontérBlr, 8éoxihisasik od 8@andyBES Signi fications..que celles donn6es
hCl, a propérad@e’ dank agsnaBhiMitidns cldesfid Uspréseite GO rmmﬁrﬁenet@qu st e Isebskidié ou
r epr 6sent esubisiitug peki LA 2 atdnge)d'Haldydine oe Yo ides alkyl€ miErdur, alchgtinfériatr o0 affluatomdltiytsipe
alkyl e i nflerddealthisnoge, persdiaylemy @ at swt-pyridyiqarbonytarpos6 de formule | X 45 (| X) 50
dans 2 aquedtlles ra¥rrmalési@ee ntrama finférmakis teohtic@neny jusauialeby eanepnit U efomesndemarberebst i t ue
par un gr owzbungplophroatenfiggenent pcceplablecgerdlyisahicompranagt ome d' hal ogene, de
pr 6f 6rence i PeY| les eomppsestdeHiomylet | dans lasayplssWiysprésente un radiesh ffiidazelyle 9y lque

cel | es donné@@golylgiev 5‘8'@"?@‘§"&§S'W6%§@§“’U83ff‘{9r grempe alkyle dpférigyr, Ja ?%dw d'un
si gni i cati GAMERTE IR BT Ybnnee ici-  propos deda formule 1, et; -
nécesgaire, \'k%i @ﬁ en reaction du produit de for mul e X r6sul t-'ant ,

119"

53 . E 111 IM 1111 lii 11I' 1111 * S ** N _-CN ’
((jX)/ *.g. | ns laquelle W' represe te n Padrcal 1-|m|dazolyle ou 1 tl* glac?un event ! Ie}{t6subs(tai t I f
. du radica ru ly 6} ,E oI %0 te ave c " dérivé FSte"
condepsati o cg&?m Sos& 8 },Mep\m; asr ques corrpose ormil e”Xi
.0" eN (X u C} 12

>9 H2 (qui est un conpose de g or ml e I dans quuel R et R2 repr 65entent
des atomes d' hydrogane) dans.ﬁ aquel le R Ro et Wont |les nbnes,
significations que celles dbnndes_g=i pour la formule 1(VEBI) . _ avec un
dérive fonctionnel r6act'./§-=uﬁ\gad| cal Rl .0u. R2 (Rl ou R2. .ne represent ant
pas un atome H S

- 40 dans laquelle R, Ry, R; et R ont les mémes significations.que celles données ici 2 propas de la
formule I; _
- b) pour les composés dans lesquels W représents un radical 3-pyridyle éventusllement substitué-
par un groupe alkyle inférieur, la déshalogénation d'un composé de formule IX

45

_,;//( \ ‘_C‘E" . (1X)

50

dans laqueile W™ représente_ un radical 3-pyridyle éventusllement substitué par un groupe alkyle
inférieur, X représente un atome d'halogéne, de préférence de chiore, R et Ro ont les mémes

55 significations que celles données ici pour les composés de formule |, et Ry a la méme signification
que celle donnée ici & propos de la formule |, et, si nécessaire, la mise en réaction du produit de
formule X résultant '
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d hydrogene) pour obtenir un conpose de formule | dans |equel un seul des
radi caux Rl et R2 represente un atone d' hydrogene; ou de ngme, la -
condensation d' une conpos6 de fornmule | ainsi obtenu avec un deri v6

bre & hodr bgane) pour obtent o SsSSBE (T 26 ﬁlﬂﬂlﬂmmﬂﬁﬂﬂﬂm ni RL

N R2 ne repr6sentent 25 .. un atone d' hydrogene; " olf | & condensatlon

d' un conpose de fornmule Xi ec un deriv6 bifonctionnel r6actif de Rl et R2
reuni s reproésentant un gr oyl §9Iky|bne a chaine droite en C4-CS, un groupe
i * al kyl ene a ghii ngdroFe en C4-Cs substitubfbar un groupe

al kyl e inferieur, ou un upgggbkylbne a chaine droite en C2-C4 pont 6e par
un Fadical 1, 2- ph6nyﬁe pour tenir un conpos6 correspon- dant de
formule |; 30 _ d) §a conversion de Rs en groupe cyano dans un conpose
de fornule Xl ~"-R5 XI

- 40, avec undén%ar@%h Qk!ﬁé ut‘Bsa u%tc) % ' les NPIes ...,
Slgnlflcate)%ndeq For B 656 g 95@3 roupj’? GERf 6sente un groupe ou

radi cal qui peut re converti - ano; u la .conversion d' un
conpose de fornule | en unefutre conposd de fornule 1; et/ou l-a-conver si on

d' un conpos6 |libre en un s et/ou la conversion d' un en un conpos6
| ibre ou en un autre sel; etI £eN separation d' un nﬁléﬁ e d' i sonbres
ou. ;sde racem ques en I zfée s. ou 45 : racém ques i ndivi duel s eotou

| a r6sol ution d' un racenique eh° es. isorneres optiques. 2. Proced6 selon
a revendication 1, pour. la preparation d un conposO de fornule | dans.

| equel - RF(qm@p!rL@@smp@é wia fermnderbdads lequst Bgétifie repiésentenp d@satames dihgdrepéon) dans
4-\cyanophdaguelts R\ oRWV opidesgm@mesesignifieetiens aud epfiesidoantes igrreurdeformeudd Il es donndes
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e d ne) our pbten r s¢ de m ) tent
p f6| uor Obe %ePET ouPI’Z (l: qgﬂ f S8 %ﬁﬁu C ul dén@e blO j:tlé{ nel 5 4
N Ogg{jgtgsgiaa Zrl & b Zxc M"f &Z& bol: 50 4
: | e s stlt pe alkyléne &
4~Tci - (4- C&fﬁﬂQQaﬁ@ﬂiébz é4 ;ﬁr tn'; lra%i?: gr?yﬁélﬂé( oiir ?eﬂ@ 9|Wc$ i gor spoP roc6dé
selon | a rgweqkbm@is!oN 1, pour |a pr6parat|on ‘un conpose de fornule 1,

dang, | equed idRediterdi®h db®s on grolRiYy &AM coMPosa 4E Ul hvdrogene, Qu R et Ro,
situ6s sur des atones de carbons.adjacents, fornent ensenble, conj ointenent

avec | e noyau benzéni que.auguel-.ils sont li~s,..un cycle naphtal ene; R
repr6sente un atone d' hydregb@e 1 R represente un atone d' hydrogene ou un
groupe al kyle inferieury, * ryI -g8saryl -al kyle inf6rieukxilQu RL et R2 reunis
repfesent ent ensenbl e un/groaupe, al kyl i dbne i nferieur Cu diaryl-al kylidbne
inferieur; R et RR W IS peuvent 6gal enent representer un groupe al kyl bne
A 15 chaine droite C4-CS. Qu al kyl ene a chal he droite en C2-C4 pont 6e
pax.<un radi cal o- ph6ny|ene pour forner avec I at one de carbons "auquel ils

o BB R
Qi -1,3 4)g °"" § Sla78) ¥l tibghl 106 par
un groups &Jn l&ldlpl I’Illz)reé unQJl % SIRV;E@u r{“ndoﬂﬂ&é%regp

s

represent eglyg Jeﬁ@kl&ﬁla FelafaraivA Qilﬁtknélﬁhgg GHRY fabsnigtiBs oh Lidte ls&&rres un

at oge’ d' ha.0GRaRs Mbividedis dybl 18 FabiRton Atk YcSmibudl AlidsGibinered boidyas, | NT er i eur,
hydroxy, trifluorondthyle ou cyano;.le radical thienyle ou pyridyle; Cu

d' un sl PalckuEr ss0a asl tréventmiatont 1, afaarelptpaé@hﬁndded $hetditipossl de formule | dans. loquel- R
représente un atome d*hydrogéne; Ro représente le groupe 4-cyanophényle; W, R, Ro ont les mémes
. significations que celles données dans: ladite revendication; comprenant la condensation, dans-des

80 conditions basiques, d'un composé de formule Xi ' : '

7N, .C=N ' (XI1)
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6. Proc6d6 selon |la revendication 1; pour | a preparation d un conpose -de

formile 1, dans lequel R et Ro. repr63entent i ndependamrent un_at one
d' hydrogene ou un groupe al kyle inférieur; ou R et Iﬁ“llllmamw\lulsur
des” at ones de carbone adj acent s gpf @wa3e5u0 mnsen‘pl e,
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thyl)-benzonitrile, un stéréoisomére ou un mélange de stéréoisoméres ‘de celu:-c:. ou_.un sel pharma-
ceutiquement acceptable de CGIUI-CI : .

23. Procédé selon la revendrcatlon 1 caracténsé en ce que l'on prepare le 4-[a-(3-pyr|dyl) 1 -
35 |m|dazolylmethyl]-benzomtnle, un. sterémsomere ou un mélange de stéreonsoméres de celui-ci, ou.un
sel pharmaceutiquement acceptable de celuj-ci. - -

. 24, Procédé selon la revendlcatlon 1 caractérlsé en ce que l'on prépare le 4-[a-(4-cyanophényl)-1-
\,,z imidazolylméthyl]- henzomtrde ou un sel pharmaceuthuement acceptable de celui-ci.
40 :
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imidazolyl)-indane, ou un sel pharmaceutiquement acceptable de celui-ci. .

27. Procédé selon la revendication 1, caracténsé en ce que l'on prépare le 4-[«-(4-cyanophényl)-1-(1,2,4-
triazolyl)méthyl}-benzonitrile, ou un sel pharmaceutiquement acceptable de celui-ci.
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