0033094 Description This invention relates to novel

i mdazo(1, 2-a)pyridines, to procass4s - their preparation, to

phar maceuti cal conpositions containing such conpounds and to met ho(([d for
pr epar Peagriptinth 5 corrposi tions. Repr esent ative conpounds have been b\.md to
be usef ul rag Al d oS Sl 3" Nbvel MetiaGbl £ ;Ee's,"e g erteE &t @ PEeoLdingly may

be_USefhafrhicabrica Cimitaitohs commhing el j G dRUCET e tOa K proaad 1<

gasty i ¢onipe ndisodeh ukieeercsmpolihas Ihewba Bédn f na]taydel dsenm&s05ntrcéabrstownumtl on

ar e of cytdpeoteptine ageintsfapd raudoadlr[ﬂ?ﬂv lvdmsadafon rc{l:M}hersmppem if pepkiy dicergjend fot ower

[ERK reps’egmo Qo AT o i goopismiee i serel ot [EFFY - [ER, 2
B- NG§, B-hal ogen or, provi ded [ERR] is not hydrogen, hydr ogen; 35 Xis

hydr ogen, | oweral kyI, hal ogen,
represents 0, S, SO [ERR], [k

| uoromet hyl or | oweral koxy Z

ngl e bond between the group T-Ar

and position 8 of the im dazo[l, e nucleus; T represents a single

bon betvveen Z and Ar or a branched or str ght al kyI ene group having 1 to

12 car,ppé}e,@toms with no nore than &5 T5tMdi ng carbon atons between Z and Ar;

and 40 , rdbredeRRY YARRES IBRENMkyl, BYuGEMbthyil IBiegpy B-—fA!r'rﬂrn}d-haldg% dﬁé’@' yl or

X -, YB—-SGm.d!bwara[zw substituted phenyl wherein each of X, Y and

i ndependent |y is hydigpgen, hal oggn, |owerakyl,r] oweral koxy, CN, [ERR]

[ERR so with m beind zero, oné or two, V\H]ereby m represents two when [ ERR]

represents 55 wher 9. t bove §6PRai tG-oNs B i08B=Cdf r ai ght or branched

chai n | ower al kyl ene group; ;)resents zero,Ngne or two; 60 [ ERR]

and [ ERR] each |ndependently reptr esent hydrogen,® | oweral kyl ,

| owe@f - al Kbxgpresmetsdowserpikylt BGN.|BOBLo- net hyl | oweral kyl, Ar-loweral kyl, Ar, or,

when taken together_ w th the nitrogen to which t ey are attached, forma 4-

to 6-nenbered cyclig am no oup 33 094 4represents Ar, .

| ower al kyl , [ERR]B&_h vverab —uN ERR] re s hydrogen, [ERR] to

[ERR}, aryl- or an aral ky roup having up to 12 ca xbon atoms [ ERR]

represents hydrogen or Iowerb,l kyl; and [ERR] Rsepr esent s hydrogen,

| oner al kyl, | oweral koxyl oweral kyl, trifluoronethylloweral kyl, Ar-

| over agkitlo OB-héb entdaepraw&uch hyelaqwdég& fydodent r ahydro and

2,335, 6, 7)érsh19 fosveealial, 0gum nftieoxe Ofifuingindtiive op leaverstkoxyceut i cal | y

accept abl & rsmeiestSd? %ﬁghs@@ NBoenadsingletiond betweh theigrmup Ty and ppsitidneh Qfgetn

i ncl udé@d‘!’_‘j’ PV"&'ﬁF eu betw d h fluaro and chloro 15,

et et s B i %ﬁ@@rgﬁ;r eticyliieie

i nclgides skrlrgy baraw n ylNivid a8 loP kN, @rmw&zhaousmzeurph&rmsn X

car bonwaéreinmachucf X'’ a%’ am&iZh indepeadently is hydrogen, haltmeh)yibwerbikyiLibweéralkoxy ORM,A3Fy.l |

neopentyl, dinethylbutyl etc., whereby methyl and ethyl are preferred; the

: preferred definition ch4 t he gro‘iﬁjp Ss eci alﬂivy as R3, is -CH2CN, the
terg "pyridyl" includes th and an Iogen- or

Iow?r al kyl - HbN92y led anﬁSSBﬁje%’Nthe & ﬁsa"-'t'hN r?;“]‘)ﬂ‘ %d('“rur’anyl 20

i nclude the 2- and 3- ﬁhé)rrers and t\'ﬁgr hal ogen- and | ower al kyl - substi tuted

anal ogues; the term™ dazolyl "™ includes the 2- and 4-isoners and their-

hal wenlth ﬁ]néiel | ﬁZ\QB&F %tlvel(Xr t\l§ Q%Lk%é\teﬁg?r%ﬁ%s% enlﬂq rL;an%ﬁ‘ts' nstances V\her e X

i s ot her ogen, Such- uen e at any of the positions.5-,
6- Re
/
N
55 AN
Rs

whereby in the above definitions
B is a straight or branched chain lower alkylene group;
N represants zero, one or two;
60 R, and R4 each independently represent hydrogen, loweralkyl, lower-atkoxyloweralkyl, trifluoro-
methylioweratkyl, Ar-loweralkyl, Ar, or, when taken together with the nitrogen to which they are
attached, form a 4- to 6-membered cyclic amino-group;




L)

of 7- of the imidazo[1,2-a]pyridine nucleus. The preferred definitions of B
and T are nethylene or ethylene. The term "cyclic am no-group” is also
meant to cover a norpholino-group.0833094 A preferred subgroup of
conmpounds of Fornmula | are those where| n [ERR] represents hydrogen, .
|l oweral kyl with 1 to 3 carbon aths | R ERR], [ERR] or [ERR] 30 withn
bei ng zero, Ro;;gmggmgmpm{eﬁﬁg] N sel eth_e,qIA‘rom hydrogen (provided [ERR] is
not hydrogen), nethyl, [ERR], \ [ ERR] or
[ ERR] Swi t h [ERR] representing neghyl, ethylrg propyl, isopropyl or t-butyl;
X repregfmﬁwlgm(r‘zgen 40 ﬁ represents 0, NH, SO OL a single bond; Y
represents g, Sg I r r avi
ca honC ot oree rg;m %ﬁ%g%ﬁ gq E"aﬁak"i‘hfﬁ\ﬁﬁh°'% %%tk?lm?ou%h? g atton 5902,5 v
Z' - sulgst i tu{.edeqmemyl hygiragep, Mvmrmyn mhlkeiylr%:eralk‘fl ﬁilﬂﬁermethﬂQGrB@ﬁkﬁenArLy i's

| ect - but d CN. F t hi
sross oRAD ggg TArFa b Wi e G e
usedh d

i nterest etﬁﬁrpﬁﬁﬁﬁ leE chldrdz ahérioR, ’thﬂrfluLE &R
trai

I epr esebsisg pieférbd; th®term “lowdr’ Eﬁﬁé’rﬂé‘;farﬂd&o VA QBRA ; groGpd, leEESIRE des aﬂ& a

single b@nd*ed@ﬂn Nydrase wbesem& R tocsixctarhion BIODIS QBB At MefhRE 8!, prépyl, Qﬁtyl

p-f | uor Q;R‘ﬁ ggt‘u{ 1 ta’"és:y °t§= ‘Bbecf?gh\;imt hyy ang! lﬂ&Ml#re p"sﬁerwdsthe nefp’rred red
gr oup o foke] f 9 ‘fﬁ?}% if

repr E!Der#::ﬁld EH?]Z- Q;’\d ersf5 nd thelr ::tblfw &b er ky(tl)h u a InERR]
and Ar igpdazsigih inelupdsaniy2- anB 4-igbmefs-ant msrchﬁlb@my nd l&\&erglkﬁss sE.{ult

nt m;emstam wherleX ig g Ubﬂdydo’gerf suchislibstituerstmeay e ef anly of the pr&tldnﬁ easne nt
of ul ceP gﬁ?ﬁg‘@ﬁ’a@[h lph %‘ich"i‘% e gtefaed @efinitiona ok Band Ti are tniaghylene or

i tersgtar F,egﬂe SUE By micvile e Blonl seb\g;?:gﬁ‘@'lf‘%%"%% 146. 642,
the main dif) GigsemsDoOydIGgeh] mylprw.mr Ao GDTEMU SRSt CRRVE anGRy bony!
am no gﬁU;Q?—QO-[—EIHR}I(Can pIOSH,t-I-S}nC g, or 3, a confi gurat i on which'i$ not
included in the present appliltation. The prior art conpounds are useful as

fungigi des and nowhere in théPwwo citations is there any indication that

the conpanRdRingB¥rolEnd!SEGol OF treating ulcer conditions. to The

fol | owi N EDSHIEREEY Rt hidydteR WroVidRRIFG 3£ RdtaHyiinsGeh) HhertylecHiERS er red conpounds
of this invention: 1.)

2- Met hyl - 8-:.(2, 4, 6-tri net hyl berﬁzwoxy)-lmdazﬁ[l 2-al pyridine; 2.)

8- (3, - Di chl orobenzyl oxy) -2 | o] aI pyridine; 3.)
8- (2- Fl uor obenzyl oxy) - 2- net hylé"r_r#aa dq; &} py?l di ne: 15 4.)

8- (4- Fl atcCHybenzgb-0Ry )with-ALEbgident & ’ )
> Nt byl mé?((@pwnw@"w”‘?ﬁ‘fn nirig ARl oyt Ul Tsobiodo mm
8- (4-*¢hl or%b’ %mglqﬁ@g_zo 1 2- a p (i dine:

8- Benzy! sul %@ Btﬁ h/kvleng aving U:zna ' fopenaw@s @d)

3 QIanomav 'fm,l,m ge, ih’ %utul Hg_QB e"; fef"cﬁaﬁ'é°f 20
: Cy an Bromt thigl braacigroiity s fpﬁefé-%‘edwm arb SR unln tefdsRY " i di ne;

10 ) “3 q/aﬁormenws B Ghds ByHs- BC.H4 ot €M OHuOr onmet hyI enzyl oxy)-i m dazo[

1, 2-a] pyri di ne;

R, represents CH,, CH,CN, CH,0H, CH,0COCH, or CH,—-(I!NHz

50 X represents hydrogen;
: Z represents O, NH or a single bond;

CH,
= |
.- .Y represents —CH,—, —CH,—CH,—, —CH— or —CH,—CH,—CH,—; and

"f--lkr represents phenyl, o- or p—ﬂuorophenyl p-chlorophenyl or 2,4,6-trimethyiphenyl.
* “A most preferred group of compounds is defined as follows:
. By represents CH,,
**%% Ry represents CH,CN or CH,OH,
N . Z represents O or NH,
£ dr. ‘T represents —CH,— and
‘*ﬂ" “Ar represents phenyl, o- or p-fluorophenyl; or 2.4 6-tnmethy|phenyl
Y As mentioned above the compounds of formula | are useful in the treatment of uicers.
nds having a similar structure are known in the literature, e.g. from GB—A—1.524.589 and




11.) -
3- Cyanonet hyl - 8- ( 3, 4-di chl orobenzo | oxy) - 2-met hyl -i m dazo[ 1, 2- a] pyri di ne;

12.) 3-Cyanonet hyl - 8- (4- net hoxyb &) - 2-net hyl -i mi dazo[ .
1, 2- a] pg-adi4)B46.642, the main difference being that the prior art compounds must have a carbonyl | | s
8- (4- tanon globenzyl oxy) - 3- cyanorret h ? 2-methyl -im dazo[ 1, 2- a] pyri di ne; 25/

14.) 8-Benzyl thi o-3-cyanonet hyl - yl -imdazo[ 1, 2-a] pyridine; 15.)
3- Qyanonet hyl - 2-met hyl - 8- (3-trif I(_er shyl benzoyl oxy) -i m dazo[ 1, 2- a] pyri di
ne; 16.)

8- (4- ohlpos.odneazoylsmygonﬁgmamrvat.&hyis not iidad il kb Gresert lapglicalighy IThél bt artl 7. )
8- Benzsp ﬂmet!ﬂeﬁul aa fungicides[abd Aowihgpy Ini tHe tva> Statiaris e there aay mabalon 1fat the

8 (:;'d f;isxg.d%log élﬂz 93’ eggn :gvfa?%gg'r‘(‘ngéltn;e% or}e tthg plre-flerlr'gddgozm ounds of] Phyrl di ne;

1 2-a] pyr |19’|2ﬂﬁetﬁvl(82t2m-ﬁmvﬂb6hiyﬁ)cy)-lrgigaz\)h ,2-a]pyridine;
8- (4-hl orameﬂaw-w ret’:}m 573 hpﬂada?o[nmtamﬁdihm dazo[ 1 ,2-a]pyridine; :
pidinedi ne; 22.)

21.) 8-Be -ermtt!sd-m- 3239 122

8- Béhzyl o t ATy Y'H’El‘hyl -imdazo[ 1,2-a]pyridine;

23 ) 8- Beaz;;gL(Qz@m ii Igmgt hyl -i m dazo[ 1, 2- a] pyri di ne;
-Benzylsulfinyl-3-cyanomethyl-z methyl-nmldazoh ,2-a]pyridine;

8 Benzyl oﬂ 33:x@mmhﬁ-12hyéthvl-r$r(dam v~ ﬂﬁm}pymddbﬁe—ﬂmﬁhhw - NN-di et hyl gl yci n

at e 25, ) 9.) 3-Cyanomethyl-2-methyl-8- (2-py idyl- methoxy)-cmldazoh 2-a)pyridine;

8- ( 4- i Vil pil Zalowidpei i ne; 26.
8- (Benzq,y?giij -@xmmmmﬁ %ﬁ) rﬂéfeﬁthl &T'g‘aﬁ "Xﬂ%’w o ) ‘*

8 Benzyl o194 3-(c-yamvmaﬁiwkw43my hyle VPWdl b[mera]
- Belhzyl o -) §-ﬁ¢e vl- aZdlimeaI@frudbeh I acet at e; 29.)

8- Benzyl o !bB'TZﬁY' aégvrlﬂlm ne 30.)
3- Hydr oxy , : 'z‘ﬁﬁ' fld' “al pyridine; 31.)
7( '4 ﬁl’lld {

8- Benzyl oxm 1)2-a] yndme _

3- Cymnonet 8y B-B2nzyixx\2 l-méih - »pheh)n dbhiﬂmy)&-(mmckaa witrile);2- a] pyridine; 33.)

3- q/anorre I3-(2 e% smyethyi- m@h;gld[zialmna]wgyrl di ne; 45
n$r‘

Dl ;m-'rm il
8- Benzyl ogy‘,

é:‘ ) |m aa]pyrldlne 35.)
e; 36.)

3- Hyadr oxy @} b)éen di?—taltyino&a( l-uBhﬁEdUl Q mé-ﬁﬂ %&Jm@&amﬂwﬂt@e 37.)

3- Cyanonekhy B-(2-CywiohgrizylBxy} g Fbpmﬂyl)-mﬁd&dazaﬂplmcﬂnﬁ] pyridi ne; 38.)

8- Benzyl o %%‘h"z:%" azz HYT'@!BPZO[ 1, 2-a] pyridine; so 39.)

) B-
8- Benzyl o ridine; 40.)
8- Banzy! anrs}l@-%é% °th "’“.L%zfmna
8- Benzyl 089-) B-MWthhw-et(baphenyr&W 1 -Wfrlddiene 42.)

8- Benzyl. %g zyloxsy-¢ Jedimethyldmigatofiy2-a] pmdﬂazo yridine; 43.)

3- Hydr oxy yoRome Zj tho i%ﬂleﬂflﬁ' 1 2-a] pyridine; 55
: “;%gi%yg(s:%?ﬁ e e

44. g 8- (4
-aj pyr Bﬂb B<Hen -2-methyl-imidazo[1 2-8]pvrldme-3-th|oacetam|de

3. 4y anonmeBay B-Hydidxfrhatioi-2basthy) -Isaz heriyietrat) nyidazolT Tisip@idihe2- a] pyri di ne; 46.)

3- QIanoma I3'QYH %UGF'I'VUB IDQPM- #uPImZCRim ine:2- al pyri di ne; 47.)

3- norre m Vgggzth.? |-| ’g{ ‘6‘95’/‘7 i m dazo[ 1, 2- a] pyri di ne;

48.) 8-Beng riding; 0[1 2- a] pyr|d| ne; 60 i

49 ) 3- Q/anbsmehyylw-anseidayieﬂﬂ-i-&etml-uw o[NRtalidine;i M dazo[ 1, 2- a] pyri di ne.
04539-3994"0?%6 ha Ftdeﬂfetnvhnﬂsdaqu{\‘rémipvomnwa be obtai ned by

pro sses rop m 'i" 3 [1 tmms having a simlar
struct ur egs, é#‘gé’? ' 2 " _' 'd'{'gubst i tuted).
i m dazo[ 148 31qyshdnibtiye8R4LauGbEe lflm ﬁ)[fi r| uiU mul ae 11 and 111,

[ ERR], [ERR ?-Oﬁpnqzqetﬁvl-amuatw-adzéSasmdmtllbneﬂoﬂv)emaEabm&}mnaﬁd Z" 15
represent %1 %‘DF‘Z"DF'GY@P&N o .2ralp I ve inorganic or organic
est& grod E'F‘P"éféhyhﬁ%gq ~(3-2hisnvi-methexy|-imidazol1 Zrplevridia® am no- or hydr oxy
gr oups present in [ERR], [ERR], X and Ar may advantageously be protected by
a protecting group, whi ch is subsequently renoved. The reaction is
preferably carried out by heating the reactants together (e.g. at reflux
tenﬁ%rature) in an inert solvent. If

4



in the above reaction a conmpound of Formula Il wherein [ERR] and [ERR] are
both hydrogen and Z" is chlorine 20 is used (chl oroacetal dehyde), then
[ ERR] and [ERR] in the final conpomaI(Bboth hydrogen i.e. 25

[ ERR] The und | nt ertr|red| at e pée% ar a}mown %r he :
corpoundi RN DR AT oA e B

St ep (|| ituleddP g:,o ﬂbﬁ]d HueGs: | corrpoun Formul a V\/nerel n
[ERR] is net hyI [ERR] is hydrogen and Z" is chlorine (chi oracetone) is

used, fhen a fi naI conmpound of the Fornula 35 [ERR] 40 i s obtained. For
preparing conpounds wherein_zy.epresents S. 0, WNR or a single bond, the
fol | owi ng proces8:may bexwsled [ERR] 50 Inﬂh@ﬁﬁbﬁé faor 7T e FV and V Hal
fepresents Br, d or J, Z" nts hydrogen al ogen (C, Br, 1). OH,
SH or fERR] and X, [ERR] [ERR], T T%nd Ar are as above defi ned The
reactantsare heated toget her® rrﬁgr standard reagtion conditions known from
t he preparation 55 of sinular conpounds, e.g. in an inert solvent in the
presence of |3 uRAsRve WiHRIad il arddCR! RS RNHE 203 HACA aré a6 APMRE HoRIrRbKS! addSZ"
pr ef er ablepredérsl a J8b6 Neating granipl pesbly Orbactild in6rgpriiRbY orghie esteuagrbumrsuaays be
carried balegeni tdavlornewl temmnvsfu’érﬁﬂmmmrhvdtamb Ps. pfﬁmt & ﬁitﬁan ng oWAYs in
S

the abovef@ éa §§ roag;':;%\g I-get er tre?ﬁ?fe Xétu N an in ovlecr’:: lls;
accordin gﬁ' fp Erﬁgoéa nﬁb hefein aRJ]R o%( g& (f is chlorine
her ei naf § se\rsed Ioroacetalgﬂ'ryli@) ot Nlnpu.sd hp.nane/am c&kbﬁuhedrer toth hﬂrrageh,.enurrer ous
standard reactions may be applied for transferring one type of substituent
R2 and/or R3 into another type. Th for anpl e, for preparing conpounds
of Formula 'l wherein R3 repres up BCN, the foll ow ng processes
may be,appliied: C. A conpound of L‘ rmula | wherein [ERR], X Z, T
and Ar are as defined for Fornula | Jbut“whefein [ERR] is replaced by a
group B X' wherein B is as defined 2&bve and X represents a good Ieavi ng 5
0 033 094 gr i S react eln ;jﬁ A ?au. Led

or odcy, (Bogh %r?rﬂ‘? (e F@ S oty

mesyl, tosy If adkish oRAS ||$ ett@nch qy%@foaﬁf ¥nd)[Z0URSchidagE €i N
t he quat a:rhma“cyzohons uﬁdathama fmurc&oemphhdl dsfahe barmiuar i on such as [ERR], [ERR],

[ERR], 5 [ERR], etc. Additionall one may carry out the displacenent
reaction in the presence of a cro her. -Bhe preferred netal cyanides are
al kal i ¥fretal cyani des. The reactd cajjri ed out under standard
conditions, e.g. by heating the r {n an inert solvent, preferably
di et hyl fornam de. When the quatenn y ani on®Ms a non- nucl eoph| lic counter

. ion, the reaction may also be carri®d™oMt in an aqueous solvent. to The
startrf?g' nds, of this proces 0 ned.b n rocedures,
Sy :E AP SRR DL RReTIapD.  Prrosly Snd S o BER HBTARE o
' Fornula £Yi%s reacted with a conpound of Fornula Il vvhereln [ERR] is

hydrogen according to process A above. Fél i) The conpound resulting from
I

step (#9).;; which is &.conpoyng=o dpe P 3 Ls s faydrogen, is
. further reacted with di nethy 1 rochl oride and paraf or nal dehyde by
heati ng tf#ie reactants in nethafol &'c réyl ux tenperature. (iii) The conmpound
of step (||) a conmpound of Formutra | wherein R3 represents -CH2ZN(CH3)2 i s
reactes wi th [ ERR] to y| eI dl\t he desr red nethiodfde. D. A conpound of

Formul a | V\/nereln and Ar are _as defined for Fornula I

and R3
20 repregg }%&ﬂsﬁﬂ a’ ﬂ}dﬁﬁ'ﬁﬁ s Bing! j“;ﬂ 'ﬁp?sg'libi“@{ﬂgéd haiggep (Cl,
dehydr at i 0n.'m &c{aﬁé(é tﬂgtehlfogtﬁrglr dn@ sgi'rl ar )éaztro% hnd Ith%wﬁq‘r@h\tthﬂg piERRUNds
Wi th as2f similasdd i arigerfgHMRAt ih t’he%Fhséri&EBi’aEa@ \Utizh Z' Dere@nsHalbg e,
reduced tacapmer aatalv%ss prﬂerelblenseedeaWdreatemgs Q) SHtos Ndn.etr{elfﬁa]ror(mav heycatridd ne) |
[ERR] (i Ut Witk B witbans P"" The starti ng conpounds may be

ER C.
b ! nc| g R UHTL 2  ERr e e et

. As is obvious to anyone skllled in the art, numerous standard reactions may be applied for
transfemng one type of substituent R, and/or R, into another type. Thus, for example, for preparing
compounds of Formula | wherein R, represents the group BCN, the following processes may be applied:

C. A compound of general Formula | wherein R,, X, Z, T and Ar are as defined for Formula | but

wh-rem R, is repiaced by a group B X'’ wherein B is as defined above and X'’ represents a good leaving
6 ..



exenphifi ed hereinafter. E. A conmpound of Forrrul al wherein [ERR], X T, Z
and Ar are as defined for fornmul ad/ggggb 30 represents the group .
[ERR] is treated with a suitable ound e.g. [ERR] in the presence ..

of pot a§sig/ M teabtdd Withde matal \Wuinrdehu y'iéruatrfeweﬁvéd iBrUdm-t i Fosterradl legyMgagroabsbate ON.' e

F. A cop f Fo rrula V\,her ERRJe gqg 33 d for
mes uateina [ -1® a

ror o sl Sl et e A T
ui t 85b| ¢Le] & ,Ad@rﬂGnall AU tHoI dibptadéthdt rdabtsom i th@grdsﬁhca oﬁﬁa?ﬁ(&bl ‘athenher e

R3 IS -ﬁG%reﬁreMﬁnmuhéaﬁdﬂehmﬁaWaMer ein [ERR], X, T, Z and Ar are as.

defi ned f oThé-caantidngs Icaracdjoqtliﬂm}r mdaréppe@mseq fip h ?t!.fﬁl h*{GERF%"‘F@ & st ed

with Naf eang‘afab.btgo ev'tpfle Wesifsthe gepternary a‘PP"ﬁ % lgePYic cRYPRRIPY |

wher el n' PEWI 'st ﬁﬂ P&: @:gsm Ebedb giﬂsd E? %hﬁ’d r@dgduruzalﬂ as

repr eseng,srap,d Qm?fot uake’inaw Rekatd to a reductive ehyor ation, e.g. wt

[ ERR] and t(iha domieeuridrof pyrviuth INis réadtedivith d doenpearsi of Edrmuila mmhereu{ Ede hydrogen g

Chem 42qc069§80(91®i’$)l} abave. A corrpound of Formula | wherein éezgﬁ‘;}ﬁ
with

anoAr ij&’g,ﬁﬁ t§ %hg'pﬂﬁfﬁ I—E(d mmmmqgnﬁ%?gm?ggmg%%‘yor bromhe in so

the presengm R mMpBYHdSof 3fep u)(aecogwpoaddwﬂ Harnhma mhﬁ@&m @orepiidits SHOHON(CHS), isbor on

chl or i deeaeted wi thcﬂH,atomeehetdeamnf meth(oaluai . A conpound of Fornul a I
wher ei n [ ERRA C%‘PGF"d ot Egrepular! \ac'rg i &a ﬁéﬂdﬁb@'ﬁfr‘#ﬂi‘%‘l’ for Serarujagrgge Rs
repr e?sefﬂpées?’ﬁ%e'éﬂebﬁ thergrpyps o § a3 e B %o a reduction, preferably with

Raney- ni ckel whereby the [ERR] group is rngphgced by a hydrogen atom The
starting conpound may be obtained by reacting a conpound of Fornula I
wher ei nisiEgbjectq BS£adhydrayiah: Tt reavtiontis EidriSedSoutity GledtDy thestattieg peresendewidi aa

Fri ecesl Stﬂlﬂdﬁt@hwﬂmgy 999"( an %‘W ﬂﬂ% %E?ced 3’““!9 U’@ﬁ'&eﬁ on
(mc);j ! Iyl v@t%:' goipgn ﬂh bt m hac%)rgm }:f r:egl\'lo&dur Qgéa %geéc éb aP aé\%gg' Ons
i ndi cate r:é5ncﬁof FoerQ33Q9\4re$I R{ N mgz [aERR]' are as deﬁnﬁ"@iﬂf@&blaﬂ%ﬁtﬁaon
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45 H. A compound of Formula | wherein Ry, X, T, Z and Ar are as defined for Formula | and R,
represents a group B—CH,NO, is subjected to a reductive dehydration, e.g. with PCl, and the like in
pyridine to give the desired nitrile. [See J. Org. Chem. 42, 39566 {1977)].

I. A compound of Formula | wherein R,, X, T, Z and Ar are as defined for Formula | and R,
represents H is reacted with a compound of the Formula Hal-8 CN wherein Hal is chlorine or bromine in
s0 the presence of a Lewis acid (e.g. aluminium chloride, zinc chloride, boron chioride etc.) or a phase
transfer catalyst.
J. A compound of Formula | wherein R,, X, T, Z and Ar are as defined for Formula | and R,
represents the group —CH—CN

I
55 SCH,

is subjected to a reduction, preferably with Raney-nickel whereby the —SCH,;— group is replaced by a
hydrogen atom. The starting compound may be obtained by reacting a compound of Formula | wherein
R, represents hydrogen with CH,—S—CH(CI)CN in the presence of a Friedel Crafts catalyst (e.g. SnCl,,
60 T'CI., AICl,, etc.).
In addition to modifying various R, groups into —B—CN groups as described in reactions (C) to
(J) above, also other transformations may be carried out, e.g. as indicated below:
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1, 2-a] pyri di ne nethi odi de. )

8- Benzyl oxy- 3- di net hyl am nonet hyl - 2- net hyl -i m daza[ 1, 2- al pyri di ne
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(255 ) S I e bhbk a,oagﬁfé%@#g}g i@‘fﬁgﬁmem xture vas
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8- benzyl oxy- 3- d| rret hyl am norret hyl - o fmﬁlydroxyrret -1 i dazo[ 1, 2-al pyri dine
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m xture of

8- ( 24f ouo;obenzyl oxy) - 3- hydr oxymet hyl - 2- et hyl -i mi dazo[ 1, 2-a] pyri di ne from
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, 2-a] pyridine, 3-chlor orrgtd;x fofu-D1 Jo y! e hé) ) -1 mdazol N
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3-cyanonet hyl - 8- (4- fbmwhwaz)Heﬂw')ma?azmtth)r&wnunm-daze&&n&mal]spyrl di ne,

3 cyanomet hyA - gixt uftermfchU Xl eofz \BHmrzy)oxP-3ropdriow ethvhi-dum -[12- a]ﬂvna p.yrqiiﬁmeqf
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, 2-a] pyr Iodtoh'ﬁtography on smca gel with methanol/dichloromethane elution and crystallization from isopropyl
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' 2- chl ogpmet hy| -[8-86rkyloky-2-métHyRirtidao(h bEle& (XY ey AL Rtimezn kMR @i Ne,

2- chl or onet hilmigufe3af 4odiuro ydride He.286 gl -bénaylakq33iydioxyrRetn{2ym etd\rl-m‘eldazoh 2-
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S warmto r gy F'a! rt "1564'%?&“9?&83“ ﬁﬂH" &7 5§
il v TR o B

agueous,;sq tract was eva ora
vacua and the resi due was recr stal I [ zed from acetom tril etol uene to gl ve
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- aci d 'wa® aeluédstrmxtgregfva;fevawa’mjm varyontoriaymtive ersiretempthiodide ni  of
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resi dye t The
e e N Rt

and t hewas Ictystamad\m Wﬁl&ﬂ%ﬂyﬂe’tﬁﬁ&ﬂ@weTﬂihi‘tmeefdn{bd&'ld/mp rfszt-yﬂ&a .1 zed
fromace- 25 tonitri I e to gi ve the deS| red corrpound Step 0: Preparatlon of

8ben§ylth|03d| Iamn 'nyl ﬁ?md i ridine.
mi xt ife of AlO o "' Y ﬂ%’%&%}l e “ef"
~ di et hyagiNgnd &ﬁﬂaml esﬁIeea siaa’ R 8 : sﬁ'Ifg" e

was heasaigbntinde evaparbtedin faeuo anmme resmdwazhmtit&ﬂeds bdtWé@leH],ﬁlz I(rrcm miénd” TBH¥N
. tenper aKe¥® (3¢n‘é’ The prgaric Jaysr wos papatatedd washed anitho 1 5% ifaC@:ni@ > 3@ mtl Laed \dtied di s-
~ sol véfd I'I‘; d% tT éI"’;’ WB"?@;" apd Sherrasidueryvasirecrygiallizec i acetRRsTe 1 odi um
- hydr oxi d' Satur &1 ed t(rPIps lumchloride and extracted with chloroform (3
. X 250 m). The conbined extracts viampigliixpd over potassi um carbonate,

- filtered, the filt ras-eenzv -ataedne &amhylumltﬁzd[hﬁ-a}pesdume triturated with

- et herand rerqverpm Ipvrd@adtosﬂa@ssbsegi in OMP{257m ﬁ%on
tl

of 8 b w%ye?:v en ben chlt%??‘ﬁﬁnrfégmem%dmﬁgchﬂ ea@Eé? &%gg%gﬁi&

net hi Od 3 h Ldnp a¥ off in vacuo, the residue partitioned between chioroform and
8- benzyatar, @he%rghnims y Sepdiated) died) iNIgSD, et laydpoiateddevaal.d. TRe akipye wab ragystd0 nl

et harf8| lize@ Grom acatoeittieto givel t1®. tBi4 cmnpmmddm hedre-168%C)stirred at room
tenperature for 18 hrs. The 40 res gg%xture was evaporated in vacuo to

- | eave the desired neg%&dfodes_wg;,grp Fr@gamngjpy digal conmpound. A

- mixture of slsgpéhsion of 8-benzyloxy-2—methyl-|mldazo[1 ,2-a]pyridine-3-acetamide (3 g} in dixane was
' 8- berssy kddndae J—di0Pet 'ntytheamnemtthgrh was adeld Yoveri apetiad of 8 mihugds @ysolutiomef tri-

et hi odﬂmoacimaangvdddﬂéﬁ otna@r e @mw intained cemam@twrﬁd for 30 minutes.

' a ag-sti afu rs.
: ?IersTﬁ][ PY%%?%N W&S%’%wp i aa%: pfaCl ita e:ﬁ;v: e:?d ZédA??tFB %gﬁal?'ﬁ on
separeat edmby suct | on f| I trat | on dr| ed and recr yst aI I i zed from et hyl

" acetate-hexane to g| ve 8-benzy Ithlbnample XXX1

SR g TR TR S

- cool a8, pailddiu rcHiU (6RgPand 240 mI sthanol was hydrogenated under a H,—pressure of about
8- benzyl t hi o- 3- cyanonet hyl - 2- et hyl -i m dazo(1, 2-a] pyridine (4.8 g) in 50 ni
di chl oronet hane there was added in sgrll portions over 0.25 hr., 3.35 g of

85% 3- chl oroperoxybenzoic acid, and The m xture was stirred an addi ti onal
0.25 hr. at [ERR]. The m xture was suction-filtered cold, the filtrate
diluted to 200 M with chloroform and the solution washed with 55 100 mni
10% aqueous sodiumbisulfite and 2 x 75 mM 5% aqueous sodi um bi car bonat e.
The organic extract was evaporated in vacuo, and the residue crystallized
fromtoluene to give the title conmpound (mp. [ERR]).




Exanmpl-e XXI'V 60 )

8- Benzyl sul f onyl - 3- cyanonet hyl - 2- mepyss oga2zol 1, 2-al pyridine To an ice /. 3\

cool ed, sélﬁ;‘&edfsol ution of e, e whish 4 furtrer 24 L

8- benzyl s npera r dwp [8 urther yneshd:atuys wWasGd@dd i N -~

S0t e R AL A s S 3 o

85% 3- chl or operoxybenzor ¢ acid e s el 3t APt %F?f’gdw'f'b"‘rpodﬁ?'t‘éﬁﬁe?t ure,

an addi & | 812pl8: BrepbrationOdf 858&;80:&@ -R6tANS, )X B RRRRRIGimAGIoth Yapydaided 1 n

portions overThdGompoundcef 3tepl A (B49 giswhs smemdnmmmmtrﬁﬁor&amrdée(ds ehi)Sarar .

at anbi ean"?’éms'«;‘r Q¥jda (2.1 § gl yvasa @eédThsndetprervemsw@dzs wnmm@athThepenatmmrei was

di luted to° T2 ;gg"psﬁpqge fedefvlbil e r"gPdﬁf 'e% azsrer?gg'%m d
20% aqWROHEpias ikt G Subl Lioleh, e:n d Suspeniith Bf 1.69 f ",,”,aiyf,,,je

bi car bonaTte, resuitihg tririetare ds stizad GO exin, rmataasdil-wuiartbaih fs%old INekins
pour ed mf’@ 3&0 of thre qompgirdof Steg &) GOV @lseldtnorrnfbéﬂzﬂcmrmemmgi SrebMEed

with et hyf edBess %}’%ﬁﬁ‘&aé yrerh'™ a *a ma&@ﬁms* ure fas 5 «m@m:the-mrae
oo g b ﬁuﬁ”“%&“ A e
gi ve the dleﬁoi/léﬁﬂloﬁd&’mﬂlb (TR8 Eomblirfsl t acts brlne dried over NaZSO4 and the
8- Benzyl OWB‘- W}m&n@hhyﬂusﬂd pebsuyd. The dilyeedidub iwaks dhrombtbgrapisk A siligh B&, WBing a

sol ution &f n?gﬁ ?ﬂdo'r'ethviefﬂ?zdslmﬂe as plpmamltntmgmbmaatvml ohtdifed4s@ g
of 8- beﬁz@gﬁﬁ hitge “@W@glz?ﬁg d[7|—%2a]“[bW|Qi$51'e4dnd
4.3 f u |ona *3 dfor t hree hours. The

sol vent was rermved i n vacuo and t heexamfisl kikking resi due was recrystal - |ized

f rom et hyl aceﬁﬁeelvmaﬂanqtm/lgnlmndtﬂveziemdtﬁyes.eamatmﬂdd(om@azo[]lQ?ﬂ‘byndﬁxarrpl e
5 A mixture consisting of the product of Example XXXII (1.52 g), dlmethylamme hydrochloride

5,0 vde,(2 t s
' gOFﬁPlzoin é?m@eé%’gﬁ lg:amlvzw aﬁ{?fg%i‘jezwéérhr% 9::: Dlrreﬂsfllug?% Ql resi u?xéygizggntﬂ?ﬁA
solution was was t
8- benzy| oNa,50; &mm'bhylhrﬁmebmgg imes wit r'ota;ﬁgvaus p tism m ?égzrndavt gﬂl;l?%d over
cool ed t OQTERR]Oﬂaiﬂlda geleeltting wittt &cetnd, tg qbtairhihemweampbpbelrrﬂm €8-a¢0t)( 85%

purity)®in small portions over 15 nut es._The sol utlon was diluted with
[ERR|; washed SUgBgssibWed-Yyabidtn @n@%’%@?ﬁ% BB Bt a0 couS
pot assi unm@ﬁtmb@l%@ir@tlorﬂ!ﬁ(h anNP@(y 3 im ylﬂh'lﬁémeﬁﬁvl \grm %0[1 2-

evapor at edpvrldmvawlmoduﬂ) The residue was chromat ographed silica gel

(60 Q) %l g&% %ﬁlgﬂ of: Slbenméqx r@nethvjm-mmeju—ﬂenthmm mtralnydronueazoh 2-
b

fractionsg t‘g;ﬂ% Py L E-3ddoges golesionof mathviient eé\/é?)@)rlaﬁwneand
(DT oot g TR e e

title corrmuad»b aﬁ%ﬁltltl })bnd w4 a hydroscopic powder with a very broad melting range having the
Exanpl ewXigiawing P WB rseedtroryi DRSOy 61860 M, mI2 21261(Biy.5)s 8106 dgtyd)neehvald (mHdaz alss 1
, 2-a] pyri @Hnkroad siaglet i on” of 1.76 g of
_ 8 benzyl oxy=-3-cyanonet hyl - 2- met hy| t hi opft hyl - i mi dazo[1 , 2-a] pyri di ne was
-cooled to O and treated with 2.3 (a% | 3FbTr oxybenzoi ¢ acid (85% purity),
~and al lewed to warmto roomtenperature™while stirring for one-half hour.
The mxtmas'mwtmmoomdlsmem and 30 suction-filtered. The filtrate was
washed su el vm th 5% aqueous sodi.um bi sul fite, 5% aqueous pot.assium
car bonat "%1 gﬁ g{fs% ,oot ssium car hon ?‘t and e ora ed in
L S S e %f:s@m g
gl ve t he rbdlu.tc&ﬁpr@ﬁﬂ?ﬂ&bldld'le réSidue w a nd water. The layers were
anomh&#teQanﬂethh ue nhasehnfam amndhhr mmvdmz:b[o&:f&ma‘]rmchlbmfdm fridctiaink t Ur e
Of 2- ani mcp rghl@ ryﬁ gﬁrﬁ@, .384¢, eygporated on a rotary evaporator. The
3-chl or,g gﬁ‘ﬂé Eg(‘gf':) tag %ﬂ;‘n 91t 'Fge‘f g'? Y ofeestone japd adethvisget her
I n ethano and eat r ref qu ours. sol vent was evapor at ed
I n vacuo and the resi due was partltlixamad )bﬂlwveen CH2Cl 2 (100 m) and 15%
[ ERR] (30 rﬂ/ The ol yanomy E'rZ-m@vl nweddazw{/azhmnvwd h 15% ERR] (2 x

30 m) rgﬁuqio in ) W "F:g ' (£ 7 gidec
0 1 s IR Sl
(m p. [ ERiyh Mb&cﬂoBﬁﬁﬁHﬂu% &Va@ﬂi&ﬂ@

, 2- a] pyr |ahvnem45 reatment 8t thisogvopedridyih -aBeoltiadeeonivh Beamales lxmadcazml \agl&taé |aysrred| ne
(1 0 g)“vﬁ'éd“dﬁ'ssol ved in DMF (25 m) and sodi unhydride (0.26 g. 50%in
o.e.) was added. The mixture was stirred at roomtenperature for 30 mi nutes
and then benzylchloride (0.7 g) was added and stirring while heating to 60C
was continued for 3 hrs. The solvent Wds evaporated off in vacuo, the
residue partitioned between chl orof orm and

s
V4




wat er ,- the organic | ayer 'separated, dried [ERR] and evaporated in vacuo.
The residue was recrystal- 50 |i zed fdmc‘etonltrl le to give the title
conmpound (mp. [ERR]). Exanple XXX _
8- Benzyl oxy- 3- cyanonet hyl - 2- net hyl i mdam) V 2 a yr| di ne A suspensi on {of . .
8- benzyl oxy- 2- met hy|8~ﬁmzm!a -metyim quﬂ moagw\;gyﬂ in di xape Was’

55 cool eda 59 t[)uen ulf cq&%: duchﬁ ro e%ne %gw S avapo ;qséfge 619)5

ni nut eg areﬁaﬂel{fas%g:me ..Hnl 5 el RIS e?sa d?ssswfdﬁ Sromatine

M Xt ure Wago el dit avashel wim 5% sdivei h%ﬁ’&iﬁe slutic) Emmwstias .of Twaeanaaér&aéthmean

m Xt ur e vhsonsatdgrapbyl ot eiliceogenofithe residun (plotigrewitt metbarmifdichigromsthane) galeftivr deired

further fRieuchwich IRer ragryatalijzationfrom pibKaentate hadia j-p-1pfi188°wd BEIC-and t he

pr eci p tate was filtered off. After% lization fromethylacetate the
|

desi 1 e conpound ves OBlaahRSY-5 Methy -y NS A RaR Y
8- Benzyl oxy- Z~rnmuhydaf-aib&‘zﬂox&-:{-(etdyahytdtml)-mrﬂaﬁw-[nr&:dazaﬁai glpyridiher(e giit16% MsOH

Pr epar at i {38 mif HZ (aQmidapd nethanely(BO Mi)ovas, rafiuxed for |3, bis.oThei miethasjoll was sdmayed i ne
hydr ochI 0‘155 a’ﬂ ‘Pr? "E!PE"’BF",};%% ; -“?s'i'\'ét"l’i?‘l wateh Eﬁfﬂéﬁﬂ'zaé'°af’ﬁ?rq‘ﬂﬁ“‘}ﬁ‘€'
(5.9 g¥° ¢ ¥1 5° 57" Pal | adi um on-charcoal (5.9g) and 240

m et hanol was hydrogenat ed under agakgRE] xoodvnabout 0033094 3.5 kg/cn?
for 22 hrs. at room t&mmbmzmetmf-mawmzeﬂpyﬁaiha-edh:eacfatarnlidaer 2g of fresh

cat al y?‘it vvaslﬂAéaﬁ!Iﬂ'eﬁ ntere ! .PEIMY agg;f@mﬂhvmxmthWUmmndi H@ﬂpvdgnhﬂw)gf:%gm er
filtra ! nfes 1 @in. angdri-
title Codfrh am n vaiwas 35311 5’ d?gﬁ c%lhy wasmﬂgﬁﬁm@ eU£ $§

Prepar at i \Dlﬂle(kflmng and the precipitate formed was suction-filtered and dried. The solid was dlssolved in DMF
- 8-benzyl o3 Qemetsh in-t@athG and B,Q BStmibivgsl adredd /tfmo{xﬂmatra] :pgulpntdtene Fltaiheott drmpound

of Stegs Al &Eﬁé‘as susp r&%gt N N-d rre Iforn%e\é%p%? an

pot assi u

ice bath g?g%agdjﬁ,q fe & EB?:' °° sfa ehma ﬁr?aopgnoé SV NP ?es’ruc

m xture was cooled to ice bath tenperature again. This reaction nlxture

(whi chagontains the free base of the conpound of Step A) was added to

stepwi se to an ice cooled, stirred suspension of 1.02 g of a 50% di spersion

of sodium hydride. The resulting m xture is stirred 30 mn. on an .ice-water

bath. To this cold suspension (which contains the al koxi de of the conpound

of StepsA) there was added a sol ution of benzylchloride (2.48 g) in DWVF.

The resultant m xture was stirred in an ice bath for 5 mn., at room

tenperature for 5 mn. and then in a heating bath at [ERR] for 1.5 hrs. The

sol vent was evaporated off at reduced pressure. To the 15 residue there was

., added ygter and the m xture was extracted three tines with a 1:1 m xture of

. met hyl enchl ori de and ether. The conbined extracts were washed with brine,

: dried over [ERR] and the solvent evaporated at reduced pressure. The oily

resi due was chromatographed on silica gel, using a 1:1 m xture of acetaone

and metpyl ene chloride as eluant. The title conpound was obtained as a

“yellowoil with the follow ng PVR spectrum[ERR]: [ERR] 2.08 (3H,s);

- 1.7-2.2 (4H m; 3.65-4.1 20 (2H, m; 4.42 (1h, deforned triplet); 4.70
(2H,s8); 6.73 (IH/s); 7.30(SH,s). Exanple XXXII o

8- Benzy| oxy- 3- di met hyl ani nonet hyl - 2- met hyl - 5,-6, 7, 8-t et r ahydr oi ni dazo[ 1, 2- al

pyridi ne A m xture consisting of the product of Exanple XXXII (1.52 @),

di net hyl am ne hydrochl ori de 25 (565 ng), parafornmal dehyde (238 ng) and

ethanol (10 m) was refluxed for four hrs. After cooling to room

tenperature, the solvent was evaporated under reduced pressure. The residue

was di ol ved in chloroform the solution was washed four tines with 5%

aqueous potassium carbonate, dried over [ERR] and then the sol vent was

evaporated off on a rotary evaporator. The resi due was chromato- graphed on

silica gel, eluting with acetone, to obtain the title conpound (m p.

[ ERR] )% 30 Exanple XXXI I

8- Benzyl oxy- 3- cyanonet hyl - 2-net hyl -5, 6, 7, 8-t et rahydr oi m dazo[ 1, 2- a] pyri di ne

Step A: Preparation of

8- benzyl oxy- 3-di et hyl am nonet hyl - 2- net hyl -5, 6, 7, 8- tetrahydr0|n1dazo[1 2-

al pyri®i ne net hi odi de. 35 To a sol ution of

8- benzyl oxy- 3- di net hyl am nonet hyl - 2- net hyl - 5, 6, 7, 8- t et r ahydr oi m dazo[ &, 2-

alpyridine (2.56 g) in acetone (35 nl )18t here was added a sol ution of

met hyl i odide (1.22 g) in acetone (2 m). The resulting solution was-stirred

for 16 hrs. at roomtenperature. The sol vent was then
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30 35.40 45 55. 60 65 18 0033094 TABLE [ ERR] [ ERR]

X Z-T- Ar [ERR] [ ERR] .
benzyl oxy [ ERR] [ ERR] 0033094 H benzyl oxy [ERR]( A
[ ERR] H - pyTABYE (Cuntihexd)y [ ERR] it
[ ERR] : H benzyl oxy [ ERR] [ ERR] N
H ‘mnzy T ox% [ ERK] [ERR

H 4-t - but Ybenzyl o)}y [ ERR] X [ ERRF~T—Ar

H 3-tritluoronet hylfbenzyl oxy [ ERR] | ERR]

H bef&/1 oxy [ERR] | ‘c"’zN Halz [ ERR] | 2:4.8-trimethybenzyloxy henzy| oxy
[ ERR] ) terzytthi o

[ ERR] —CH3 [ Eﬁp@OH H pheny |ethyl

4- pyri dyt= H H

2- phenyl et‘ﬁﬁay [ ERR] =CH,CN [ qERR] H 2,4 6-trimethy Ilbenzy loxy H
benzyl oX =

2- pheny |i Hyl [ ERR] —CHCHg [ [IERR] H benzyloxy H

benzyl t I0_J ERR [ERR H behzyl oxy
[ ERR] ~CH;~0=CO-C(CH3)3 [| ERRY12CN H bapzyloxy

4-t - but HoEZYtOXY TERR] H H
benzyl oxly T Eéﬂ H [ ERR] H benzyjoxy 4-trif

| uor onret Denzy I OXy )
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H pe@hyt@y [ERR] [ H [|ERR¥ benzyloxy H
benzyl oxly—tERR] H
benzyl oxly CERFgH, CH.CN H H benzyloxy H

 2-pyri dyjp—rethexy—E=RN —=RRRY H

.3-pyridy efmtidymxy [ ERR] H H H benzyloxy H

~benzyl oxjy—ERR} +ERRY H
. 4- net hyl >mhe‘nohyl benzyl oxy} HERR] H iRy loxy

l ( 6) CI IJUIILyI Ul\y
p-methylsulfony!-
phenyl H H benzyloxy
p-methylsulfonyi- . i
pheny! CHZCN H benzyloxy
=CH,Br H H benzyloxy -
-CH3 —CH2~N(CH3)2 H 4-cyanobenzyloxy
-CHa H H ' 4-cyanobenzyioxy
_ -CH_; CHCN H 4-cyanobengzylaoxy
=CHg =CHgp~C8~NHy H benzyloxy
—_CH3 =CHa~CO~NHy H benzy loxy
~CHg ~CHy—~0~CyoHg H benzyloxy
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H H benzyl oxy [ ERR]

H 0¢a3 09Ky 2-pyrldyl H
G benzyl oxy phenyl H H -V
benzyl oxy p-nethyl sul tonyl - pheny|TABLE (Continued) H N
benzyl ox - met hyl sul f onyl - phenyl [ ERR]

H nzyl oxys | ERR H
benzyl oyl [ERRL " - Ps[ErR) X F=T-Ar i
4- cyanobep )é? oxy [ ERR] H H
4- cyanobepzyT8xy [ ERR| ~CH(CHgl=0~CHg | kRRH benzyloxy H
4- cyanobefZyI o0Xy | ERK] ERR L
benzyl omy_éhﬁ] -CH’-—CO"NI(CER&G H benzy loxy | benzy! oxy
[ ERR] —CH [{ERR-cent lene- wH zyl oxy 20
0033094 TIABLE( Cont i nued) | Eitbbeymetyt” "f’n‘:‘ﬁéf’n X
Z-T- Ar [ BRRp— =] . Bbenzyloxy [ FRR]
[ERR] s | ~cHg H belnz-nggaq-c[l-gRR] H | benzyloxy
N, N- pent apethylene. benzyl o¥y carbo
[ ERR] —CH H 3. N7y | oxy [ I_RR]
3- nor phol | no- 3 aT:ﬁfmthﬁenzyl oxy car bok bﬁ%ﬁ'ﬁﬁ 20 [ ERR]
phenyl oxy ety = berzyH-oy—ERR} [ ERR]
H ben-z:ﬂaoxy 25 [ ERR] phenyloxymethyl HERH benzyloxy - H
phenyl pr OM_BO [ ERR] [E H
benzyl am pQdERR] _ H
3-thi enygl | met Boxy As is al Sacggvcls—NgcrHé oneHski PREY 1K t he art, the
respectivge substituted gnalogues of tTle F(X—umubsfltut ed) conpoupds in
t he above Be and in the s may al §o b8 obf AMEHBY'he procepses
above by [STNQ P R . 5 Mg CONMpounas.— THhe
conpoungs 0'1°HBh| s | nvent| n‘@ﬁa have the apI i 8d upoenaminet eri stics Bf
bei ng cappbt-e 4 s g g SR—aRe—oF—exert+hg
cytoproteg r3-thiagy 1 aethods
nucopr ot e

relieve t he\ssy msb emsouefto Wﬂ’iel sknuh GEthe dm smaeepe(:nm Sitbs1¥@ite8 lah 1 Sfued | LIQRY at i on)
and pr dftot¥eunsebstitutey) edmpgads imithe aboel Tablechnd dretha Examiptesinsy alsn baditanedosy the t he
anti secr eP87apsRsfPRELRY UBIng the@ereniBlureiestdpted Riaging AowAeddn, observati ons
suggest a cytoprotective action which may enhance its projected anti-ul cer
activity. | ndl'*t?att:r'tmn@defof thig S‘anngp {Hol drave thg aBﬂ" ¢ jusd @!’a ei"ﬁh?F lof P?'@mfcwb'e of
gg?rgloﬂf_]gsﬁ i@?—nzc@arag%ﬁ %ﬁf@ﬁ %@%ns lcg 3?1? ‘6%?9 ﬁ und c:gﬁeslaraéiot@@ ri?f

¥, ifdiudin
_ L.nhi bi tor sneefs 1§ @ddifionCto tHeGitidcreiohCifeét bf thé podu&ﬁ%ﬂﬁus .@eam @aaw:rahm@gést nal
. tract ) duea qymp@ggtnrq aqm(ramdcl'ot\éyanhda ejetaen;amgﬂcanaqtmty Indications of this include a

. n_f__l amm$§t gigpifi itiqn ?OP? °h&' jah’ﬁ’ﬁ’%"%{ é’frgng:% m'%\fsg:;%e‘ﬁ g!;e_ as
' COﬂ; unct I \{'%n %‘gyg }:t gﬂo (a dT ausnng anti-
t l':&cthe Bre us ﬁﬁfl pbutic

. anti
'_ phenyl but ageme Jor cdawprntsirmn wmprsmoheﬁntn-;hﬂimﬂmrvvaﬂmisnotdgerns agem'as akpirvn ot he
unt§-ovvar-v gnethacisf pheoylbuszonesnibunrofen. inaryoxen, tatma end @hermergabqurmuthq e@@wmp-de

t. GeRitRuting HT'E?QF ﬁ?/é"r?tqaé -int :%Q ﬁ? eval uat e
r terlsncs
oo RSP L ROy Tk 8 B B o
I utss baxistics waefdl fmhetr@nmparaad/onme\bmnsaf mptlh ulce}mtsemdduokmu\mdr dusms amss
char adtug induced gastric ulceration. Such tests include testing in dogs prepared under aseptic surgicai
conditions with either Heidenhain gastric pouches or simple gastric fistulas fitted to facilitate collection
of gastric secretions. The test compounds are administered in appropriate and well-defined and well-
known vehicles for either intravenous delivery or oral administration. The agonist employed to stimulate
80 gastric secretion include such compounds as histamine, pentagastrin, and feeding in dogs equipped
with Heidenhain pouches, and insulin hypoglycemia (in addition to histamine and pentagastrin} in dogs
with gastric fistulas.
Caesarean-derived Sprague-Dawley male rats are used for gastric secretion with pyloric ligation
techniques and anti-ulcer studies employing aspirin-induced ulceration.
68 From these and other tests, as well as by comparison with known anti-secretory (anti-uicer
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55 teristics useful for the treatment and/ or prevention of peptic ulcer
di sease, duodenal ul cer disease anﬂ@g i_.nduced gastric ulceration. Such
tests include testing in dogs prep 8 aseptic surgical conditions;

facilit alleeraive Hieease s:ateshergnastemmes @doedsi of aisout 0.A co S@e perddipgyam dibody eeight
admi ni stRer dey. pre didpchdosepri dgye In thoserirsiancesomharsinlt isf or

ei ther, 'iﬁﬁl‘gﬁiﬁ? :ﬂ%ln??s% P”‘ Héﬁww sﬁ%ﬁﬁ%"}{&tﬁn%@ Z’?h&g?é“ daied to

sti mul de! the ¥Bse" \ﬂ Qﬂsghlgﬁ such

pent agasis iha degrBél ahceelbrityg of thech@aseastate.pped Wi t h Hei denha| n pouches, and

insulin hyp c@nmen dmsamafoomemmfdtmegtmedsaml sieventingasthe pra) daseofdiiy s
with gas Pr(}ls@ PFWQ“’ P%B@“MW%PE‘“F cgr disegsesed

for gast?l c*’%%‘r 0 P fé‘f‘ t.E i L SR BB RA O i e
tudies f0H 4Hd taeseunk Bt & rﬁf&n compoundsl dThdriRGISRA A uO t her

t ests, admual iomsnhy asomlms |csmiemdilis dmmm gaﬁuiessaaﬂebﬂemm@amlnmd Gregus?

0033 094 PR, 8UPPO therlde, Syth prapasations;erp pieparechacsording tristansiatstechhiques | | ve

for tH& W F"Wéat"ﬂ’eﬂf Aotevt prampled gt sueh pharpaesyticab fasmulatians 1968 89 Rt i oned at
doses of about 0.5 to 50 ng per Kidoagiupatigh Hody wei ght per day, preferably
bei ng adm nistered in 3-4 divided dosmiieger day. In those instances wherein
it is desired to adm nister the conpounds of this invention via a
parent2ral route (MNeg.ingredientvenously) the 5 cMﬁﬂmdsﬂ(&’_‘}ﬁare adni ni stered
at a dose range of ab 0.10 ng/kg in single or nultiple daily
doses. O course, tﬁ %genw‘o’w _ﬁ.ﬁ;dgzggul ated by the attending di agnostici an
dependi nd on factors S{mthﬁiﬂm&he degree and severity of the di sease state.
The resonmmended dose r(mmgmizbd)r the preferred cZ®ound$08POthis invention is
the oral dose of 75 tq 1600 in three to four divided doses to
achieve relief of the W pept| c ul cep,digeasegyh @oand promote the
heal i ng of gastric andlor uodenal ulcers. Inthelr use 1 n the treatnent of
pepti csoul cer di seas®, Gmasitarccusind duodenal ul cz8.80 ands000t he prevention
and treatnent of dr ug i nduced gqait” c ulceration, the conpounds are

adm ni stered in uni gp’c Pagtech as tabl f—:&é cap§g585 pills,

powders, granul es, ste:é FRle¥Peht eral sol uti onOH sus>>Pensi ons,

Supposyst ori es and tde ddrk&arcUSH prepar ations z8.00 prepgoed according to
standard techni ques 15 well known in the art. A few exanples of such

- pharmaceut i cal for nfil dVsanasiumstearaty USB| | ows: FORWPR ATI Gn3:80Tabl et's 20

- No. Ingredient nmg/tab 2004/ t 2kod.00
. 8- Benz‘\él g%gfopﬁanuqamr;gt hyl - 2-met hyl -im dazo [1 , 2-] pyridine 25

- (mcroniz ix item nos. 1, 2 and 3 in a suitable Bléndér 5 to 15 rﬂﬂ@teQ@a% throsghQRe kbl (RADY e
. powder USdRessary. Reblend for 5 to 10 minutes addigréillate witlidein &d) 4 3hss the damp granulated Bass Cor n

. starch USBPugh a coarse sieve (#6) using @ Buigble mill. Dry3he wﬂmfw‘% ag ﬂ'@tFQ:-’rp"&swmp'aMl"e in

- distill EEE’%‘: ules using no. 20 sc mno.5 a ?to 10 mmutes.tAdd item n

: er for 3 to 5 minutes. ss the ta i tu to.an a riate size an wel

. star ch*® usirg syitable bt ma Wiog i '56 B ONEGTES UM Stearal e "UsP
..1.00 _ !‘,‘8 ) .00 40 Met hod of I\/anuf acture M x item nos.

1, 2 and 3 |n a suitabl e bl ender FORMULBTIONIt es. Pass through a fine
screerr:ig(#40) if necessary. Reblend f&@%leo 10 minutes and granulate with
~item 4. Pass the d ranul ated mass thr si eve [ ERR]

- using a suitable m Eg’;«—g—t—h danp granul es %@g% tooﬂa% overnight. MII
the dri ed granul es wsi 8Befioxyecpaseen Add itemno. 5 and blend for 5 to 10
" mnutes.: Add item no. @emweﬂégsthﬂl-end further for 3 to 5 mnutes. Conpress

. the ta¥l et mxture intnigaso opriate size an i ght | et s usi-ng

“ suitable tablet machi nB™ %?—‘ERI\/ULATI ON B Capsul egs'% 4&% '

2 lLactose, impalpable

powder USP 144.00 191.50

® 3 Com starch USP 30.00 106.00
4 Magnesium stearate USP 1.00 3.50

P 20000  700.00
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i'ngr edi ent ng/ t ab ng/tab 1

1 oxy- 3-cyano- nethyl-2-nethyl- 55 I m dazo[ 1, 2- a]

: 25.00 00330940 2 Lact ose, inpal pable

Mix ite :

109446) ifnec A 3 incmsuitaigle bisker for 51t i1 0 3.50 65
ABihg@Buitsble m:;,ﬁ*fbgﬁggggu o N%mwwmf&’&ﬂﬁ?ﬂ% rpEginagne foreed

n a’szeabl e bl ender for b 10 LOHHAIN 0. wPaREe fidid Qél'ﬂE\ cpshle P A cen

f necessary. Reblend for 5 to 1':@”%&?@@" add item no. 4 and

further for 3 to 50 mnutes. Using suit adusgenk; I'ne, encapsul ate the
mxture in to a two piece hard gelatin capsule of appropriate FORMJLATION C

Suspensi on@ For mul a Angredidigy Mul @ B to Formungy edi @bt B

mg/ m ng/ M 8 -Benzyl oxy- 3- cyanonet hyl - _Znghet hyl - i mgdazo[ 1, 2- a] py-
ridine g‘BenZV'O'XY-}-Cyanomethyl- 5.0 80.0 Sucrt ose

600. 0. 600. 0 ’(}E@ yfimigazeliidoalpy- 10.0

10.0 20 s yl cel lul ose (1 5 cps) 5.0 80.

4.0 4.0 Pslgreger bat e 80 g 0

5.0 25 Vani | l'in | 600.0 600.00. 2

0.2 Purified Water ¢B¥2vialcohol 1%5n 1.0 m Met hod

of Manufagjure 30  pam arge approxi mately 40% of the 19%al vol une - of

purified water in a g@@%‘ﬁ?"&@? st tank. Heat to boiling. Agitate using an
appropriate stirrer. Agitation should continue tH®ughout precedure. 2. Add

sucrose until it is Rflilvsobbe@d. 3. Slowl y add net %A cellulose until it is

wel | dispgrsed. 4. §art cooling the mxture to om tenmpedP& ure.. 5. Add
Al . . . . .

pol ysorbate, benzyl a C6hol and vanillin until ablz i ngr edi gats are wel |

di spersed. 6. Add t Irurifiddtwitgr d.10r edi ent until a uniform di spersion is
formed. 7. This suspension is then g.s. to final "dghlune wi ttlomurified water

at [ ERR] [FOMRhPATt @andtadias ent eral s | NJECTI ON

= ng/m 8- Bengyl dx&h c3paromimatelyy40xRof RS 04l doilofll G204 1, 2- 2] pyri di ne
25. 00 Met hy pda?g'g. 'gg;'ta € using an appropriate sti'rrer.vzgji?i?i:ci punf{ed Water n Bgaiflesxydepana pRL:

TR . i sh ‘d .
0.20 50 3 s'ow‘vuglg:emue% ﬁﬁ ;‘? ispaleed! it o ould continue throughoyt procedure.

: : h lose until it i ; :
. : ture room t
5. emperature.
2.60 Wat® for G'IA/Fg“:GﬁwzgR?e_ﬁbeﬁz_w aa)of!ol and vanillin until all ingredie t1. Om .
: 7. This suspensi hredient until a uniform dispersion is formeg  are well dispersed.
on is then q.s. to final volume with purified watér at 25°C

o FORMULATION D
INJECTION Parenterals
mg/mi
N _8-§enzyloxy-3-cyanomethyl-2-methyl-
- imidazo[1,2-ajpyridine 25.00
Methyiparaben 1
o _ 30
- Propylparaben |
. | - _ 0.20
_ Sodium bisuifite 3.2
| .20
k T Disodium edetate 0.20
a5 Sodium sulfate | 2.6
. 0
Water for injections q.s. ad 1.0
Omi

i Methc:d qu Manufacture
g , . - Dissolve parab i i i
% % injection at 65—700C, " ° PO (approximately 85% of the fin

2.Cool to 25— 350, Charg al volume) of the water for

65
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Met hod for Manufacture 1. Dissolve parabens in a portion (approximtely

85% of the final volune) of the %&aéﬁr 60 injection at [ERR]. 2. Cool . .
) Pf W

to [ERR]. Charge and di ssol ve sodi ite, disodium edetate and -
sodium sulfate. 3. Charge and di ssysHmwRATioN &ctive ingredient. 4. Bring the
solution to the final volune Ikjexabtl Sgspenstiner for injection. 5. Filter

t he sol ution throulpjectableBRspensioenbrane and fill int@/mppropriate

cont ai gers. 65 . Termnal | terilize the wunits by autoclaving. 23
0033094 FORMULATI O\If,%jj‘zﬁllf _'fépfl;%x'gﬁ?gbéﬁ'gfh&ﬁ | nj ect abl e Suspensi on

mg/ M 8- Benzyl oxy- 3sgyghoiret Ny "% met hyl - i mdazo[1 , Zog pyridine, sterile
50.0 10 Benzyl al cohol 9.0'
Met hyl par aben Benzyl alcohol 1.8 Pr&fI par aben

0.2 15 dj um car boxynet hyl cel | ul ose 5.0
Pol yet hyl ene d ycol @%bam’en 10.0 Povifone

5.0 20 Sodi um G tr apgypylparaben ) 2 0 D sodi um edet at e
0.1 26" Water for injection g.s
To make 1.0 m Met hSadigh cirbesymetyiceliylos® 1. Dissol véParabens in a

portion of water fog _iniection ERR]. 2. Cool to [ERY. Charge and
di ssol ve benzyl al c%ﬂ'&%ﬁ?&ﬁ?ﬁﬁlﬂa&ao rate, disodium edetate, PEG 4000,

povi done and sodi umpgaddmexynet hyl cel l ul ose. 3. Filter tg@ solution and
steril?%Zze by autoclaving. 4. Make a slurry of the sterile active ingredient

and pass it throughSadie®(Citste] nill. 35 5. Mx it wE® with sol ution
fromStep 3 and pass$,d L. h the mll. 6. Bring the gyspension to the
final vol ume/ wei ght %'%E%#O\l F SUPPCSI TORI ES 40 i ni dazo[

1, 2- a] ##yri di ne- 3- ac avaerifbrinjéctio. FORMULA q.s

ng/ supp 8- Benzyl oxy- 3-cyanonet hyl - 2-net hyl - i m@azo[ T, 2= al pyri di ne

5.0 45 Cocoa butter q°mal‘°l.€%§!0 2.0 g Procedure
50 1metroli lof erp&atidnut ter to about [ERR]. 2. Blend the active ingredient

i nt o cwcoa HuDisegiveuprratiensvinl 4 pettigpef water. foB injdetion ati Gi-07@%E | on- coat ed nol d and

congeal i n_r & FPYde 23 uRS° KEEHI® Ang dissplv g | glcohab sodivm siFpieofitadivmeedetdtfy PES of
e Wit dE e e fowun
T

g/ supp 8- BQID%&Q%%I v Cof IO ivé i and pass it through a cotloid mill.
35 5. Mix it well with solution from Step 3 and pass it through the mill.
6. Bring the suspension to the final volume/weight.

FORMULATION F SUPPOSITORIES

<0 imidazo[1,2-alpyridine-3-acetonitrile
A. FORMULA mg/supp
8-Benzyloxy-3-cyanomethyl-2-methyl-
- imidazo[1,2-alpyridine . 5.0
| Cocoa butter 1.995.0
20g
Procedure
50 1. Melt cocoa butter to about 32—35°C.
2. Blend the active ingredient into cocoa butter until well dispersed.
3. Pour into teflon-coated mold and congeal'in refrigerator. Keep in refrigerator for an appropriate
length of time.
4. Remove suppositories from mold.
55
o B. FORMULA mg/supp_
8-Benzyloxy-3-cyanomethyl-2-methyi-
imidazo[1,2-a]pyridine 100.0
80
PEG 1000 1.824.0
PEG 4000 76.0
&5 ) ' 20g
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jazo[ |, 2-a] pyridine 100.0 60 PEG 1 000

4.0 PEG 4000 76.0 65

g 24 0033094 Procedure 1. MelQOBB®R%00 and PEG 4000 in one .
Bt ai nerprddad@®@0C. 2. Add the active ingredient to the mxture. Blend until
Vet | di sper s&dVeiB PEGANO0 iand @EGEHOAO0 ann dneC comgirier té BOTG ri gerator. Keep in
r%ri ger at or 2 Add tha agyeringredient do xyrep Blegd wptitewelldispRsebyve suppositori es
Frm nol d. A3 Pr g metssand FoasRPb e BRarTiPe fetmin RiEISR P Tof AR aRREPRMgHe length of

i ngr edi%nfmeug.eﬁeni,dg,etsngpogiggﬁgy},@,;,im& above may be replaced by ot her
conpounds of A% RioBvibud\té brivodskille®intheddriythe hctive gkl Ubedmal dryimullitib@saboVe e
‘gener al fher neplbced [y RRjer Z6mpmmde phthjsEMiehtiorepr esent s hydrogen, [ERR] to [ERR],
trifluoronmethyl, [ERR]; B-Ar, Ar, B-halogen, [ERR], [ERR] to [ERR], [ERR]

[ ERR] 3@ Claimsp3 represents [ERR] to [ERR], BON, [ERR], [ERR]. [ERR] 35

[ERR], B-.hal 9g a%[f]%[ﬁ?g%giﬁ& éfﬁﬁBLerhﬁl Rnufdydrogen, hydrogen; Xis
L

CJ)TTNT

hydr ogen,  [ERR| to al ogen, hydroxy, trifluoronethyl or [ERR] to
[ERR]; Z represents 0, S, SO [ERRpLERRiF‘aa si ngl e bond between the

group T#Ar and position 8 of theida dago ,2-a]pyridine nucleus; T
represents a single bond between Z%ﬁ;di‘b@

, a branched or straight

al kyl ene group having 1 to 12 carbontatons w 8h no nore than 5 bi ndi ng
carbon atons between Z and Ar; and Afé-TFe¥resents phenyl, 2-, 3- or

4- pyri dapl wherein or 3-thienyl, 2- or. 3-furanyl, 2- or 4-imdazolyl, whereby

t he pyridyl - R, tepf bydrdggn.cytP -Cedqyepralid. defjugromethy rao'_g‘gziﬁrmy be substituted
by hal ogen oP—TAtREY g’ﬁ“’ﬁﬂRﬁPRor&‘){sQ(e"@f to %!ﬂ‘c‘.i‘)’r‘glra'kfg-asu st9%Red phenyl
wherein each of X, Y and Z irﬁ}ependently i sg,hydrogen, hal ogen, [ERR] to
[ERR], $ERR] to [ERR], OH, [ERR, CN, [ERR]. A0 [ERR] with m being zero,
one or two whereby mrepresenNs twoﬁ)ﬁerﬁqfﬂg]s re@pBe¥ent s [ ERR] whereby in
the above definitions B is a styai ght or bran ’ped chain [ERR] to [ERR]

al kyl ene .group; n represents zer%, one or two; 25 0033094 Procedure 1.
Melt PEG 100 i t Shdn € ?Q(ER]. 2. Add the active

i ngr edi ent tgsﬁﬁgesiﬁgtcﬁ?ge’ Epéﬁgﬁuﬁte'ﬁw é)év\%? isp%?géd. 3. Pour into nold
and congeal in refrigerator. Kagp insrefrrgerapor fgy an appropriate |[ength

of s tine. I I
BN , B—C~—N , B—C—N

» N N AN

Rs Rs Rs

B—NO,, B-halogen or provided R, is not hydrogen, hydrogen;
X is hydrogen, C, to C,-loweraikyi, halogen, hydroxy, trifluoromethyl or C, to Cg-lowsralkoxy;
40 Z represents O, S, SO, SO,, NR, or a single bond between the group T—Ar and pasition 8 of the
imidazo[1,2-a]pyridine nucleus;
T represents a single bond between Z and Ar or a branched or straight alkylene group having 1 to
12 carbon atoms with no more than 5 binding carbon atoms between Z and Ar; and Ar represents
phenyl, 2-, 3- or 4-pyridyl, 2- or 3-thienyl, 2- or 3-furanyl, 2- or 4-imidazolyl, whereby the pyridyl-;-
45 thienyl-; furanyl- and imidazolyl- groups may be substituted by halogen or C, to C4-loweralkyl, or X'-,
Y'- and/or 2’-substituted phenyl wherein each of X', Y’ and 2’ independently is hydrogen, halogen, C, to
Cg-loweralkyl, C, to Cq-loweralkoxy, OH, NO,, CN, CF,, . :

R‘ R’ )
: I
._N ' SO,,,.,-H,. N—So'm,-R,
AN |
Rs
g!ith m being zero, one or two whereby m represents two when R, represents
R, 0 R, R, O
/ | Lo
N ), COORg C—N or . —N—C—R,
AN
Rs Re

whereby in the above definitions
. B is a straight or branched chain C, to C,-lower alkylene group;
n represents zero, one or two;
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4. Renove suppositories fromnold. As is obvious t in the —

art, the active ingredient used in the for rrul atl on mlntnlﬁlﬂmm'aﬁﬂupl aced

by ot her conmpounds of this inventioroob3 6h B
I m dazo[ 2- yridi nes of the general for rruI a [ERR] 20 wher ein [ ERR] \/

repr esen lin ohé kddeitRs 98808yl . [ERR]; B-Ar, Ar,
B- hal ogen . 6{%8% nﬁQec{u %88 : ﬁfé B?gxd Lntll well dispersed.

[ ERR] 30 3 [PEEHntd e«pldemerchganRR]afribaa{oEFﬁ]ap in] fefAigpratdr ERR, appicRfite IdnERRIf 35
[ ERR], 5Bl"n&| ogen or provided [ ERR |s not hydrogen, hydrogen; X is

hydr ogen, ° "°" %
[ERR] 496 replal g{ goli%ﬁs@ il} ﬁ&%{\m .kﬁb&én‘dg&‘agﬁg\%m Iratl AEEEAV\?KBR%
the group T-Ar and positi on 8 of the imdazo[ 1 ,2]-alpyridine nucleus: T

representwims si ngl e bond between Z and Ar or a br anched or straight

al kyl ene _group havi 12 carbon atons with no nore than 5 binding

car bon atgm; B’é’ ﬂgf}‘gﬁgnﬁr"“ﬁﬂ" a”%'ﬂ”@sents phenyl . 2-, 3- or

4-pyridyl, 2- or 3-thienyl, 2- or 3-furanyl Ry or 4- i m dazol yl, whereby

the pyrsdyl-; 45 thienyl-; furanyl =3 azonI groups may be

substituted by hal ogen or [ERR] to -, Y- and/ or- Z'-substituted

phenyl wherein each of X, Y and Z |nd‘é‘ end%zntly i s hydrogen, hal ogen, C,
ERR], [ERR] to [ERR], OH [ERR], zEhW~af ERR]. [ERR] 55 with m being zero,

on I 26 Whetafher eby mrepresents two when [ERR] represents [ERR] hereby in

t he above ded,i mpresaprsshyidroges. G ©1Cdowérbikyr triluaendted, BR&Fn [ ERR] to [ ERR]

al kyl ene gr dpAr. i Biyplegem BORg &0SOpriE: & Celqpyer-giyl). [ ERR] each

i ndependent |y represent hydrogerp [ERR] to [ERRl, [ERR] to [ERR] [ERR] to

[ERR] Ipgweral kyl, [ERR] to [ERH . [ERR] to [ERR], Ar or, when taken

together with the nitrogen g-eNwhi crcctdagyca-F-dN attaolBe®; forma 4- to

6- menbered cyclic am no- group\R represents\Ar-, [ERR] to [ERR] [ERR] 10

or [ERR] to [ERR] [ERR] represeriss hydrogen, [ERR] to [ERR], aryl or an

ar al kyl,ggrou [ p : a |§ Rb Fppresents hydr ogen or

[ERR] to [ERﬁq n%s‘%gig d €, {‘L’Eﬁﬁfky};g&?‘eégﬁ’f SThydroger, [ERR] to [ERR| [ERR]

to [ERR] to [ERR] [ERR] to [ERF,, [EBR] t@,[ERR] or gAr; the

2,3-di hydro-5, 6,7, 8-tetrahydreg andl| 2,3'3 6, 7 8- ,I?(exahydro anal ogues

thereof_ and the phar maceuB¥Ncal | y8 tablé—sfaﬂ‘s of such conpounds. 2.
Corrpounas according to clai m}ﬁ/\,her ein, For mul a\l R2 represents
hydrogen, |oweral kyl wth car boh at ons, CHZOH CH2CN, [ERR] or

[ ERR] Wit B—INdIEBHMGIoEEH Br prgﬂ@ecpﬁ FsVMAr njdrbyah, hyarogeh.ected from [ERR], [ERR],
[ERR], |ERR] X {sEREi]ogénMd. ho [CE-RR]erdlle/}nrrﬂ&géﬁ ihpdroXe triflybromethiglyér, c,pmo:gybweralkoxy
i sopropyl, or Zregrasep 0 &0, W@Uﬁd@'@b figfRrjond Hetysen nymrweTn—Awd PR§itPL] afthe X

represent @ qﬁgﬂéﬁn\;s a mr;?eau ‘§§§e Seen b4 am—!\r o§9b9arncr?édsolr thalg%t QQﬂgﬁle group having 1 to

12 carbon atoms with no more than 5 binding carbon atoms between Z and Ar; and Ar represents
phenyl, 2-, 3- or 4-pyridyl, 2- or 3-thienyl, 2- or 3-furanyl, 2- or 4-imidazolyl, whereby the pyridyl-;.

45 thienyl-; furanyi- and imidazolyl- groups may be substituted by halogen or C, to C,-loweratkyl, or X’-,
Y’- and/or 2'-substituted phenyi wherein each of X', Y’ and 2’ independently is hydrogen, halogen C,to
Cy-loweralkyl, C, to Cq-loweralkoxy, OH, NOQ,, CN, CF,,

0 2 v
—N . SO;p-Ry, N—SO,,-R,
. Re
58 gvrth m being zero, one or two whereby m represents two when R, represents
R, o} Re R, O

/ W/ Lo

N ), COOR C—N or , —N—C—R,

Rs Rs

%ﬂhereby in the above definitions
_ B is a straight or branched chain C, to C,-lower alkylene group:
N represents zeroc, one or two;
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T represents a branched or straight |ower al kyI en Mm“ﬂ“mg“‘“g“\w to 5 .

carbon atons, and Ar is selected fr sor*aX--
Y - Z -substituted phenyl group mgmsyﬁh 35 of X, Y and 22 M.
' ndependent | §, dn@ R§ GdchGridapendbrmfNrépresbht hydrogdnERRb C,—id\nbkhﬁl&l ¢, tb ERiBlveralkeiRE, ﬁ:nd
CN. 3. Chgjroveraly!. srifiuomochethyl-(Cotodddowaralkwijer (€| mO,{vaaMlle&dr wheRtkefi emams:ent S
H [ERR] W'{h F'"OE%WLWUF" gERR]e attpghed, form[aERp Q“E'pfﬂegeﬁht:@'lf ERRp- Q{OERR]
[ERR], §ERR] 0 -7y QfredWRY.. O NH or a single bond: 45

represents [ERR], [ERR] [ERR] or [ERR]; and |I(S\r represents phenyl, o- or
p-f 1 uor ophenyl , p-chl orophenyl , or/??4 6- trl/met hyl phenyl . 4. Corrpounds
according to claim 3, nanely 8-bemzyl axyB-3Ncyanonet hyl - 2-nmet hyl -i m dazo( 1
, 2-]1 pyrj,di ne; 50 AN

8- benzyl oxy- 3 hg/dr oxynet hyl - 2- net hylfsj ni dazo['is, 2-a] pyridine;

3- cyanometHHE gto G-lpiveraik \‘H\;enzyl oxy) - 2-net hyl -i mi dazo[ 1 ,2-a]pyri dine;

3- canonet hyl Rsm()uﬁsa‘nkam:imbmzyltomg)a@l eyt dsr;ahwaramydgmm[ haling Bpa:] 1% Edrisbinng@oms:

3- cyano t hy = =preserts hydsa QOACGIQF 'myp'h yiheadzy| oxy-i m dazo[ 1, 2-a]pyridine

gndcgwgor%ﬁlsggpéem } %\?élt&‘i = -%:anb !'I(ov'vmaﬂ"’u?o‘f&?w"za'm’% i @ farlovzaliyl

6 7,8-hexahydro- | f h
3- Cyanonﬁimwmautwﬂtv ep& Qsﬂﬁheﬂydcﬁtcbbﬁbbunldm aeé(g[ylro aZnag T:)e;r Itaereo and  the

8- benzyl oxy #ophds aricerding td cigimall redh, ire F@mulailoacet am de;

3-cyandfte wm 'gdcs hé‘?’f!ﬂ'%‘f‘y pWity) i P ddz sproen, atomspyEH.QHN eCH,CN,
8- benzyl am®*no- q a1l ,2-a]pyridine. 60

8- benzyl oxy-2-net hyl -im dazo[ 1,02-a] pyr| di ne- 3- net hyl acet at e;

8- benzy| oxir 3.baing i8Rt b orl tWodazdl 1 . 2-al pyri di ne;
3- cyandftet hyl - 2- net hyl - 8- ( 2- pheny;l |¢1[ hoxy) - i'm dago[ 1, 2- a] pyr| di ne and

3-cyanonet hyl - 2-net hyl - 8-( 1 -phenyl et hoxy) -i mi dazo ridine.
Conpounds ac e rsdsetrgted drop1 G RHCN. el 633?/ 2’“ CH,CNH,, EH C}—X

8- benzyl oith3R C&ar@%ﬁﬁdﬁﬂetﬂvmedﬁlz @lopH, |s3praﬂylpw -gitpe an&@mvude@@%@% hydrogen,
8- benzWob{wr&ec.yanorret hyI 2 | sopr opyl -im dazo(1, 2-a] pyri di ne;

8- benzyl oxy- e | -imdazo[ 1, 2- a] pyri di ne and

8- benzyl Oxy- :}} gjr *E@%P%lkylene group Lavnrig upaJopéllt’:argon gtomz and
conpound aCCer é@ﬁc 9er*\% Wid$ ora X’- Y’ -substltuted phenyl group wherein each
8- benz yss outyx'3 ¥ C D Midep da&tyrretshydted fﬁ:rda-mi F, 2H3] tib)ityl, &F)) ©CHT .and CN.

Phar maceut i c&8 Covnpods bécoringcto remim <2 wipreis imForaghilve i ngredi ent a conpound

as defined H‘i‘zé?ﬂ?ess'ﬁé %F“@I%ﬁwﬁcfﬂ% 05 pr oces for preparing

- pharmaceuti cal conpositions as defined in claim8 g characterized in that a

vy

conpoung as defremnusrc@mu,onec@fonctﬁmmch bPcH,Lenigdm xed with a suitable

phar maceutic carrier cess for preparlng conpounds of
- Formul a | a% "ﬁoﬁ'h?'rﬁ i'"g'eﬁa'?‘g erized in that, either A a

- compound of the general formula 15 [ERR} 3 s reacted with a conmpound of the

- gener al ;s For Myl o0 nlsERRH, 25 -wbe/ety, - n-the droreplasm, il [ERRl, X Z, T

. and Ar araadas def| ned inclaim1, except that ani/ free am no -or hydroxy

. groups preseft femstfnmt]envl[ Em}p-ﬂu)qrqphe pmquggerﬂ

of & S&Himethvipheivbt ect i ng

WW-%U(Q rﬂﬁoﬂ -a]pyridine;

single

group whi ch 590519 M;HQ) “3 H re resents a good | eaving
‘ group; sgr, '°g§yl %%{f - It oy eSS 0, 30 [ERR] or a
i ond £ DRty inid ha

3-cyanomethyl 8-(4—ﬂuorobenzyloxy)-2 -methyi-imidazo[1,2-a]pyridine;
3-cyanomethyl-2-methyl-8-(2,4,6-trimethylbenzyloxy-imidazol 1,2-a]pyridine and
8-benzylamino-3-cyanomethyi-2-methyl-imidazo{1,2-alpyridine.

55 5. Compounds according to claim 3, namely
3-cyanomethyl-2-methyl-8-(2-phenylethyl)-imidazo[1,2-alpyridine;
8-benzyloxy-2-methyl-imidazo[1,2-a]pyridine-3-thioacetamide;
3-cyanomethyl-z-methyl-8-(3-phanyl ropoxy)-imidazo[1,2-alpyridine
8-benzylamino-2,3-dimethyi-imidazo[1,2-alpyridine.

" 80 8-benzyloxy-2-methyi-imidazo[1,2-a}pyridine-3-methylacetate;
8-benzyloxy-2,3-dimethyl-imidazol1,2-alpyridine;
3-cyanomethyl-2-methyl-8-(2-phenylethoxy)-imidazo[1,2-alpyridine and
3-cyanomethyl-2-methyi-8-( 1 -phenylethoxy)-imidazo{1,2-a]pyridine.

6. Compounds according to claim 3, namely
65 8-benzyloxy-3-cyanomethyl-imidazol 1,2-a]pyridine;
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[E_ 40 is reacted wwth a conpound of the gener al Fo ‘!‘I“HJI“E‘“““IMH“&;W |n

Woove fornmulae [ERR], [ERR], X, are as dynwuclaintl, |
grepresents Br, d or | 45 and represents hydrogen hal ogen, C]—I,\_ .
[ ERR] vm&-ﬂmnhﬂiﬂﬁ-]s-dvm tnaszmmomumml aa]pyri‘njneor that, for the

priepdr ati on of8-fep E@N C. a conpound of

gengfal For mul 'bﬂ“ mc '°’Z e V"H‘éda 12‘:3 Yedn%4efined in claim1
#whergin [ y,,@ﬂgr_mz X2-dMVRaige.N 8 is as defined in

c a| m 1 and X's. Pmpmsaemcoanpgﬂ slcerfiprising af broatfive Ih@'ed!lﬁﬁ@tc&dpdthﬂ Bs defingt inbny

c ani de; opmﬁﬁ)‘ clalmSDthY co ound of Formula | wherei n X T, Z and Ar

defined in% RARbarage 'EﬁRJ’";P%s"Pé i
CH |§cg u % gg‘ !é;rgf as ta %%ﬂ
For mul a I m‘?‘ﬁ ﬁ?‘%ﬁ%{ g{%f,%g m%r;Fg'rsm ef| ne "i"r{“ 8' ai m ‘ﬁt
substituted by a group B— . IS treated with a suitable cyanl de wher eby
the fornmyl function is replaced by CN; §- a conpound of Fornula I
wherein I‘ERR] X, T, Z and Ar are a¥-defined in claim1 but wherein R3is
repl aced by the group BCOOR, is treate % suitable amne; or G a
conpound of Forrmula | wherein [ERR], S, Ré nd Ar are as defined claim1l
but wherein R3 is replaced by the groupzfg is reacted with NaCd ; or 27
/. 003 3 @Oradted-vitia a compaund cbf offie EananauFoxmhlaV\herel n [ERR], X, Z, T and Ar
are as d®ined in claim1 but wherei njERR] is replaced by t he group [ ERR]

is subjected.- to a reductive dehydratio or I: a conpound of Fornula I
wherein [ERR], X T, Z and Ar are ag d dnln claiml1l, and R3 is
hydrogen, is reacted with a conpound’hal - BCN, with hal representing

chl ori ne2or brom ne in the 6 presence ofZ’'a Lewis acid; or J: a corrpound of

SRR G e

repl acing $96abd 16 0'11 6/ FbS2FHREn B@ds A66RIND I61S, d 0
ei t her o#o pﬂpoess-@htbmdl above is, if desired, transfor rred into a

‘phar maceut i cal 3:y2 eampourddicthe general Formulr ocess accor di ng to claim 10,
characterized in that in process 15 A Z" d.epresents hal ogen, tosyl or

mesyl and the reaction is carried o #g the reactants together in
an inertgsolvent; C X' represent RR]{. h#l ogen, al koxy, aryl oxy, nesyl,
tosyl, a quaternary group, preferabl a quaternary group wherein

“the quaternary ion is a non-nucl eophilj,g countér ion selected from[ERR],

. [ERR], [ERR] and [ERR] and the netal cyanide is an alkali netal cyanide; 20
D the hygligiehdiet inith @Homb8shd Wi tthddYendal REmLBRR] , [ERR] or [ERR] as
 dehydrati-ng.agent; E: [ERR] is used as cyanocorrpound and the reaction is
~carried out in the presence of pot assi dalrtT—bint oxyde

':dlnethylalldvrt’nta mne ) ﬁlasa.‘. ‘i abl e 'ih_eredu .
4 re mte X edhc al rCIorl
- dehydr at jopiind @&Jsb%é’hwﬁge % rgsémén H ﬁl’ﬁ’ﬁ,,w. + being A Ay QJ?:Ha? tor
icarried OUlthe preparitioR lof SEHERINGY wher ewasepmb,els Bpnef'era y al um niumchl ori de,
-.Zinc chl ori de @ra éorponnd 6f generdicForriula tl inberetdRyc Ki 21T angl ATaare asedefioed inbyjainrdang

" of Raney- m"‘(‘f‘R@f" Ranateehmﬂgm'g{ mmpwmefe'nrﬁ i8 2y g¢fined inglgim i 3NdE’ rqerpsents a good

p. is reacte a metal cyanide; o
~all genei &e ompound of Formula | wherein R,, X, T, Z and Ar as defined in claim 1, but wherein R, is
- rqplaced by a group BCONH, or B—CH is subjected to a dehydration; or
N—OH
55 E: a compound of Formula | wherein R,, X, T, Z and Ar as defined in claim 1, but R, is substituted

by a group B—CHO, is treated with a suitable cyanide whereby the formyi function is replaced by CN;
or

F: a compound of Formula | wherein R,, X, T, Z and Ar are as defined in claim 1 but wherein Ry is
. replaced by the group BCOOR, is treated with a suitable amine; or
0 “° G:acompound of Formula | wherein R,, S, T, Z and Ar are as defined claim 1 but wherein R, is
replaced by the group BCH—COOH

|
R, o4 Ex Ty NHz

b g ¥ reacted with NaOCI; or
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B | I
Z-T-Ar 40 in der R2 Wasserstoff, C@ggi? -Ni ede J\“M“‘mm |'uor onet hy

B-CF3, B-Ar, Ar, B-Hal ogen, BORmM C -bis Cr,-Ni ederal kVlI |, ‘y

BUN- OCO- R. R4- a compound of Formula | whe¥eintR,/, Z, T and, Armgipﬁmd\blﬁm 1 e vmdern H§G§\L

bezei chnesplacee by the griid BXIMiOs isCaibjeted & alrt%ubgweB@rwderQor B--O--CORL,_ R4 -
S R4 | a compound of Fiogmyla | wherein]R,, X, T, Z and Ar are 1defined inpglaim 1, a

hRdrogen is reacted with P?Scompound hal-BCN, wﬁg %Wresgtlpﬁlcalglé% %r d%’?minfa'i'é ltlln\eT

B-C
ni cht %SpéeéFﬁ[a cﬁﬂpﬁ%ﬁoﬂ ﬁaﬁﬁﬁ%ﬂkﬁn sz,e%Q" £ BRAr areas\08AFRIIS {18 1 bt wheRinR, is
CO Ni ederradidcsli by hive gge;n,_dwydmoxy, Trifluoronmethyl oder Cl- bis C - 60

L

Ni ederal koxy ist; Z 0, S| SO S2, NRs oder eine Einfachbi ndung zwi schen der
G uppe T-Ar und der 8-St eﬁq"hng des | mi dazol 1, 2- al pyri di n- Kerns bezei chnet ;

T ei ne!®E nf achbl ndun Ar od r e| ne ver |q‘t% ggzr[d d

t com taine
ger adket t;:agt@“’ﬁ\l gg?,’?f §b°’bi c ﬁ{iféf-or(gfg ?‘4\% hH%c&U%EaW'a tablgENr
als 5 bi ens orren ZW schen beze| chnet; und 28
0033094 Ar Pherwd»cassZaccoramgadelamﬂw’yahadyﬂenzea-m mem @odélssen |, 2- odor
3- Furamsyl, 2A: zs'depreﬂantsmau:amn V' or\ms\éuand the dastiqmip Fify?“““ml‘@ﬁ'yﬂ the reqctantdy | -

e R b o e e

bezei chn Iect ©Gh@ theometanaaniad is\isalelistasif cyarbde;
Hal ogem Dblhs hQ‘draMneaeambd(ydut bmegUC&CQ),Ol\SQSH@f&’I%)@} deliyqratidds@; CF3.
R4 E: TRPyI{GH,CN is usethas cyappcomporchandrthe macv%llsmmﬁq AuR ip th%P'ﬁﬁ%‘c‘bafor
zvvel i st P°698p WP £ 3 suitabl , R4
H@%:,'L“’r‘educRZ"EXMTt'ﬂ,i Vo shdsaeampe 3 N ). Cooro o

- Odebs - N- Ct: the reddion is carried out in the presehte of @ Lawisaicia preferabiwelaeiiniurm cideride, Zinc
vor st ehentieriddef barort chdorigla; B esi ne ger adketti ge oder kettenverzweigte Cl-
bis Cs-Ni ede#a‘!‘kﬂ@?ﬂ@'ﬁﬁifé"q Qyt:byneanp of Raneydickder zwei bezei chnet; 26
R4 und R5 unabha g vonei nander Wasserstoff, C, - bis C. -N ederal kyI, C -

bi s Csy\i Rrieman (C, bis C6-Niederal kyl) Trifluoronethyl-(C - bis
C, - Ni ederal kx'bm.da%h(zglp bfe GeMNiigaIRbiAIkBdrhel Ar bezei chnen oder, wenn sie
mt dem Stickstoff, en si e gebunden sind, zusamen genommen werden,
eine 4- bis 6- glledrlge cyclische Be bilden, R Ar-, C - bis
C6- N ecjgral kyl, 30 R4 X , B-N 3|5

Rs Rs

40 in der
R, Wasserstoff, C,- bis Cq-Niederalkyl, Trifluoromethyl, B—CF;, B—Ar, Ar, B—Halogen, BORym,

B—SO,,,-(C,-bis C4-Niederalkyl), B—O0—CO—R,

Re - Re
4 /
B—N . COOR, CO—N
AN
Rs _ Rs
oder BCN bezeichnet; -
50 R, C,-bis C,-Niederalkyl, BCN, BOR,, B—O—CO—-R,
Ry S R" -0 Re
/ -/ |\ /
B_N ) B—C—N v B—C—N
s AN AN AN

BNO,, B—Halogen oder, falls R, nicht Wasserstoff ist, Wasserstoff bezeichnet;
X Wasserstoff, C,- bis Cs-Niederalkyl, Halogen, Hydroxy, Trifluoromethyl oder C,- bis Cs-
60 Niederalkoxy ist;
Z 0, S, SO, SO,, NR, oder eine Einfachbindung zwischen der Gruppe T—Ar und der 8-Stellung
des Imldazoh ,2-a]pyridin-Kerns bezeichnet;
T eine Einfachbindung zwischen Z und Ar oder eine verzweigte oder geradkettige Alkylf-Gruppe
mit 1 bis 12 Kohlenstoff-Atom un mit nicht mehr als 5 bindenen Kohlenstoff-Atomen zwischen Z und
65 Ar bezeichnet; und
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- 8 Be teirab %*df’}‘?e%
. 8- Benzy %E‘rp_- fe é@ﬁ&f e ml Qﬁgp Zﬂid%du?t]ép%ﬁkén zekil%etmt:ﬁgl{| ¥1| aaegegraﬁ'ltel i

. 8- Benzyl oxg

oder Ar-(C,-bis C -Ni ederal kyi) bezeichnet; V‘H H @"mu mﬂjﬂ!ﬁ _
Cl2- Al kyl, Aryl oder sine Aralkyl mt b| S f - At oen, \l

I
40 bezeichnet; . R7 Wasserstoff &8,3%288 4, s CO N ederal kyl bezei chnet . una

Rs \asser Hr@hényl, &, 3- bies 4C5ridyi, 2d eder Bit¥lenyl G- okt 3SFurdhy Nb EsdieF fhrkigabry( wdbei IS
Cs- Ni edchahdw-l )’hlenwlﬁful'anmlr ord Imidalmohi-Gédppen Wirsh iegeh ede Ce big/ € )-Nied¥ralkyCsub- Di 5

C6- N| ea'él" 'Eﬂ!é-r" be\éeP 61 Z'-wbstiyierms Dhapvh pereichnes, viorif X6 Y'etnd @y dr o-
und 3, 94, S a mﬁﬁ i S nbedenkl i che Sal ze
45 def artl g erb n“’eﬁalk e\/%r' evnc'fgdr?pagkr? Hac %kﬁs(%lbu#ﬁ 1, dadurch

gekennzei chnet, daB in der Forjral” 1 Ri aV\asser stoff, N ederalkyl mt 1
bis 3 Kohl enstoff At onmen, /CHZOH CHP_CN CH20- CO CH2N( CH3) 2 oder
CH2- & - CH3 50 \ o SOim-Ry N—SO;m-Ry 1| bezei chnet, wobei n null,
sins oder zwei ist; usf C2HL- " S

. R ausgew hit ist aus CI-B’CI—lZCI\I CH CN, CH20H, CH2CNH2, CH2-O CO-Rg
(Wobel(vBanMbh&wbme&&ylzwe.ﬁstpwdm-rﬂsmrsﬁpy&nnader t-Butyl bezelchnet) und,
fall S5 R2 nicht Wasserstoff ist, 60 Wasber st of f; Wasser st of f bezei chnet; -
Z. 0/ NH, SO oder sine M nf achbl /g‘cbezei chifet " -T eine verzweigte oder

geradkettige niedere 4k I@aoﬁ} _Qﬁ t, bidar ZW-2cK@hl enst of f - At omen be-
zei chnet. und 65 Ar ausgevm i st 'aus Phenyl, ' Thi enyl, Pyridyl oder
siner X -, Y -, Z -subsggtui erten Phem,yl G uppe, 29 0 033 094

* TP~ I i 1t -c LM Sworin jeweils X, Y und Z

unabhi m$f hVEmEI nander gﬁsgnew hit sind aus H O, F, CH3, t-Butyl, CF3, -

n vorstehende itionen

OCH3 un
- 3. Verbp mdle geradkemge od&hléettenveﬁszlgtengublgsc% Nletil( aralk IzeglGé e lst dais in der
Forma$ | RR, dhd F(;I'dﬁabr@&é@ vorieinanddy \Aﬂdﬁfstdﬂ-l@@lﬂaélﬁ,@ﬂédﬁl‘ﬂﬂ@[, c,- Gns C4-Nied8ealKakip, —

CH2CN, (ErbisFy-Nigdgr UQMW“Y' (C,- bis Ci-Dliedgpiy b€ bififigdtieded@ikyi) Ar hideicomer si ne
.@n den sie gebunden sind, zusammen genommen mgierr Q—"@HZ

Ei nfac i @ se cyc -gru ilden
-CHZ-- FC,~ bis ‘m R8P zei chnet und Ar Phenyl, o- odor
p- Fl wor ophenyl 'p- Chi®or ophenyl oder 2,4, 6-Trimethyl phenyl bezei chnet. 4.

Ver bi ndungen nach Anspruch 3, manich Rs

8- Benzyl oxy- 3- cyanonet hyl - rvét hyl -i mi daZo[ 1, 2- al pyri di n;

8- Benzyl oxy- 3- hydr oxynet hyI < et hyl B dazo[ 1l , 2-al pyridin;

3- Cyagsonet hyl - 8- (2-f 1 uor obenzylgxy) - 2- netg I-|mdazo[ 1, 2- al pyridin;

3: Cyanonet hyl - 8- (4-fl uorobenzyl oxy)-2-met hyl -i mdazo[ 1 ,2-a]pyridin; 20

3- Cyanonet hyl - 2- net hyl - 8- (2, 4, 6-tri net hyl benzyl oxy)-im dazo[ 1 ,2-al pyri din

i zpichnet) -
{1/2? bi{l Béﬁ nP F'G‘-gr% ?l%l}gﬁ(e ﬁgﬁ?qeb%pey l\rallkyrtrll th?png [m]ft blszzuai|2p o{'nller?sltcpff-Agmen

3- Cyanonet s’saﬁﬁt‘ffuabr& -(bhs O KiBdrali/1 BozkichieluhRz0[ 1 , 2-al pyridin;
8 Benzyl oxa, wasm&fwfl c,L mscdzaa\m{derklky|2e,a}>mo;4Nrrada~aﬁoiyhc,oaaqwddralkaﬁ Trifluoro-
'slﬁit \26 ﬁ 5—diefyi)wl)| oded Az bpzeithne- ddrgy 2 Belditrydro-
W Anajagg| sowjej efiafmazeutisch unbedenkliche Salze

|edeF§lk nstoff-Atomen CH,O0H, CH,CN
3- QIanMﬁ-FD-iCHrNtdmy)L o&er((ﬂ+-p$$9ﬂ§4-h et hoxy) -i m dazo[ 1, 2- al pyrl din und 30
3- Cygponet hyl - 2- net hyl - qr‘)vgenyl et hoxy) -i m dazo| 1 , 2-al pyridin. 6.
Ver bi ndungen nach Anspr uch 3, mich

bezeichnet, wobei n null, eins oder zwei ist;

s CHy | IsI
+-- Ry ausgewhit ist aus CHy, CH,CN, CH—CN, CH,OH, CH,CNH,, CH,—0—CO—R,

(wobei Ry Methyl, Ethyl, Propyl, Isopropyl oder t-Butyl bezeichnet) und, falls R, nicht Wasserstoff ist,
60 Wauemoff
X Wasserstoff bezeichnet;
.-Z 0, NH, SO oder eine Einfachbindung bezeichnet;
.~ - . .T eine verzweigte oder geradkettige niedere Alkylen-Gruppe mit bis zu 5 Kohlenstoff-Atomen be-
. zeichnet. und
65 - Arausgewidhit ist aus Phenyl, Thienyl, Pyridyl oder einer X'-, Y’'-, Z'-substituierten Phenyl-Gruppe,
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8- Benzyl oxy- 3- cyanonet hyl -i m dazo[1 , 2-al pyri din; |a!||“| I"Icl“l" "III ” IIII

8- Benzyl oxy- 3- cyanonet hyl - 2- |soproa)633,w o[1,2

8- Benzyl oxy- 3- cyanomet hyl - 2-et hyl -1 m dazo[ 1 2-al pyri d| n und 35

8- Benzyl jBvei é(hdr‘rsndhgﬂ ur@bmp]'dnmmugrlausmuzspd aus B-G| HyGH: I Butyl. CF,, | \
Ver bi nd@?ﬂy Aéﬂ. 4 - Formel |

8- Benzyl oxyR églﬁ?t igd gﬁf'ﬁﬁ%‘ frzeichnet, das in dir forree
Pharnq,zeutlﬁzcm # tg:nd als Wrkstoff sine Verbindung
nach irgend- ei nem der nspruche 1 b| s 7. 9. Verfahren zur

Her st el | ung pharmazeuti scher Zusamrens@!ﬂ,z-tﬁl‘ybn nach Anspruch 8, dadurch
gakennzeheeﬁmgct daBi oi ne grh r&dung %’h Jrgendei nem der Anspruche 1 bis 7
mt eipem gé - den ping: Fig 83’& 4 Wer vermischt wird. 10. Verfahren
zur Herstellung von Verbi ndungq:n der Formal | nach Anspruch 1. dadurch
gekenn- zei ¢ haeH,—,daBHSACHBLLLCHS-, —CH,~ CHs+CH—Vbepichrbtinngd der  al i gem&u nen
Formal Z-T-Ar mt einer Verbindung der aII enei nen _Fornmul 0 R2-C-CH

Ar Phenyl, o- oder p-Fluorophenyl, p-Chloro WO bel
in ded®F rr§1 Yerpipdungsn nagh AZ‘S""’fChu?‘ld‘éN'c"d?genzﬁk’ﬂ 'ﬁYaﬂgrﬁﬁﬁfygméi e?rggzr? 2
Bedl ut ung%y ﬂgpgmw_gﬁq@ggnmm SleterrdUsiabdre 2-allgkdihn R2, R3, X oder Ar etwa
vor handene BghmmidtiyRe-{2-06tbdb hﬁdﬂﬂwm&wppmazoﬂm*a}py&hhut zgruppen geschut zt

sein k6nnen3-Cﬂarmnanybmm-ﬁu@mnym)é’wewr'm@ﬂm['6%5' MEiZ" sine |iecht

abspat®? bar e3 'é‘?"é’?’(h@ 2|4'§d QUb"“zV['gﬂgimﬁﬁfn Lielpyrdinund I

1) 111 13 "ﬁet MEgiskl ::h 3-pranomethyl 2-methyi-8-(8-phénylebdy)S Zur
Her st el I,Hﬂgza{pg-a ungen In denen Oy R, oder eine

Ei nfachbi nd ntyR:lky Z-B'\etlsﬁl-midéie[t‘llﬁ-dnkmd -3almroaadtargdma| nen Fornel R2t mt

‘ei ner 2¥er bi ﬁd-imgorue#'vlaﬁ- )midﬂzP“A?'ﬂ P¥idinir Rsakti on gebracht
wird, wobei & pif m% _| |§§ e T und Ar die in Anspruch
1 angegebeng s Byl bezei chnet und Z"'
Wasserstoff 3 mm-z ﬁé’ny easiont elbyndmbeu R die in Anspruch

1 angegebenad-EGeatansHthvid dmhyl-de}eherdtaﬂaox_mmlﬂmh Zsale?rldung von Ver bi ndungen in
denen R3 BCE Mefheﬁlmsﬁ'et'“h@"sﬁlm m yng der aligemeinen Formel 1, in

der R2, X g :xzy' nv g@,dg,egebenen Bedout ungen
haben, in dg 3 ,Ig

zféih ngaawwg-a dneruﬁ@tzt ist, worin Bdiein
An- spsuch B-guh oiRtyLL-hydodymbthyiFithidézo| 5.2 atpytidn.c ht abspaltbare G uppe

bezei chnet, 7mlerbedmmajch Anspruch 4, nRintfichl | c anid zur Reakt i on gebracht wird;

hyls24 |d
s_gflgrl 2 ASI ;@% QEQ#‘ ;rgwg?ggg%memp@gw 1) V'[V'irksjtoiaf ein Verblridan% a-gﬁggedﬁpghp‘r
FH

eine @ uppe fidrlg 2Rarmazeutischer Zusammensetzungen nach Anspruch 8, dadurch
11 N OH gekehrabichinet, 4a8 eité nabnnm&tgsectabgapaémaungprmsmm Nfhin? wiitreiherrogbeignéen si ne

- Ver.bi nduply"deﬂeuwh@eﬁig enaermiashtywird. 1 | n
- Anspr uch, °'f° A& é'f?"é%'d%‘f‘i?ﬂ@@'f‘dﬁ%&‘?“ E‘ﬁmﬂépa%éﬁ’ﬁﬁrﬁ%éwwek e
- Gruppgs B- nduﬁ& derilgerfdifkaBoliRel 30 ei gneten Cyani d. behandel t WI rd,

‘woduch die FornyI-Funktlon dutch CN ersetzt wird; oder F:. sine Verbindung
~.der aligeneinen Formal 1, in der R2, , Zund Ar die in Anspruch 1 an-
"gegebenen Bedeut ungen haben, in dge§edogh R3 dutch sine G uppe BCOOR
‘ersetgs ist, mt einemgeeigneten A delt wird; oder G sine

Ver bi ndung der all geneinen Fornel 1, ih der , X, T, Zund Ar die in
‘Anspruch 1 an- 35 gegebenen Bedeut ungérT@ben, in der jedoch R3 dutch sine

G uppe B em“bindung der aligemeinen Formel
55
o)

|

80 - ZII

zur Reaktion gebracht wird, wobei in den Formein H,, Ry, X, Z, T und Ar die in Anspruch 1 angegebenen

Bedeutungen haben, jedoch mit der Ausnahme, daR in Fl2 R;. X oder Ar etwa vorhandene freie Amino-

oder Hydroxy-Gruppen durch Schutzgruppen geschiitzt sein kdnnen, die anschlieBend entfernt werden
65 und Z" eine liecht abspaltbare Gruppe bezeichnet; oder
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f‘.sétzt ist, mt NaOCl zur Reaktion gebracht wrZHIL“HHl"“Hl"m"I“' 5|ne

fndung der al |l genei nen Formal 1,0083094R2

; _'-uch 1 an- egogebenen Bedeut ungen haben in der jedoch R3 dutch ei ne -
rge% dungennig depen; S O; MRecoigepinyEEBERRIS BRI UNg o
rworFen i plge V8 @F“T e aflemeiee ﬁ'ﬂ'ﬁng der aligeneinen Formel 1, in det
X, T, Zund Ar die in Anspruch 1 ange- ggbenen Bedeutungen haben und R3
berseoff ist, nit einer Verbind N > worin hal Chlor 45 oder Brom
_'| chnet, in Gegenwart ei ner L’%vms\-s red zur Reaktion gebracht wird; oder
=i ne Ver bi ndung der al | genei nen mMENTIMRin der R2, X, T, Z und Ar die
g\nspruch 1 an- gegebenen Bedeut ungen haben, I n der jedock R3 durch sine
ope 1BCN SCH3 60 ersetzt ist, |ne Redukti on unterworfen wird, wodurch
SCH. - Bt A¥sE Vadingdvno,gee 2ligesieinpe %’r"? tzt wird;, und daB esine nach einem
vorstehenden Verfahren A bis J erfal teng Verbindung gewun- schtenfalls

I n pharmazeuti sch unbedenkliches Sal z uberfuht wrd. 56 11.

‘T ahr e zoRdaktidn YabraeH wird, weobatlic [deh vretkiasndehchoerheve R, RY 3T dﬁusAn die ideAnkarhechen *

' Hal apgsgebenes Bédeatiageniiaban, HilcBrebloderd beagishinet| ird 230 YYass 3‘@ dﬁen OH, SH
génei nsanwe:E'r“Hﬂat ichagty RES s %{ﬁggh;“f‘ﬁg&"feﬁ%ﬁe SHEe & v YRGS Bl
dgr.chgef ul A IRy R Dt RISt (b Q%Tn Q0CH, defhk %Y, 7 erwk,oawm Messitn 1Ta<35y|
sizne qUZS Yehébefen eﬂaﬂﬁhge?f Qé’bih'gﬁwljéiﬁc Grubpe BRIDErs@iti, eeHnE e in An-

q %.at er ni r espfich P pegéyetanie Hedaltyng hat ded Xdamequalt @bspaltard Grupis bezeichoiet. mlﬁe)nem

$c1 eophi |Mataliceay éin‘;{:‘c%bﬁems eg?ﬂht WaérsPdBMGs PF* % g&(gg% ; QSOB% ﬂ?ﬁj
dgs I\/bt al ari

diit ch Vv v%&unqg‘:g\;%’n 'P g?ﬁ%%ﬁoderrq‘?’é ?% S &/asséra b gpal t endes
1t el ur chgefuhrt wird; E Tosyl-CH2-CN al s Cyan-Ver bi ndung \Nax—mﬂndet

wWg,rd und chmetReiakbmemNasserMetmngruhtemtfeﬁ5wddabdeumt but oxi d dur chgef uhrt

d; 31 O&GineQvabindung der allgememen Formel |, utder@ XMT. Z endAr die in Anspruch 1 ange-
2met hyl aIGB'H? ﬁ’ﬂuﬁ‘" ?’bh ﬁ%tl CfAﬂqF f ;@a %—% eﬁFttzHF mét einem ge-

r "...-dUZ| er:%n llwlﬁlg ijnﬁel\'i q ri“tha‘fn )&fgpef‘:{xchh ard' €
Rpaktion i Qaeaﬂm&tuﬁgeaa{ab W Ger SedoeR R, uﬁrerz u»gswm;:se BADORTeRktiRY I nGt biflem

kchl or |giesgﬁln¢n Baincehandetl wuduo@h ef uhrt wrd; s J: die Redution mt
Flfe von RanByeing Mk@ﬂndwmr@g% "FE 7 4p A die in Anspruch 1 an-
a3 SSaahee DA RSoE LR I s TR e B & GO0 for mul e
ghn6rale: 2 Z-T-Ar R2 repr6sente de |'hydrogAne, un aI,@_pyI e inf6rieur C, A
¥, du tri-fltuoronmethyle, B-CF3; 20 B-Ar, Ar, B-hal ogene BOR, ,

fSOL, 1- al @suthastj Mi NaDELFur @bakﬁoﬁgebr&h&m@%& / Ra /| R4 B-N
f: COOR, ,40 CO- NH2@inRNerbindung der allgememen Fmebu "B!EN Ry, R3 Zy Egﬁ‘é@éﬁ'@éﬂ Anspaich dydne

| & el m@k durgh, eine Gruppe BCH,NO, ersetzt ist, einer redu-
wierieur S%?er?geng sserabhp:% ng nterw r&m dderfg b

Rd. I: ei erbmdun er all mel |, in dera' C)‘( H‘I Z und Ar die m&\erruM IRange-
F% gebenen ANSE TR (Y, m.@e.ﬁ@ ibtnuorrg HaLOBER, wwingai Chigas
de | hydpognnagondlmezé'bﬁnpdrimgegmwalx eipet Lads-$du ien gehmacht eirgt] adder nf er i er
CiZ A C ,..un hdl ejegeMerbindynatier aligegeinem Farmek |} in ay| € upd Ar die in Anspruch 1 an-
i gegebenen Bedeutungen haben, in der jedock R, durch eme ruppe —BCN
' I
SCH,
50
ersetzt ist, einer Reduktion unterworfen wird, wodurch die SCH,—Gruppe durch Wasserstoff ersetzt
wird;

und daB eine nach einem der vorstehenden Verfahren A bis J erhaltene Verbindung gewiin-
schtenfails in ein pharmazeutisch unbedenkliches Saiz Gberfiiht wird.
55 11. Verfahren nach Anspruch 10, dadurch gekennzeichnet, daf da® in Verfahren
. A:Z" Halogen, Tosyl oder Mesyl bezeichnet und die Reaktion durch gemeinsames Erhitzen der
Reaktions-partner in einen inerten Losungsmittel durchgefiihrt wird;
C: X" SI(CH;,)2 Halogen, Alkoxy, Aryloxy, Mesyl, Tosyl, eine quaternidre Gruppe, vorzugsweuse
N@(CH,-,), oder eine soiche quaterndre Gruppe bezeichnet, in der das quaterndre lon ein nicht-
60 nucleophiles Gegenion ausgewahit aus BF O, PF,O, CF,$0,© und FSO, ist, und das Metallcyanid ein
- Alkalimetallcyanid ist;
D: die Wasserabspaltung durch Verwendung von (CF;C0),0, SeO, oder POCI, als wasserab-
spaltendes Mittel durchgefiihrt wird;
E: Tosyl-CH,—CN ais Cyan-Verbindung verwendet wird und die Reaktion in Gegenwart von
65 kalium-t-butoxid durchgefihrt wird;
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necon e 6,00 2 et 5 5 (U

i mi dazo[ 1, 2-al pyridine; T represen®® o ﬁnple li ai Son‘entre"z et "Ar ou un

groups al coylRGnHERnniGHid Ahidighef¥ AMlin JerReddet Aii@M S de carbone avec pas . -
plus de 5 al0di® feddBererfeDAEEerdBEphitil A HAYE bl PCI, @lurchjsfuh@l wild; I epresente du -
phenyl e, dul: @ieRedktionin Gbg amb;deeLeVdﬁSatﬁe. vargugsweiba Alnpinaimctilgrid Zingehlorid oder

3-f gchiogg, durchggfu dyl t hi |
furzﬁs{‘&t "3 e a?wgmﬁm% Ranat Nokd SHEREITRSBT i o hal ogh pe ou un

al coyle inferieur C, A C,, ou un phenyle substitue en X -, Y - et/au Z -,
ou chacnrevengicationsY' et Z' eot independamrent de | hydrogene un hal ogene,

un alcoyle inferieur C, A C,, un Icoxg i nf6rieur Cg—i CN, CF3.
R4 10 1. Imldﬁo[15%ya]pyndmes ‘caractérisées en ce qu'elles ont pour formulNgén éle_ Sq ‘R,
NSOm-R Rs (i. Itant zero, un deux, et mJfeprbsente deux quand R,
represente R ~~0 Ad ) COOR, CGN ou -NCAR 60\\ Rs

Rs dans les d6finitions ci-des% B eot |un groups alcoylene C, AC A
chaing droite ou ram fihe, 65 . nte zero, un ou deux, 32 0
03 3094 R4 et R representent chacyn mdeper?darment de r' hydrogbne un

al coylejynferieur C, A C, un al co%y' Mferier C-C, - (al coyle inferiour
C1-Q), un trflr&&rsgaﬁermtmyaroéaabcwéuaoylenmﬂ@w a@,; &u IrifludbmédByieayl-er} nferi eur
C, --Qo, Ar,B-ofir, AerB-haicgepe, eaumta-ese@,Fmioeleammu} Caa @, 8a0et089—R,), s sont

attach6s, ils fornment un group. amno cyclique A 4 A6 el6nents; 5 R,
reprdsente Ar, un alcoyle inffri C, A GCs, q~7ﬂ4
~ e ~ R R, & ~ ~
] ] , R'C
~~~~~ 2~~~ | N , B-N rB°_N COOR,, CO—N _— ~ -

~~~~~~~~~~~ Rs Rss ou Ar (aI coyl®ginferieur C -@B5); R represente de
| ' hydr ogB&N: un al coyl e de a 12 atones de carbgne, un aryl e Oou un groupe
ar al coyl e aﬁydﬁ?’éﬁeﬂ‘gq‘ﬁ' 3coyls '5‘?6?1‘551 AcFec B oiRe %‘8—6 represente de

' hydgpgene ou un al coyl e |n,§er| eug C -Gs; et &8 regpr esente de | ' hydrogene,
.un al coyle inferieur C -Cs,n al cquyn eriedf C<C -(alcoyle inferiour
C -0O, un trifluoronbthyBfal coyl @—Caferi eur B&G-aN), Ar-(al coyle inferieur
C,-C) ou Ar; les anal ogue§\2 -di hydrd.5, 6, 7, 8-t &trahydro et
2,3,4,5,6,7, 8- hexahydro et I%‘s sel s acc@pt abl es on i}?har maci e de tels
COWOS(SSB—&B B-halog@ne &Pqp&'ﬁ@iﬁor?@l;eoﬁ‘ A@dr%é@%d'uﬁ?&éd@ﬁb be rhftrGRhEr 1 S€ €n co

‘que, dans | R ebQfeMHydRogbne, liA alcoyé REsABRE a0, drMatbgBEhe GehydrbRy, Ain @M Uo Mty RIdue UT
.__de 1l a Bmaztlmmfdmufc@.ri)ﬁne CH20H, CH2CN, CH20O CO -CH2N(CH3) 2 ou

- s-- ez §vr - SQ NSty ot @il simRly ligisen entiigilesgroyner TrinAr et la positippi§ dgo
hite z €& oPu A9 “ﬁ% M akhe 7BLYY! €,
de 1 6t fwﬁ.s IcaRtionb % &pﬁgﬁ?@%&wﬁ@cﬁﬁae%i 28E ar A LoNAI Fon
-que R2 ne sai fepriésentechiti ghéhiye] B0 2e Beou 4lpyridylbydil éagﬁf@tmé}(yleenrzesemardﬁ du 2-

1" hydro rﬂsrmimolvle les szmm pyisigia; thiéayle, mnvS@tmdmle'eswpunaheéttel sgbtituds par un

Tepr et é’;gf e PBA Y e er o L B 3 ST e Krant
1USAU" A inreAdu? % CoH, NO,, CN, CF,,

R, R,
50 / |
‘-'N v SO(““"—R‘, N"'"'so‘m.—ﬂ‘
Ry
85 (m étant zéro, un deux, et m représente deux quand R, représente

4 ~ 7
/S \ / I
60 AN
R! R!
dans les définitions ci-dessus,
B est un groupe alcoyléne C, 3 C, A chaine droite ou ramifide,
65 n représente zéro, un ou deux,
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j et Ar est choisi parni le pheny| e, le th' emuﬁ“M“M“m“L st
oy est

¥ phenyl e substitue en X -, Y -, et Z
gndanment choisi parm H d, F’O=%30%t butyle CF3. OCH3 et 40 CN '
Fposes selon |a revendication 2, caracterises en ce que dans la _
el R2 repees,anbrésdr#en&l&pumﬂfpendan@&ﬂ; de (81428, urRslcayiepiniéien Ce 3 Cyi3yn
{ alcoyle mgnqg C,—C,). un trifluorométhyl {alcoyle inférieur C,—C,), Ar
i
f1

S W
o -
=

o

g, CH2Q¥e
Sentg - ;5 T

en |es, prenant ?erl? ia‘éﬁcsj aﬁne an_%aebvef sont atﬁachés ils
e itk .giﬁzﬂ --C 2: et Ar represente du

ayeje)

> ®

ph¢@yl e, du o- ou p- quorophener du chloroph6ny|e ou du

2. §&5-trimet hyl phenyle. 4. Conposes séll.on | a r/e‘uendl cation 3. caracterises
enfjgo qu' il sont repr-~sentes par

8-gEnzyl ggy- 3- cyanonet hyl - 2- bt hyl - |~q dazoﬁ'—N{a pyridi ne; 66 55

8-i@nzyl oxy- 3- hydr oxymnet hyl - 2- n6t hyl dazo[ 1,®- al pyridine; s ; '
3-J&yanonbt hyd AB(-a(cByﬁ Infd@ieab®,R2G,);0xY) - 2- rrBt hyl - i i dazofl 1, 2-al pyridine;
34&yanonet hyl - ¢éﬁ¢mﬂ0bm Br!?x l) 8'20#&3@#1%13 1|2mt@ta9§(ﬂelcaﬂma¢ pArandd pleun groupe:
34{cyanorg hﬂjf“g g y i m dazo[ 1, 2- al pyri.di ne
et -6 bendy am WZP&Z io mﬁ%gx S Pl il o 6L Co o
Cbiposes selnfaneJra: qufa. hoaldoqb AAbrF € §nArC(€Ic6VIb in £cy) ‘ou Ar;
represent es pales analogues 2 3-d|hydro—5 6,7 8-tétrahydro et 2,3,4,5,6,7 8-hexahydro et Ies sels acceptables
3i¢cyanontt her phiarm@ichdd w&-(b@bp#ﬁs-n I $t hyl )-im dazocl g al pyr |fd| ne. '

g_ . sgrzlglrrgt%ﬁdf- F F%:Fte %ﬂ grrﬁ‘:ne I%% 'QI Q 'le mg?zu!?edgglzg?qi% eg ?‘ ca ddta 20H, CH,CN,
8ibenzyl am no- 2, 3- di r’rﬁ Zim da2|p1 aI pyri di ne; 65

s{enzyl oxy- 2- mt hyl -i mi dazodl 2-@/),pyri di ne- 3- n6t hyl ac6t ate; 33 094 ~

.j IfIhI’fJ 111 111 111 11j21121 1 1|1 *C L M S* 0043Vi 94

Benzyl oxyt 2“"? ?Hyld"ﬁ"ﬁ'n dazo 1, 2-al pyri di ne;

: '-cyanonﬁt hyl® ?'hﬂa"g (2- phegy t hoxy) -i m @azo[ 1, 2- al pyri di ne et

- 3{&yanonbt hyl - 2--rret hyl -8-( 1 -phény vl et hox y)-iri dazo[ 1 , 2-al pyridine. 6.

P

®pos6s ¥el on | a revend| GB&CMNBCH-C-@Naﬁti&H §E§Né*a Q!t—qh—CDs-Rsont

gPr 6ent 6s par: enz C dazp i ne;
Benzyl OXygH m ﬁ¥. s gn mﬁ; ;fF ¥<ipro equpcv[t%apﬁget 9 Xondqlon que
henzyl oxy- B G/ raprasantd 1N rhydRbEhat - | T dazof 1, 2 aI pyri di ne et
penzyl oy - 3- (zyraﬁesaatehglmﬂ- dwo mblayhcsorm dazol 1 , 2-al pyridine. 7.
®pose sal on ITaemf&ﬁemnmqpenlcqvlé'@a'ﬁérﬁ élch%!@ drpitecey rqmcﬁéea@@uuemleﬂ 5 atomes de
penzyl oxy* ! b 939k b 85 hgh Esubitue en
ot e R L R b R
gc e |ngabe Nent actif, un conpose sal on une quel conque “des revendl cation
1" 7. 9. pr oce&d@oubaoqés on Bt reendiddtione, car risks pope p\hﬁdamdetqrmqgé salon la
§r rendi cat i on 8‘ %@?%@&Qﬁn §§ WwufhBipose salon |'une quel conque des
fendi cat i ons 2B GURCOET="bhar miceut i que approprie. 10.
ede dg.prepar atlon des conpos6s de formul a icygalRR,.! a revendi cation 1,
‘actdrisd en ce qua, soit: A on fait rdagir un corrpose de formul a
fal e 20 x- + ZZrefréganteay-€k Nifnowwnepsire@e digisdnor mul a general e 0

Hy

s T représente ‘—CHZ—'. —CHz‘—CHz'—, —CH—ou —CHZ—CHZ"—CHz' et

Ar représente du phényle, du o- ou p-flucrophényle, du p-chlorophényle, ou du 2.4,6-triméthylphényle.
4. Composés seion la revendication 3, caractérisés en ce qu’il sont représentés par
8-benzyloxy-3-cyanométhyl-2-méthyl-imidazol1,2-ajpyridine;

58 ~ 8-benzyloxy-3-hydroxyméthyi-2-méthyl-imidazo[1,2-a]pyridine;

"~ 7 3-cyanométhyl-8-(2-fluorobenzyloxy)-2-méthyl-imidazo(1,2-a]pyridine;
3-cyanométhyi-8-(4-fluorobenzyloxy)-2-méthyi-imidazo(1,2-a]pyridine;
3-cyanométhyl-2-méthyl-8-(2 4,6-triméthyl benzyloxy-imidazo[1,2-a]pyridine et
8-benzylamino-3-cyanométhyl-2-méthyl-imidazo{ 1 2-a]pyndme

60 5. Composés selon la revendication 3, caractérisés en ce qu’ills sont représentés par:

"~ 3-cyanométhyl-2-méthyl-8-(2-phényléthyl)-imidazo[1,2-a]pyridine;
8-benzyloxy-2-méthyl-imidazo{1,2-a]pyridine-3-thio--acétamide;
3-cyanométhyl-2-méthyi-8-(3-phénylpropoxy)-imidazol1,2-alpyridine;

- 8-benzylamino-2,3-diméthyi-imidazo[1,2-a]pyridine;

65 8-benzyloxy-2-méthyl-imidazo(1,2-alpyridine-3-méthylacétate;
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N rur | unmi ni du
O o s o8 kPR B RlnaS R tio il sttt W o
chl oryy e ib{ﬂa Eg%é Ubioodinis W
moyen dej: ba aght@n &)éé de formule o0 R, X, T, Z et Ar sont tels que définis a la revendica-- 32 40
45 sqiob8, e8®, 649 d8 Bhydrogéne, avec un composé Hal-BCN, Hal représentant du chiore ou du brome, en

10 présence d'un acide de Lewis, ou
J: un composé de formule | ot R,, X, T, Z et Ar sont tels que définis a la revendication 1 mais o R,
est remplacé par le groupe —B—CN,

|
" 8SCH,
15 N
est soumis 3 une réduction remplacant le groupe —SCH, par de I'hydrogéne, et en ce qu'un composé
o:tenu selon les procédés A A J ci-dessus, est, si on le souhaite, transformé en son sel acceptable en
pharmacie.

11. Procédé selon la revendication 10, caractérisé en ce que dans les procédés

s A: Z' représente un halogéne, du tosyle ou de mésyle et la réaction est effectuée en chauffant les
réactifs ensemble dans un solvant inerte;

C: X! représente Sl(CH,)z, un halogéne, un alcoxy, un aryloxy, un mésyle, un tosyle, un groupe
quaternaire, de préférence N (CH ).19, ou un groupe quaternaire ou Iion quaternaire est un contre-ion
non nucléophile choisi parmi BF‘O, PF, O, CF,SO,@ et FSO,@ et le cyanure d’'un métal est un cyanure

25 d'un métal alcalin;

D: I'hydratation est effectuée en utilisant (CF,CO),0, SeQ, ou POCI, comme agent de déshydra-
tation;

E: on utilise du tosyl-CH,—CN comme composé cyano et la réaction est effectuée en présence de
t-butoxyde de potassium;

30 F: on utilise de la diméthylaluminium-amine comme amine appropriée;

H: la déshydratation réductrice est effectuée au moyen de PCl,;

I: la réaction est effectuée en présence d'un acide de Lewis, de préférence de chlorure
d’aluminium, du chlorure de zinc et du chlorure de bore;

15 J: la réduction est effectuée au moyen de nickel de Raney.
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