N 2 615 Descri ption The present invention relates to substituted
R iazol e derivatives.and their non-toxic, pharmaceutically acceptable acid
M tiaqn salts, and their preparation, Q pBag§Bceutical conpositions 5 Le
alping the same, and’'to their use. genzyl and 4-benzoyl i m:dazol e

vatives haRFF?'Rg“%tI uabl e pharmaceutical activity are disclosed in

[y 24 82 9.-Th 3rOleflSh | YiltdsV &5 Rbsthli&s fo'ibt dePVeB:1 QR AP ddASoxi
;3, eral fornul p’l\ai?ége%ﬁll E;ﬁ’f% cﬁef 1 |t|E§ sdlts, #hd tﬁ’J| aﬂaftlorl td Qhaﬁlmé‘o%ﬁth:ﬁlrboﬁ!b%:s
R cr r] [ér I'cpntaidinglti@rsatherand to thedrus. i s 25 .
< X [ er ABenzylaand dfbenzeylimidazgip darivatives having wqlyablephempesutiqal achjlvtarpedisclosed in
r esent [ ERFQP—&J"%QZ S-Th¢ {Btiderals desixativpg.of e presspt inyeption hays the general '25?‘1“1 ' '

Bogen, OH or [err] or [err]_is hydragen and [err] and [err] together

an -Ofoerr] - Obrl dge bet adlj acent car bon atoms i n t he—phenyl

p; 45 [ERR] or 4_%[4 rrhe 65 or x—(t:H _ ~Rg .
i ded that 2 i 5 Awh S O—|R{ I Hor

] is [ERR] 5 thenN F‘mnd [er are not alk Itaneousl y 7

ogen -wgen [err] ar [er ©] all Qéhydr ogen an [err S [ERR]_“hhen

r] are not aII srrrult‘"aneously hydr o - [err] And [err] are not

gu! taneously, e l& r taneously . '
I ogen. Becauhseeemo q?ﬁ'a"a toaher{?%rbiof'ﬁmfr% '_lrﬂ"g%ggf'é r‘[rﬁgy’ 3 corrpounds of

: generaimf ormula I and 11 are 20 4(5)- subsdd t ut ed i m dazol e

®Fi vatives. The non-toxic pharmaceutically / éptabl e aci d addition sal ts,e.

Bt hese conpotitlls ar€HafHge witdaRHaG s cop@H-eTHgt he +CHuORLEIBEH The—CH,CHsgar

apounds of the formula (1) and (Il) formacid addition salts wth both :

AN C an% i norgani c._aciHg They can thus form nmany pharnaceutically. se:t

MEEEb| ¢ acid additio , hl ori des brom des, V
Mt at es ni--t-—-r‘?it'es, spﬁﬁt eaé'a Rs'ﬁl"lf°(5ﬁ§t%' ’af'%ﬁ‘ntﬁ?eé%e”ato n?at es, mal eates]

llr at es, benzoates, eyl ates, ascorbates and the I|ke The invention °

Bl udes Wla hinits scope phar rraceutlcal conposi tions conprising at | east-

of the Compounds of formula (1) or (l1) PHy @ NON-toxic, Rg R

rmaceutical ly acceptable salt thereof, aAd a conpati bl e N
=CH,, . =CH-CHz, =CH-CHg—CHz, =C—CHj or =CH=—CHCHaCH3; X.is ~CH~CF

35 . :
N ?11 ‘?10.. :

of =C =C-—; Rs,' Rg» 'and R7.

I3

. {

40 which can be the same or different are H, —CH,, —CH,CHs, halogen, OHor —OCH; or Rg is hydrogen and R f
and R, together form an —O0—CH~O-bridge between two adjacent carbon atoms in the phenyl group; v

| L -Z:Hné-"i; ;;3“2-- ~GH(CHg)~, | —CH(=CHaCHg)—,  —CH(~CHaCHaCHg)—,
45_ CHg - .. ._ | | o
~CH(~CH — CHg)-, T—CH(;—C.H'.?_CHleHQC?H'a)— or >C=CH,, ' >C=CH-CHg, >C=QHfCHéQH3,
h s PO —CHy, >C=CH'-CHéCH20H3; Ry _’ié H, _-QHs,' ~CH,CHg, —CHZCHZCHQ';-";CéeHs';' -
'-'CH2CH20H20H3 or OH; Ryg is H ~CHg, -eHchs, —CH,CH,CHg, ~CA— CHg.
K - | cHg

5 O —CH20H20H2CH3, nisOto 4 provrded that
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ha_r maceutical 'y accept abl e carri er therefor. 30 . The invention
ovi des, for exanple, the follow ng specific conpounds of farmula (I):

[ &, a- bi s(2- et hyl phenyl ) hydr oxymet di &g ol e

[ [ 824 2- met hyl phenyl )] -2-net hyl benzw r#n %(Z) _

a- phenyl benzyl ) - 5- net hyI I m dazole 4 ﬁ

- (2, 6-di net hyl phen - a- net hyl ] hydr, et Nyl 11 m dazol e 35
- (2, 3- dr¥teR &r@'ﬁ;ﬁt H. %%ﬂqﬁ s {8 n@q eshyl | i mi dazol e
a, a- i s(2- net hyl phenyl ) hydr oxynet h thylim dazole 19
a- (2- et hyl phenyl ) 1- 2- iret hyl benzyl ] -5 rre?iﬁyl i m dazol e N o
a- met hythen B, @; shd e akeyobansiydifahevushnmalragen .
a-met hyl ) - 2, 3-di net hyl benzyl I'i m dazol e 40

a- et hyl) - 3- et hyl benzyl ]i'm dazol e

a-

a-

a

R

5

butyl)-2, 3-di meth n i m dazol e )

met hy ) whenf J'cﬂzﬁﬁ‘{%‘ﬁ 5%94%”23" T@gﬁe'

propyl ) - 2- et hyl benzyl | i m dazol e - Ry
methyl ) - 2-met hyl benzyl ] i m dazol e 45 '

a met hy knen &, R, &, %%WJuQmAeLM arkgs

a- et hyl.- a—{ B-amaRh yrbpbl&nydlt)m yﬂ;wd;uget fagd ] i m dazol e

[ a- butyI &-I&;Zar&ﬁslureb hydpgency net hyl i m daz J

. [ a-meth 4@) ét %Wv ﬂtm’ﬁ%wm%w%ndio rng WFral fmna:éazl(?nii gare- _
[ a-pr 66 wfo Q}: calﬂ%%e%%%&é@diﬂbﬂaﬂ@gﬂﬁéﬁe &fhpounds are also within the
a- net hy,] 3ébpé Srthdintntigiieny! ) - hydr oxynet hyl ] i m dazol e
a- met hyl - a-Tha compoungs ¢fytheio -any ¢ih fooyp reeit lagdifianrsaltiawig leoth organic and inorganic
[ a, a- bi s- dsg]'lﬁﬁym %a% prysalts, as, for instance, chlorides,
9] a1 (2.78- dl g'atg >h P%gt';gh ﬁ?‘}g’gﬂtg% ?r‘nmeaaz ftgs maleates, citrates, benzoates,
b » I

[ ( a-et hyl )s gg r te A A r} |isr§b £rﬁ1a's’_é5tlcal compositions comprising at least one of the
[ (a- et hyl krompoandl di&tﬂ’ﬁmb EI}’ a ngh Qﬂﬁrnﬂaceuﬂcally acceptable salt thereof, and a compatible

¥4 m dazol phgrmaee(itcals atcapiable gorperd ¢ et h | ene
E4-i i d¥zol yIShﬂ%‘;@%P qu%v ﬂ%{‘i c‘*l-‘ﬁ‘é’"prF'?dB\ﬁ fﬁﬁ“'ﬁ‘b‘gm fic

'ounds of for ok ré}’-m:mrylben?: 212, 6- di met hyl phenyl ) -1
fet hyl ethyl ]Jim y phenyl ) propyl ] i m dazol e
(2, 6- di met hlp hﬂamyfh)ethmphenvm-h oiymetitidiintdiagole

2- :
: | zole .
g [(:)ﬁe?;/;jlpﬁt)cw b&%ﬁ*t@yl yvq)-ﬁv oxym I-S-met ImI? zole o
2-(2, 6-di met hiluﬁif‘:'in& ﬁm bﬁeﬁéyjfeth [ 6'1%35 ‘e 0 072 615

= 4-[{a-methyl)-2, 3-d|methylbenzyl1|mldazole
E, _ 40 . 4[(a-ethyi)-3-methylbenzyllimidazole
: 4-[(a-butyl)-2,3-dimethylbenzyi]limidazole
4-[(a-methyl)-2,3-dimethylbenzyl}-2-methylimidazole -
4-[{a-propyl)-2-methylbenzyllimidazole _
. ' 4-[{a-methyl)-2-methylbenzyilimidazole
45 4-{{a-methyl)-2,5-dimethylbenzyllimidazole
: 4-[a-ethyl-a-(3-methylphenyl)-hydroxymethyllimidazole
4-{a-butyl-o-(2,3-dimethylphenyl)-hydroxymethyllimidazole
4-{a-methyi-a-(2,3-dimethylphenyl)-hydroxymethyil-2- methyhmldazole
i : 4-{a-propyl-a-(2-methylphenyl)-hydroxymethyllimidazole
: 50 " 4-{a-methyl-a-(2-methylphenyl)-hydroxymethyllimidazole
- _ 4-{a-methyl-a-(2,5-dimethylphenyi)-hydroxymethyllimidazole
. 4-{a,a-bis-(2,3-dimethylphenyl}hydroxymethytlimidazole. .. ..
4-[a-{2,3-dimethyiphenyl)-2,3-dimethylbenzyllimidazole
. 4-[{a-ethyl}-2,6-dimethylbenzyl]imidazole
55 - 4:{(a-ethyl)-2,3-dimethylbenzyllimidazole .
1-(4-imidazolyl)-1-(2, 3-d|methylphenyl)ethylene
1-(4-imidazolyl)-1-(2,6-dimethylphenyl)ethylene

_ The following specific compounds of formula (ll):

60 4-{2-(2 6-dimethylphenyi)-1-methylethyl]imidazole
4-[2-(2,6-dimethylphenyi)propyllimidazole
4-[2-{2,6-dimethylphenyl)-1-methylpropyllimidazole
4-[2-(2,6-dimethylphenyl)-2- hydroxyethyl]umldazole
4-(2-phenylpropyl)imidazole '

65 - 4-[2-(2,6- dlmethylphenyl) 1-methylethenyl]|m|dazole

'3 .




( 6 di met hyl phenyl ) 1- propenyl ]i m dazol e
nmet hyl - 4- phenyl - 1- but enyl ) i m dazol e
(

4-.chl orophenyl ) -1-met hyl propyl lim dazol &

(\2#6 di met hyl phenyl ) - 1- met hyl - 1- p@n@&&y619ni dazol e 5 :
6- di net hyl g Hidnieth {-ardodalmRiRele | M dazol e ' L

di met hyl mgﬁwip&gﬁw e g’?buem c?azol e 14

(2
2 -
(-2, 3- di net hyl pladnashiorophenmitl lw!plm h!daznltdazol e
-(2, 6- (ciii nmet hyl fliet V'P'Feé'lfi Y'étpﬁ %1 ol e
-(2, 6-di net hyl E’%e Ve Wik "” ?'Pé?ﬁw i mi dazole 10
-(2, 6-di net hylp itnethy! ﬂgm mga;.é*uyl | m dazol e '
(2, 6-di chI or 043!12@2)9‘81 vl 1B¢bd1|¢m thlehum:ﬂeambe
-(2,6-dine wwetnwmw 1- mith]detmﬂ&'rﬂ rhethyiimidgtote
-(2,6-f rret hyI e‘rg'g:ggl q ‘h\);i heTeh 'Br&%‘r’e
-(2, 6-di net hyI yfbm\ ,a|,.,nl zg]gt hyl i m dazol e -
-(2, 6-di net hyl 4@ rmyb%e vipREhylY eml
-(2, 6- gFI chl or dil inethylphenyl 1m§thvlbwbmﬁwl145fnmfdamdbele
(2,6-tn
(2, 6-di
(3, 4-
i

met hyl etﬂvlp@p 1 @F‘h %9 ' -
n,.et hyl 0 aéoe .
met hyl engy (pgwp, z] 3, |ﬂ|,ﬂ|nd§a;6] 20 The conpounds of the

nventi on h[amhaeﬂeﬁemUMhémnmﬂ-m:mcel | ent anti hypertensiv e
ity. ®Preli m nary tests have shown t hat the al so possess ot her '

.

- \]—am e pha rrra | <9 pe yds Egres@g inveptjo qllent Epypertensnv e

- BRI T T T ;3’51%@%% L
gund. 25 e conpoun 0

- cntial |2 sat waieyamdieh@&qmﬁnduasmaﬁula KEarjar (Bl sHntidly \setsky B8 pbjea-nésaofnhegpreua&
conpounds investiohcepaie Dreupseef copeunds iehnaip meelf@redth ey efpsedm reig eqpresentes
B T T e e e i e

B ch can be T ngndcﬂfﬁnéﬁ. mm Ta&i‘iégeaahy ethﬁ ] or Ablogen.

B ogen. Aﬂotsbﬁse.awtﬁé B6hdg WRsHBin Afis &W%ﬁdﬁods&ss KIQWI DfopeRieBlEsSocially:
ER1), wherei good mtlh\]peaﬂdwé propgrties\Wavedieercfaundie cortymusdss fapmuid i1 fmberetntn is @arshXis -
e hydrogen, methyl, ethyl ‘or hal ogen.. Especi al.ly the conmpounds

erein n is greater than 0 possess val udbf'e antinycotic properties.
jllbeci al | wsgood anti hypertensive propeud.aﬁ_have been found in conpounds of
Slrmula (11) wherein nis 0 and X is [ERR] According to the feature of the
BRWvcntion, the gl froite Eeatufeoefite iaventign, WeaompounBilof fornilid. @inehetdireR Ci6 IORCIAR &%
@ fornul a (FAMPOYR m“'bw afe @F@Wa’r@f'ﬁ“@'&é‘iamﬂ inhichap invidaaeiylketone of the formula
Wi dazol ylketone of the fornmula [ ERR] whereing [err] and [err] are as
fined -before, is reacted with an aryl al kyl fragnesi um. hal i de” deri vative or _
magnesi um hal i de derivative of lshe Faf [ERR] 55 wherein- [err]
. é"‘[err] are as defined before, n' ES and Hal is a halogen atomto .
S Ve conpgynds of the fornul a (.I 1) 'i' Rz ' - ' :
wherein R,, R,and R, are as defmed before, is reacted with an arylalkyl magnesium halide derivative or aryl
magnesium halide derivative of the formula '
50 - . R

;Nherelm Rlsl’) Rs and R, are as defined before, n’ is 0 to 5 and Hal is a halogen atom to give compounds of the |
ormula '

55

- | o -.?”- . ~Fs - |

60 : N _—C-(CHy R L _

oo | _ o _ -

. o R1_—.</r53 TR, | |
& .
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0 072 615 wherein [err] and n' are as before.” The

aryl af .f'yI magnesi um hal i de derivative can be, for exanple, an é

Kyl magnesi unbromi de derivative, epared by reacting th J

' Y\G 8?*t€1£agne3| um Suitable solvents

'_-.e r eact indrein™;) RYCHS, B, RAR] kY &6 a€bdiRe.S, preferably tetrahydrofuran.

argyl al kyl - SThen elisvltuadma$lulrdelal¢erdenaatwvean be,pfoepereld, am amiaﬂtvlmagaésmmnbye

addi'n- the ar %%13 §ﬁeeﬁ?Fh‘l"4'EF€“ P¢ cPAESRP 'i'grfs“da‘b’lﬂf?@!ﬂ? @"Sﬁl"?é’ﬁ :g!: vl
: .ydr Of ﬁ%ﬁtge E‘g Waﬁlﬁwm ﬁ'@g e)‘gg #? % e{?‘gﬁagnesmmhahde

uran, atdentl\r%ﬂv dltglge iRl e.Qktetda rJf@'@@Hrogﬂls% 4 Mbdhesi nihdi@overed by tetra-
magnegi um t ur mymgmrahaatmememcg pxiht of the reattioh bi>@urb. VIO EledthgBdsiughtisinihgs Rbetréveted, the

4-im-gazol e d@rwtwaﬂqooeled %lgletbr@e@thpﬂrlrMHZPIdd¢rmtmrsrad@mm Jolighiorm ingreg!l partigng or in tetra-
tetrag- hydr of Istlt"f%' Aftegsthe, addjtion, 'aadmeegma %f é‘t‘ﬁ R A 2F the f-imidazole

refluged Un{a |ve Eﬁfée f’orhﬁf‘ea ro?girl%eglr l:;}r?:’ uhdsads 'fdﬁ%ulg%ﬁ) |£ Qéﬁﬁrf‘aﬁjd readtiBn in which a

reagtfon tinme uraﬁdlﬁao &m&name and five hours. Another process for the
prepafati on of conpounds of formula (Illa is a Gr|grrarﬁ reaction in which a

- conpogind of the fornmula (1V) [ERR] R2 whrein [er d®n' are as before,
i.s reficted.®ith a conpound of the G-(CH,) , Rg
[ ERRIE 25 by wWheeg¥/n flerr] is an ROT aryl as definediv)
bef orf and Hal is hal ogen. Yet ano ocess for the preparation of

conpogpinds of formula (II1) is a Grllgnard reaction in which an n.
i m dagol e c®rboxylic acid alkyl estler, preferably the net hyl ester of the

r.e
es,fomga 30 s Iﬁ wh Eh ; o e, is reacted
eii nafirst st g@? II\(/’vrlﬁt e %9 %érg%j&rﬂgeg Je']r??&%]g” {hﬁare&kg?'rmngj me %%85

wher ei n [err] and-n' are as bef Or €R,MpBal gi ve a corrpound of for mul a

p ¥ whichesin.a second step without isolation is reacted with a Grignard
areageht of thé’“F"S‘I"r?ﬁfsa“"E?Ufy'[%ﬁR]as\ﬂﬁ@}eélef°R§"i’§'a'é%haﬂ’8f'l ned beéfore. Compounds

wa0f Togmula (1) WaREkHar fRocebsTorthditbbaRiBordt CoASRRusY foFrR AR .sgar.arardqeamumﬁ.cp;n
8 a (111) irhiBazolelagrbéMylic deid alky! datet)iptaferdbCthe @etyl eferSdiitHedtrhiacat al yst i s
aI | adleum on- car bon. Unsaturated conpounds of fornula (I) wherein R3

35 ' . R1 _</ I .
) , ) . N R
] 40 wherein R, and Rz'are as before, is reacted in a first step/with a Grignard reagent of the formula
b . _ , _ ,Rs (CHZ)n'_MgHaI
45 : _ . .
- . Ry S
b ‘

lsolatlon is reacted wrth a Gngnard reagent of the formula
50 .

wherein R, is as defmed before

: . 85 wherein n’ is 0 with hydrogen. A suitable catalyst is e.g. pailadium-on-carbon.
e 1 Unsaturated compounds of formula (l) wherein R; and R, are.

CHg

65

Compounds of formula {I) wherein R, is H can be prepared by reduction of compounds of formula am

wherein Rg, Rs, R, and n’ are as before, to give a compound of formula (Iv), whlch ina second step wuthout

R3MgHal o _




o ERR] 65 5 0 072 615 or formula (11) wherein [err] is hydrogen are: ~

B epared by dehydrati ng conmpounds of formula (I'11): [ERR] wher ein l[oerr]'
[l e as defined before, [err] is an alkylg @224 as defined before and n’
BWs 0 to 5 to give a conpound of the formula ?/) [ ERR] 25 wherein Lerr
B lNd wand n' diféerayla i mnprein Ryde Brdeooer arePreppred By deivdrgting semerempneldopetfadile and -
fs i s an alkenyl as defined before. The

ydratlon s preferably perforned - -
refluxing in an appropriate acidic sol|ut [ on ontentrat ed

B drochlori @ acid or heating for

arrpl OA(THN, ydr ogen sul fate.
B lhe conpounds of formula (V) er lbe reduc R hydrogen in the (1)
o csence of a palladium 30 n c

. alyst to the cBrrespondlng
pt urated conpounds of formul ae (I and2(11). Conpounds of fornula (I1)

erein [ervd is hydrogen are prepared by a Wttig reaction which conprises

S-acting an i nmidazol e al dehyde of the fornmula [ERR] wherein [err] and [err]

Sl c as bef or e, whireimRaRy, %srliwlﬂéyrelaaeﬂlewbeﬁﬂeﬁwwm%Mwaméeﬁmd befere nstntisloge 5, to give
RR] wherei n } gamppund of theformiuly

i ¥ as defined before, to gi ve the unsaturated
& npounds ofs fornula (11), 50 which in g further step can he reduced to

e correspondi ng satur ed conpoun ormula (1) as dege&ribed a o A5
e aral kyl i denetr jjphen referably p epar d R..
he correspon.gjl_g}\l kyltrld[;{]?e'hyl hon| urwhalﬁd__gjgf dﬂ%%ﬁ:@&f
crein seerr n are as before anw Wlth a basic 7
pagent, preferabl but)*/‘lal ithium In the Gi gnar d- and Wttig-syntheses
Sascri bed above, e free nitrogen atomin the imdazoHe starting materialv)
: sﬁ"be protected by different methods. Suitable protecting groups are for

M anpl e bengylwhehih ﬁ,,rnzpﬂeﬁlylx Sdra¥lan@h’ aﬁéﬁlamlsu%&uaam?.sa;r BiRyt bEEBANGY befre 4R, is an
BB Ot ect i Ng gr Gilkenyd asiddfiGedots dr@r med |n fferent ways, 6 0 072 615 and

pends on the kThﬂjddfvd tign ésc prefarpb rnuaslehv relﬂg*mqexra Iaeproenate acldlc solution, e.g..

A koxymet har@"‘iﬁi fivd 'SF'%ﬁU\Pé’ ?,q ﬂ %tp§slu rﬁi up u¥n

i um 1 1 PR k@'ﬁﬁgéﬁﬁﬁﬁ . f{@ i el Rt b
got her- net hod f @smpduR@adt Forguls MINELE ﬁ,, nlafe\bRdph de@Byanlg reaction which comprises
reacting an imidazole aldehyde of the formula

" . ' : 1_</:ECHO

Ry
-H--

wherein R, and R, are as before, with an aralkylidenetribhehylbhosphorane of the formula:

s - _ (CgH5)3P =C—(CHy), —@Re _
. . . S TRy

wherein Rs, Rs,' R;. Ryo and n are as defined before, to glve the unsaturated compounde of formula (il),
50

which in a further step can be reduced to the corresponding saturated compounds of formula ({1} as
" described above.

_ The aralkyl|denetnphenylphosphoranes .are preferably prepared - by reactmg -the correspondmg
"-..aralkyitriphenylphosphonium halide of the formula

-85

.. . . ) : - l e ' :. . .
. Fl5 ?10 L . o -
| RS (CH2) CH-TP--(CSHS)3 | _.Ha_l
60 o o -R7 Lo S ) s

wherem Rs, Re, R7, Rio and n are as before and Hal is halogen, wnth a basic reagent preferably butyllithium.

. Inthe Grignard- and Wittig-syntheses described above, the free nitrogen atom in the imidazole starting -
.. material can be protected by different methods. Suitable protecting groups are for example benzyl,
- 65 triphenylsilyl or dialkoxymethane. The removal of the protecting group can be performed in different ways,

6




s, according to this enbodinment of the invention, a starting material of

formula (V) or (VII) 5 [ERR] wherein [err] - and n are as

herjei nbef ore defined; wherein J[err] and [err],. which can be the 15
Qs different, are each hydrogen, hydroxy, mercapto, hal ogen, am nd, ¢

aI'kyI of 1 to 7 carbon atons or Q@ﬁ wherein Ris an al kyl; or

whdr ei n [ €BAd depéHds b e kink 8 britEctin® Gl &:dd. [FBr dx@hiT2, 3 die tHahdgr nd

[efr] can badichyahilysacnd @b%l@@pﬁgf&é]@{ BRuid %é]n?’bﬂi ﬁ%@#] HEpg Olﬂg? lr;e?r{oud

[edr] and {SerTrh]a presgnt iniventiort farien oolivesfyer anvthertnwetigr s pesparing ccrrmmhdsebf umeirheranon

redgent P51 2ecBPing oritie empadiment pidhas invantion g stagipe rietgrial pbthe fremels flleas §Bhdi ng
| médazol e of the fornmula: [ERR] wherein [err] , X and n are defined as
before. Reagentsﬂs__ 3 c@mvewrting the d&picped 35 startiﬁ‘gzﬁmerial

to§t he correspo i Jd@clgaide berrlgp Ol )a-30uUIcceCcof R
amyoni a and for ndl deliyde [ ERR] Choi¢e of " an an Optf ate T®agent] varies with
th¢ parttcular &arting mat er Rgyy Rgnpl oyed. W’pen [err] is hydro@e-n 14 is
préferable to epphoy formam de at the reagent in cases where, in pk@ﬁﬁ of
thg@ 45 brom ne atomln the aforenentioned starting materials, there is -
ingtead a W 'F'E)ﬁ 3 Rafd Rpnd p argee hare m'@fmﬁﬁfqun\vbﬂeeB:z.lﬁrm&amﬂeﬁss,Whlelrmrlvﬁdle is .
used in'exg ﬁfafea\:f@ °PH ydiopena BY R TBFaplon balcasp-Agting P #ikvd of bioch 3N s
rug at.the 0|f|ng poi nt of formam de f a period of time ranging fromone -
toffive hours. Yet another process for tpe preparation of the conpounds of
fogmula (1) and (I1) corrprlses reactn—r@—&-em.rram de W|th a benzene derivative

of pthe £or a: 50 %&lﬁ ' 07209% jm? oto % °']\7m d X Lare
as def i ned}w el g G S e e o
sustitute hwabub yrfmg AV Phatibn 18 e corisBbHBing Aadidof e
Hal ar e asfodedia: ned here| nabove. Preferably the reaction is performed by

vi goroudfy boiling the begzene derigvative in formam de, the reactlc‘m time

vakying with the particullar I enpl oyed. 15 Reactio

typically are from/'§ ﬁaours Govi oM @:—@&eﬁs
treatment will FE)E-{III wed by on%thn ;s):ﬁprlate ac "&,gl HCI)
when Q 8s the start?l eri al |s [ERR]

wherein Ry, Rz, Ry, Rs. Re, Ry, X and n are defined as before Reagents capable of convertmg the depicted”
35 starting material to the corresponding lmldazole include NH3 + CH,O (or a source of ammonia and
formaldehyde .

. ' f,’
HN=C—-NHj5; H-C-~0 =NH 4+; HCONHy; Rqy—~C—NHy; or R4CHO and NHg.
Choice of an appropriate reagent varies with the particular starting material employed.
: When R, is hydrogen it is preferable to employ formamide at the reagent in cases where, in place of the
45 bromine atom in the aforementioned startlng materials, there is instead a hydroxyl, amino or acetyl group.
In these instances, formamide is used in excess and acts in part as the solvent. Generally, the reactlon isrun
at. the boiling point of formamide for a period of time ranging from one to five hours.

Yet another process for the preparation of the compounds of formuia (1) and (ll) comprises reactmg
formamlde with a benzene derlvatlve of the formula .

| 5 e P - |
. R CH-Q or — -
o .. 8 o o RG X (C.HZ)n. __Q
55 . . R, - ) : R'I_ - —
60
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(-
;jlh “order -to obtaln t he correspondi ng conpound of formula (I) and (II)
. Simlarly, when a starting naterlal 25 wherein Qis [ERR] 30 is enployegd
. then the formam de treatnment *wll kub29m§¥ by hydr ogenati on, thus
af foridisng the desired conpound of for and (I11). 35 A further
process for wHeiPRLRARAR] ARANOK atelse definap BetBidsbodd, abdI@ isf radiesh & formutaand (11)
conprises hydrolysing a correspondi ng N-acetyl ated conpound of the fornula
(1) and (I'l') [ERR] 50 where Y is the arylal si due determ ned by the
formula (19 and (I1), ?IS an gl Kyl grogp o@o 7 carbo atons. or an
aryl radical of 6 to 1 carbon at ons. referably, J; hydrolysis S
¢ carried out by boilinggdhe thng mat réﬁNHcgan N-gcylgbg ] dazol e
derivative, in an aqueous so ufi oh of  an norg&nlc aci d unt I he reaction
is conpl ett¢d. 55 60 65 8R, 0 072 615 Yetranot her process f©al the
preparation of the conpouﬁds of formula (I") and (I1) conprlses
hydr ogenat i gegeins ey tUFPdtam pnsubsgjfuted|atkylf W'H'Iﬂ' ar arptgraup] GRRAY. apd Hal are as defined
15 wher ei n Y[elnabaverBrefs gfg e frections 3 persormed by s'vo'i;m'g befirenerderivativg in
| r Tﬁ‘ "J{R{ € reactio tlme gmna the partl Iar ma
aryl groug Redaifdi tinkS Qd‘r\’nﬁ‘aﬂie?{% IF’ he fGrrﬁah#deRFe@t%%ﬂPﬁiu%
a 'sui tabl e Galowky 5¢¥ reatﬂidn wnﬁleﬁ a@rdbyistéege(agaaomﬁ R theltdrihgThdtérial 989 O USi Ng
metallic sodiumin liquid ammoni a. Suitable catalysts include platinum
oxi de, pall adium on-carbon and Raney)nlckel OReaction tenperatures vary
with the particular starting naterlaHle ﬁ@{ ga 20 with typical
tenperatures being 25-[err]. Yet angtTe F6d"for the preparatlon of the
conpounds of formula (1) or (I1) whereigg X is 25.
[ ERR] conprises reacting a N-trialkylsilylimdazole of the formul a 30 éERW
wherein Y,_i & efé{ Ritpin gwearpespwé'pé?famuyd ﬁfeff'wa M apd §)- Simitardy waIna saitine gefiade

of the forrrl‘ﬁh?\re'" ] 45 wherein [err] “and [err] are as before and

Hal 'is a hal ogen atom in the presﬁnce of .a Lewis acid, for
: o : ' C—CHNHCH
- - T 2 -

30

Ry

" is employed, then the formamide treatment wull be followed by hydrogenatlon, thus affordmg the desired
compound of formula (1) and (ll).

35 A further process for the preparation of the compounds of the formula (i) -and (i} comprlses
hydrolyslng a corresponding N-acetylated compound of the formula (1) and (Il)

R
T 40 | ' . . GC=0
._ o k N Yy t!l Y
U L <,N]/ o <,;]’
| |

~ where Y is the arylalkylre3|due determined by the formula (I) and (II) R is an alkyl group of 1to 7 carbon :
- atoms-or an aryl radical of 6 to 10 carbon atoms. - - CERme

Preferably, the hydrolysis is carried out by boiling the starting matenal an N-acylated lmldazole
_derivative, in an aqueous solution of an inorganic acid ur_rtil the reaction is completed

‘85

60

65




al

e

x_‘éﬁ_ .8 titaniumtetrachloride, alum niumchloride or zinc chloride. As
sof

yent can be used for exanple nethylene chloride or chloroform The  _

reaftion is preferably carried out at roomtenperature stirring the Lo
stattiing materials for 6-12 hours. The intermedi ates of fornmula (VI) and

.V
f or
or
of
s

)~can be prepared for exanple asOf 07208%5 50 An al dehyde of- the

I ERR bef t ed | kal '
21 G ¢ ontnrael prosisf b B Mol of B ot 0l § v 87 oo

he formula (VII'1) via dlrect al dol condensatlon [ERR] 86 wherein [err]

‘Bn al kyl as defined before, 9 0 072 615 which conpoun§l in a second

step is catalytically reduced to give the correspondi ng sat@at ed conpound

of fhe fornula: [ERR| 10,\)/\/m ch. conmpound hn aghird step is |egi oysel ectively
brofi nated in methagal e conpqu nd ormula VI1. A met hod f or
t he preparatlon of th unds of t1h efleral fof'nul &) lls the -
regfosel €€tive al kylatio ﬁess of ketgnes B which for R a halide
conmpound of the formula R] 20 is ggacted with a : :
trifethylsilylenolether derl vatl ve of thp "’general formul a (XI) [ ERR] .

whegein [err] |s an al kyl as before, in Rte presence of a Lew s acid for

exampl e z’Fnc Cj%]lgf{é (g;le tgp |R,vg a cl(r)rrpound of the florrrul a XII
The|conpou R{JF ! mfﬁ'é‘t" %”t)a ISt '°" ':
compounds Cklrrfn A ::i%ggmin%ﬁlgliecata ys &l IyEt m%i[l?% lﬁ?r{?%tzdole rltsdlvl::'l-
anofl her: rretdn&drbfzméndﬁhﬁeyphﬂﬂaﬂﬁbﬁo@ﬂe erdb eI éy rticalal &4 Ma pleydad, be
apRl i ed. 2¢ rwithitynicahtembeseturas beitd 2%e-70°C. t he - general for rrul a (XIl'l) 40 [ERR] is

reagted with Ve eAPtatr &RptQd fer dherRstratprion, el te omeo sels af(fE'l"b'He“)Pb(I"!‘(é‘WE%MS}F

hydifol ysis to give a conpound of the duneRal formula-(XlV) [ERR which
conjounds are brom nated as before to gjve, conpounds of the formula (VII).
Accqrdi ngét o. anot her method forthe preparation of conpounds of the formula
(V). conpewpritss Rhctihi)@ Nitadiivimiddtdid of 1 6mmufl ectivel y brominated using as
brorfi nati ng agent for -exanple 2-car boxy%t hyl tri phenyl - phosphoni um .

pertrom de, which has the formul a (XV) </j

30

Y—Si-Y
s o - Y

wherein Y is an alkyl.g.roup, preferably methyl, with an arylalkylhalogenide of the formulae

| - e —CH-Hal o R CH—CH-Hal

46 wherein Ry, Rs, Rg, R7, Rg and Ry are as before and Hal is a halogen atom, in the presence of a Lewis acid, for -
example titanium tetrachloride, aluminium chioride or zinc chlaride. ‘As solvent can be used for example
methylene chloride or chloroform. The reaction is preferably carned out at room temperature stirring the

- starting materials for 6—12 hours.
_ The intermediates of formuia (VI) and (VII) can be prepared for example as follows '
50 An aldehyde of the formula co -

e
'Rsﬂ(cHz)n"CHO |

wherein Rg, Rg, Ry and n are as before, is reacted in alkaline or acidic condatlons with a ketone, preferably
acetone, to give a compound of the formula {Vill} via dlrect aldol condensatlon

55

60 R5 e oo | Rg O .. S
. - R e (CH) ~CH =C — C — .
Rg— (CHy) ~CH=C ~ C CHy Vi)
- Ry

65 wherein R, is an alkyl as defined before,



[ERR] 65 10 0 072 615 Yet. another nethod for the preparation of.

gconpounds of the formula (VI1) is possible via a directed al dol _ 2

fcondensation, in which for exanple a c the formula (XVI) [ERR] 10

i's reacfed with the conpound (Xl) in the presence of a Lewis acid followed:

gby dehydr at i owhigtbcagippencin g aergedsted ipataiiically erduerddo divethe JorfesEiRingatucdted compound

conpound is fErPHEMR:oni nated as before to give -a conpound of the formula
Vil). 20 When [err] is Mgd( , conpounds gé tEe formula (VII1) can be

Bor epared from conpounds of t f | 'a | wherei i these are reacted

B th 1-1ithiated NN-di met hyl %dr A 8‘%’29%/@% Y23 by'r &t%fe of the formul &%

A XVII1) [ERR] Here in the fiRgt” st€p conpounds of the formula (XIX) are

#Bchi eved, 30 [ERR] the brom nation of which conpounds are perforned.

ol | owi ng trhewhien duathodidaN 8 third Bep R &yREIdIVEN brohinsRETANRERC A gitd EBmPSUNRE &formula

ormula (VIlI)vikan be acconplished. fromconpounds of the general formula

B XVI 1) by hydr odeaties mthqsiforthrprenarateraf shercompoynds efithe denatel fagmulpiilljis theniggioselective

@b oni nat i on i ARAYOR REcest eifRtenes: B yhick oy example afialida femecyy of He fagkaifa (vi1).

B kyl ation,of conpounds of the general fornmula (XVII) when [err] and [err]
hre hydrogen can be acconplished, & nthis thod a conpound of the

s ormula (XX) [ERR] 50 is react e@sm&m%%mﬂi—m reagent such as (X)
i8li al kyl i thiocuprate (XXI) which_u es 1,4-conjugate addition [ERR] to

@ or m conmpoynds of the formula (XFT),. 55 Condensation of an

&yl al kyl ket ape_qr its. vi i1 h 4- 1.0 dazol e al of the fornula
8 XO%+) [ ERR] B a&f)dr v(»):{t/r} ?:Ité'gn g%&'?@ﬁeg?ﬂg%&eﬁ\g#'mn%?ﬁeo%ﬁ?r%r_fgrt éqﬁfepar ation of
|onpounds according to this invention. The ?IMS 0 072 615 condensation is
merf or med r exanpl e in aqueous al cohgl catlalysed by sodi um hydroxi de.
i .250 | . F?,__cﬁ_E_ck’.s ! . 1)
‘B ‘wherein Rg is an alkyl as before, _ ' o '

in the presence of a Lewis acid, for example zinc (ll} chloride, to give a compound of the formula (X}

30
R Rg Rg O .
5% e _ _
Ry (CHZ)n—CH—CH-C-'CHs | _ (Xit)
Ry~ o ' I

The compdund 6f formula (X11) is further brominated as before to give compounds of the formula (Vil).
When R; and R, are hydrogen yet another method for the preparation of compounds of the formula
{Vil) can be applied. in this method a halide of the general formula (XIH) _

35

40

| | RE,E@ o | o
O B R (CH,,) ~CH-Hal o (XIN)
o - - - -8 2n | | .
. 45 : ' R ™ ' o o . o

is reacted with lithiated N,N-dimethylhydrazone of acetone followed by hydrolysis to give a compound of .
the general formula xXiv) _ : o . o _

T Ré}@(CHz)h—CH—.CHZCT'_CHS. e R (XIV) - g
TRy S L R

which com?ounds are brominated as before to give compounds of the formufa (Vii). ]
According to anothpr_ method for the preparation of compounds of the formula (VIl}, compounds of the

formula (V.HI) are selectively brominated using as brominating agent for example 2-carboxyethyitriphenyl- -

phosphonium perbromide, which has the formula (XV) : : L '

R 0
(csHs)a—Pe—CchHzc—OH Bl'ae . . ) (XV) .

55
60

65
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-pnd (11) and their non-toxi g

_;.'es"or t heir vinyl ognes. have t he gener.al- formulae (XXI11) and (X'XI-V)'

In the first step this condensation gives unsaturated ketones of the . .
 | ae (XXV) and (XXVlI) [ERR] which conpounds are then hydrogenated to &4
' products according to the for8u0Z2 @KXVII) and 25 (XXVI 1) [ERR]

.nOt her e [s) [+ r 1 f C!())u SO SOI’ IS DOS: 2 -yia
H Comdogﬁg&t\égﬁhgi\baggh t%gg}'e;?aut%-o or‘ﬁ LHH fi ;ﬂ_jﬁl) \I\Pl ?él %{ acFrf%etf ]
err] are as before and -Ris an al y of to4carbon atons with a -

ard reagent .50 of the forpula [ERR] in aom xture of tetrahydrofuran

foluefe with refluxing to give mpound {)f the formula 55

65 As stated herein & (Gohp6uRgs of the general foﬁﬁﬂ?h
0 072 615 pharnaceutically
ot abl e acid addition salts héve val uabl e pharmacol ogi cal properties and
' been’ ofi ﬁ%f“ﬁ'é&m é@g;pg&'gﬂp rthe aresanps, Pt bawirsicidciolinws by dphydratiqnete; give a
shown t APy "8I¥TYR ss ot her pharmacol ogi cal properties as well,
xanpl e, anti - thronbot c activity. Fun{E e antinmycotic and

N

ifungal properties have und, too.] | The processes descri bed
e for* he preparation ofg GHé),f —fooe il g { chirwherein X is [ Bl

sult mainly in the trapgIE t of the conpound. ‘Fhe trans isonmer can
nverted to the cis isorffer accordlng to known nethods, e.g. by heating
the prafichreMpsind &fudel BroMinafay ad mdfadtoagwerag:omboduutohmuIranhayi\mi.et l'ight.
i Strat | onWbén Rg derewdragers srppaundsofathe foonulal ) €4h) beaprebatdd| flom tdm@onnds of the
.oXi C, a;"ﬁdlg\él hefaln [Resa gy sragte viih-Ethigled! #\sdimptaylbydrasenetof ety elidietane of
e achi é F &My al y, intravenously eﬁ orally. Typically, an -
tive anount of the derivative is conbi Bwith a suitable
raceussi cal carrier. As used herein, Na.&_bag m "effective anmount” VI
asses those ampunts which- yield th¢ desired activity wthout cau5|
adver se si de- ef f ectldCHFfeChpR | se amount enployed in a -

)

9

cul ar si tHat

(| outar sitHat o i3 fiERSRASAle AL UIKRYS, LagiRLS Such as et hod of

con TGN fOF - e derivative is 20

ipistered, etc., and of " gour se t he strucﬁure 06 the derivative. The

hmceutical carriers ‘whi.ch ypi.cal | y| 18an ofed with the derivati Ves
he present invention mal} Cl), H&siCH -ahe- G general |y sel é&‘!’@d

wi tht the gl anned manner of ration in mnd. Thus, for exanple, solid

ccarr
ol ncl

if

ers include | actose, s trose gel atin and agar, V\/m le liquid carriers
ude wat abig bromination of which compounds are performed foffowing the method above. ;
The preparation of compounds of the general formula (Vi) can be accomplished from compounds of
_the general formula (XVIl) by hydrogenation of the carbon-carbon double bond as well. The bromination in
40 the second step leads to compounds of the formula (Vil).
Alkylation of compounds of the general formuila (XVIl) when R, and R,o are hydrogen can be.
accompllshed too. In this method a compound of the formula (XX) : -

) ' . . -Ra o) ) | .
45 o ' 8 L : . '
o B : .R-G . (CHz)n—_CH=_C—C-CH3' _ _ (XX)

50 is reacted with an alkylatlon reagent such as d:alkylhthnocuprate (XXI) whlch undergoes 1 4~conjugate

addltlon - L . R

(R)z Culi + T e (XXI)-

: to form compounds of the formula (XII). : o : : ’

- 65 Condensatlon of an arylalkylketone or |ts vmylogue wnth 4-|mxdazole aldehydes of the formula (XXII)
o o CHO L _

. - S ( o - (XX

60 I R1 /I I : '

. H'.' .

65 provides further another method for the preparation of compounds ‘according to this in\;ention. The -
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§.ngt O syrup, peanut oil and olive oil. Oher suitable carriers
ate well-known-to those skilled in the art of 25 pharmaceuti cal Py
formul ati ons. The conbi nation of the derjvatiyve and the carrier may be
fashi oned i nto nunerous acceptable fo 72,819 as tablets, capsul es, o |
SUPPOSI t Or | egondsRhtibhii® PstforRdiiios &aRBle iR BELPRVEIRNS. cathRsedayisbdiliyi p@drodias iAvgalkyl. |
properties oOftetdna€or theithamtdgeesthave tiagenembfoofiuldel{BXIfrapd 6XIV)i nvent i on have been -
- determ ned by the follow ng procedure. Sprague-Dawl ey rats of normal weight::
were first%anesthetm ed _wi thiuret hane. 'Afterné is,_the fenorgl artery was
connected by way of_"a t Rylene tube with PLESSHS €
transducer. The tests s ncec\?l\égmt hen injefse 0 F'ﬁé_'w{armrég?m{?ei'n or
given intraperitonea/4y and the bl ood pressu an he pul se frequency were .

regi steredmwith a rg%q‘rgder. In a further test for anti-hypertengj _
3 properti es_unanestﬁ Wed W st ar spontaneous hypertensive rats M% wer e

g used. The test n@'%iﬁv&hhy&is\w&eﬂ&mqiﬁs%&mr&&{n@foaésanmomwe@txwamhmi- nt o
the stomach. The | ) bl ood pressure was nmeasured fromthe tail
using an indirect bloodl ess nethod. 35 The diuretic activityguas

studied i n®rats by collecting®he urine output during 0-5hoprs aferyi.p

3S Re < l2Ct of1of t und8s e the tegt M ani I?‘\
Mvere fasting lﬁve @_a@d:g(p Oy\%m:\gllat eRn _¥<ale?£/- lie-fccH R
8i nj ection.- Thé ronmboti c act Evi ty wasd i igated in vitro. Thej

8i nhi bi ti ng®adyi“Vity of the conpoupds agaifst ADP-- and col I'agen-i nducedl
jaggregation of thronbocytes was neasured. In the test thrombocytes frq;& )
840 cow was u$tfY)To 1.2°nm of pl asma contai ni ng 250000 t hronbocytes/[err
@ver e added. 5@hipieesrponfidsaars tlen thydrogendted tocthe enrhoragistst ascdsding tosthe fprmulpg BYXVHigAnd
B n. i nculdt PYIki t her ADP or col | agen was added: The aggregation of the

¥ hronbocytes was turbidinmetrically determned at A = 605 nm The ,
Bnti mcrobial activity was deterffened in vitro according to a quar‘?t ive

est for antimacterial and{antifu acti vi By ng the agiuo di f €sﬁl\ Ng
. aAhed._ena eud,
rali | #s,2 Pseudononas

et hod, agai ol| owtng (rs‘_iga ar gangsng
St r ept ococcus spy s, 2Eschert@hi aMoli, Prote
: i ni , _ a al bi cans and Aspergil |l uB;fii-ger.. The antifungal H -
Bhctivity was determined in vitro against the follow ng fungi: Tri c'hoqun
ubrum Trakch’é?ﬁ‘fﬂl)t on nentagrophytis, M crosporum canis; . Epidernophyton
| occosum Chr Y0 sitiied Methoa rieH tHa piebaration of compounds ofl foinpdent), wi@ssind Rdlia H comprises
BBUi | | i er nondreactind aSawpawnd pithetorda evi si ae. The fungi were cultured by _
B ating on an 50 agar nutrient nmedium The gbnpound to be tested was added
Bllcfore theaei ncubation’ A measure of the efficiency ¢f the compound tested -
Blls the radius of the circle, within which fhe @&?%f t-he. fungi has been
MmNnhi bited. Acute toxicity was determmned le mce of ST
VR _Strain with an age of about R{ ntfjs- and \ iflg 30-40 g. The
8Cm ni stragion of the test conpound N, - 55 "Thus, the conpound
B [ 2- (2, 6-di net hyl phenyl ) - 1- et hyl et Hyl enylqi nmi.dazol e, which has a [err] .
| ue of 40 ng/kg i.v. in mce, was ffbund in the blood pressure study with
sest heti zed rats _of I ' a Qith @ BiristardrBidant
B \V\eri ng g %‘é’:@ﬁ&g%'r@du%}%g ngrg%g@ g? Q%Ja‘gg’ﬁ ‘E%F%rﬁoﬁlé%?sa tdos_eEOf -10sﬁ
®rr]/kg i.v. the blood pressure |oweriRg-Chg¥ghtpii te clear and at a dose of
0- 300 -pg/kg i..v. the-reducti-on-of the blood gr es-sur'e""\ivas'-'"O'E;hagﬁ%\d' rage
Bo6 The dur 3t 7 Bicus? oftpieahydrefurep angiisiugre withefluxisg t.giYR 4 WEPPUI LI &Y™ WRi ch .
me the dgtermnation was interrupted).. A blood pressure |owering of nore
han 40% was obt ai ned when 2 ng/ kg of theggonpound s adm ni stered .
broral ly. The duration of the effect vvasl‘gt {5-; h, The conpound
[ 2- (2, 8- di met hyl phenyl ) - 1-met hyl et Myl |i-frtcoDd—tTeerr] = 40 mo/kg i.v. in
Bce) causgd a bl ood pressure | oﬁ\e-r—ié:g[ f 20 D P measured 30 mnutes -
ter the admnistration at a dose oN RR9/ kg i-.v.” When 10 ny/ kg of the
bmpound was gi ven-perorally, ‘a bl.ood presgur-e drop of 25% was T

H

65 As stated herein above, the compbuhds' of.the general formula (l) and (i) and :theiuj non-toxic,
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ined. Duration was .at |east 5 h. 13 0 072 615 The conpound |
t hyl) -2, 6-di net hyl benzyl ] i m dazole (LD50 = 150 ng/kg i.v. .in mce)

~a blood pressure |owering of 30%at a dose of 1- 10 rrg/ kg i.v. (30 =
fter adm nstration). The corrpogn _ o
(et hyl ) - 23d|rrethylbe I'Tim azoFe EDSO 40 ng/kgi.v. in mce)
kylcausgd a bl RS‘I? ‘é'ﬁg'w@e adﬂ'}]% %?tff haye yaiyaels pharinacqlqgicalcprorsties,gng hpve gy en
1y (2 E&? 1’.@ L' " or phanth R8HGRY RBHES 8 WaR AR anlii®
_On Wagdir ity uhh d antlfungal properties have been found, too.

2, 6-dil mhyﬂocdaeayés)cweapyév]arfcfrmdaﬂﬁaet.o lc6mipdunds & fdrinbid (Il aherein ofis 200
i. . in mce gave a bl ood pressurge Qrop of 30% at a dose of 3 ng/ kg
. F measured 30 min. after adm nistrajt¢f. The conpound
4-:.%[‘_‘ 2, 6-di net hyl phenyl) - 2- et hyl et hylJ¢stdazol e gave a bl ood pressure drop
.'out ,025% at a dose of 3 ng/kg i.v., measured 30 min. after -
n St r at resuit. maldly in the tidne is6MBAD tHeGompound. The trans isomer can be converted to the cis isomer
2 6 chcmdlrglﬂopshmwé}hoys etgmmheathenyithenrmedapbﬂn@cwmmrmgnatt-mramlem
L S e b e e
= C e so m f r ral |cal
bu dnceffBRiV yhoudt HrkeQeYIVRIN ¥ kdrhtiih &Ztﬂ aeu.taaalpﬁh Soutical da %59 Avaiedé’.e@ n
o] kg | thayterm hefmtweamgmvemeodaﬂasxedthpsfeeamumewhicmpeld)ﬂwe 26 Yeddctivity ddtsat Glusifly 3
g/ g i nt raEé?"f'ec Patsy TMWEGO%GWP‘HV“&H rarticylar sifHation & depanident uponiygmerous

conpound 4 ‘21‘:'[,;: gi EE\dBOfgg)urjs%ﬁm‘g{fﬁg g’é‘mg E"lecP'i‘q‘H%an Waich % dasivative is,
| value o i€kl barfers witich' B y5 QRN PEGRRNELor tHe BRe& incentfd At
e of Oma uagélki@r liquid and By Sbi yamecﬁu @ith mé pléfined thahret GlaliMinisOtion ihintind. Thus,

und 1- f@mmmld.asym rierslind] @eaacdasmtdreﬁb mqbtvy#r)daghrywelhdlqurwmrotrs mlsdwa_@%so

of 1 ut Iﬁnd\phv & %
oost! el v:z::c% e T R T R e
rti8 loP khd )ﬂazo &én rftio® 'ha

ned at aT Srﬁn-i{? ertb #vés bfQhe YRSenk inv
O NP O U rusktefmihed teytting fbloing-peticertdl S rigun:Davipy fatsiotiazobiaveightwerdfirkitasesthefized w}h
of 4013#%7 fierﬂ;'s ththfe'mre@ \wes @nmctséav ?\@53 atr'\eeﬂv/ieo tup¢ witigpblopd pEessline e

L S B AT L o e Piperonealy ond e
er te. ive

P,
; hr onbo I $n a{fﬁ ?ropertles unanesthetlzed Wistar spontaneous hypertensive rats -
L (2, 6- dsAmiveyd RBermyé t]deﬂ%hhg/dv jskerdd Beebastip b wayofl attitdThtd @é stdiach. The

l)c'ol lfagen- i rhmo@desandwameaemﬁﬂ frord theddl! wing ee trwoblomiess teetbodbocyt es
hq ﬂ regﬁ {ﬁl@ty he urine output during’0—5 hours after i.p.

congdl et ef¥..
4[”% (2, 6- ou;, Ry t@@gm";, g‘?ﬁw&wr Sl e Spsig. aeiR 80 S5t 1078 YR B

i ncriease of 2 SHe ot HobEhc § in0dstiguelidlih i, TAS thMBitingldeavid) FBe ¥iAtbolnddBddiGt
I .p.} I n t heADPaasd dOMEr,I-mtllllwd d:o;f thrombocytes was measured. In the test thrombocytes from a
4 2-|( 440(réi° aéh@dﬂ@ "I'Q W@&M@Ocm@h ‘m«sadde%\ fageiition ob f
170 I kg o9 ?ﬁ ,% ."qzﬁ:g,?::;ng [ 3f£9saroares pocs i poregetanct
of {L,my/ kg p @he ma.fcwb% AT ﬁf{o Fefubltftive B0 /CRATIbRARR A NI
val ye for aandmsg'm Qiktivity, ngd.dggtrﬁ ﬁgar Witusiéid 2etholin @gdinst NheC AlioWing addddéra NaedhishBr
t he |copp&u n%@hwcapm alwen-ﬁtreswctfceqs pyogéenes dfscherichia gl o‘?ﬂof@fs mh@l/'s Pseudomonas

ant ijhypert e’r‘?@'ﬁ('/’ggls, d‘bﬂi\i Mfrer usigen (5 1o ;_oug;g 97

Exaﬂ’pl es b e*r}a”il:ha ’? ctivi ermme In VIth mj’ffg ”’a{og p E sos an I' ’da

tSpedtra werspiddns e&m& daarﬂ% d?ﬁérevR‘l ATH furii Redgle ﬁlfur Qﬂgng onan . .
appdr at us Lﬂsarng:tr&nt wedign. The Cd:rmtquadmtda bs@adlveaaedd}@ bgfoeertbia indybafigno Anwiasucdoftthee -
pr edent ed gaaf the |§pPROYNG EEedip thems*ms ofthecitclaithisy witeh thegsowt ot the tyngj hagpeen
and Im are cute toxicity was determined by using female mice of NMRI-Strain with an age of about 7 months and

o welghmg 30—40 g. The administration of the test compound was i.v..
. 85 Thus, the compound 4-[2-(2,6-dimethylphenyl}-1-methylethylenyllimidazole, whlch has a LDgg value of -
40 mg/kg i.v. in mice, was found in the blood pressure study with anesthetized rats of normal weight
_ described above to cause a registrable lowering of the blood pressure at a dose of 3 uglkg i.v. At a dose of
" 10 ug/kg i.v. the blood pressure lowering was quite clear and at a dose of 100—300 pg/kg i.v. the reduction
- of the blood pressure was on an average 38%. The duration of the effect was at least 30 minutes (after
60 which time the determination was interrupted). A biood pressure lowering of more than 40% was obtained
when 2 mg/kg of the compound was administered perorally. The duration of the effect was at least 5 h.
.- The: compound 4-[2-(2,6-dimethy|phenyl)-1-methylethylllmldazole (LD = 40 mg/kg i.v. in mice}
_caused a blood pressure lowering of 20 per cent measured 30 minutes after the administration at a dose of
100 pg/kg i.v. When 10 mg/kg of the compound was given- perorally, a blood pressure drop of 256% was
65 obtamed Duration was at least 5 h. . . _
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_;t@ indtcate a singlet, doublet, triplet or nmultiplet; respectively and
"~ {coupling constants in hertz when gi\gep72 B151e sane connection, the nunb(zrzt
of hydrogen atons i's al so stated. The conpounds whi ch_are indjcated as
vases are Le et alene sl e e S e i
chl orof or n? mt:gmﬁhgd K—%ﬁ:—“ﬁe yf)-Q,E-dmﬂUﬁ}dI%m\@Qi . (LQJ;.QM) Mgae rAiSe) caused a
hydr ochl or b1 ré¥8iire dde beasma at elg/g i.¢l Gifie£30IniAl). Givertlserordilye1 g/ eetcartipold gave a’
mass- spect r a Thesampgend4-izi vip %VP%W( '§l phi segxﬁp‘t‘é& 94 Hgn
i i 00 S t /kg 1.y., sured 3 n. after administration.
direct inl @ngg?goé;nmou?;f 2?%%%@@@ Ia?- - Ei;ﬁﬁi%olﬁ%kelia d pre &.533&5@3%%
needed f Or pdofgh sMbED O FHa/ 1.v0 inebsdred GO RO WA adiink@di@n, | N Lt Ne exanpl es t he |
strongesé andhé bengsonsd 4-RISGdimetlipiengigrahylethamid-infidaaste whist as o L0sp sdluenfaifooa/nt -
are gi ven ksi.viih eicesdavesbloddpresayredronefb% at adege ofidma/kedntraneriieneplivynegpured i@ min.

fragment - i #fer W‘P‘é‘!"’é‘f’ﬁ‘-ntg"}?e .0 peak 45 Exanml g e of 100 maka iv. in mi
2. [aa. bi s( g parsmmenmns R et tiofitfeat se bt Ry o ot el .
of dry wgﬁaﬁ&%ﬁ%@%@@r efcﬁgzver?ed vviot %gg,g %{ﬂ "g? dry "teet rak:?dro:‘nuran.)
The m xture iThe toerberd 4(0-(Zfadithilangphenvil-1anetvietienyiimiddzo Avhich(hgs ale?m\ra);eef_ 50 mg/
2- br onot ol ksdiyeini mics;gavaia bipogl preseyre ApR 1oh PEIF gh? Fese 93N iy BRIER SGMIN AT a

rate that ¥TEHBBEN-reaction j i nt-ai , £ i i
. & compound 1<(4-i o) 1, AL ﬁg\enﬁ{e{hﬁen& RficR AL D9 Valus oCRIRgiKE €.
the reagyi Qi Thikd bive a'ﬁooﬁ%@iﬂi’@m of abaﬁqo% @ ddbdettaa8g/MgNIV] (bftdr 3@ miFa)y AdEiod M
~turni ngs ngredsGra@iedp of €aE6 iwas ditainddad 6 toservf Ml mé/ky merargllyt Treuation was at tragiBbut 50C
and 9,3 .g of The pamtdeyhd d-d-evviia3-dimsthylhenzyikiplidagoles whigh has #{Pse walyecof 48;@’. dide in
smal | por t M S‘?V:Afb!"g PropRUreIeR ?f{':g%cif %iﬁ%ﬁﬁg&’géﬁ:@%&&f gq{m%tﬂy ;..ieé:}‘;ﬂl g A.for
_ anotner 2? Jﬂf?;lﬁe% t%ﬁ i gjin%éieﬁ%m thk iDmgﬁ'ced la rééa{i FHrdbmbdeyted dbfhpl t half of
the ori gl nal” \y@b biiRtd 188, té édmpobnda-[20EB-BRlethylphepyT-@ethyiethy]-imblazilé(tauded af urdel d :
wat er cont ﬁjtgur!t) nw'greéﬁ dfdzzga‘ m%ﬂ@%@ﬁ?@ﬁ@@?ﬁ#i 'Et!ede$:ed!y35%mq'ék9é it ti;;thiahon. The . .|
stirring is SaTORRWStf e camppoy o Ad- sthylenggigiyphesy iareRY {HIazgIe, WRIFNSS en
i e e A P e e
- sul fatesal Uil clidial Qo4IhO iges top teXbdmpoliR df Ghd HvENtion Gdrlarall aitiastien of the

wat er'- et haghahypeérdiveiuve Bdeh @stintaeaze 085 toomg/kdwer dayude product is
recrystal | i zdutHer Bxamples beloe, wirarg 'H-1MR Bectrum | shift jare\pysepiad;) the af\‘t spegtraywerg -
3H, 2.1 (geterw- fc,:lwigh q PErEin-E R24 orlaegrﬁgler OD%ap?a(EEs u;‘ri%‘an ernal te et aég\:g :
OA - t3 ) whi re d chemjical shifts ar lated, The latiers y se
N e s T L L S e
109 (639 8 cohnébtibri} drellmber oIy er GRS I GaXTHeRbhyduhdswhibh acd iedicated :
- Grignard reagesstard testqulis pateeidmfrativan@8dedteguro Aeetonb podentegurn elrierofarme whilgthe valges
M- t ur ni ngfor éamppaBls which pre gwficgteitas hygroghigridesunrg dqtaspingdingerfortym e e RPEEd
p r w X . .
. car boxyl“PC M?:@gmg%ﬁ%?d:gﬁ%ne% @Pgéfn- r -Iﬁé nga?aﬁ@uEiﬂé‘diﬂeét inI_etstthY.2
615°a  The temperature eMibioled Was!tife 16Wdst 1d¥BEratufRi neaded A ife evdpbratibh i thé EompduidEen
‘pour ed i Nt pas6.On fhe Gidnles thitstrodiestiaad thd amstEssential bgntebnions @) a stiliatgral viewpoint are
hydr ochl or giden asfn/¢ Yatuepimphnesthesis isfgiven the intengifyfof thadragraentigninreldfignge SeGain ReAl
recfyst#flized fromiso- a - _propanol ; yield 23 g (73%, mp. |
178-T79C. Jr_l?lr:)u_ i&i—h‘é’!ﬂyl&g gﬁggrg g |]_g_(,=.nj’,:§m§{%§1gogved in water-ethanol witha |
sodi umhydr 0XTa@&y (0,28\rdl) o §lebilim tgnings ar¢ @i éred WS0(nkiGl drg @krbydrodurdh. (i miktkde, - &
4.6 (s, 3Hphedbedto ballingbhd) 3 sofution ¢f$4 g BEYmol)®f Zbromotollipf)e imSCEmIainysbteahgdrofuran is added
so dropwise at such a rate that a smooth reaction is maintained. After the addition is complete, the reaction -
mixture is refluxed for about 30 minutes until the magnesium turnings no longer react. The reaction
mixture is then cooled to about 50°C and 9,3 g of 5-methyl-4-imidazole carboxylic acid methyl ester are .
added in small portions. After the addition is complete, the mixture is refluxed for another 2 hours andthe ..~ "% -.... "
_ - . ..solvent is then.distilled off to give about half of the original volumie. The mixture is cooled and poured into
§5 300 mi of cold water containing 15 mi of concentrated sulfuric acid, with agitation. The stirring is continued
_ for an additional 15 minutes and the mixture is then filtered. The precipitate, filtered from the acidic water,
which is the sulfate salt of the compound, is extracted to chioroform from basic water-ethanol solution.
After evaporation, the crude product is recrystallized from acetone, m.p. 169—171°C. ’
: TH NMT (HCl-salt): 1.7 {s, 3H), 2.1 (s, 6H), 4.7 (s, 2H), 7.1 (m, 8H), 8.7 (s, 1H} - :
60 - MS:292(55%), 274 (69%), 259 (100%), 232 (7%), 217 (9%), 201 (52%), 199 (72%), 167 (18%], 109 (63%)

o i

' : : Example 2
4-[a,0-bis(2-methylphenyl)hydroxymethyllimidazole .- - S S S

A Grignard reagent is prepared from 68,4 g of o-bromotoluene and 9,6 g of Mg-turnings in 200 mi of

- 65 THF. To this solution 12,6 g of 4-imidazole carboxylic acid methylester are added at 50°C and-the reaction
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~prepar ed®®accor

_ ‘d| phenyl ) hydroxyrret hyl-5-met hyl i m dazol e The conpound is prepared by
4 thod described in Exanple 2 except that br onbbenzene is used in 10
pl a e of o-bronotol uene and 5-net hyl - 4-i ni dazol e carboxylic acid methylzd
|n pl ace of 4im dazol e- car boxul Rg aﬁ H met hyl ester; vyiel d 18,5 g
mp 188[err] (as. base from et %oj)I [err]-HVR: . 14(s 3H), 4.7
e is [gﬂqﬁged fo? szlon(rg. Thg_ﬁ)xtql;ﬁs tI’@@Am(r@U@@ colegte( Waish incigdss 60 %Won@ 18

ne o eh Ath ch ref
4- [ [fa- (3?4 % ‘ %‘ Aé??-']bef?ﬁloa :?del aahlgged ":y wﬁ% manql with
, @- DigS( 2- reL aevtb )marsamm Mlémmlmzml@ 8H§8¢Ks$ﬂ-0| ved in 100 n of

acetlc aci d. 100 ng of Pd/C are added and the reaction mxture is stirred
vigdqrously i dro en atm)spher at Eé( ‘53 [err] until the reaction is

| eted. ‘T‘ﬂ‘?h““ﬁo il mai Shiplel288keb@haord oPhedin -

me. 7P ﬂﬂce E%tlvg § @E rﬁnf% &E égtd'zn?et gg?er%@%sﬁzgmu i gwl h
portldarbsx\mé adidiin emwfeaémnemhesgmo%r»umpplaa-smmcaam r@h& nlome vmth Nao—|

and fext r act ed 'Hu-HMR:ClIA (o135, 4i71is. 28, %0 BO10K. V-2 (STAM conbi n or of orm extrac

ar e jwashed wi M%: 36418970).246 38%R)R31{26%h 215 ( éﬂ“&%ﬂ”ﬂ@?‘éb&“ (‘i"l%‘é 195,267} Ur{3'1°/s’

eva oratgsd to dryness. Yield 93% mp. Fg(g,ﬁmggrr] (from et hanol ).

Hydrjochl or i fga-i2inetiyiprbnydLBhah@bdnsQpiidRaacl - mp. 245-[err]. 25

“[ern]- NI\/R 2 The stam@g-l)n,ateaal 74-(uga-bnsza—i)=¢thﬂpr@mmsydr pthﬁ)uﬁ.dézgle id dishojved jrO100m! of

oune | %ﬂfén@?" ol ‘;53 s, mﬁw e

acaprdin 9 éﬂlo dugp GandT&xract éﬁfo'ic]f me ml)

eth no . [TerdombiiB chiorGfotrs ,exiBdd)s, ard waskes, withHyaterS(13 103n1) drd) drie@. dder( N3, SO0

H) solEtiemis |ga;@r@® to dryness. Yield 93%, m.p. 228—-231°C {from ethanol). Hydrochloride in ethyl

4- [ (2 netﬁ??‘ﬁ%tﬁm?@m
I Ng 1o Brt i

, a- bi s(2- et hyl phenyl)- hydroxymet hyl ] - 5- net. hyI i mdazole as starting

rlal Yield 79% mp. 178- 18OC(frqmmﬁéer ethanol) [err]-NVR 1 4 (s,

3H),} 1.8 (Ataphbnylbdnzil)-§ -methstlirl)ns!azGeSS (s 2.15 (s, 40
Exanpl e ¥ 4- °‘3Ildd$ d v'm% mﬂmerﬁca%?eﬂ the
1- (4-i mi daZBT%AY "jg’? %@ 3“_“ . h%

4- (a-met hyl - 2 enzy Vi mdazo e or the preparatlon of

2, 31di net hyI magne5| unbrom de in the. flElxamplesep, 9 g of dry magne5| um

tur mi ng335ar’elattmehﬂmewﬂM(thhﬂbewl)lérwetwéwda

i s heated t.o B foMRQU rip" Bfth ip Examp |n
5o ot A T B G e B e g

reaction is maintai ned After the addition is conplete the reaction mxture
is reflusmwed fromabout 30 minutes unti. IExame?ragneS| um turni ngs no-longer

react.. 50 thffipAgimetnyiphenyga Q?TV” %ﬂan t et r ahifdmigragivin-2 Wf“ethy'
another fl n"d b arﬁl éfm § EL% 86 ke TBbIWA £ B mihechiiicd
to 100 M Gim ya, 5Q.‘iw ganM Xture i s 'stirred while heating
t 0 abouted err ]rhe ﬂimdré]ls&eatSd tohnnmd raﬁqnpeduﬁdneofealgqu eﬁ-dpﬂﬁp'amm!bbenzene in 50 mi of
34 di et hytetrebydrefytan mﬂéﬁﬁdd@wssepw¢wata§@ ’%ﬁ"@}"x‘s gintaiped. Aftgr thejggdition is. -
I.l , complete the reactlon mixture is reﬂuxed from about 30 minutes until the magnesium turnings no longer
react. .
In the same way in another flask of methylmagneslumbromlde is prepared from 2,4 g of magnesmm
50 turnings and 9,5 g of methylbromide in tetrahydrofuran. o
L Yet ancther flask of 12,6 g of 4-imidazolecarboxylic acid methylester, is-added to 100 mi of dry tetra- T
" hydrofuran and the mixture is stirred while heating to about 50°C. To this is then dropped the earlier
“prepared 2,3-dimethylmagnesiumbromide - solution . and immediately after that ‘the methyl-
magnesiumbromide solution. To complete the reaction, the mixture is refluxed for several hours. The
55 solvent is then distilled off to give about half of the original volume. The mixture is cooled and poured into
350 mi of cold water containing 50 mi of concentrated sulfuric acid, with agitation. The stlrnng is continued
fot an additional 15 minutes and the mixture is then filtered. - '
The pH of the filtrate is adjusted slightly basic and the mixture is extracted three tlmes with 50 ml
portions of methylene chloride. The combined methylene chloride extracts are-washed with water and
60 evaporated to dryness. .The residue which contains crude 4-[{a-2, 4-d|methylphenyl) a-methyl]-

. hydroxymethyilimidazole is further purified column chromatographically in silicagel using chioroform
methanol as eluent. 1-{4-imidazolyl)-1-{2,3-dimethylphenyl)-ethylene is then obtained from the above'
product by heating it with potassiumhydrogen sulphate at 135°C.

"~ TH—NMR (HCl-sait): 2.104 (s, 3H), 2.313 (s, 3H), 5.187 (s, 2H), 5.358 (s, 1H), 6.106 (s, 1H), 7. 03—7 22(m,
65 4H), 8.98 (s 1H) _ .
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Q!nesL'urrbrom',de-soI ution. To conplete the reaction, the mxture S

fll uxed for several hours. The 55 solvent is then dlstllled off to glve
bout_ hal f of the original volume. The 61@-}# $s cool ed and poured into
50 rqf/“of cold water containing 50 M o [« rated sulfuric acid, with
ngi t at™ on. The STG-+MMR gHGIsalt Gidnals we dprho 18.078, ZIBST, 118 TRS] 11DBSF1 1411964 s 12945, 1138230,
i xture is thé:Fqu?tI:?@i‘ gseﬁ%‘%ﬁzbf‘”ﬁ% 99701 ate is adjusted slightly basic
hnd the m xture S

nd Lhe mxtur §%§ﬁ(ﬁ é‘y’g %&? BB, Wiobbding® vy BBl AR oR i bon

rﬁLJ'tﬂ
hnd 60 evapor at ea—NMRIHGIZSIBSI. 7o§kte3m.e&7dweoad/e,|3&h 46&8111 aunassarmdm 7079—7 263 (m, 3H),

- [[a-2, 4- d| m'éﬁﬁyls -aU"lheth |l - h¥drox1y m dazol e i
Burified col u?%’ gﬁ }"‘%‘g f’i%ij gggﬂfﬁ? c,sé@é? s?“r‘f@z - tHI88H 6?6&5&11%&%?79
s el t. Ls then

Et ai ggg fromt ém ,95?“3;.%@ ri2yl)ird ﬁ%léﬁgiglefgﬁa%gwﬁ&mésrg%ﬁ?hydrogen .
ul phate at [err (n—efrsmq-dlmml(amlmaazoly M.B. (HO4el); 173HN77°Q. 313 (s, 3H), 5.187

8s, 2H), 5.358 ( (a-bw&f-m ethylbey Plé 03-7.22 (m 65 4H), 8.98 (s, 1H 1
0 072 615 [EPmet W?m&"l" ‘?aﬂz‘(“;E FOEIede opm 18.073, 21.857,

B18. 789, 119 455, 127.961, 129.475, 132. 28fmpledp. 802, 136.498, 136. 892

37.921, 139. 94&25d.ﬂ:éﬁylﬂ?e@yli\®bdt¢d:@arp0l nt at base: 137-1400C -

8 (a-net hyl - 3 1@»4rgemhyrtob@ﬁz,9+dynemv@awu@v¢s 1%n|aefn@sbnv.| 180 twy/ ofrvertgsjand 2 @ af aalciury
al | adi um on ith "P‘H’ét ’B"}%@ P‘?éb%‘ﬂ’

: ef ore. [er ] @ gx]ﬂf)alxt#{e IS a jp% aé Wi %grg r
HJ\,_. 4. 933 (S @ﬁﬁd%&. 60(3 sze (1 8237 s), 281 EﬁQ (S 1H)

;-] -NVR (HCl -salt): Slgnals at '
6. 529, 21.917, 22. 462 34. 662 117 881 126 68ambR® 385, 131. 079, 135. 650,

; 6-di Ighen
jb6. 952, 148. i’@ o] railml)‘:t re don lmn g of Cul ant?x:aotml %f%e%nﬁydggttlrgr?qu-{FP are ac%nphgs P
pl 1 owi ng CO”P@MOI%.M? gzﬁ }gl ith agitation in a mtrogen atmosphere at a temperature of 0°C or lower
(a- net hyl - 2y dxwafohmlrda@maybamm.s&amd‘ Then Bl7[g.of 4- o;sazrﬂaua, pheny®F3Huten-2-one in 50 ml of
(a- et hyl - 2, BHRlareredday blbwiy 2 °¢|Tme stidral iggonihysd fr leiChdditiphal )2:h wiith-drausl]increase of the
(a- but yI 9. i Iﬁgﬁg ;%n%l gixture Fbtamleé%s tgdrohéz%i with 300 ml of a solution of NH,CI. The
(a-met hyl - 27 %ﬁ%ﬁ& %fzg‘ 362 SR B8, 127 (3Ha, 75
(2, 6-di met hyl toth eéh ;iuﬂi 4. 3tar%fne was&prsfpared( )
6- di met hyl benZealdeiry deg (58£05.36 (110f + £.0.6), 2R HHOﬁher&ru@.fr),\lﬂh BHs)anzh @Hg7of
| ci um hydfoxi @eﬂwle%k¢meﬂw ioxyphenyti-2pedtingred f or about 20-25 h with
i tation. The p'r"@é‘f"ﬁr §.6¢ @H; s 583 (AHeplc}R0dTHa B 7h 2ERIZHNE ) 298 iPHsl 12§ BHI
M xture. 1 1 of ice water is added to the, gﬂng%q@te with agitation. The
@ oduct i s cCr yblofolai(Z edinthy@BhetyPbdedtdnoadout % of the recrystallized
_ oduct : 340[ er 1Tp 3.8[gef 4-|2,6MduRthylpheby| X Zigddtandn® irtds, mled)@m(atBHﬂ:)]oﬁnl%bu@hirm,are added
ise rapigly at g Eyyaq-@gt dighertian + 5°C. Stirring is continued until the bromine colour

( 2 ’6 dI net h ?%,ﬁ tll t ?g) rmyfre lowly rises to + 20°C. After evaporation the product is obtained at a

‘H—NMR 6.98 (3Hs), 3 80 (1Hm), 3.67 (2Hs), 3.02 (2Hd), 2.35 {6Hs), 1.33 (3Hd 7)

According to the same method the compounds 1-bromo-4-phenyl-2-pentanone and 1-bromo-4-(2, 6-
dlmethylphenyl)-3-methyl 2-butanone were prepared. .

- Similarly using two equivalents of bromine: - '

1-bromo-4-{2-bromo-4,5-methylenedioxyphenyl)-2-pentanone

1H—NMR 6.9 (1H, s) 6.67 (1H s), 5.87. (2Hs). 3.80 (2Hs), 2.9 (3Hm), 1. 19 (3Hd7)

o Example 11
. 4—[2—(2 G-dlmethylphenyl)propyl]nmldazole '
_ 54 g of 1-bromo-4-(2, G-dlmethylphenyl)-z-pentanone, 50 ml of formamide and 5mil of water are
85 refluxed with stirring for 3 h. The mixture is poured into 300 ml of water {pH 4—5), washed with ether,
neutralized with NaHCO,; and extracted with methylerie chloride. After drying and evaporation 2,5¢g of .
product are obtained. This is dissolved in ethyl acetate and HCl/ethylacetate is added. The product is
evaporated to dryness, washed with éther, dissolved in water, neutralized with NaHCO, and extracted with
methylene chloride. The evaporation residue is dissolved in ethyl acetate and the f' nal product is
60 precipitated as oxalate or hydrochloride. M.p. of the hydrochloride 194—198°C.
 "H—NMR (HCl-salt): 8.70 (1Hs), 6.9 {4Hs), 3:65 (1Hm), 3.21 (2H,d 8), 2.39 (6H broad s), 145 (3Hd 7)
According to the same method, the following compounds were prepared:
4-[2-(2,6-dimethylphenyl)-1-methylethyllimidazole. M.p. of the oxalate 161—5°C.
" "H—NMR (oxalate): 8.75 (1H broad s), 7.05 (1Hs), 7.00 {3Hs), 3 0 (3Hm), 2.20 (6Hs), 1.31 {3Hd)
65 4-(2-phenylpropyl)imidazole (as oxalate) ,
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T4 a Rl xture containing 20 g of Cul and 50 m of tetrahydrofuran (THF) are
aqded 105 nl of nethyllithiumdropw se during with agitation-in a nitrogen _
a m)sphere at a tenperature of [errdzo%r Iq(ig until the yellow precipitategy
bdre{y, di ssol ves. Then 8.7 g of 4 21812 hy! pheny! ) - 3- but en-2-one in 50

m| of THF arre—andedszs(hleﬁM(yzﬂbH@G.97Thﬁr.stxs (3HinNg.35 BHaPNt i nued for .an
aqdi ti onal Mmowhtaquaaat r’la@u‘rﬁb"cr ncrease of the 30 terrperature to + [err].

The reactio vlpcopmiigpidatolesed wi t h 300 tion of
NHaCI . The :‘f’% afr R Bt é\')a?)%r‘r‘%ﬁ 3Bl Do BT e
P oduct’. [emr etﬁ,r Yimidsoe8 (1Hq + t, 7.5), 2.76 (2Hd, 7.5), 2.34
(§Hs), 1. 99N(r3|d8§oxaraﬂe12€—Q°3Hd 7.5) According to the same method, the
cqnpound 4- p‘r're'yﬁ %mﬁhbfaﬁﬂﬁhé% $H166p H He 3.2[(3% m], 2.BH, SVZQ:GZQBHB?),ZQB(% .
(Hg + ¢, S7HSHY 627 (2 Hd, fine structur), 1.94 (3Hs), 1.20 (3Hd, 7) 35
Sifm | arﬂ y 4-(3, 4d| met hyl enedr oxyphenyldnds PENt @anone. [err] -NVR: 6. 62 (3H,

s 5. 83 £@Jehdirsathylphemi)-a(ridteyI-Eblten-Zdne 2. (2H, d7), 2.04 (3Hs), 1.26 (3Hd7)
B arrpl e 10 A-rixworemf 434 @ 062 eldimethiipérpdidahyde) and 1p anbfcrtmmdont(s saturatddwith ghsepusf
44(2, 6-di trfv‘épe{ﬁ%:é Vre)stazm t%qmpaﬁtsﬁe's P"ﬁ apg it g raiggfd tq|2 f tlrh%ﬂnahe rgacoqn mybctueyf is
brom né Q IEe ‘Era?ig b%a?oénﬁ%e gtssr Ieg @6#1 %ﬁ i grrf\ TE?C
Stirring dry“staﬂiQJHoh ru,r,e, .ggtf, bpyiet of Ju eals, i T E°PIE
tqrrperature‘l-s-l-whwaaltﬂassmatsﬂs)[ ﬁuz(bHs)MmecﬁHsﬁ\taa)(zHa,tHWn the product is
ot ai ned at a yield of at least 70 % [err]-NVR 6.98 (3Hs), 3.80 (I Hm,
3467 (22Hs) 3.02 (2Hd); 2.35 (6Hs), é 33 (?éHd 7) 45 According to the

sage thﬁoJu{' Apviolraslel g];em;lt ?ﬁr&ﬂ@h%u 2- pent anone and 1- brono-4- (2, 6-
di rret hy!l phefyh hixarg 8t M éle TR hYRA)2- rhIBREbteh-2-sHe!Th b&dal o THE b BEutoAQs
equi val ernBg aff2- dal‘bOIWethelInphenylphosphomumperbromlde in 80 ml of THF is added dropwise at room

14br orf8- 4enp l@'ﬂi‘l"’&go 4, 5- rret I!‘egedr 0X phgtr;yl ) - 2- penlt armronrea HNWR 6.9 (1H,

i z iq
S) 6.67 ( ﬁ g’Wlt g -S |oer:3an }tel’z%l fra lo&a Cli?i (1 9 g?g o?iru?e p‘r%tgrrgcbp l €
11 4- [2 ( nt 6‘; ZQWrnI tNB fiﬁ) rhet one are obtained.
14br ono- 4- ( )emz:amaﬂezmﬁé}-rsm 693 or3ram de and 5 m of
wqt er 2are 55 refluxed wrth strrrrng for 3 h. The mxture is poured i nto 300
m| of water (pH 4-5), washed with ether neutralrzed with [err] and

eftract eq_.mztebjggﬁ e“gm“%ﬂr E_ M ng and evaporation 2,5 g of
product ar enrala'.ar: ’% Jahr%dh&o r b'aldé% ABGh indEFh G 2, Blaeht that 1-bromo-4-
HEl / etahylrzaa:ﬁmaﬂherprneayr chewtly- 313ocenprooduet useﬁ MSRPOT 6Ft @Bronfd-44R Sapssthyiphayhed

mét hyl ene c| I"(N‘:Ls - e ho% rb'ﬂé’l? |73H“r“e§'i°tﬂjﬂ 708 (sk 2 & 1.9 @ 1ylacet at e

afd the fi ot NGkt "ﬁ%ﬁ'ﬁﬂwé,s;p@gﬁf Abridawssosblcori de. Mp. -

off 't hao hydr@mwmd&aﬁre%)ksesﬁﬂls (bRatl bighdViR, %?)—g 3 (Eﬁﬁr)vs@ )

- (4Hs), 3. 654-R1ArimeByipien(iR Hottlyl @henyBimBRzld M. d)bf]ﬂdh\&i)’gchlﬂ:ﬂdb&S‘(—Sﬁﬁ“C?) Accor di ng
t¢ the s qc"sﬁ'ﬁe’ - B13Hb B3R &b A du Rt 4. Gubraad pigrah @ d?.1(2 x 5,3 + 1H), 7.65

| ifo[f;[ éfr] . | err '- N Q?Q{Jnﬁf at gﬂ'};’gﬁl’%%ﬁ%@ gégl @ '&/lﬂgeg'v 'fﬁ'r‘é i e?ﬁ-&@%gm)
3. 0I (?H;r) 2.20 (6Hs), 1. 31 (3Hd) 65E » 415(2 phenyl propyl ) I m dazol e (as
‘Oxal at e xample L

wift h et hepntar@he%p \Pét!'erhvﬂrvmtoe#e 268eQ62G| i zed Wi th é’(:rrlpgand extracted with

4illa-methyl-2 6- dlmethylbenzyl)umrdazole ' ' '
To a mixture of N-{trimethylsilyl)imidazole (1, 4 g) and tltamum tetrachloride (1,6 ml} in dry chloroform
s0 . (20 ml) a solution of 1-chioro-1-(2,6-dimethylphenyl)ethane (1,7 g} in dry chloroform (10 ml) was added.
After stirring for 5 h at room temperature the product mixture was poured onto water, washed with ether
and neutralized with sodium hydrogen carbonate. Filtration and extraction W|th rethylene chloride gave 4-
[{a-methyl)-2,6-dimethyibenzyllimidazole, yeild 33%. C
TH—NMR: 3 CDCl, 11 4(1H broad), 7. 19(1H s),683 (3H, s), 6.56 (1H, s).4 52 (2H,q 6),-2.11 (6H, s), 1.63
55 (3H,d6) _
M.p. of the hydrochlorrde 208—10°C." . ’
13C—NMR (as hydrochloride): 5CD,0D 139.8 {1C, s), 139.1 {1C, s), 137.6 (2C, s), 134.9 (1C, d), 1308 (2C,
d), 128.4 {1C, d), 116.6 (1C, d), 32.8 (1C, d), 20.6 (2C, q), 17.0 (1C, q)
Using the same method the following compounds were prepared:
60 4-{a-methyl-2-methylbenzyl)imidazole. M.p. of the hydrochloride 156—160°C
'H—NMR (HCl-salt): 1.63 (d, 3H), 2 40 (s, 3H) 452 {q, TH), 5.10 (s, H,0), 6.9—7.2 {(m, 3H), 7.36 (s 1H)

8.83 (d, 1H) .
. 4-(a-methyl-2,3- dlmethylbenzyl)lmldazole

BC—NMR (HCl-sait): 16.529, 21.917, 22 462, 34.662, 117.881, 126660 128385 131. 079, 135.650,.
65 136.952, 140.161, 140.161, 142.855 .
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AT mrar el el T e =T T T T

0 072° 615 [err]-NVR 8.52 (1Hs), (7.22 (5Hs), 6.97 (1Hs), 3.05 (3Hm, 1.35.
(3Hd)’ Mp of the oxalate: 166-[err] .
4-1 2- (3, 4- net hyl enedi oxyphenyl )propqu |%;§2(§ e [err]-NVR (as oxal ate): '4%)

8. 70 (1H, s), 7.11 1H 6. 78 (3H, rE):ampﬁe% (2H, s), 3.08 (3H, m, 1 40
(3H, d) 5 4'(0%“4\7%9 d' a?vﬁtf'ESaZQJS4- eI azcle s ?lée[d .
e s e T i
8.25 (1411 el sedinbloold hydrindik dcid and st ofth o i:&%‘:‘n’:’;“ Gt g
2.6-2.0 2ert UR is eRtratted(with, m&idyiend clidride3The el ter, dilute sodium hydroxlde
4- (2 6 d| rrs:tlth h hréw ar@-ems:to d-;ﬁ;tib%te?n 2- cf)ne Algmdgthurewgf égbll of%{ o
2,6-dinmeth 1’ 'of ified by liaujdcheomatogeaphPyiising @ gelymoofs
HO with, s ij‘;ﬁﬁ%ﬁ% 'ﬁ %% eét*ﬁSér“E‘t’ I PO piooraphY P gnepton iR R s o
20-25C i -y reactron mxture is 15 poured into 0,5 1 of cold water,

extracted wi th toluene and wahsed with a [err]-solution. The dried tol uene
extract i sCldims fotieiContratting ($tates BE CHEE FR-GRUTANINNLEE e distilled off. The

product |s 0 ined by cryst | zat i f rmdi-isopropyl ether. Mp.
43-Terr] ?r?“bﬂwﬂ‘%é%‘x'ﬁﬁfs%‘?g“é‘e?gg _9 2.42 (3Hs), 2.11 (BHs), 1.59
(3Hd, 1. 4) 20 Exanple 13

1brom)4(26d|rrethylph 923) ﬁhyl 3buten20ne Toamx 53,8 g
of 4- (2 6 di et hyl phs -buten 2- oneNi G(..l(l& Q] ution
of 13 .g*%f 2- car \r hosp‘H’onr /brc, de in '50 Fis

added dr opw se at t%n’peratuf‘e Stirri ng N wt i nued for andther 2

h.: @00 m of water ahd 1002n1 of ligroin are addéd. Thé organic | ayer is

washed with a Na2COHsol ution and water. After ffltration and evaporation
5,5 g of® crude ptoduct containi ng 85-90% of (m

7 51°(1n Bt Gy PR ARG kfubEbpp oLl REHE AR S0 5 50

Exanpl e 14 4-[2-(2, 6-di net hyl phenyl ) - 1- met et henyl ]i m dazol e E-i sonmer The
conpoun® i s_prepared according to the netfiod “descri bed in Exanple 12,
except that® "g br 5ftHe%s:35 —FP2YafHaet hyT‘-'pB‘h‘é“‘r’iSal-) 3GrefHyFHa8Hp Ut enCisGineHai s
used instead of 1- bgrono- 4- (2, 6-di et hyl phenyl ) -2- pentanone. Mp. of the
hydrochl ori de 2@=R67C° [err]-NVR 8.82 (1H, d), 7.36 (1H, d), 7.20 (1H,
broad sj5 of. 08 [ H—Fg. 20d RGBig!)or Ok; 82 (3H d, 1.2) Using the same nethod
the foll owi ng cORPODRES were prepared:
4-[2-(2, 6-di chl orophen{l) - 1- net hyl et henyl i ni dazol e. tcg
hydr ochl ori de 210-212C. 40 [err]-NWR (HCI~saIt) 1 9 (/ ), 4.6
(broad i | & Lch—6nd (mcrlchi, 3y, 7.67L8Hy1H)
4-12- (2, GQgrﬁrr?entdﬁl% e‘é’%& ?rege%et hy ‘ot henyl]rém dazol e? I\/lsp of the
hydr ochl ori de 257-[err]. R. R R+« R

8 9 11 R10

&& 45 or =CH—CHyCHyCHg; X is —CH-CH~ or =C = C—; Rg, Rg and Ry,

‘which can be the same or different are H, —CH3, —CH,CH,, halogen, OH or —QCH, or R, is hydrogen and Ry
and R; together form an —O—CH,—0O—bridge between two adjacent carbon atoms in the phenyl group;

s0 CHg
~CHRg= is ~CHy~, —CHCHg=, —CH(-CHyCHg)=, —~CH(~CHaCH,CHg)=, ~CH(=~GH — GHg)—,
e . . .
~CH(=CH,CHyCHoCHg)=, or  >C=CHp, >C=CH~CHy, >C=CH~CH,CHy, >C=C'— CHj,

60 ’ ’ . CH3

or >C=CH-CH,CH,CHg;. Rg is H, =CHg, —CHpCHg —CH,CH,CHy —CA—CH,,

g5 —CH2CH2CH2CHz or OH; Rygis H, .—CH3, —CHpCHg, —CHyCHyCHg,

18
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Lerr]sNMR (HO -salt): 1.1 (t,
‘signal, H20), 7.1 (2 x's, 3 +
4-1 2- (2 6- di net hyl phenyl ) - 1- et hyl et

hydwhl orHie é#iﬁ (ﬂ Ie 15 Exambple 16 .
4- (a~met hy Eﬁg;??f i Rigfeolllid ibtoed |
N-(trimet hWeﬁb 33 4 S %Q e oo S hjovera,T oy SdHeld N -
dry chl or offier mixtng: is heOpduted rraoenlﬂhyﬂtoemor&famd and most of the organlcsolvents is evaporated. The
1-chloro-1 @rsl:ggtr;l@ten lt[ggggyleyerﬂlmne The extragf)is Wﬁheﬁ‘yltkaﬁtelr@ptsrsndl(lfm@vww)ld%s
added. Aft | mxture wa
poures ont gl A ST B o ik s e
car bonatg. 1ﬁu1v6°aagwaro%mdn@xtractlon W th ene chl ori ave

[ (a- et hyl ) -2, 6- d| met hyl benzyl ] | m dazol e, yer I d 33% [err]- NI\/R. [err] :

- 11. 4(1H, broad) 19 (1H, s), l(: _é 56 (1 H s), 4.52 (2H,q 6),
2.11 (6H, %’)"“‘51“'6@“55““*("39156“6)B'NF%D FR GBf; L'Wd#'-&éhr oride: 208-[err].
[err]-NWR (a (1C, s), 139.1 (1C, s), 137.6
(2C, " s) W134§9§%g66%§i"%dzggg°"’£ ezﬁ"rcr’;l"c’r']fg"g"” 8.4 (1C, d), 116.6 (1C, d), 32 8
(1C, d), 20.6 (2C 0), OH3(1C q) Usrngthe sane rrethodthefollo
conpounds were prepared

fa rret hyI 2- net hyl benzyl )i
of the Bydrochlori d N NVR (HC - X-EI(CB Fl 40
(s, 3H); 452(0{’*1 ]) 69“1 736 FD 8. 83
1|

t 3H) 2.35 (s, 6H), 2.4 (q, '2.H), 4.8 (Dbroad i
1 .

H, (6451H), 8.95 (s, 1H) . L
%?] 5-met hyl i mi dazole. Mp. of the‘ﬁo_'

(d, 1H) 4-(a-net hyI 51%( hyl benz7yl )yim dazol NNR (HC - sal
16,529, 21.917, 22. 2 34 662, 117.881, 126. 66 128 85 131. 079,
135. 650,_65 136. 52 140. 161, 140.161, 142.855 0 072 615 Exaan e 16

4- (a- etﬁyl 2, 3- dh rrethyl benzyl )i mi'dazole 6.0 g of

4-[ a- (2, 3-glighRt Rt ANAL) @4 ROY WTBI 1M s drTLEIRB0) & 1d 5 oigSAlwed in tol uene.
To this solution ts then added 22.8 g of ethyl magnesi unbromi de”i'n
tetrahydrofurane and the m xture.is reflu étl for 20 hours. 5 The m-xture is

t hen po nt o | & hydro hI acrd npst ani c_solvents is
evapor at edq;hlphe mgegﬂr'% i s éx&c%élﬁ% 3hyl Eﬁ'&ci"ﬁg'dﬁ THE 28t Heot
is washed with water, ng]r | ute sodi um hydroxr de. sol uti on and vvater and
evaporated to d The residue, which is crude product is further-
purifie® by |f F'mnﬁ'?‘b@r'%l'pﬁy By usi ng a colum of silica gel and

'- chl oroformrreth g eluent. After liquid chromatography purification the ..
product melts at to 173- [err] as hydrochl orrde Clains for t .Contracti ng
. States: BECHDE FR @& IT LI LUNL SE 15 1. Substitut ed/r m3dazol es of

“the genét g gf Q{drﬁdhé‘be{hgﬁeawe'sentéCHg. =CH—CHg, 'CH"CHz-CHS’ =G —CHj,

. . s ';‘9 ?11‘?10'
| '\, 46 of =CH—CHyCHpCHg; X is ~CH~CH=— or ~C = C—; Rg, Rg and Ry,

‘which can be the_samé or different are H, —CH,, —_CHZCH:,, halogen, OH or —OCH, br Rs is hydrogen and R,
and R, together form an —O—CHz—O—t_:ridge between two adjacent carbon atoms in the phenyl group;

® S _. S | " CHg
~CHRg— Is ~CHy=, —CHCHg—=, ~CH(~CH,CHg)—, _—CH(-CH2 CHaGHg)=, _-:CH(‘—_.?liI.T—C_‘:Ha)-f, :
w R | e

| ~GH(~CH,CH,CHyCHg)=, or >CoCHp, >CCH-CHy >GC-CH-CH,GHg, = >C=C’— CH,

.60 . . ST : . . - CH3

or >C=CH—CH,CH,CHg; ‘Rg is H, ~CHj, ~CH,CHg, ~CH,CH,CH, '-CH-—CHS,
g5 —CH2CHoCHaCHz or OH; Rygis H, '—CHgz, —CHpCHg,  —CHyCHyCHg, L

18
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[err] is H an alkyl of 1 to 4 carbon atons or [err]; [err] is Hor

erff is [ERR] 35 or ~[err] and [err] is Hor OH [ERR] 40 or [err] and _
[er iy together represent [err] [ERR] which can be the same or different arg3
H- §&rr] halogen, OH or [err] or [erd]o-}.f dclgdr_ogen and [err] and [err] '
toggther forman -0 CH2-O bridge between two adj acent carbon atons in the
phegyl group; 3CH3 60 : ' _. S CHg

~ CBY ERR 18 0 072 615 Exanple 16 , ' ) -

is 4-_E t(et hy | =GH-3-GHane hyPitaSiefHy $Hsi dBinoiseH6. (PHgr of CHaCHg, —CHaCHCHg,  —CH—CHg3

*4-[§ (2,3-di | phenyl ) et hoxynet.hyl ] -i mi dazole is dissolved in tol uene.

i To this so‘i’u‘f%x?@"%%%h}'ésadc}gé’ %rﬁ\f'g%dl'aéf et hyl magnesi unbromi de in . .
t et fahydr of urane and the mixture is refluxed f@r 20 hours. 5 The nixture is

of t hel§ poured into cold hydrochloric acid st ‘of the organi ¢ solvents is

ot evaffor at,gd. TFheher RiiniPld i & HegrtGHa b isw ene chloride. The extract

is §ashed with water, dilute sodium hydr gol ution and water and
evagorated to dryness. The residue, which is criude product is further
purigfi ed byl kAR] $hd®)eRHBE MBErAINBYeobYly MfitddEn;a col utm of silica gel and:

chl rofc,)rm nethanol as eluent. After i qui d chromat ogr aphy purification the
product frelts at 10 173-[err] as hydrochloride. CrRgins for the Contracti ng
Stafjles: BECHDE FR GB IT LI LU NL SE 15 Sypstituted i m dazol es of

t he|general fowhen B feermkfe kA BYGrPopR At Reiik abkyl of 1 to 4 carbon .
atons or [err] is Hor [err] is CH[ERR 35 R7-[ERR] and [err] is H

or Q4 CPB 40 or [err] and [err] together represent [err] [ERR] 45 or [err];
X i§ [err] weh R, RL® bk not di&iditarioakly Ie@fopen;whi ch can be the same or different
arelH, [err] -hal agds are@et simulfagequply bydrpgenr4ndi s - hydr ogen and [err] and [err]

tog;t her f ornT8n andR oéferTlﬁ-"b'Fai“ &y b b:g?@;:'éjﬁad%m adi acent carbon atons in the

| y| éf Oﬁrﬁ" thﬁbnon-to c phafmaceutically accepta ition sa _
| '2. X ompound of formula (1) or (1) according to Claim 1 wherein each of Rs, R and R,, which can be the

CH3 same or different, is hydrogen, methyl, ethyl or halogen.
3. A compound of formula (I} according to Claim 1 or 2 wherein R, is hydrogen and R; is methyl, ethyl, .

propyl, isopropyl or butyl. :

_ 30 4, A compound of formula (I) according to Claim 3 wherein R, is methyl.
. o . Ryq Rio
_ 5. A compound of formula (1) accorc_iing to Claim 1 or 2 wherejn Xis —(!:=(|:_— and R,q is hydrogen.
35 _ o o _
6. A compound of fdrmula_ (11} according to Claim 1 or 2 wherein X is —-(L= C— and R, is hydrogen.
40 . ' R o Re Ro
g,, | 7.A co'mpound of formula (Il). according to. Claim 1 or 2 wherein.x is—CH—CH—aqd Ry is hydrogen..
45 | _ ?S-Ts. | o
8. A compound of formula {ll}) according to Claim 1 or 2 wherein X is—CH—__CH—and Rg is hydrogen.
; 9. A compound of formula I} adbording to Claim 1, 2 or any of claims 5—8 wherein Ry is hydrogen or
. 50 meﬂ;»(l)'..A compound. of formula (Il acéording' to Claim 1,2 or ény of cléirﬁs 5—’-—9 wherein nis 0 or 1..

.. ..-11. A compound of formula (ll)-according to Claim 1-wherein each of Rs, R¢ and R;. which can be the -
- same or different, is hydrogen, methyl, ethyl or halogen; R, is hydrogen or methyl; R, is hydrogen or
? . . methyl, Rq or Ry, is methyl, ethyl or isopropyl, Rs and Ry, are hydrogen, and n is 0. ' )
: 12. 4-{{a-Methyl)-2,6-dimethylbenzyllimidazole and its non-toxic pharmaceutically acceptable acid
s5 addition salts. ’ o o . i : '
: 13. 4-[(a-Methyl)-2,3-dimethyibenzyllimidazole and its non-toxic pharmaceutically acceptable acid
addition salits. ’ : : - : ,
s 14. 4-[{a-Methyi)-2-methylbeénzyllimidazole and its non-toxic pharmaceutically acceptable acid
, addition salts. o ' _ ' '
60 15. 4-[2-(2,6-Dimethylphenyl)-1-methylethyllimidazole and its non-toxic pharmaceutically acceptable
. acid addition salts. ' ' ’ S o . _
16. 4-[2-(2,6-Dimethylphenyl)propyllimidazole and its non-toxic pharmaceutically acceptable acid
. addition salts. - : : S s o
17. 4-[2-(2,6-%Dimethylphenyl)-1-methylethenyllimidazole and its non-toxic pharmaceutically accept-
‘65  able acid addition salts. - : : L :
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[ERR] 60 18 0 072 615 CH3 [err] or [err]; Rl is H, [e-rr];. S. or I |
‘['err]; nis 0 to 4; provided that at -when [err] is OH 99U}

'[err] is Hor [err] and [err] is ? I? hen [err] and [err] .are not
all sinul taneously hydrogen; 15 when err and [err] all are hydrogen and
[err+~is. q[’BHQ]Z-(Z’.&Drmethvlpheny(H -ethylethenyllimidazole and its non-toxic pharmaceutically acceptable
7 then dditfon spfts neousl y hydr are

(0]
not simul tg@ﬁ é Iz Fmetoilie DT Sg a4 | e, praase it b, 879
hydr ogeng 202413-(3, hskrronmnrrpﬁhah?&aémﬁﬁd&a&ﬁhInynansﬂp&rama%e@ew aél:d&lhﬁré on
salts. 2. Aci¢edqaivdraitsof fornul a 1) according to Claim1 wherein
each of [errl. &ird2 é}'me]thvlnhhwﬂl‘? sthyietiylimidazole and ity nomdfokif @hermaceUtl@“hy@pmgiéﬂ

net hyl{ et ﬁ?‘l’a‘fﬂ'm m 1
or 2 vhejeld Bl AT es SR Bl s Pt B,
butyl . 30 oW nmeaw-lﬂd 3QfmétiApRby-efhlylend 6600 it nBiriitoki® phhriiatButicald) @écBpthble
[err] s rractudnyddmob 5. A conpound of formula (lII) according to Claiml
or 2 wherein 2% Agro E@P tha Reep rermgfpsow%gféwmuesﬂ putaRpedgn claimclowpesein 8« s H.
formula (I MUBEUBRERY g ¢ YoM ein X is [err] and [err] is
hydrogen [ERR] 7. A conpound of formla %II) raccording to Caim1l or 2
~wherein Xis [ERR] and [err] is hydrogen/[ERR] 8. A corrpound of formul a
(I'l) according to Claim1l1l or 2 wherein ¥'is [err]Rand [err] is hydrogen. 9.
A corrpound of formula (I1) according to |C1 ar 2%0r any of clainms 5-8

wherein®err] is hydrogen or net hy «Rgompound of fornmula (11)
cording to Cdaim1, 2 or anyR I 5- gnnisOor 1. 11. A
cogmound of formula (I1) accordi ngN

|m1 vvherer n each of [err] and
[err], which can be the sanme or di fere i s hydrogen, nethyl, ethyl ‘or _
hal ogenzs[err] i s hydrogen or nethyl; [err] is hydrogen or nethyl, [err] or. {
Clerr], is amébinli, rROW, a;Q{R,la&(HardGrmyéh in didfth ' landR & ah @lkylJof Bto6t daatdfx@gﬁma Gagrehrd
is 0. 12. é&pagant Mahéfolmul2, 6- di net hyl benzyl ] i m dazol e and its non-toxic

pharmaceutical ly accept abl e acid Ry—CH,Mg Hal
30
wherein R, is as defined in claim 1, to give a compound of the formula

% | N CH—@RS - .
o R‘.‘(’ I | Ry -

40

25. A process for the preparation of a compound of formula (1} as clarmed in Claim 1, wherem R, is OH,
whrch comprises reactmg an imidazolylketone of the formula _

&
o]
45
- . -
R‘_«I .
50 ’il F‘2
. H ' i

| -'"wherem R1 and Rz are as def‘ned in Clalm 1 and R, is as an alkyl or aryl as def’ned in Clalm 1 W|th an aryl

85 magnesrum halide derivative of the formula -

| . o _ R_s MgHal
60 : . ) R7

wherein Rs, Re, R, are as in Claim 1 and Hal is halogén. o

65
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":";j._addltlon salts. 13. 4- [(a Met hyl ) - 2, 3-di net hyl benzyl]lmdazole and |ts. :

557
_dﬁ_-tOX|c phar maceuti cal |y acceptabl e aC|d addition salts. 14. 31
4- [f'a- Met hyl ) - 2- net hyl'benzyl ] i m dazol e_and its non-toxic pharnaceutlcally
ac  QTgbIe acid addition salts. 60 0 0725615
4- -T2, 6- Di g2k Bytdalpnul reaarﬁshbfxélc%padnh bm%mb&uﬁa&u..;@.mamhom&e.nx.s
phagr maceutically acceptable acid addition salts. _ _
4-[g- (2, 6- D net hyl phenyl ) propyl ]i m da®lRe and |ts non toxic
phay maceutical ly acceptable acid addi tlidn salts. 17.
- (2%6- %i net hyl phenyl ) - 1- nethylefﬁéﬁ?T]lnldazole and its non-toxic
phay maceu I 19 0 072 615 18.
i ke Ttk g BN S
phay maceutical Iy acceptable acid addition salts. 19
4- [K a- BPhyl ) - 2, 3- di net hyl benzyl |n1d£zole and n-toxi-c
ph -naceutlcally accept abl e acué - 20. _
-(2, 6- Elchlorophenyl)-l pnd its non-toxic

4: [12- (256- Di net hyl phenyl ) - 2- et Iethy ]im.dazole and its non-toxic

phgr maceutically acceptable acid addition salts. 22.

4- []2- ( 3, 4-witleteimA.,eReate exygiheiiy Clhijr dbpnyd 7' iisd ddadihe camdount of theformexi c
phdrmaceutically acceptable 10 acid ad h}hon salts. 23.

1- (#4-i mpdazol yl ) -1-(2, 3-di net hyl phenyl ﬂylene and its non-toxic

phar maceutineinl B ife SIRA 8PAarAGs Geidd il tigith 6 ald 1%al is3thlogéh, BS GIGES Sorkgdlind bfahe
prgpar.at i @mak: a conmpound of formula (1) as clainmed in claim1, wherein R4
- is{H which conprises reacting a conpgund of the fq la 15 20

[ ERR] 2b wherein [err] and [err]Iare as - inclaiml and Ris an

~alKdyl of 1 to 4 C-atoms, wthpm Gj (@Hppa he formula 30
[ ERR] wherein R3 is as defn'1 ifclagaml, to ,compound of the
forjmul a [ ERR] 25. A process f qﬁﬁﬁ%paratlon of a conpound of fornula

(') asselainmed in Caiml, whgréin is OH which conprises reacting an
i midazol yl ketone of the fornulka 45 ' :

E henylllm
phdr maceutical ly acceptable achg |on salts. 21.

which finally is dehydrated to give a compound of formula {1 or (IN).
27. A process for the preparation of a compound of formula (I) or (Il) as claimed in Claim 1, which
35 comprises reacting an imidazole carboxylic acid alkyl ester of the formula:

e LI,

45

C-OR’

wherein R, and R, are as defined in Claim 1 and R’ is alkyl in a first step with a Grlgnard reagent of the
formula: . )

- - | R |
50 . - R — (CH,) ., —MgHal .

wherein Rg, R-s, R, are as defined in Claim 1 and n’ is 0 to 5, to give a compdund of the formula '
55 ' .

I '
3 . . /N C—(CHz)n, Rg
- 65
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1 ["ERR] *wherein [err] and [err] are as. defrned in Clarml and [err] is as an'-}-

Talkyl or aryl as-defined in daim1 with an aryl magnesi um hal i de

derrvatrve of the forrrula 55'[ERR] 0hOT2i615 [err] are as in Clarml g\gd

I's haI
6 é@r itk ’61%”5’6“‘“’/&5 BPEELD F TlonpH &g °5‘r“5 8820t - a conpound of
formul a (I) or (11) as clainmed in Galngvﬂgr-rarv\herern Xis [ERR] and R10 is-

hydrogen, which conprises reacting a conmpound of the fornula: [ERR] wherein

[err] af ewhereindh rsnea'k\r* A aer'? 'éedwﬁa'wﬂ 1 givea pradust, whichinghedinstsigr isdenypratad o
repar:

formul a: PI”:’PQZ%fA K’S‘:’

nd 4t t&nlita ('3 ' &idi IR &, ignd
Hal is halyG@iGbn, Wic o%rrésﬁﬁmm}cé( &Tﬁgg@oféuwl)éﬁ‘ei:% e 1gl'h§aem R
dehydr at ed to gi ve a compound: of forrru a (l) or (11). 27. A process for the
11

s clained in daiml,

prepar @@ on of a conpound of fornula (I)oHor )
ic acid alkyl ester of

which 35 conprises reacting an im dazolle

the fornmula: [ERR] 45 wherein | err ij

R is alkyl in a.first step w
whereirng [err] are as defined |nN mzl and n" 'is 0Oto 5 togive a
conmpound- of the formul a.55. [ERR] 4 21

'ar as defined in daim1 and
a at of the formula: [ERR]

0

072 615 32 which in a second step

i s react edhatbihR, ®, @i RA B, srea0RAted0d Claire1 Sl fYiE & dWaRilarybasidagieaiim clh@i 1.]
an al kyb or 28r4 broeess tbethemmlbanatiprﬁfarcnmﬁqunu of fgimuea () gsrclathuecttin Chalm twhdrein Kite

final step is dehydrated to

' RH Ry
S | |

25 . : .
and R, is hydrogen, which comprises dehydrating a compound of the formula

- | | oH Rg
o o o

wherein R, Ry, Rs, Re, R, are as defined in Claim 1, R, is an alkyl or aryl as defined in Claim 1and n’is 1to 5.
30. A process for the preparation of a compound of formula (ll) as claimed in Claim 1 wherein Xis

40 ' : ' ' ' 'R Ra
' ' o |
" —CH— CH—

',\% 45 Nd R is hydrogen, which comprises catalytically reducing a compound of the formula
- Rs _ Rg
_. . A
. - _ N ' C.-_-CH-(CHZ)n _ HG
50 : R1 _</ I o R?

85 wherein Ry, Ry, Rs, Rs, R, and n are as defined in Claim 1 and Rg is alkyl as in Claim 1. .
~ 31. A process for the preparatron of a compound of formula (i as ciarmed in Cigim 1 wherem Xis

|R11|R10
6 ' . —C=C—
65
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vih ar—--eln [err] and [err] are as Q07265 n Aaim1 and R3 is an al’ yI or
s deafnh'ﬂ Qsl\yjarogarawmcﬂ'cong&lses reac%rgg ar{%'nm‘afb(l\'eea"\fo%h&& of Ihla(?onmrxlgpar ation of a
ound. of forrrua as claimed in Gaim1 wherein X is [ERR 25 and
‘i's hydrogen, whi ch corrprl ses dehydwat inghe conpound of the fornul a
[ERR] wherein [err] are as defAy 'gCIaiml R3 is an al kyl or aryl
as{defifled in aim1 and n" is-1to A process for the preparation
of fa conpound of fornmula (11) as clai nbd I'n adal m 1l wherein X is 40

[ERR] 45 and [err] is hydrogen, whichRonprises catalytically reducing a

cojpound Qvfheltehfh fad mr@as[cgm iNBBIFET, Qith 84 Echik@idchet ﬁérﬁlpﬁ&pﬁiﬁide%@ﬁlek&m@am m 1
angl [er®] is al kyI as in aim1. 31. A pOr ocess fpor the preparation of a
cogpound of formula (I'l) as clalmedm, WnerelnX ;$5[ERR] 65

65} 22 0 072 615 and [err] is hydro W= conpri ses reacting an

i nfdazol e al dehyde of the fdFsfs :{fyT el r] and [err] are as
definedsin Claim1, with an aral kyli denetri v osphorane of the
fotmul a: 10 [ ERR] V\/nereln [err] and n are as defined in Caiml1l. 32. A
process f ehereinRsFechohatndovareds definsirip Olaind. of formula (1) or (Il) as clained
injC aim1 weh eoepsyor e Pmrqﬂoqsfacamp%nd edauiadibar (f@pgiaimegjn laim 1 wherein X is
|\|-1r|aI2kyI5|IyI|mdazoIe of the forny ,ﬁo

[ERR] 35 wherein Y is an alkyl groupIWt an aryl al kyl hal ogeni de of t he _
fo*wrula [ ERR] wherein [err] _eumdcﬁqerr] are as defined in Cdaim1l and
Hal is a halogen atom in the presence of a 45 Lewis acid. 33. A process

f ol t hes pmajohtarbprioes redcting £ N-IkyISIO)lid Rlaleaif FRdormnlaCl ai m 1, ‘which corrprl ses
redctlng a starting materlal of the forrrula

o

Y-S|—Y

.‘Y

wherein Y is an alkyl group with an arylalkylhalogenide of the formula- .-

- . R, R |
. 9 18
5 l B L
40 R6 CH-Hal or Rs - CH—-CH-Hal
| - R - o _
' \rz ~ wherein Rs, Rs, Rer Ry, Rg and R, are as deflned in Claim 1 and Hal is a halogen atom, in the presence of a
T 45 Lewis acid.

33. A process for the preparation of a compound as cialmed in Clalm 1 which compnses reactmg a
starting matenal of the formula .

7 ) Ia | l13 , S ( - X 'yz é13 Roio o b

R
Ry . _R14R15 Ry~ - PRygRys

65 wherein Ry, Ry, Rg, Rg, Ry and n are as defined in claim 1., and R,,, Ry3, Ri4 and Rys, which can be the' same or
different, are each hydrogen, hydroxy, mercapto, halogen, amino, —O— alkyl of 1 to 7 carbon atoms or

0
. o - o
60 . —Q—C—R

wherein R is an alkyl or wherem Ryz and Ry4 can be combmed to form a keto group, or Ry; and Ry5 can be
‘ combined to form a keto group, or both Ry, and R,; and R,; and R,s can simultaneously form keto groups,
65 wnh a reagent capable of converting said starting material to the cm_'respondmg imidazole. '

* [ 8 M K] *
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g[ERR] 55 ° wherein [err] and n are as defined in claim1, and [err]

where{n Ris an alkyl; or wherein [e err] can be conbined to forma
- keto group, o Pare ssamdth[?@rap ratignnof (Becoowniyidnaschidiroed iorakim kettic @mptss, reiting
both [err] fOéWH“[dé?”I' a serarqued plthedeemylerr] can sinmul taneously form keto
groups, 65 wth a reagent capabIFg of conver |ng said starting rraterl al to
the corr&sponding imd e 3 ' 0 072 61 A\or ocess for the '
preparation of a conmpouq igredh i nofl alﬁgn ( } PS5 reacting
formam de with a conpou e formul a [ ERR] erein [err] ~and n
are as defined in CaimMi and Qis [ERR] (wh€rein Hal i-s a halogen atom R
.is a substituted or unsubstituted alkyl, aralkyl or aryl group), provided

t hat: [ ERRyvh@e@n Ri, IRe Rr.dlaend mere as definéctin Blaim dend 815 ol | owed by treatnent of the

i nternedi ate product with acid;. and 35

3. b) when Qis _ . [ERR] ' - '
- 4C the pgaction with formamdg is fol lgwed ydr ogenat ipn of the
i nternedi ate product. "35 A pffocess fo" t he Jpreparation lbf\ a conpound. as

claimed in Caiml whicclhHeRRPCisEs. hy dc-odnHOMg 8 G@NMPowaH-ofRs he formula 45 @

45 [ERR] where Y is thelarylal kyIreS|due| determ ned by thelforrmla (1) and
(1), Ryds an alkyl grofip of 1 to 7 carf®n atons or an ary‘l"aradl cal of 6 to

10 carbon atons. 60 _
60 \,,55 {wherein Hal is a halogen atom, Risa substztuted or unsubstituted alkyl, aralkyl or aryl group), provided

65 24 othet72 615 36. A process for the preparation of a conpound as
claimed,in Caim1l whi ch corrprl ses <ﬁnydr ogelati ng
a) when Qis _ : - =C—CH-NH-C-R,

30 the reaction with formamide is followed by treatment of the intermediate product with acid; and

o]

‘and [err], which can be the sane or different, are each hydrogen, hydroxy, . .
nmer capt o, hal ogen, am no, -O alkyl {,7% §9f7 carbon atons or [ERR] 60 J4
r

4

45

50

55

‘65

35
b) when Q is o —C—?HNHCH2 ,
. .R2
40 '
the reaction with formamide is followed by hydrogenation of the intermediate product.
35. A process for the preparation of a compound as claimed in Cla:m 1 which compnses hydrolysmg a
g compound of the formula
45 _ : |
. AT T
85 R’
where Y is the arylalkylres:due determined by the formula () and (), R is an alkyl group of 1 to7 carbon
atoms or an aryl radical of 6 to 10 carbon atoms ' '
60
&5 .
il
| UIA ) AR
h ;——‘““—‘—_."'&*"'




a _orrpound of the formila 5 [ERR] 15 wherein Y is as defined in C ai m36,.
iSs an aryl or alkyl and R' is an aryl group. 37. A substituted |mdazolie
off the general formula [ERR] wherein [err] is H an alkyl of 1 to 4 carbon
‘atfors.or [err];[err] is Hor [err]o\[lﬁ%] ‘ié [ERR] or [err] and [err]

t dgbther represent [err] [ERR] 50 P be the sane or different are
err] hal 3sgeproceskfotthe prpgaratibn of@icorhisdund ad chairhedds Cigje whivd cgradrisgs hgardgdnating|

et her afcemnpauasdot We fosmyld - O- bri dge bet ween two adj acent carbon atons in
phenyl group; [ERR] 60 [ ERR] '0 072 615 5 [ERR] 10 1§~pr ovi ded t hat
r] @and [err] or [err] and [err] are not sinultaneously ¥drogen and its
-toxic pharnmaceutically acceptable acid addition salts, use in

rapy as an anti hypertensi ve agent,  ant it hronmbotic agent' di u;etl c agent,

i mycotic organtl al agent. 38. ;A ar rraceutlcal
riging an imd der.ivati V& d ed in {3;2 non- t oxic
rmaceutical ly ac¢ept e.,acid addifl on | t thereof and\'a cofipati bl e
rmaceutically acaeptable 20 carri eyt herefor. 39. A pharnmaceuti cal _
osition conprising an i m dazole d]srzl vative as clained in anyone of one
thg CI a| m 1 to 23 or a non-toxic Fyhar maceutical |y acceptable salt

et e YR ERAR £ BRI s SEMIF Bl P EIER AfIuRuEoT 10T Le T of - 28
imfo { form ocess for the preparation of a
Ccoj ound of the f or mul a [ERR] whereln [err] is H an alkyl of 1to 4

ca bon?atoms or [err]éﬂierr BsHor [err]; [err] is [ERR] oL ferr] and
[ e{,{,] eget her r,@pr es ﬁr r] [ ERR] or | &l e (8& ’s)er
I ﬁr—(’ v ]
! - ’ ) R7 or ”_" RT
i R
P25 - l 2 - .
b (h - . | (1)
: wherein R, is H, an alkyl of 1 to 4 carbon atoms or —CH,OH; R, is H or CHj; Rsis
30 - ‘ . ’ ' - . : - . .
' . . L CH3 o | _ _
—CHz, ~ =CHyCHg,”  =CHyCHyCHz, = =CH-CHy,  —CH,CHsCH,CHg, —CH,CH=CH,,
35 . . R5 ] e
or —@% ~ and Ry is H or OH;
Ry N -
40 . - o . S | CHy
.. orRs and R, together represent =CHg, éCHfCHs, =CH~CHy—CHg, =G —CH,,
ad Rg Rg R11 P1o

or .=CH—CHZCHZCH5; X is =CH~CH— or . '~C = C~; Rg, Rg and.Ry,

- s0 whichcan be the same or dlfferent areH, -—CH,, —CH2CH3, halogen, OH or—OCHa or Rs is hydrogen and Rs o
. nd R, together form an -O—CHz—O-— bndge between two adjacent carborni atoms in the phenyl group,

f-cHng— is ~CHg=, ~CH(CHg= —CH(~CHaCHg)=, ~CH(~CHaGHgCHy~,
55 ' ' ' '
. CHa. . .
- ~CH(~CA—CHg)—, -cH<-cH2cgz'caqu3;- or C=CHy, C=CH~CHa,
. ‘CH3
65 >C=CH—CH2cH3, >C=C'—CHjg, or .>C=CH—CH20H'2CH3; Rg is H, —CHy, -CH2¢H3,

N g




“!Whl ch’can be the sanme or different are H, -CH3, -CH2CH3, hal ogen, OH or
iferr] or [err] is hydrogen and [err] 60 and [err] toget her form an N
-';-O[err] O bridge between two adjacent carbon atons in the phenyl group;ag: . ;

0 072 615 - - CH3 26 0o .
072 \6{5 5 [ERR] 25 then [e LL and [err] are not all sinultaneously hydrogeﬂ
R5 [ERR] 30 -Wnen nd [err] aII are hydrogen and [err] is [ERR]::
35 then Lenrd 3 nat:HaLbH§| nug, SYSH;00RY, 1s .[4err_]c|.@nd _[(ﬁ.fzbi.i are - | 3B
not si rrultane us y hydrogen = [err nd [ rr] are not si rrultaneously
hydr ogen and their non- t oxpg, Phar maceutical ly acceptabl e -acid addition
salts, which conprises zp/r 3actl ng an im dazol yl ketone of ‘the formula: 40
[ ERR] wher eci,dracr), andfilecrn} ar scagriehjarad abqvie Hind -Legr | —icsi,amy,al kyl or .
aryl as defined above with an aryl nmgnesi um halide derivative of the C
fornul a: '50 [ ERR] 55 wher eg [err] are as above and Hal is hal ogen to gi ve_ _
a conpound of formula (Ly"wherein [err] is OH b) reacting a conpound of = .

. the fornmul aCHpGHIRH; 2 7—CH —OCHy 2r —GHCHAB@Hgn n[ied to]4; ar e as defi ned above and -~ |

i n" is 0to5wth aco ound of the fornula: [ERR] 5 wherein [err] is an i
al kyl or?saRroyideq thatdt, Hwareqg 'FldFa"‘F%'s'Yn fy anq i "ﬁ!‘%‘cg ﬁg?
the for mul fgf ii s mg‘; Ag RAKITSa"e %5" VETRpYR 290 R GRRC oot

fornula (1) @:rcalcem sitn ¢ riEx]'\ alichida8did derilativE ¥ HeMEA R CIAR 3 br a non-

reacting altbxicl‘ﬂ'\d'aﬁ uticatpdicoéptaplel acid additibn3atktfibredf ahd coafpatitiiecphboadaiitieslly acceptable
.20 carrier therefor.
. 39. A pharmaceutical composition comprising an imidazole derivative as claimed in anyone of one of
N the Claims 1 to 23 or a non-toxic pharmaceutically acceptable salt thereof and a compatible pharma-
ceutically acceptable carrier therefor.

25 Claim for the Contracting State: AT .

' 1 A process for the preparatlon of a compound of the formula

| o Ry Rg - Rg
30 : N C/ Re X—(CHz) _@
- R“(’ I N, R, O R‘_</ l n

35 H : _
(1 | . | ; (1)

~ wherein R, is H, an alkyl of 1 to 4 carbon atoms or —CH,0H; R, is H or CHj; R;is

w0 . ' : . CH,
- ~CHg, . ~CHaCHg,  ~CHaCHCHg, .~—CH-CHg,  —CH,CH,CH,CHg, . —CH,CH=CH,,
_or . @R‘s and R, is H or OH;
: R7 B . ST . . . .
s . B e T o . cHs

- =+ oF Ry and Ry together represent =<CHy, "~ =CH-CHz,  =CH=-CHy—CHjz,  =C'— CHag,
55 : o R
or =CH-CHoCHyCHg; X is =CH—CH~ or ~C = C—; Rg, Rg and Ry,

. which can be the same or different are H, —CH,;, —CH,CH,, hal'dgen, OH or—OCHsor R; is hydrogen and Re

60 and R; together form an'—»O—CHz-—O-—bridge_between two adjacent carbon atoms in the phenyl group;

CHg

g5 —CHRg— is —CHa—, —CHCHg~, —_CH(—CHéCHs)-, -'-C_H(—_CH20H20H3)-.. .-CH(-'CH—CH3)—,

26
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=R 30 wherein [err] and [err] are as defined above and R is alkyl in a
firsgstep with a Gignard reagent of the fornula: [ERR] wherein [err]
are # defined in above and n' is 0 to 5 to give a conpound of the 47
formjyl &- [ERR] which in a second steg loz -r qgted with a Grignard reagent ‘of
the fornmul a: 50 [err] wherein R3 is an Fk§ or aryl as defined above to
givega product, which in the final step is dehydrated, to give a conpdiid

of f&nula (1) or (Il 55 d) catalytically reducin conmpound of A he
formfl a: [EF@?](-%C&mﬁéz%lsh‘[%r r PC=CHa 0 g >PeP*C "&-e%@&tﬁb‘lc Pt abRGC amHa.

[err§ issan alkyl or aryl as defined above; 28 0 072 615 e) dehydrating
a cogpound of the fornula: [ERR] wherein [err] are as define&Hgbove,
[err§ is an flne abov n S St%; a[err]
conpqund of°’faéo§ﬁu9 %"Fw:*\/\haé& gH [er‘?‘]‘z%;"%d [S'F”f di-%hyd'r ¥1l3f)

cat aljyti gal reducing a co ound pf the formul a [ ERR] wherein [err]
and f are a‘s‘g/"tbé‘ff"lz?r‘éz?”ab@&e 1d Reor )M s—GHgey | —Sd2Gsov e~ tieHbd:a conpound
of fqrmula 30 ~[err] (I'l) wherein X is [err] and [err]

ity
nt,

mn-
e

of
1a-

i s hydrogen; /?CHa g) reacting an imndazole al dehyde of the fornula: fBfR

wher &i n [zerr err] are as defined abo

aral Ryl i den 'T'Tp%?‘l p\l-‘lﬁz%‘bﬁﬁa% (ﬂ‘ﬁt'ﬁ'e" fo?’éﬁ%ﬂ ar lwi{;er 2SSt i n =T [8'?'?]

and are as defined above to give compound of  formula (1) vvherel n Xis
0 [e?r] 55 %TndcTZEFETHRC§3hW? B&e‘hpf%de?%tct. ng a N-trialkylsil yI i m dazol e of

thelorny,la 60 [ ERR] .

\,__,. ' 5
— when R, is OH, R, is H or CH; and Ry is --—@Hs ;

25 _ _
then R;, Rs and R, are not all simultaneously hydfogen

| | S ' ~Rs
30 —when R,, R, and R, all are hydrogen and R, is ‘@RS :

35 then R, Rg, R, are not all simultaneously hydrogen
— R; and Ry are not simuitaneously hydrogen
— R4y and R, are not simultaneously hydrogen
and their non-toxic pharmaceutically acceptable acid addltlon salts, which comprises
a) reacting an imidazolylketone of the formula:

© i
N C—Ry
- T
46 - : T Ry
| L

wherein R, and R, are as defined above and R:, is an alkyl or aryl as defined above wuth an aryl magnesium
halide derivative of the formula: _ . .
50 ]

B o : _ -'..-RG-' - _M_QH_"‘“__
o Ry~

55
wherein Rs, Rq, R; are as above and Hal is halogen to glve a compound of formula {I) wherein R4 is OH

b) reactlng a compound of the formula:
A ' C-(CH2) —@
o 'I

&5

27
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g 0 072 615 V\,herel nYis an al kyl group, with an aryl al kyl. haI ogeni de of =
he formula [ ERR] 10 wherein [err] and [err] are as defined above agd
) is a halogen atom in the presence of a Lewis [err] 15 acid to give

Gorrp und of formula (1) or forrrula (IO)OMthSn X is [err] i) reacting a
startthg material_of the formu and n are as
her ei nbef or *§E# Fradtr a’éﬁﬂdef"f%?br"]’e L'Edhlf o[tglsly‘]'tﬁ a\ﬁﬂmﬁ ""88&8%&’1'{“@ sanme or
different, are each hydrogen, hydroxy, majMgmato, hal ogen, amino, -0- alkyl
of 1 to 7 carbon atonms or [ERR] wherein Ris an al kyl ;. or wherein [err] and
[err] can shewheeirbRarieah dkyl o en anvices Kefined ehoweand Hatis palegeh. tagive § @mppund.ghthg formula:
conbined to forma keto group, or both L)err] and [err] _and [err] and [err]
can simul taneously form keto groups, W|th a r 5capabl e of
converting said starting material to th L m dazole; j)
reacting f@rman de with a conpou (?r"rrul - 45 wherein
[err] and n are as deflnedR nd |s [ ERR] 55, (Whereln Hal is a
hal ogen atom R is a substltut ubstltut ed al kyl, aral kyl or aryl
group), provided that: a) 'when . [ ERR]
6G 65 15  [ERR 30 0 Q;7¢23§315 t he
reaction with formmde i's foll owed by treatnent of the interngedjate
product Wi t hwiién fihalydie detfydrated, to glveacompound of formula (I} or () wherein Xis—C=C—[err] b)
when Qis and R,, is hydrogen; [err]
[err] thegpr eactl @arting GM'"FQ?F%?W%V'E%"‘FG'H'Sﬂé'd’fﬁl‘r'f?ﬂ"d?ogenat|on of the

i nfer nedi ate product; k) hydrol ysing a corrp0L51d of the formula: 15

: - N

_C-OR’
H :

30 wherein R, and R, are as defined above and R' is alkyl in a first step with_a Grignard reagent of the formula:

)

| . . : HS o o
. Rg (CH,), . ~MgHal
35 : . .
: Ry o

wherein R;, Rg, Ry are as defined in above and n’ is 0 to 5, to give a compound of the formula:

40

. H5
- - c—(CH ) .—@Ra
~ | | i —</ I Ry
45
'.which in a second step is reacted with a Grignard reagent of the formula:
50 - L
_ RgMgHat
wherem R; is an alkyl or aryI as defined above to give a product, which in the fi nal step |s dehydrated to
.- give a compound of formula () or (Il}; .
55 d) catalyticaily reducing a compound of the formula:
o . , N ' Rs
I o | Po
. 60 : | Ft1 _</ Ry

2 T
.H,

65 wherein R, R,, Rs, Re-and R, are as defined above and R; is an alkyl or aryl as defined above;
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[ ERRY wherein Y is the arylal kyl residue determned by the formula (1) and
Ris an alkyl group of 1 to 7 carbon atons or an aryl radical of 6 to
10 ¢ rbon atons; 30 1) hydrogenap' pﬁ a gsnpound of the fornula: [ERR|

e 3e§

45 in [err] and [err] are as he e defined, Y is as defined 35
unded k), R eldehedratingplcompouat Rfthe florrauiR” i s an aryl group; or - m reéeacting a
conppund of the fornmula: [ERR] 60 wherein [err] and [err] are as

defi fed above and Ris an al kyl of 1 t&% C ato B a Gignard reagent
.of the fornula: [ERR] 65 31 0 072 6 g\dp«;r ]asis as defined above
to gqve a conpound of the fornu A& Bni ¢ uche fur die
Vert{agsstaaten: BE CH- DE ﬁﬁ%—% LI HQU NL SE 15 P71. Substituierte

| m dfzol e der aligenei nen For F(z?-) CR2> X

RS .+~~~ +o | 7 N70 RR
-7 of x o) 2 | | |

Ra~~ . 10 whereinR,, A3 sm,@umazm‘e(Mdfabovaalsanalkyl oGy p3iefigediabove aBGHis-1 B 548 giveth
CHZT:HLl 3, =C-CH3HS 40

o8 R8 Ry, _ R11 R10 R 45 odor =OH CH2OH2CH3; X - CH CH-
oder s WPRhdren xqgﬁcgé_elag@,;‘o wedschi eden sein konnen,

- C = Ginound 3P4 d
H, .- 0OH3, -(5428:?—???, _ m'ogen OH oder -00H3 odor |¥s sserstoff und R6 und R
bi | den zusamrBratalitivally r@HRing a Berarxued githesiotreyte zwei  anl i egenden _
Kohl =nst9Jfatom i n der Phenyl gruppe; - .

Co- ~ CHR8 - bedeutet -OW2 - Hg- OCHCH3-, — -7
- ALEH3 55~~~~~~ COH(- OH20H3) -, 2 Chi A
-C(oHer OH2OH ndH3) d'j]:

L
_ 25 _ : N

wherein R,, Ry, Rs, R, Ry and n are as defined above and Ry is alkyl as above to give a compound of formula
30 '

Rg Rg
| )
: (11} wherein X is —CH— CH— and R, is hydrogen;
; 35 gl reacting an imidazole aldehyde of the_ formula:
CHO
| R1 _</ l
40 o .2
H ° .
\w wherein R, and R, are as defined above, with an aralkylidenetriphenylphosphorane of the formula:
45 o : o
o o ?10 R5
{GeHiglgP =C=(Cphy '@%
50 B . ' - .- Ry _
‘wherein Rs, Rg, Ry, Ry and n are as defined abevé to give a compound of formula (Il) wherein X is
o - ' o - AP .
- RyRiz
. 55 o
: =G

and Ry, is hydrogen,
h) reactlng a N-tnalkylsnlylnmldazole of the formula

- «3

Y—&—Y

65 - o oy
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60 *der ~* -3 undHC2C3 -4 odermm >=CH2, C=CHCH3, C=CH CH2CH -CH3  zGC=-§
H3 65 oder >CCH CH2CH2CH3; Rgi1st H -CH3, -CH2OH3, -RH2H2CH3, -OH OH3,"  §
32 . ' it ii 1 1~ 111111113111111111

d|e~~~k;—~~c1|c Lde Meshee  Sgj ,-H-HC, algn Hoe OH
rr 0 072 615 - 072 615 ‘OH CH3 - CH2CH2CH2CH3

oder OH, WHRIN Y istanglkyt areypgwith Q"GC\Q@HQ“’WQQ"GH?U‘E@‘B'““ -CH -CH3 5 oder;
- CHZCHZCHZCHS - R11 ist. H - CH3, - CH2CH3, - CH2Cl 2CHS _
CH3 10 oder -CH2CH2 n Q8bis 4, mt dern Pr ovi so, dann, R5 wenn R4

OH RI,° H oder CH3 7ngdeut°¢t R7 nicht alle
gl ei chzel tig Wasser stof d wenn RI, %gg’e'f"@t off 20 sind
und R3 R bedeutet, dgrn ., R6 und R ni cht a:{l i chzeitig Wasserstoff

sind, Rs und RO ni cht gI ei chzeitig Wasser st of f sind und R, ,- und RO ni cht
gl ei ch#®i Ssek s nd [ h armze ch.
annehnbar%?]eg?\z;\?fr 'Zsé%‘d%’t |°§H§garé xd ﬁggbwﬁam{/'%p gR%‘f?ﬁgatgm R resfncg%g)as"o ar
(11) genbB Anspruch 1, worin jeder der Reste R5, Rg, UIﬁg R, die gleich oder
ver schi eden sein k6nnen, Wasserstoff, Methyl, Ethyll oder HaI ogen bedeut en.
3. Ei n& \feidite ﬁdvng:rmnnd:@ﬁmma(ﬂlyrfgmll)mmm%heﬁcﬂ—@tlef 2, worin R4
Wasserstof f_und, R3 Met hyl Q | sopropyl oder Butyl bedeutet. 4.
Ei ne Ver bi n'&l[Fﬁ@}‘"ﬂérStaﬁB‘Pr‘F@Fe"f"l‘ﬁ é?f‘E'BaAnspruch 3, gemaB R, Methyl bedeutet.
35 R R1O | HI 5. .Ei negVer Ri hgung der For gl (11) gemaB AnspguciRen 1 oder

2, wordon X - C3C RI® WatskPst of f - bedeutse RO 6. Ei p& Mé’rbl ndung
dereormel ( Py &HS'pPU'CTuerﬁzl odRr 2R (@ = Frd $RIC —~

Wasser st of f hz R8. R, Ei ne Ver bi néunb der For nel
(11) gemal Andprichen 1 odet 35 worn X -GPCH und R Wasser sibf 15 bedeut en.
Rs R 2550 8. Eine Verbindung~der Fornmel (11) gemAB Anspruchen 1 oder 2,

wori n X -wherelHR,, Rs, Rs, Re, R; and n are as hereinbefore defined, and Ry2, Rqa, Ri4 and R,s, which can be the same
or different, are each hydrogen, hydroxy, mercapto, halogen, amino, —O~— alkyl of 1 to 7 carbon atoms or

. 0
30 - - o
' —~0—C—R
wherein R is an alkyl; or wherein Ry, and R4 can oe combmed to form a keto group, or Ry; and R,s can be’
combined to form a keto group, or both R,, and R,, and R,; and R, can simuitaneously form keto groups,

35 with a reagent capable of converting said starting material to the correspondmg imidazole;
j} reacting formamide with a compound of the formula:

40 3 | . Rs '
Rg— - CH-Q or . Ry X—(CH,) —Q

\v Ry L Ry

- 45  wherein R,, Re. 'B',, Rs and n are as defined abo\ro and Qis

- B« B o
© I N
e s e G CH=NH~C-R, - C~CHNHCHy .or —CH~C-Ry
R2 '. R2 _ . Hal_
55 : : :
(whereln Hal is a halogen atom,Ris a substltuted or unsubst:tuted alkyl, aralkyl or aryl group), prowded

that:
60 afwhenQis - _ .—C—cl:H—NH—c;R,'_
Ry '
65
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w

Rs V\asser stoff bedeuten. 9. Ei ne Verbindung der Fornel (11) genaB

Ans ruchen 1 oder 2, oder einem der Anspruche 5--8, worin Rl Wasserstoff

- Met hyl bedeutet. 10. Ei ne Verbi ndung der Fornel (11) genB Anspruchen 43
\gger ei nem der Anspr uche 5-9, r%rﬁ‘l% oder 1 bedeutet. 11. Eine
§imdung der Formel (11) gendg An\ég worin jeder der Reste RS, R6
und§R7, di ehegéaetidhtwitieimarridessioil@dd by frestmekt®hthe interMédiste potut ivith did:lagd | Et hyl

odef Hal ogen; R, Wasserstoff oder Methyl; R2 Wasserstoff oder Methyl, Rs
odeg R1l Methyl, Ethyl oder |sopropyl, Rt o Wasserstoff und n gleich
O bgdeuten. 60 12. 4-[(a-Methyl)-2. 6- hyl benzyl | i m dazol und dessen

Bt t oxi sche pharmazeuti sch annehnbaye Salf eadditionssal ze. 13.
4-[ §a- Met hyl )y anés distet hyl benzyl |'i mi de.zcx-thrn-q dessen ni chttoxi sche
‘phagmazeuti sch annehnbare Saureadditionksal z€é. 14. '

4-[ §a- Mg hyl ) - 2- met-hyl benzyl | i mi dazol :®nd dessen n| chttOX| sche
phagmazeuti'sch annehnbare 65 Saur eaddi ti onssaﬁ.ﬁ d(:t Tl 1111 S11 11
{ o oter %5“" farrapyap | R"Y‘thbﬁﬂdﬁ?f’éﬂi}m tﬁE‘ﬁWf et B/P{"°Hi dazol und

desgen nicht ?ré’ze annehrrbare Saur eaddi ti onssal ze. 16,
4-13(2, 6; D et hyl phenyl )pr opyl I'i mi dazol und gessen nichttoxische -
phatmazeuti sch annehnbare Sdureadditi onssal ze} 5 17. '
4-[2(2, 6-Di net hyl phenyl ) - 1- et hyl et henyl | i mi Q&ZQ)I und dessen ni chttOX| sche
phagmazeuti sch annehnbare Saureaddi t| onssal zd '

4-[2(2, oN D net hyl phenyl ) - 1- et h Nyl i m @Ynd dessen ni chtt oxi sche
ph@r mazeut i-sch annehnbare Saur ad i tionssal _
4-[¥a-Et hyl) -2, 3-di net hyl benzyl i dazol und ssen ni chttOX| sche -
pha mazeutl sch annehnbare 10 Salureadditi onssal ze. '
: 6- Di chl or phenyl’) - 1- met r &t henyl | i m dazd und dessen n| chttOX| sche
. pha W&Z%ﬁJtl sch annehnbare Saurepdditionssal ze. 21. -
2- {2, 6-Di met hyl phenyl ) - 2-et hyl et.hyl | i midazd und deren nichttoxi schen
phal mazeut whebinamswab sihiaky Fesidasidedadithed byoheeahae(l) add(, R is apAlkyt group of 1 to 7 carbon
4-[ 2- (3, 4- WemapF ematviagadigahefGyd ) latomsi dazol und deren nichttoxische
phal maz#ut i s chMaraeenaipg e epmeoucof e e sal ze. 23.
1- (4- 1 mi dazol yl)-1-(2, 3-di net hyl phenyl )-ethylen und derelg‘,, ni-cht t oxi schen
- phafmazeuti sch annehnbaren Saur eaddi ti onssal ze. 24. Verfahr|en zur
Her ¢t el | ung ei ner Verbindung der Formel (1) gemAB AnspruchCh, worin R4 H .
bed¢ut e?s, 20 dadurch ggkenngei chnet, dal ng|n ei ne’ Ver bi ndurlg de[( Forrrel

e I md - 1
R GRS SR o

| | | CHy
— ' | R"

45 wherein R, and R, are as herembefore deflned Y is as deflned under (k) R’ is an aryl or alkyl and R" is an
aryl group; or )
: m) reactmg a compound of the formula:

. N _'CH—@RG
R1-</NIR . . Ry
2

o H

50
. 56

60  wherein Ry, Rz, Rs, Rg and R, are as defined above and R is an alkyl of 1 to 4 C-atoms w:th a Grlgnard
‘reagent of the formula: .

Ry—CH,Mg Hal

65
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™25 o : | N CH R *
: F~~~~~~~~7 N . R30I woriin RI, R2, Rs, R6 und R7 die in Anspruch 1
fll coebene Bedeutung haben und"R Alkyl mit 1 bis 4 C Atonen bedeutet, mig -
: r@uéalgnard Reagens der Fornel 35 3 RP @ELMpiHl, worin R3 die in

(

mel

angegeE)eeeln Rﬁggsegeﬁtdg hat unt er Erhal tftgl ner Verb| ndung der

above to give a compound of the formula 5 N

e R R7' N~~~ 45 H umsetzt. 25. Verfahrergzur Hersgel I ung einer
B bi ndung der For mal (b) geundi n Anspruch 1,}°wo R4 ®H bedeut et .
Bermel 50a Rl . N

S urch gekennZel chnet, daB man en Imda ¢ ¢
@R R | 2 Hworin Rl und R2 die ifyA ch 1 Fene Bedeut ung haben
M R3 ein Alkyl oder Aryl genmi B 60Anspr A st mt el hem

Bl nagnesi unhal ogeni dderivat der Fornel |R5 R R6 MHal 65 o
i34 1 1*111!7€11111111 1119 0 11!'1 00'72_615 zh . worin R&
R7 die in Anspruch 1 angegebene Bedeutung haben und Hal Hal ogen

§l-Ut et UNEet Z patertBnsprdeiiel 1 Ui€ Verihgssthitbr: B8 CHUECRGENE LI ebsindung  der
el n {1) oder (11) gema8 Anspruch 1, worin X re Rl, R10
1. Substituierte Imidazole der allgememen Formel

_ / .
- X —@é 41@%

die gleich oder verschieden sein kénnen, H, —CHs, —CH,CH;, Halogen, OH oder —OQOCH, oder Rs
50 Kohlenstoffatom in der Phenylgruppe;
—~CHRg~ bedeutet —CHg—; =CHCHy—,
| | CHg
55 - : : ' :
' CHj

60 —CH(~CHyCHyCHyCHg)~ oder >C=CHy, >C=CH-CHg, >C=CH—-CHyCHg, >C=C—CHg,

CHj

.32

* c L M $ *

: H
25 - o _ ) _ (")_
worin bedeuten: R1 H ein Alkyl mit 1 bis 4 Kohlenstoffatomen oder —CH,0OH; R, H oder CH3, R,
s0 . CH3 |
: Rs
- 35 oder ‘@RS und Ry H oder OH;
Y o R, :
' ' ~ CHg
40 : v
oder R; und R, zusammen: ~ =CHj, =CH-CHj3, =CH—CHp~CH3, =C— CHg
| Re 'I"s- | ?11 T"1o~ |
45 oder =CH-CHoCHoCHg; - X —CH~—CH— odler =C = G~ : Rs, Re I_.lnd R7,

Wasserstoff und Rg und R, bilden zusammen eine —O—CHz—O-—Brucke zw1schen zwei anllegenden '



X ¢ bedeutet und RLO Wasserstoff ist, dadurch gekennzei chnet, daB man

ei Ver bi ndung der Fornel re || R~~~~5 N C(CH, 2 {nF6.
20 _ o 0 072 615°3MyHal, worinn R3 ei Al kyl odegr
eif:Aryl gema Anspruch 1 ist und Hal = Hal ogen bedeut et, unsetzt, unter

Er Hqart" ei ner Verbi ndung der For nel 25 _ CHy

- e D) NS A3, | ~~ =~~~ A s _A6

' H 4. ‘e ZCFA%HMth@_'da% 'é R i eBMrcn G5 at TS e rd'&ﬁ‘t‘FHS
ErHalt & ner Verbi ndung der For rrel (1) -oder (11). 27. Verfahren zur
Herlst el 'ung ei ner Verbi ndung der Formel (1) oder (11) gemaB Anspruch s

Gadurch S,ISSEMERICANE nR T elag | Meduel Cor oy my ool o ey

CR Nao oderR2CH20H20H2ﬁH_3L n 0 bis 4, mit dem Proviso, daB dann, - . J 2Hworin R
und R2 die in Anspruc angegebene Bedeut ung -haben und R Al kyl bedeutet -
I njei ner ersten St uf e mt einemGQ - Ragens der -Fornel | ~~~~~~~~~~

.501~~~~~~~; od (%1 % -R7 55 worin R, R6und"R7 die in
Angpr ucly ¥ Uhe érl'n'e Be |P’Fg Ufd n' 0 bis 5 bedeutet, unsetzt
untier Erhalt einer Verbindung der o - : R 60~~~~~~~~
Rl {R2 65 H35 |~ ~ 1111111111111 U

bedeutet, dann R;, Rg und R, mcht alle glelchzeltlg Wasserstoff sind; wenn R,, R, und R, alle Wasserstoff
2 sind und R, :
Syl ' o Ry
25 Ry
- - bedeutet, dann Rg. Rs und R, nicht alle gleichzeitig Wasserstoff sind, Ry und Ry nicht gleichzeitig_
Wasserstoff sind und R;; und Ry, nicht gleichzeitip Wasserstoff sind, und deren  nichttoxischen
pharmazeutisch annehmbaren Siureadditionssalze.
- 30 2. Verbindung der Formei {l) oder {1} gemaB Anspruch 1, worin jeder der Reste Rs, Rg und R,, die gleich
oder verschieden sein knnen, Wasserstoff, Methyl, Ethyl oder Halogen bedeuten.
3. Eine Verbindung der Formel (I) gemaR Anspruchen 1 oder 2, wonn R, Wasserstoff und R,, Methyl,
Ethyl, Propyl, Isopropyl oder Butyl bedeutet.
4. Eine Verbindung der Formel {I) gemaR Anspruch 3, gemaR R, Methyl bedeutet.
[ © 35 : _ . _
Rn Rio
5 Eine Verbindung der Formet (i) gemai& Anspriichen 1 oder 2, worin X —C=C—
und R,o Wasserstoff bedeuten . _ .
40 . S Tn'?w
- 6. Eine Verbindung der Forme! (Il gemafs Anspruchen 1 oder 2, worin X —C C—
' und R,, Wasserstoff bedeuten. _ S _ -
\;,‘,- ’ ) ) ) & ’ Rs. Rg
45 |
7. Eine Verbindung der Formet (i) gemaB Anspruchen 1 oder 2, worin X —CH— CH—
und Ry Wasserstoff bedeuten
_ . Re R,
' I |
50 8. Eine Verbmdung der Formel (1) gemaB Anspruchen 1 oder 2 warin X -—CH— CH~"

und R Wasserstoff bedeuten. . s
- .. " 9. Eine Verbindung der Formel (i) gemaB Anspruchen 1 oder 2, oder einem der Anspruche 58, worin - -l
L R, Wasserstoff oder Methyl bedeutet. : :
10. Eine Verbmdung der Formel (ll} gem&B Anspriichen 1, 2 oder einem der Anspriiche 5—9 worin n 0
55 oder 1 bedeutet. ’
11. Eine Verblndung der Formel (ll}) gemaR Anspruch 1 worin jeder der Reste Rg, Rg und R;, die gleich
oder verschieden sein kdnnen, Wasserstoff, Methyl, Ethyl oder Halogen; R, Wasserstoff oder Methyl; R,
Wasserstoff oder Methyl Ra oder Ry; Methyl, Ethvl oder Isopropyl Rs und R,y Wasserstoff und n gleich 0
bedeuten. '
.. 60 12, 4-[(a-Methvl)-2 6-d|methylbenzylllm|dazol und dessen nlchttomsche pharmazeutlsch annehmbare
- Séureadditionssalze.
13. 4-[(a-Methyl)-2, 3-d|methylbenzyl1|m|dazol und dessen mchttomsche pharmazeutisch annehmbare
Séureadditionssalze. '
T 14, 4-[(0-Methyl)-2-methylbenzvlllmldazol ‘und dessen nlchttoxlsche pharmazeutlsch annehmbare -
65 Saureadditionssalze. .
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1

twird unter Er haI t- ei nes Produktes, e der letzten Stufe dann
‘dehydratisiert wird unter Erhalt ei ﬁekﬁ% ?Eg

~angegebene Béﬁelﬂﬂ%ﬁ qmsmheumz ﬂylemvu'm'daé?ielun‘?\r Jareng eiptexiRAReSr (PERTMBEZeYHREN N

0. 072 615 die dann in einer zweiten Stufe mt einemGi gnard Reagens
Fornmel R3MgHal, 5 worin R3 Alkyl oder Aryl gengB Anspruch 1 ist, -unges

Pndung der Formeln (1) oder °

(1'1).>28. Vens,ah{x26- lzltNBthHehQ‘nVlM-hlﬂthgleibvlhlaldaidértb!dnde,sﬁ!g\ dtshndiophvelph(rm)azegm _

Anspruch 1anmmmn Sreggsligionssalesnt f  bedeut et ,  daduy ch g% nnzel chnet . da § N

kat al yt I S é‘? 2('\2/@P %mqa\yagppwﬂw f‘ﬁ_.’g?l 6 dessen nlchttoxu C armazeutlsch ahnehmbareg
%4-

~~~~~~~~~ Dlmethvlphenvlﬁ meth Rh%@ﬂlh‘lﬂia& ,unRQdengﬁ,m‘Bﬁo%ﬁie Bzarﬂiaﬁuhsﬂh o
AnsprUCh ]ana&ﬂﬂﬁ R0RadARIALEIENY N ‘{:)en und R3 ein Al kyl oder Aryl 20 gem |l 3
Anspruch 1 i 38., .4{228Rimethyiphed@)-1-tbyléthdnwidinidagal yadr gmﬂ wwgtf@!sra@r pPYRrmigteytisgng

der For rrela"(‘?hl"?ba .
Wasser sE ﬁfg &E%E 'Zaﬁ '&‘Eﬁlaﬁﬂ'gﬁ%%ﬂ&ﬂﬁﬁse" a'a'ft?x'?rcé’ﬁ pﬁ?’ﬁgz 's%g)m%fﬂmbaraer
For nel 20, 4-[2-(2, a-o:ch|orphenyiﬁ1a%@trbiéfhammﬁtda3a~unu dessen-ichttoxiscKe |p'h§l'm’éﬁBtlsch‘ ~
~~R annehmbare Saureadditiohdsais.i n R,, R2, Rs, Rs, R7 die in Anspruch 1

1 oder 5 #¥8 ' nssa) ahren
Ver bi n dffn nqgéz ndlo%ﬁy%ro;alhmlﬁazﬁ Qx 9 dngér§< %ﬁtﬁ%x@% Lu%g?fﬁ'_aﬂe isch und
R, V\asserst 0 mﬂaeﬂyn)-ﬂaﬂwrrﬁémmkmamleshnai dedkB mnoadsaEeal wharsakeutdche

Ver bi ndungnééimbemn isélredsiditionssalze. 55
NXC—CH- g CH - 294 Merfahren zur Herstellung einggV indung der Formel (1) gemaB Anspruch 1, worin R4 H bF—Fe\‘I!HFI n-
il

R, h ggkgnrzgichngt. daBamanping YerRindunp 4o B8 ebene Bedeut ung haben und
R8__Al kyI Wi e in Anspruch 1 bedeutet,. redugl ert. 31. Verfahren zur
HerSt el | ung ei ner Verbindung der Fornel 1) gemSB Anspruch 1, worin X 60
65 36 1 L] 11 1111 Sit 11111 615
: 25 _
R1_</I_@
. _ ' ) Rz
30 .

- worin R,, Rz, Rs, Rg und R; die in Anspruch 1 angegebene Bedeutung haben und R Alkyl mit 1 bis 4
C—Atomen bedeutet, mit einem Grignard-Reagens der Formel .
% . Ry—CH,Mg Hal,

worin R, die in Anspruch 1 angegebene Bedeutung hat unter Erhalt einer Verbindung der Formel

. . R, R

40 . ' . . . '3 5.

S | | | N CH Rg

o R1—</_I: SR,
o - | .N Ry .

: 45
umsetzt. : ‘ s
25. Verfahren zur Herstellung einer Verblndung der Formel (1) gemaB Anspruch 1, worin R.; OH
bedeutet, dadurch gekennzelchnet, daB man ein Imidazolylketon der Formel :
. 50 _ | o : o :
AT . | R1._.<. /I
55 . - _ fl\l ~R,.
. L H T .
worin R, und R; die in Anspruch 1 angegebene Bedeutung haben und R; ein Alkyl oder Aryl gemaR -
60 Anspruch 1 ist mit einem Arylmagnesnumhalogemdderlvat der Formel _
_ RG MgHal
6 : _ - R B

34 . S ——

A



4hren

l'uchl worin X1 20 -CHCH 25

Bl Wasserstof f bedeuten, dadurch gekennzeichnet, daB man ein
m-dgzol al dehyd der Formel . N CHO n.der *rstoff

{1 o worin Rl und R2 die in Ansprugch %%ag%gebene Bedeut ung haben mit
& Ay al kyl i dentri phenyl - phosphor&r®

rmel A5 | 5 f6(C6H5)3p=C- (!
worin Rs, Re, R, die in Anspruch 1 angéfebéhé BélEutung Reben BRd HARAalof¥inbetidiebt, unfdbidt. | N

fuch 1 arkfeYrelsbne 2Bédstetiunaginaatrerindungrd@tFatmelr (1) Aderl(ll) gemaB Ansgruch 1, wodid X

3

zur Herstellung einer Verbi ndFS der Fornel (1) oder (1I) genm B
E

tutet, dadurch gekennzei chnet,

'- ~gran eln N-Tri al kyIS|IyI|mdazoI cbe.r_ci-'@.r_rral QN3 Y-si-Y I i,

y ?l kyl h QF‘E)EQ'?M"H’ %EYVaﬁgﬁ\gg ||st é"ﬁé‘g‘?‘l gennze:c neg rdlélé) %an Ieu%é Vtmngduenlg rag{gormel

R7

Aryl

A1 . R¥%...~j R~ CHHal  oder . CHI CH- Hall

- R7 .ri n aRs Rs, Rs, R7, Rs und R -dife in Ans ?5 angegebene Bedeut ung
habep und’ Hal ein Hal ogenat om 48._bedeite) rt einer Lewi s-Siure
hunsef zt . : ornel Ry /33‘ Ver f &HY en rstellung einer

_hVer b ndung genB8B Anspruch 1, dag gekennzel chnet,7 daB man ein _

" Ausghingsffateri al der Fornmeln RA] R1~1 RR so -~ P5 N

hJ3 PR2 PR3 " R5 Hs ' . R12 IR13 50 RS8

1, CRJ]__tlf ng R2 ;v:rni gnererlR.’ dl? in An_7pruch 1 angegebene Bedeutu‘glfg;gn LPIgd n A? beSbe%eéne\tAB;} Flﬁm%gt;bﬁ&ung
R5, R, und n die in Anspruch 1 anB§Bene Bedeutung haben.und R12, R13,

R1 an d R:Lal'oruqj REei¥ A%%er%qeﬁw\é]g%%ﬁ U&hg}?@cﬂ ﬁﬁ' ﬁd KQ '?-B%Hen I’Je@&ﬁéﬁ Lﬁns% §ﬁ5rsér9§cltf

35

45

27. Verfahren zur Herstellung einer Verbindung der Formel () oder (ll) gemiB Anspruch 1, dadurch
gekennzeichnet, dal® man einen Imldazolcarboxylsaurealkylester der Formel:

0. .

C—-OR’
1—</ I

H

Ry.

worin Ry und R, die in Anspruch 1 angéegebene Bedeutung haben und- R' Alkyl bedeutet in einer ersten

_ Stufe mit einem Grignard-Ragens der Formel '

50

§5

60

65

R

5
Rs-}@}—(ﬁiHZ)n,-MgHal_ -
Ry e T e

worin Rs, Rs und R7 diein Anspruch 1 angegebene Bedeutung haben und n' 0 bis b bedeutet, umsetzt unter

Erhalt einer Verbindung der Formel
c (CH ) , Rg
/

35

AT

Hydrjoxy, Meinsfattnduliskie? §erhel mt 1 bis 7
Kohl;enstoffatorren oder 0 60 bedeutet, oMori n R Al kyl ,Jpedeut et; oder worin
R12 iund R14 zusamen ei ne Ketogr uppe bi | den od 3%nd R'5 zusanmen eine
Ket QQr uppe bil den oder sowohl Cﬂﬁlﬂzmn -R15 -gl-ei chzeitig
Ket qgr.uppen 65 37 " R ___( R, : _
30 Ry '
4 - welche dann schlie8lich dehydratisiert wird unter Erhalt einer Verbindung der Formel! {1} oder (ll}.



c*jL| 1 S$11111111111 -0 072 615 bilden nit einem Reagens, das in der -
tﬁ%e I st, das genannte Ausgangsnateri al :QL} d%i ent sprechmmc | m dazol
munzuwandel n, unsetzt. 34. Verfahren zu@ 342635 ung -ei ner Ver bi ndung gemaB,u;_.,

B Anspruch 1, daiddsdalin Sﬁ&&ﬁ&?eﬁlsﬂﬂeﬂﬁttelndﬁarl%rd:RHaMdd'mrﬁelel ner Verbi nduig
[@der Fernel 555 . CHo oder R "ZnH)=; 107

A7 unsetzt, worin R5 R6, R, Rs und n B;"@S"'iah Anspruch 1 angegebene - ;
Bedeut ung - hgbﬁg'rmlw(;&lk od ﬁ e pruch 1ist, umges(;'tzg\?'_ G ElRaltemes Produktes, welchesin der--
- - CHNHCH?Z Ietzten dann gi\' rd unter Erhalt einer Ver der Formeln (1) oder {ll).

ol R2 (worin Hees. \&rfﬁhrérbhﬂgﬁﬁalhﬁg’ﬁmeRléuhmhg tatiFerries(1) Ama;sudnstwmwne%&ersmﬁ
(N Kyl -, Ar:al kltdeutsdadussh gekgnnzeighont. 38 hedetatyiseh einariverbiddyngeoiormd, daB o -

) a) wenn _ -G CHNHGCGR 30

8> bedeut et”? anschlielend an die Unset zung Qi t_For
S \\i schenprodukt es mt Saure erfolgt’ und 35|0I
Bl C- CHNHCH2, Aa bedeutet, anschii e%T%

drierung des Zwi schenprodukt es ¢k Ig

i d eine Behandl ung des
wenn Q
zuhg mt Formam d eine

erfaRyen zur Herstellung
| ner \Ver bi ﬁdung gemaB Anspr uch 1, d rc F!gekennzel chnet, daB man 45 eine
B/er bi ndung der “Forneln O O 50 - ' oder ‘N V 55

Bl 00 R 60 worn Y ein Arylalkylrést der
Surch die ForWE'f'hR&'Fﬂ Ruﬁd“’(dl"bf'ebéﬂ‘?rpﬁ‘#ﬂ’ 1iaggegphare Redertyag MbRY Lest RyfibAll! oder Aryl

is 7 20 gemal Anspruch 1 ist, reduziert
29 Verfahren zur Herstellung einer Verbmdung der Formel (lt) geméaf Anspruch 1, worin X

v : . Ri1&o
N - P

und R,, Wasserstoff bedeutet, dadurch gekennzeichnet, da® man eine Verbindung der Formel

S OH Rg
. |
o4O

R1"_</ | R - R

35 ' l )

worin R,, Rg, Rs, Re, R, die in Anspruch 1 angegebene Bedeutung haben, und Ra Alkyl oder Aryl gemaR
Anspruch 1 und N' 1 oder 5 bedeuten, umsetzt.

40 30. Verfahren zur Herstellung einer Verbindung der Formel (I} gemaB Anspruch 1, worin X
45 :

" und Ry Wasserstoff bedeuten, dadurch gekennzeichnet, daR man katalytisch eine Verbindung der Formel

R _ H1_"</NI =Ne

85

worin Ry, Ry, R, R, R; und n die in Anspruch 1 angegebene Bedeutung haben und Ry Alkyl wiein Anspruch
1 bedeutet, reduziert.

0 31. Verfahren zur Herstellung einer Verbmdung der Formel (II) gemal Anspruch 1, worin X

l RH R10

S

. —C=C—

36

AR




+

8 of f at onen oder ein Arylrest mit 6 bis 10 Kohl enst of f at onen

bedeut §t , hydrol ysi ert. 65 38 * ' 11111111 111111 1111111111111 *. C L
- * 0 072 615 36.

\ n zur "Herstel | ung ei ner Ver bi n?i&?g?g%"rﬁaB Anspruch 1, dadurch

OH2 ' ~~~~N~~~~6He~~~~~~~~~~'~| RS/
R -- Nc to - ' R{y/ _ Nu 1 hhR2
"$8er | % N R2 . J_< -

storH CH OH2 R' worin Y die in Anspruch 36 angeﬁebene Bedeut ung hat und R
eine Agyl- oder Alkyl- und R' eine Aryl- Hgr uppe bedeutet, hydriert. 37. Ein

i l: l?_ E E_'J -lél?)er t \%E) E‘ori% ?-(E de'r @hs;lng&-\ml9 'aﬂ&é%ef% rﬁ%é&tu(\% )hageqergi (elnbah /g-glkyhdentr)@&_&

n6 25 § 1 ~-UN ~JJ-%R M., AT 2

12. H - ~~~}=~~H (|'@ '(11) 30 worin
bedeut gn: R H, A kyl mt 1 bigs)ionC-esinf goder -CH20H, R2 H oder
CH3; Rp it : . _ . CH3
--CH3, - CH2CH3, - CH2CH2CH3, - CH CH3, - - CH2CH2CH2c H3, - CH2CH=CH2,
35 ode : worm Rs: Re, Ry Ryo uH@ﬁldB‘ih GSEE@I{ 1 gdegél)@ne Bedeutung haben, umsetzt. R7 CH3
répler RB und 32 Neriahremzur Aéstéllung & ﬂ%dungﬁ#ﬁﬂ@l—(ﬂdaer (i -g@n&-B8nsprlioh hokatin X
:0+be0-|2€|43 R8 R9 | RIL ALO:

. Na 9

Lo
—CH—CH—
~ 25 bedeutet, dadurch gekennzeichnet, daR man ein NQTrialkyls'ilyiimidazol der Formel

2

30
: Y-Si-Y
= i 3% \worin Y eine Alkyigruppe ist mit einem Arylalkylhalogenid der Formel .
\ | R B S | By By
emiB _ 5 B : Rg |9 | 8 _
.- o RGE— CH-Hal = oder RGE-CH-CH—HM
' : R | .
S 7 - . R | |

worin R, Rs, Re. Ry, Re und Rg die in Anspruch 1 angegebene Bedeutung haben und Hal ein Halogenatom'-
45 Dbedeutet in Gegenwart einer Lewis-Saure umsetzt.
‘ormel . 33. Verfahren zur Herstellung einer Verbindung geméB Anspruch 1, dadurch gekennzelchnet, dafd man .
oo ein Ausgangsmaterial der Formeln . . .

50 A5 13_-.'?12?13 | |
'RG C;:H-C—C-R2 - oder -
7 - B Rys - R
55 ' '
worin Ry, Ra, Rs, Re, Ry und n die in Anspruch 1 angegebene Bedeutung haben und R,z, Ri3, Ria und Rys, die
) ho ' gleich oder verschieden sein kdnnen, jeweils Wasserstoﬁ Hydroxy, Mercapto, Halogen, Amino, —O—
ipruc o Alkyl mit 1 bis 7 Kohlenstoffatomen oder
o e
bedeutet, worin R Alkyl bedeutet; oder worih'R,z und R, zusammen eine Ketogruppe bilden oder R,; und
" Rys zusammen eine Ketogruppe bilden oder sowohl R,, und Ry, und B,g und R,s gleichzeitig Ketogruppen

65
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-CH-CH oder -C C ; R5, R6 und R7, die gleich oder verschieden
n-“g6nnen, H, -H3- CH2CH3, Hal ogen, OH oder -CH3 oder Rs Wasserstoff und:
undi R7 zusammen ei ne- O- CH2-- O Brucke zw schen zwei anliegenden 43
Iemstoffatorren in der Phenyl gruppe bedqptoarg 615 - CHR8 bedeut et -CHZ-

(CH3) - - CH( - -CH 2CH2 27

(- CH2CH2CH2 d{g%g% ES& ip gerd-ag eiqga%%e"a"%éﬁﬁ'@miﬁﬁsa' in.gas_entsprect
oder >C—CH-
eut et H, G‘BFormmGﬁ’Bemer CEB tFoi]:Jr &;Jd}l_éﬁgmaﬂ Ar%i)-iQZhZ" gahﬁrcgg%?ﬁ%‘j?hngt'.das.w?.
Ri o bedeut®t H, -CH3, -CH2CH3, -CH2CH2CH3, -CH--CH3 oder '
PCH2CH2CH3; 10 CH3 R11 Redeutet Hag - CH3, CI—|ZCH‘°Q -CH 2CH2CH3, -CH - CH3

§ - CH2CH2CH2CHB3, t5 n 05D £\ Mt dem Provi so 5 und Rg oder R
RI O nicht gleichzeitigRyw @ ofii-Bedeupdan, %&N—t%

nazeut i scheannehnbar eng '. ddi ti onssal ze fur wendung der :
api e als anti hypertensi (/e Mttel, antit hr onbot i Fache M ttel, di uret i sche™
el, antinycotische oder Anti- fungimttel . 38. Phar rrazeutlsch
B nmenset zung YRTEES YEAYRefn Fr- B ey gﬂé‘rﬁ“@%ﬂ‘“"g‘eﬁ’r‘ﬂfg\?bﬂ‘??ﬁ?ﬁﬁ‘mg é?bead'a? Qejn

20s nichttoxisches pharmazeutisch appehnbares

eaddi tionssal z davon und einen vertraglic har mazeuti sch

hrbar en Trager dafur. 39. E negphar mnazeut i Zusamrensegzung :
ssend ein | nidazol derivjpt gemAl3 ei nem|der AfsprCche 1 bi/s\23 oder ein ..
tt oxi schegy phar. mazeut i sCrCramMRITHRAr es Gdpti omsal 2Cifle+a3p und

aenion vertragliches phar mazeuk i sch annehnbar dr Trager dafur. 2

dnt anspruch ffir den Ver t rfagsst aat ;. AT 30" 1. Verfahren

ellung ei ne(’{ﬂrorln rl-Pf Qﬂgqﬂx% rggeé‘d,mg rsr\'laosptuﬁge IQder unsubsﬂt}{leﬁ_‘ﬂkyl- Aralkyl- oder Arylgé'uppen

525 bedeuten), mit dem P

0
: - |
a) wenn Q —C—CIZH-NH—C—R
30 o Ro
bedeutet, anschlieend an die Umsetzung mit Formamid eine Behandlung des Zw:schenproduktes mit
_ Séure erfolgt und . _ .
35 _ . - @
B) wenn Q o S -—C—?HNHCH2 .
} -Rz

bédeutet anschliefend an die Umsetzung mit Formamid eine Hydrierung des Zwischenproduktes erfolgt.
. 35. Verfahren zur Herstellung. einer Verbmdung gemani Anspruch 1, dadurch gekennzeichnet, da® man
45 eme Verbindung der Formeln _ . :

_ . ‘R- .
S |
cC=0
50 : ] . L l L
(T - T
_ ¢ o ¢
- .- . ' |
C=0

60 worin Y ein Arylalkylrest der durch die Formeln {1) und (ll) bestlmmt ist und R eine Alkylgruppe mit 1 bis 7
Kohlenstof‘fatomen oder ein Arylrest mit 6 bis 10 Kohlenstoffatomen bedeutet, hydrolysnert

65
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E 3 40' worin bedeuten: R H, ein AI kyl mt 1 bis 4 Kohl enstoffatonen oder

--_642:H R2 H oder CH3; R3/CH3 5 -OH ~'3 - -H2CHS HCHZW
-CH- : - CH2CH2CH2CH3, - CHZCH=(I:|W2?31@ oder R6 und R4
deE ?d O_lo gﬁRJ?V %der n%ﬁner Ver %gﬂag'aﬁ Ansgrbch1 %%ﬂmielcheﬁ_@ﬁman

, &r

~ei negO CHI 2- O Bruckezwi schen zvvel anl i egenden Kohl en- J

und R/, 65 die gleich oder verschieden sein konnen,
, -CHZCHB Hal ogen, OH oder -OCH3 oder Rs 40 | 111(11$11111111 DI *
665 Wasserstof fund Réund R7 bil den zusammen - " CH -
[2 st of f at omen

in d pe; - bedeut et Y - CHCH3-
“CH(§cH2cH) -, RS CH2' H3) cﬁ‘g(/ -CH - CH3) - gﬁ D CH2 CH2 CHB) -

. oder§ >CrOH2, >C=CH- G=CH cHo | dasrC- cH3 R,

- C=CH CH2CH2CH3; Rg ist H, =2CHS, CHZ CI-&CHZCI—B | de . 15 apie
3 kit i ' -CHi - CH3, - 'GZHZCI-IZCHS oder OH R10. ist H -CH3,

- - CH2; , -CH2CH2CH3, r ei n . hen 20 : 7CH3 - ' '
Cl-18 deg G CH- CH3 oder - 2CHZH2CHS R1IC ist. H,. CHS
- _CHZ CH3, m3%Ansp% %QUM&% &édﬂm&@amrﬁ’ eﬁ'&%%wm unJ]R'Qelhé ﬁryﬂ
mt fHem Prgupgebedddtethgliictann, wenn R4 OH, , H oder CH3

37. Ein subsntunertes Imidazol der aligemeinen Formeln (l) oder {Il)

20

b | /_@E — _@g
o . R1_</ oder 1_</ I

25

H : '
(1) - ' : ' (1)

30 worin bedeuten: R, H; Alkyl mit 1 bis 4 Kohlenstoffatomen oder —CH,0H; R, H oder CHj; R,

CH

. R 3 |
w ~CHs. ~CHCHg, —CHpCH,CHg,  —CH—CHg,  —CHoCH,CHyCHy, —CHéCH=CH2,
. oder @Hs 'und R, H oder OH;
“ Ry, | -
: ' - _ CHg
&"‘J ' oder Rs uﬁd R, zu_samm.en.: '=CHo, =CH—CH3, =CH—CH2—CH3, =C — CHg,

oder =CH—GH, CHoCH3;

'l"a T‘s -?11 Fl*w

s0 X —CH—CH-- oder =C = C~ ; H5, R6 und H7

 die glelch oder verschleden sein konnen, H, —-CH,—- CHZCHa, Halogen, OH oder —CH; oder Rs Wasserstoff
und R¢ und R, zusammen elne—O—CHz——O—Brucke zwischen zwei anllegenden Kohlenstoffatomen inder

Phenylgruppe bedeuten; .
§5

—CHRS-—_ bedeutet -c:H2 E --CH(CHS)-;' ~CH(~CH,CH)=, —CH(4CHZCHéCH3)4.
 CHg
60 _ : . o
—CH(—=CH—CHg)~, '~CH(~CHCHyCHaCHg)~ oder. C=CHa, C=CH-CHg,
| CHg | K
65 >C=CH-CHyCHg, >C=<C——CH3 oder >C=CH—CHpCHaCHg; -

3g

Q.



bedeutet, dann Rs, Rs .und R nicht alle gI ei chzeltlg V\asserstoff sind;. .,

I R, R2 und ‘R4 aIIe Wasserstoff sind und R3 R R - ~~40

- 7 bedeutet, dann Rs, R6 und R7 nicht alle gleichzeitig Wasserstoff .
RB und R9 ni cht gl ei chzeltlg Wasserstoff sind und R, und RI G ni chto U
I ei C‘}TfEI tig Wasserstoff sind, und dere® 07@h618xi schen pharmazeutisch
hnnehmbar en Saur eaddi ti onssal ze, dadur ch gekennzel chnetcH das man a) ein

m dazol yl keton der Fornel 45~~~~~~~~~~~~~~~~mmmm =% 50
;xR J 3t ~N C R3 dRaddted®, ~CHy, —CH,CHy, —CH,CH,CHy, ~CH— CHa,
Borin R und R2 di 8 oben angeggbenezBesdeut g® haben und ?23-3\7'?8/'-'3(:’6' %\dre;'/?)"'

er oben gefannten Bedeutung haben mit el nem Aryl magnesg al ogeni dder| vat
gcr Fornel 60 RM~ M/Hal 7 worin Rs;

6, R7 di e vorher gwmaeesdeoﬂyngcmh@bgn-anéhﬂga%,I—lad:mgecHd Qher WHHRE ﬁgé}@zlch%

i

I ner Verbi ndung der Rs 65 Formel (1), worin R4 OH ist, unset
. C 111111r011111111" 1111111111 11 ,

cC L M 5 *-~ nr 0 072 615 bJ)/dFHé Ver bi ndung der

r mel 5~ R11 bedeUtEt H'~~CH3" _CH2CH3'C-WZCH3! ~-—~CHO— CH3 oder —CH2CH2CH20H3,

|~ e worin R1-R7 di e vorher angegebene Bedeutung haben und n'
b| s 5 bedsutratbisy, mitelem ©Fovide dai RG UMLR,daér RE-arid FB] riichRpb&iEHzsilig Wasssvebif BedeBtenlulsy bie

der Aryl wie nmrtbmch@r@eg@b@nschgnnquamSamdé'gensmdmﬂlee\(erwmsmlzeu derfiyerapie

halt einer ﬂmnsa@rMpelr ﬁﬁqlthrombot(sppe Mittel, “diuretische Mittel, amgng:etlsche oder Anti-
1f ungimitte
38. Pharmazeutische Zusammensetzung umBssend Zm Imidazolderivat gemaB Anspruch 37 oder ein
‘\_‘ : 20 mchttoxlsches pharmazeutisch annehmbares Saureaddltlonssalz davon und einen vertriglichen
pharmazeutisch annehmbaren Trager dafiir.
39. Eine pharmazeutlsche Zusammensetzung umfassend ein Imidazolderivat geméR einem-der
Anspriiche 1 bis 23 oder ein nichttoxisches pharmazeutisch annehmbares Saureaddltlonssalz davon und
einen vertragliches pharmazeutxsch annehmbarer Trager dafiir. '
25
Patentanspruch fiir den Vertragsstaat' AT
30 1. Verfahren zur Herstellung einer Verbmdung der Formeln
Xe={CH>»)
25 1_(/ Gig oder _</ I 2hn '—<§ 2;
1
0 H - o |
40 ' - (i)
worin bedeuten: R, H, ein Alkyl mlt 1 bis 4 Kohlenstoffatomen oder ——CHZOH R, H oder CHa, Rs
| - joH, 3
45 —CHg, —CHZCHé, —CH20H20H3, . =CH-CHg, ' —CHéCHZCHacHa'.' - —CHyCH=CH,,
. 80 oder, —@Re - und R, H odef OH;
. _ . _ CHg
55 oder R3 und R, zusammen: =CHop, =CH;CH3, =CH-CHp—CH3, " =_C-—' CHé,
oder =CH—CHCHpCHg; o o '
- 60 Rg Rg  R4q1 R

e : _ . ;
' X =CH=~CH~ oder ~C = C~ ; Rg, Rg und R7, -

 65 die gleich oder verschieden sein 'kﬁnner_\, H, —CHs, —CH2CH3, Halogen, OH_ oder —OCH; oder Rs '

40

A




. ' bto - e H di e dann

R 25
anschifi eend dehydrat isiert w rd unter Erhal t ei ner Verbi ndung der For nel ,
(13 oder (Il), wori X 30 - 0 072 6 Iro und 21
R10 sserstoff b b clinen I mdazq] car aureester der Formel: '
35 H 35 wor Mpssesitd onn At cher B RbisR A penonieeren Sapiey
edeu et in elner ersten Mt einem Gignard-Reagens der Fornel . so
| -CHRB-R@H&:QHZOHA-FD N@HCH,—, - ~CH(—CH. cﬁg) —CH(=CH,CH,CRFL, -~
C wofin R5, R6 und R die vorher %gegebene Bed ut ung haben und n 0 bis 5
ist, ynmsetzt, unter dmzhalt einer 55 Verbindung der Fornel: 60 '
NICC-i H,RH®65 47 -CC~ ~ 1111 1|1 11111111 0 072 615 welche in
ei ner { zwei t e®HEtEH E“Pﬁsﬂ"e|-|¢eln°rClBrgB§§m+2§HBe-agﬁ@nQ%Hz.F@lCﬁ@H*CHaRBW&FHmCHzQHsi
worini{R3 1l kyl oder Aryl wie vorher angegeben ist, unsetzt, unter. Erhalt
ei nes{Produktes, wetigLhes in der |etzten Stufe dehydratisi ert wird unter
Erhal { ei ner. Verti ndung der Forneln l_SI) oder (1l); d) daB man_katal ytisch
ei ne Ver b| neRitTg _d'é? SIOP%F— RF$HisEHaCHg: Ry ist H, ~CHg, ~CHzCHg, —CH,CH,CH3,
1de H
:lpmrl ne éﬂ}c"'% und R7 d| e vor her angegebene Bedeutung haben und R3
iy Kyl - oder Ar '@I}fw gebhen,,i %g re, man ei ne
. er bi ndung 08 -FOPEET.B LCAMERIGREBH! Rly. ide Z% cHtH,, —cr5enJaE,
g XC (e&H2) nl R6 R3. ~~~~7 X _ _ : ci
der K_/ CA——CH, oder ~CH,CHoCHoCHy; Ryq ist H, —=CHa, —CH,CHy, —CHoCHyCHg, ~CH—CHg
und =CH——CHg oder —CH LR UHaUHg: Ryq 1T H, g, —UHgbHg, —UhabHa b, 3
25 oder —CH,CHyCHoCHg: n 0 bis 4, mit dem Proviso,
' - ' o Rg
. daB dann, wenn R, OH, R,, H oder CH; und R, _@RS :
| | - | - Ry
bedeutet, dann Rs, Rs und R, nicht alle gleichzeitig Wasserstoff sind; wenn Ry, Rz und R‘ alle Wasserstoff
1‘ 35 sind und R, . _ .
: ' Rg
0 , Ry
bedeutet, dann Rs, Rs und R, nicht alle gleichzeitig Wasserstoff sind; Rg und R, nicht gleichzeitig
. Wasserstoff sind und R,, und R;q nicht gleichzeitig Wasserstoff sind, und deren nichttoxischen
L.( pharmazeutlsch annehmbaren Siureadditionssalze, dadurch gekennzeichnet, daB man : o
45 a) ein Imidazolylketon der Formal ' -
4. : . | o
s S .R1_._</ ll
TR
55 worin R; und R, die oben angegebene Bedeutuﬁg haben und R; Alkyl oder Aryl dér dben génannten
Bedeutung haben mit einem Arylmagnesiu_mhélogenidderivat der Formel .
60 _ o L HG@—MQHN
R . " worin Rs, Re, R, die vorhergehende Bedeutung haben und Hal Halogen istunter Erhalt einer Verblndung der
5 .

65 Formel (), worin R, OH ist, umsetzt; .
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[ ? Rl, R2, RS, 'R6, R di e vorher angegebene Bedeutung haben und R3 Al kyl:

- AryI W e vorher angegeben ist und n' 1 bis 5 bedeutet, unter Erhalt
eri Ver bi ndung der Fornel (11), worin X ¥¥2 6 Y

~~~~~~~~ , 11R1 sserstoff bedeuten dehydratisiert; f)
s keh eine Verb%hﬂ%&’ﬂ%%”ﬁ&?’rﬁﬂmm R R2 R~~~~~~~~ R Jt 45
s/ N H50 worinRlL, R2, Rs, Rs, R7 und n die vorher 'qipge_geben-e Bedeutung -
S hcn und R8 Alkyl we vorher angegeben Rs 3r 5 ist, unter "
al tung ei nr For rrel (I 1), vvor| N Nz CH clidn, ) 51 Wasser st of f
Sawmicut et, reduziert,; a.E’( ei nen?ni d Igeh d der Fornel:
R~q60bH65431111H| 'l I g0 Il 1] IR7.0072615wor|n

e und R2 di e vorher angegebene Bed tung Ihaben Mt einem

S| Kyl i dent.-r’Pphenyl phosphor an der FH)r mel. : ' .

Rl CoH5) 3P=(cH2) n " to worin Rs, RO und n_dje vorher ' _
M cgebene Bedep!?’tﬂll'b—l‘?aﬁ'éH°'h?1r?f’%ﬁ9etl§f‘ﬁ5ﬂe“%1‘91@be'vé?dd] A&l G Gedrutet mit eingg Yerbindung der

@rel (1), wortn™X -C= G und R, Wasser gjmMyhhi, bedeuten, unsetzt; *i5

daB man eitd N-Tri al kyl silyli i dazol der Formel: gN 20 . Y-Si YV 25 .
worin R; Alkyl oder Aryl wie vorher angegeben ist und Hal Halogen bedeutet, umsetzt, unter Erhalt einer
Verblndung der Formel:

20 C—(CHZ)n, @Re
"~ f
25

" die dann anschlieBend dehydratisiert wird unter Erhalt einer Verbindung der Formel (1) oder {1}, worin X

30. RI11RIIO
. —C=C—
und R, Wasserstoff bedeuten;
- -¢) einen Imidazolcarboxylsaureester der Formel: -
35

' . c-on'
S 2
45 worin R, und R, dle vorher angegebene Bedeutung haben und R’ Alkyl bedeutet in einer ersten Stufe m|t
einem Grignard-Reagens der Formel
- 50 - : Ry (CH,) ,~MgHal
ST S L AU

worin R5, Re und R-, dle vorher angegebene Bedeutung haben und n’ 0 bls 5 |st, umsetzt unter Erhalt einer
55 Verbindung der Formel: '

_ : _ | c oy _@
60 : : . R1_</I
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' ha'be-n_ wupd Hal eine Hal ogenat om bedeu

Y ei ne Al kyl gr uppe ist mt einem Aral kyl hal ogeni d der For rrel n; 30

: - CH- Hal oder CH CHHal - - '

335 worin R3, Rs, R6, R7, Rs un di,e_vorher angegebene Bedeutung
8 592' h%;egenwart einer Lew s-Saure 4%

unset ¥t untwdichEmhilet 2vRitBLStuYARIDiRALGV N6l Redg@hd @k Fdrinpl: Oder Rs = Rs * I
I~ 8 40 Fornel (Il), worin X -CH CH |st, |)dal3 man e|n :
Ausgahgsnmat eri al der Fornel n R5 RaMgHar- R . 'R
R R R '

worin Ry Alkyl 0%3 ryl W|e rg'e'{;a geben lst umsetzt, l5te|' Erhalt eines Produktes, \(/ﬁqes in der 1
tetzten Stufe dehydrdtisiert w &r Erhalt eind\Erbinduhy der Formeln (1) oder [&_},
d) daB ribh katalytisch eine Verbindung ldddFof .

habe- ungo R12, R13;- 'R14 und R15 di e gl eioth . . ogerverschi eden sein

konnen, | ewei | sV\asser stof f, Hydroxy, Mercdpt oﬁen, Amno,-O A kyl mt 1
i's 7 Kohl enstof fatonen oder 0 55 N ‘l-’ :

-. bedeuten; worin R A kyI i st,R rgn R g, R14 zusanmmen ei ne

Ketor uppe b| | den oder R13 und R15. A eine Két ogr uppe bil den oder
sowohl und R14 und R13 und RI's gl ei chzeitig Ketogruppen bilden k6nnen

hit ei nem Reagens, ‘das in der: Lage 'ist, das Ausgangsmaterial in das

ent spr echeng@indt), R,) Ry BamalRr, aid vﬁherrafnglsg"eaéh,e BedEb@ing habeb DindlA; Alkyl Bded Ayl GiESvofHean

|l e angegeben ist) redigidrtran Fornrnamid mit einer Verbindung der Fornel: 5

~~~~~~~520R ; Sjaluane(ne yerbindung der Forgjfe R X- (CH2) n-Q R7 ung

ders— 10 worin Rs, R6, R7, R8 und n di.e vorher angegebene Bedeut ung

haben und Q. 5 100 ?H- Ag -

0 -GCCHNHCGR C- CHNHCH2 COHL) . —= = R2 -

2Hal 20 #s (worin 'n|HaI édéna R eine substituierte

oder unsubstituierte Al kyl By all yl - Rgder Aryl gr upp@r bedeut en), unset zt
Xmt dem Proviso, dal, 25 N R - : o - 0

a) wenn Q : L-C—Cﬁi—NH—C—R ' : :

30 :

it

worin Ry, Ra, Rs, Rg, R, die vorher angegebene Bedsutung haben und R, Alkyl oder Aryl wie vorher
angegeben ist und n’ 1 bis 5 bedeutet, unter Erhalt einer Verbindung der Formel (ll), worin X
RiRy .
36 e
_c c__

und R, Wasserstoff bedeuten, dehydratlslert

f) daR man eine Verbindung der Formel:
40 -

- . N Y
o : | 31—</I Ry

45

50 worin Ry, Rz, R, Re, Ry und n die vorher angegebene Bedeutung haben und R, Alkyl wie vorher angegeben

. Ra Ro -
. lst unter Erhaltung einer Formei (Il), worin X —CH— CH-— ist und R, Wasserstoff bedeutet, reduziert; -
55 g) daB man einen Imidazolaldehyd der Formel _
h - . CHO :
A I
% | | TRy
H
65 -
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R 20.bedeutet, imAnschiul3 an die Unsetzung mit Fornanid eine Behandl

ZW schenprodukt es mt Sdure erfol gt und snat om - 35
1 11) oder _ _ 1b)vve%
C{:EGHCHZ 40 : 2 bedeutet, rm?
BAnNschlB an die Ursetzung mit Forrramd%lmﬁﬁd;rl erung des

Zwi schen prod U%ﬁl%,ftﬂh gt die ch)rhé;l %eﬂ&@n@ée@&td@'ﬁgﬂ:éﬂ%ﬂ gngﬁf\rah—iﬁl’dmhﬁhenﬂphgsphomd

Mgl eich . Forme

/| mt 1- . - Ryo oder: - N

- N =0 55 | Fid R1l uppen "
j@worin Y der Arylalkylrest ist, %ﬁs)dﬁFGh(%a Rél) und (I1) bestimmt

ird, R eine A kylgruppe mit 1 bis 7 hende . Kohl enst of f at onen

oder einen Aryl rest mt 6 bis 10 Kohl enstof f at onen befleutet, hydrolysiert; .

W60 65 45 | || her anaBueBZR i Lo

&< bi ndung- ge\!r? orrre ll’,, g&fh% d;le]vo er angege Z B@&&t%@én Ji%@rhgltgﬁir\ﬁrbmdung der

v H OHR, Ko '5 worin R und R2 .di e vorher angegebene

: edeutung haben und di, e unt eﬂ (k%“% ebe edeutuntg hat und. R sine
vyT- oder A B ore i r@?ﬁ?;@jﬂﬁﬁewﬁ@mﬁ nydriert oder m

i ne Ver bi #8ung ot ARl "E'Gﬁs"y"m'daz

'__ R H CH H~~~ 30 .
‘20
: Y—Sl—Y
25

worin Y eine Alkylgruppe ist mit einem Aralkylhalogenid 'de:."Forr-neln; '

R Ra

5 B Ry~ TQ -Ta '
30 Rs CH-Hal oder R . E— CH-CH-Hal
. R, S - S
7 o Ry ”

35 worin Ry, Rs, Re, Ry Ry und R, die vorher an'g'égebene Bedeutung haben und Hal eine Halogenétom
bedeutet, in Gegenwart einer Lewis-Sdure umsetzt unter Erhalt einer Verbindung der Formel (l) oder

Rs.  Rg

|1
40 Formel (If), worin X ~—CH— CH— ist;
i) da® man ein Ausgangsmatenal der Formeln :

‘ 5&\'--/1' . : o . ‘R R

. Rs -_|3 112|13 _ Rs < |12]13 |

14Ps R - PRy

50 worin Rz, Ra Rs, Re, Ry und n dle vorher angegebene Bedeutung haben und R,z, Rys, Ris und Ry, diegleich .
- oder verschieden sein kdnnen, jeweils Wasserstoff, Hydroxy, Mercapto, Halogen Amlno,—O—AIkyl mit 1
bis 7 Kohlenstoffatomen oder .

55 o ' —O—C—'""" R

bedeuten, worin R Alkyl ist, oder worin Ry, und Ry, zusammen eine Ketogruppe bilden oder Ry; und Rys

zusammen eine Ketogruppe bilden oder sowoh! R,, und Ry, und R, und Rs glelchzemg Ketogruppen

bilden kdnnen mit einem Reagens, das in der Lage ist, das Ausgangsmaterial in das entsprechende
60 Imidazol zu Gberfiihren, umsetzt;
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, R2, R5, R6 und R7 die vorher angegebene Bedeutung haben udnd R
t 1 bis 4 Kohlen- stoffatonen mt ei nem G i gnar d- Reagens der
f R2- CH2MgHal 35 warm R3 di e vor her 8egebene Bedeut ung hat, unset zt
hal t ei ner Verbindung der FornBl 072061
j} da® man Formamid mit emt—:rVerblnéd}‘g’del‘cat')‘rrﬂdR6 N CH-~~H R2 45 JJ
fi cat i ons pour | es Etats contactants: BE CHDE FR GB. IT LI LU NL SE
| mi dazol es substitues remgndant ala fo&rml e general e. 36 ~ ~ ~

Ra Ps | X (H2n
o LG R Nprer-aquel loderRd Ry @ﬂ?‘&.l. Y kyl e de 1
4. anes de carbone ol -  R2 est H ou dH3; st - OH3 65- 33,
\.-CHZCHZCHS, - A I .-CH2 7CHZCHS -CH2CH=CH2, . 46
' R711111 072 615 R5* nda R - 6 et
““Rslerest 4H 0u° @arin Bs. Re Ry, Ra upgyn ¢ ﬁvﬂﬁe’éngﬁ&b‘?"éﬁf?gﬁ‘ﬂ? bte" senbl e =CH2, |
=CH CH3, =CH CH2-CH3, =C - CH3, 10 R8
RO 'R11 R10 ou =CH CH2CH2CH3; X est CH ou -C=GC ; R5 RS,
et R7, {i5 qui peuvent etge identg ques oo dil nts, representent chacun
'H -CH3, -@ CH3, un hal flgene, dH ou at || ' -OCHE ou bien R5 est
un at ome d' hydr og&ne .et Ro-eiti—-RI-G-+Rament CeQHNd¢hy enprer un- Re O CH2- O
entre deux atones de car boné adj acents dang I e radical phenylle; CH3 {ss~~
20 Ry 2 '
H - CHR8- est -CH2-, -CH(CHS) - CH(- CH2CH3) -, - CH(- CHZCI-lZCHS " -CH(-CH -

OR)-, CH3 ZﬁhomCH(I -eﬂ'i%dﬁﬁt&ﬁ)l-ﬁﬁ)me eubstutunu@:@[qz unsubsj:(gje@AI ralkyl- oder Arylgruppe
>C=CH CH2CH3, bedem@j;@mset@pqgt deg’d’rowso, daB,

H s - o o
" a)wenn Q - ' —C—CH=NH—-C—R
Ro

30
bedeutet, im AnschluB an die Umsetzung mlt Formamld eine Behandlung des stchenproduktes mit

Siure erfolgt und

snatom _ 35 _ : ' 0
{I} oder : i . .

b) wenn Q ' o —C—CI:HNHCH2 .
"R
40 2
’ bedeutet, im AnschluR an die Umsetzung mit Formamid eine Hydrlerung des Zwischenproduktes folgt
o k) daR man eine Verbindung der Formeln : :
_ o s _ _ T
. : S . . ¢=0
: . . : o ' N"-. Y N Y ,"
tgleich- = . - 50 _ ' _ < : ’ < : .
7 mit 1 . . _ o / l _ oder /l o
c=0 |
55 |
R - .
nd R15 " )
uppen - - worin Y der Arylalkylrest ist, der durch die Formein (1) und (1) bestnmmt wird, R eine Alkylgruppe mit 1 bis 7
hende _ Kohlenstoffatomen oder ginen Arylrest mit 6 bis 10 Kohlenstoffatomen bedeutet, hydrolysnert
- 60
. 65 ' g .
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OU >C=0CH CH2CH2i CHB Rg est H, - CH3,

- - CH20H, - CH2CH2CHS,
CH3 - CH2CH2CH2CH3 ou OH R10 est H, 9@ - CH2CH3, -mzmzds
lotos 40 0 072 915 |
0CKB; ou - CH2GHpBHR4aHRe VertRidlingiddr Foimeln - CH3, - HCH3, CH2CH2 3 -

3 ou -CH2CH2CH2CH3; n est 0 A 4; 3 la condition }l{e 45 A5 qijzand__- !
R4 est OH R est Hou CH3 et R3 est 5 50 al ors{Res, Rs et R7". L

ne soi ent gpas tous si nul t anenent | hydr.ogene 55

~~~~~~~~~~~~5 quand R, R2 et R4 sont tous |'hydrogene et FRé-best 6 ;
7 60 alors Rs, R6, R7 n et pas tousNsi Y tan6nent e; Rs et
R9 ne soi ent pas mr‘?uﬂ-e&uﬁte_* | ' hy, gege et R1, etR n ~soient pas
si mul tanegent |' hydrogeney leurs sels d ,L;l ondegvec 'de S, hon -
t oxi ques phar rraceutiquendnt afeept abl es Conposes de la fornul@ | ou 11
selon la revendi cati on 1H dans | equel *F% et R7, qui peuvent etre

i dentiques ou diff6érents, representent unlgtoms d' hydrogene ou un radi cal
met hyl e, hyl e ou un 65 . hal ogene. 47 :

0111C1111 111111 11111M 1111 1
0 072 615 3,6R R|, 86 vhRE

ebend dilﬂtuh@hd’b@me &@lnté k) dnddbebéne BE¥BStung hat
| equel R4 esba k' amadtrAohReARIgr

e@all Rl’ @ing adligt@pe edehtgt, eydriett hydre, propyl e,
| sopropyl e ou lbm"}el \@rbigdungdenfosel:de fornule | selon | a revendi cation 3,
dans lequel R est nethyle. 5

RlL, RO 5° Conpose de fornule 11 selon | a r@vendication 1 ou 2, dans | equel
X est -C=C- et RIO est |'hydrogene. R11 R}0 6. Conpgse de forrrul a 11 selon
| asnJevendi cation 1 ou 2, dans quuel X esq - et R1, est |'hydrogbne. R
Rs 7. Conpose de fornula 11 selon —el{t N)gn-B5 ou 2, dans |equel X

est -CH et RO est |'hydrogerfy. l 20 3, Conpose de formule 11
selon l'a revendi cation 1 ou. 2, dans N; h X est Cf? H CH et R8 est -

| hydrogbne

H

30 ' ' .
worin Ry, Ry, Rs, Rg und R, die vorher angegebene Bedeutung haben und R Alkyl mit 1 bis 4 Kohlen-
stoffatomen mit einem Grignard-Reagens der Formel:

. I " Ry—CH,MgHal
28 . _ . -
‘worin Ry die vorher angegebene Bedeutung hat, umsetzt unter Erhait einer Verbindung der Formel:
B s
40 N CH : HB
'R1—</ I Ry
LN s -

Revendications pour les Etats contactants: BE CH DEFRGBIT LI-LU NL SE -

50 1. Imidazoles substitués répondant & la formule générale:

' N c ' N X=(CHo) —-<g S{
- : |:;1_</ l \ Re ou R1_</I__ '.2n._ Re
| TR TR o
0 A1) o : . . '

| | | an -
dans laquelle R, est H, un radical alkyle de 1 a 4 atomes de carbone ou —CH,OH; R, est H ou CH,; R; est
. o ak:

46
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9. X@npose de fornule |Ii selon la revendication 1, 2 ou |'une quel conque
des §evendications 5 3 8, dans |lequel Rl est |'hydrogene ou un radical
n6t hyl e. 10. Conpos6 de fornmule 11 selon la revendication 1 ou 2 ou selon
| * ung quel conque des revendications 25 5 b 9, dans lequel n est 0 ou 1. 11.

. ConppsE de formule 11, selon |a revBn@7@a618n 1, dans |lequel Rs, R6 et R7,

: qui beuvent etre ident| gues ou differents, . repr63entent un at one
) ¥€aP nethyle, ethyle ou un hal ogbne; R est un at (fné

cab reefhspt BouRM: est 'un at one d' hydrogi ne ou un _

S R.', ast le radical nmethyle, ethyle ou |sopropyl e, R

et RO sont des atones d” hydr ogene etn 30 est 0. 12. -

4-[at met hyl ) - 2, 6- di nbt hyl benzyl ] i m dazol e et ses sels d addi t ‘8# avec des-
aci des nongg ﬁ)gtgupeﬁ,ésmya{quugneana@%ept abh-esH,~-tB;, -C'—cHj,

4[(a% n6t hyl ) - 2.3 di et hyl benzyl | i m dazole et ses sel S d addi t | on avec des

aci des fbn tOXI ques, pharnaceuti eﬁent acﬁ:lep?mbl es 35 14.

4] (a- et hyl ). benzyl Li ole_e i on avec des

aci des non oﬁ%’@éh ﬁ"a’i’ rralc(ez} ﬁe%@nt 1i"acce (fsabl 5. RS’ % ﬁ

4-12- (Zéf gl‘lwrre‘tggwlcfﬂhGnyl _1@%‘?t I6th ”Imggﬁéﬁie et ses ?E ung og%ne on

aAVEC des® a y

4. [2-(2, 6- mtgéje °me én{(ﬁﬁd‘ @T‘ eq ntﬁﬁmﬁ% d;; anonoé—\?g es

aci des non toxi ques 40 p ar maceutl querrent accept abl es.

4] 2- (2, 6-di 6t hyl phenyl ) - 1- mht-hyl 6t henyl | i m dazol e et ses sel S d ag@Hgi on
avé«, dege aci des non toxi ques, .pharmaceuti quenent accept abl es. _
4- [ 2- (2, 6-€lHRGHNest pieBlayd -CltitGrahy| -68H efi2GHair oFHt-eH 2§E3)‘SEF'§‘(‘(?H3'CT&H§| on
avec des acides non toxiques, pharmaceutiquenent acceptables. 45 19.
4-[(a-4thyl) -2, 3-di nbt hyl benzyl | i m dazol e et ses sels d add|t| on avegCHies
aci des ron tOXI gues, pharmaceuti quenent accept abl es. 20.
4-[2- (2, 6- devrhbrgaploapgHiz)— bume tHGHCeb h 6 NyE+GHNCHRZ 0 2C-EH-SHCg | s>§=%rd-d¢ft'3 on -
‘avec des acides non toxiques, pharnaceutiquenent. acceptables. 5 21.
4-[2-(2, 6-di met hyl phenyl)-2-6thyl thyl]i m dazole et ses sels d' additi oeHavec
des aci &es non 50 toxiques, pharnmaceuti quenent acceptables.  22. : :
- 4-[2-(3, 4- megmbhxm-qyowéy:gpmyéétp{,opwdklgm dagbhbeHst seSHaM,SHg' addéti-oBHavec.
des .acides r. o0 toxiques,” pharmaceuti quenent acceptables. 23. .
- 1-(4-imdazolyl)-1-(2, 3-di net hyl phenyl)-6thyline et ses sels d add|t|<3;gI
~avec degs aci des non toxi ques, pharnmaceuti quenent .acceptabl es. 55 i .
al,

Proc6d6 de d?_[zgg?@_??otd_prbucb#rhﬁom@% d@Hgor NUEHE, CHg S €l OJ@H'I,_G-I{OWEnm
u

00 R4 est nsiste a faire reagl .'un conmpos6 de tormula: R *
~~/ 60 0 R5 H 48 cH
w .| 611111112121111111 _ - . S 3
(L ou ~CH,CHCHyCHg;  Ryq est H,  ~CHg, - —CHaCHg, ~CHaCH,CHg, ~CH~—CHg

ou ~CHyCHoCH,CHg; 7 est 0 2 4; 3 la condition que
R

| , R |
quand R, est OH, R, est H ou CH, et Ry est @R& ;

alors Ry, Rg et R; ne soient pas tous simultanément ["hydrogéne

50

55 o _ . 5
quand Ry, R, et R, sont tous I'hydrogéne et R; est Rg

60  alors Rs, Re, R-, ne soient pas tous sumultanément Ihydrogene, Rs et Ry ne soient pas simultanément
A'hydrogéne; et R, et Ry ne soient pas simuitanément |'hydrogéne; et leurs sels d'addition avec des
acides, non toxiques pharmaceutiquement acceptables.
2. Composés de la formule 1 ou li selon la revendication 1, dans lequel Rs, Re et Ry, qui peuvent étre
- identiques ou différents, représentent un atome d’hydrogéne, ou un radlcal methyle, éthyle ou un
65 halogéne

47

* ¢ L ] s *



B 515 1 cal
5 obi R3 est

endi cation 1,

ns
R R2 tre
S|

nd| cation 1
B Procede de
B-ndi cation '§,

dazolyl-cetgne de formule: 20

dansl aquel | eR1, R2, R5, R6 etR7 sont

duedfini sdans | a revendi cation 1, et Rest un radical alkyle de 1. A ¢a
fatones de carbone, avec un reactif de Gignard de fornule: R3-CH2-

tel que dMini dans |a re@dt® BtSon 1, pour donner un

6‘8‘9 de fornul eig bm sg&meulelselonla revendication 1ou 2, dans quu&}ﬁ~&ﬂ37&'5§e71‘éet]§ estle radical
5. Procede pometﬂ,@ SHVRD Bropjie, qyap,dpwoﬁmase de formul e selon la

OU4. CoMpazé tie forinule)Liselon dnsveditiigatian Badangleq nmag,l st raérbyle.

/ %5 Flho

"8, Compose de formule il selon la revendication 1 ou 2, dans lequel X est —C—C—
et R,, &xtilhylrogéneR2 sont tels que definis dans la revendication

R3 est un radical alkyle ou aryle tel que defini dans 30 | aR,Rs
nd| cation f avec un derive.d' hal ogenure d'aryl magnesi um de flolnul e: 3s

R prposide fomyje|! seien 2 F&Ye"qﬂ?at'%‘rﬂ“ %:S?H’réeqtl%{ﬁ%es‘i Fl=C—

&t P Et 'hydiooeni§- hal ogene. o
preparation d' un conpose de fornule | ou 11 sel oﬁ*’ I-%’

oLz, Borfidsé 46)foFmule Il selon la revendication 1 ou 2, dans lequel X est —CH— CH—

S et R esktRrstdhpdiegede.hydr ogene, qui consiste a faire reagir un

M/ sont tels

25

30

35

45

50

55

60

65

bose de fornule: R 0 )n RS Hj RS abi

que definis dans |a revendication 1 et n' est 0 h 5 lavec un

bose de forfful eB fom wtf%ﬁaqm?@d' Bign Jyepnication 1.ou 2, dagg leque} X e 144Gt €H— 0

et R; est I'hydrogéne.

9. Composé de formule li selon la revendlcatlon 1, 2 ou [‘une quelconque des revendications 5 3 8 dans
lequel R, est I'hydrogéne ou un radical méthyle.

10. Composé de formule Il selon la revendication 1 ou 2 ou selon une quelconque des revendications
529, dans lequel nest 0 ou 1.

11. Composé de formule Il, selon Ia revendication 1, dans lequel Rs, R et R,, qui peuvent &tre
identiques ou différents, représentent un atome d’hydrogéne ou un radical méthyle, éthyle ou un
halogéne; R, est un atome d'hydrogéne ou le radical méthyle; R, est un atome d’hydrogéne ou un radical
méthyle, Rg ou Ry, est le radical méthyle, éthyle ou isopropyle, Rs et Ryq sont des atomes d’hydrogéne etn
est 0.

12. 4-[{a-méthyl)-2, 6-d|methylbenzyl]|mldazole et ses sels d'addition avec des ac:des non toxlques,
pharmaceutiquement acceptables.

13. 4[(a-méthyl)-2,3-diméthylbenzyllimidazole et ses sels d'addition avec des acides non toxuques.
pharmaceutiquement acceptables.

14. 4{(a-méthyl)-2-méthylbenzyl]imidazole et ses sels d'addition avec des acides non toanues,'
pharmaceuthuement acceptables.

15. 4-{2-(2,6-diméthyiphényl)- -1-méthyléthyllimidazole et ses sels d'addition avec des acldes non
toxiques, pharmaceutiquement acceptables.

16. 4-{2-(2,6-diméthylphényl)propyllimidazole et ses sels d’addition avec des acxdes non toxiques,
pharmaceutiquement acceptables.

17. 4-{2-(2,6-diméthylphényl)-1-méthyléthényllimidazole et ses sels d’'addition avec des acides non
toxiques, pharmaceutiquement acceptables. -

18. 4-[2-(2,6-diméthylphényi)-1-éthyléthényllimidazole et ses sels d'addltlon avec des acides non
toxiques, pharmaceutiquement acceptables.

18. 4-[{a-éthyl)-2,3-diméthylbenzyl]limidazole et ses sels d'addltlon avec des acides non tomques. '
pharmaceutiquement acceptables.

20. 4-{2-(2,6-dichiorophényl)- 1-methylethenylllmldazole et ses sels d'addltlon avec des acndes non
toxiques, pharmaceutiquement acceptables. :

21, 4-[2-(2, 6~d|méthvlphenyl)-2-ethylethy|]|m|dazole et ses sels d’addition avec des acides non' '
toxiques, pharmaceutiquement acceptables.

22. 4-[2-(3 4-methylened|oxyphenyl)propylllmldazole et ses sels d'addltlon avec des acides non.

- toxiques, pharmaceutiquement acceptables."

23. 1-{4-imidazolyl)-1-(2 3-d|méthylphenyl)-éthyléne et ses sels d'addition * avec des acides non .
toxiques, pharmaceutiquement acceptables. .
- 24. Procédé de preparatlon d’un composé de formule | seion la revendication 1, ou R, est H, qm
consiste a faire réagir un composé de formule:

. R

48 /_//
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gst un radical alkyle ou aryle tel que defini dans |la revendi cati on 1
est un atone d' hal ogbne, pour obtenir un conpos6 de formula: 5

OH R AC-( CH2) n. - R6 HR3 R a3
qu' ot deshydrate finalenent pour obt gnuyzua-lgorrpose de fornmul a I ou . 15
27. Prdcedb delpre aration d' un conpose de fornule |I ou If selo

sicgievendi cat i S $auef. | Redhrsie 'c%s%{“fe E%‘W’B'& ?f’}s'a’ ‘f?“‘ﬂl?i’"ﬁ’?bﬁﬁ‘@rst@t'%ﬂh‘@'a"ﬂﬁdéé?er
al kyl'i que df BTSSP A% BIFREAF B¢ fi fargra e fergw 0 20

N.XCGCOR 25 Rys—CH,—Mg Hal Hob R et R2 sont
tels quasMinis dans |a revendication 1 et R est un radical alkyle, avec
un reactif. Qfeﬂ;,@pqtgmap défigidang)lefeMepdication 1, pour donner un composé de formule: . "R 30 R
( - (CH2)n,-MgHal R7 35 ob R5, R6 et R7 sont tels qua-definis dans |la.

0s6 de fornula: o
R1

revendication 1 et n' est 0 A5, pour ob @nl r

RR 40 10 Car-?l)
R7 4s5 qu'on fait reagir en un ec?’\ %‘&e ur? réactif de Gignard de
formul a: R3MgHal 50 ob R3 est. ad||E y aryle tel qua définis
dans |a revendication 1, pour obten Rpr odwt qu' on d6shydrate ou un
stade fimal pour obtenir un conposey de formula | ou 11. 28. Procede de
preparation d' un conpose de fornul e | selon |a revendication , o R4 est
un atone d' hyds.@greeds,podria prémitdios t'en gonfipdek derfermii salan |8 rep@rtdRbtitini10AER, Wt OH, qui
conpose de dopsistep fgire réagir une.imidazolyl-cétonejde fumulR. |, R2, R5, R6 at R7 sont tels
qua defigis dans la ravendication 1, at R3 ast un radical alkyla ou aryle
telk qua 65 definis dans |la revandication 1. l 0 4 |

ms/117111111111111 0 072 615 -atOm 9. Procede de preparation
d' un corrpose de formule I'l selon |g _%/erl |cat on 1, ouA X represente i Z

tre . - ' 2

un : H

sal . ' : : '

th ) ol R, et R, sont tels que définis dans la revendication 1 et R; est un radical alkyle ou aryle tel que défini dans

30 la revendication 1, avec un dérivé d’halogénure d'arylmagnésium de formule:
1S, . .

;s, - . s Rg : 3
_ R6 MgHal
s, : 35 ' . )

Ry
n : '
. ol Rs, Rg, Ry sont comme dans la revendication 1 et Hal est un halogéne.
s, w© 26. Procédé de préparation d'un compose de formule 1 ou I selon la revendication 1, o X est
n h . ' _ Fl‘u ‘Tw
no A\ - - - —c=C—

45 et R,y est un atome d’hydrogéne, qui consiste 3 faire réagir un composé de formule:

- o S cl)l o Ry
. o Ne _ Ce(CH.) ;RS
g 50 , 2'n
o . ¢ T SNa,
|  N—~R, . o
S : N 2 -

i &6 ' . . :
ol R,—R; sont tels que définis dans la revendication 1 et n’ est 0 3 5 avec un composé de formule:
_ R;Mg Hal
60 ;
66

* c L M $ *



*‘-',i, R © est ‘un atorre d' hydrogene qui consiste a.d6shydrater un conpose de . _
férmule: 4 . O He~~~ RH5 i N Clui 6V
consiste a fS 0 072 5R2HoOR1 R2, R3, R6 et

R7 S%;[/ tel's ofwgedd 6 taics aﬁlﬁ@%u L@le"tﬁﬁm ﬁ%ﬁthQre%nngndﬂsltet Ha) e§t®ﬂlafb?f4e tﬁla\ﬁgérﬁ,
ou aryte tel pogrodtedie bh Barspodithsfotntule: evendi cation 1 et n' est de la 5. .
Proced6 de preparation d' un conpose de forrmule 11 selon |a revendication 1,
ou Xre-resente RB R9 -CH CH. cunreiﬁff et Rs_esLRAgn atone .

d' hydrogene, qui consiste a reduire cat y ‘ ngcorrpose de formule:
~~~~~~~~~ _ . . n R 8 =CH (CH2) :
7e N Rn ' H1_<D]:\l/ﬁl¥ser in com '

2. HOQU R, R2, R5, RG6, R7 et n el & que definis dans |a revend cation
1, et R8 est un radical alkyle sdlon I'2 revendication 1. 31. Proced6 de
preparation d' un corrposG de formh‘l e 11, sel on la revendication 1, ou X est

BRI, Rloéet R} i ene gg i ste a If-ai re reagir un _
i mi dazol e-al até@%h t &5‘?%‘. s ormuleloul. _ ) ]
: ? ulelou il selon {a revendication 1, qui consiste 3 faire
a ist un FBagir, en un premler stade, un ester alkyllque d'aclde imidazolecarboxylique de formule:

: ler L Hdans laquelle RI et R2 sont tels que definis dans |a :
revendi cation 1, avec un aral kylidenetriphenyd- phosphorane de formule: 510

. (C6H5) 3P, Lc2)-n~ R7 ,vle tel que St U cl dalhs | aquel le- Rs. Re, R7, RIO St

o sont téfs que dans la revendication JN tOR" Cc L i1 * 0
§072 615 32. Proced6 de preparation dhi ose. de fornule | ou 11 selon la
reyendication 1, ou X est Rs Rs 5 - fil Ry - '

] : ) .

3 25 - H

ol R, et R, sont tels que définis dans la revendlcatlon 1 et R’ est un radical alkyle, avec un réactif de
Grignard de formule: .

30 : "IN I _
- R (CHy), ~MgHal
el ol R5, R; et Ry sont tels que def' inis dans Ia revendication 1 et n” est 0 & 5, pour obtenir un composé de
formule: .
. _ _ . 5
| i o
40 N C—(CHz)n. ]
" Ry={/ "
o TR
. | o

qu’on fait réégir en un second stade avec un réactif de Grignard de formule:
ReMgHal -

§0 ou R, est un radical alkyle ou aryle tel que définis dans la revendication 1, pour obtemr un produit qu‘on
déshydrate ou un stade final pour obtenir un composa de formule | ou ii.
28. Procédé de préparation d'un composé de formule | selon la revendication 1, ol R,, est un atome
d’hydrogéne, qui consiste 3 rédu:re par voie catalythue un composé de formule: e e

55 ' ' . o
o N § 3
| | | Ry—{ I Ry - Ry
60 ' N R : o
| | 2

o ol Ry, Rz, Rs, R et R, sont tels que définis dans la revendlcatlon 1,etR; est un radical alkyle ou aryle tel qua
65 définis dans la. revendlcatlon 1.
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qui consists a faire reagir un N-trialkylsilyl-imdazole de :
N 10 IN Y-Si-Y 15 .y dans laquelle Y est un radical alkyle avec_un
ke d arylal kyle de formule: 20 - " RBR.R . bl
- ou Re 0 072 B15ial 25

g aﬁuﬁue@é @prﬁé‘?‘atlom"un Bomp&d@*orrme ﬁgéq:;n IL ?Jv@ncﬂ:%nd@gd 5@ de%reggﬂé | a

dat T on 1, et est un atons d' hal'ogene, en presence un aci de de
3. Procede de preparation d rTwcorrpose selon | a revendi cation 1 qui

CO| a faire reagir une 30 mat ie rce de depart de formuls:: Ft R . R

R : ~~~R5 R, R5. i3 P2 P13

R~i st Ryo @5t un atomedhydrogéne,tqichoﬂus'ﬁae Rdéshydrater un comp@the forrilé? ou R

X - CGCR15 A7 A~~~~4 57

A14R15 flans | aquelle R2, R3, Rs, R6oqR7 et n sont aels que dMinis dans |la
revendi i:atlon 1 et R12, R13, Rl4 et |Rls, qui euvent etre identiques ou
dlfferepts representent chaﬁun u ) 4 , un radi-cal hydroxy, -
mer capto, un hal-ogbne, _g' aI kye de 1 a s de carbons ou 0 45
-O--: oui R est un radical

Ui cleAls pour former un grouffs cetﬁa, ou bien R13 et R 5 peuvent Atre

. conbi nes pour fornmer un grougs ceto, ou bien R 2et R14 ainsi que Rl13 et R s
peuvent fornmer sinultanenment des groupes ceto, avec un reactif capable de
conver t io#t Ri, BalR¢ Bs atBi soattels g dEthickizpsale reventiicatinind a2, @btein caicaleaipRrdd aryle tedque
Pr ocededéisisplargya rexeridisation 1L nceshpod. sel on | a revendi cation 1, qui consists
A faire réldi rpcéfédg. 6?9?&%%@%%@%“6&%‘&59&@ "P BV eRdication fh a§X re-résente Rg a6

CH1 *55 R - RR CHQ
1 1 R6 | Roud®  ~x-( CHZ) 0- A7 60 65 52
: - —CH—CH—
ec un réactif et Ry est un atome d’hydrogéne, qui consiste & réduire catalytiquement un composé de formule:
8 | ' Rs
Ry —</ | B - Ry
N : o
tn composé:, - - ) . l F‘2 — :
) 4 )

oll Ry, Rz, Rs, Re, Ry et n sont tels que définis dans la revendlcatlon 1, et R est un radlcal alkyle selon Ia
revendication 1.
31. Procédé de préparation d'un composé de formule ll, selon la revendication 1 oll X est
RyyRi -
'—C=-C— .

et Ryy est un atome d’hydrogéné qui conéiste é faire réagir un imidazole-aldéhyde de formule:

- | | ' CHO
roduit qu'a o e - R1_</ I

gst un atom: - L T . EIR '.: IO 2
. . ' H
i dans Iaquelle R, et R, sont tels que définis dans la revendlcatlon 1, avec un aralkyhdenetnphenyl-
phosphorane de formule: . C . .
S o - R S . S
\ . . - |1° B Rs -
1 . ) ' .
_ (CgHg)aP =C—(CH,), ‘.@Re
“vie tel que

s dans laquelle R;, Rq, Ry, Ry et n sont tels que dans la revendication 1.

* [ L N S *

51

E dans laquell e R12 et Rl14. peuvent etre

. Bt

Ués

fser

-
T

. der

ISt u.




0 672 615 ou Rs, R8, . R7, Rs et n sont tels que dans |l a revendica
est 5 ~~0 . 0 -0 C-CH-NH-C-R

C- CHNHCH2 ou »-CHCGR2 Rp 072 615 R2

Hal ((@/Hal est un atone d' hal og&ne, R est un rad| cal al kyl e, aral ky
aryl e subst iBgJBecétpdarsepactipse’in EP@?”%"I%'"E'&HGHNS%" lquevendi@tion 1, ot X est -

0 0 a) quand Qest -G CHNHCGR R220Iare_._0n
avec | e formam de ‘est suivie d'un tr Fté??ent du produit internediai re avec
un aci de; et 25 —CH—CH~— 0 Ca - 1
ne'| b) quand Q eat - CCHNHCH2, ne f SO ' '

K2 | a rGaf4iconvismdar dagiginsiieldsinddmidazela e dorprule] - hydr og~nati on du prodwt
intermediaire. 35. Proc6de de preparatjon d' un conpose selon |a
revenducatlon 1, qui consiste a hydr olé/s un conpos6 de formnule 35

R * _

e e e e e e e e e e e e e e et et e et et et et e et e e e e I C"“ 0 ui

| N~~~ CO=4s R. iS - Y—Si-Y dans Iaquel le Y est un reste

d' aryl askyl e deternin6é par la formule | et 11, R est un radical al kyle de 1
AT e atonmes de carbon€e ou un radical aryle de 6 a 10

at ones, de Cara rl]eYe:~.5tu dlca (?k 1) avOcCueqw%lodeer\uBarueaor.y%léanieI c%r}orglu‘én conpose selon |a
revendi ca |on st aa ?‘l aro % . conpose de
R<N y N

formul gg OH2 55 sSR

R : '
N Y gN3: R "'s Q42 ~R2 8R . 60 :
J N "2 H Ry CH-Hal &jHZ - %%.CH-CH—HW“““R'
_ Ry o o . |

25

dans laquelle R,, Rs, Re Ry Rg et Ry sont tels que définis dans la revendication 1, et Hal est un atome
d’halogéne, en présence d'un acide de Lewis.
33. Procédé de préparation d'un composé selon |a revendlcatlon 1 qui cons:ste a faire reag:r une
30 matlére de départ de formule: . .

Rg IR PR | R ' | | T12 13
"R ! cls (lz R, ‘ou A= (CH) —X~C-C—R
w b A O AR 2a” 7T
Ry - " RygRys Ry ~ PRyaRys

dans laquelle R,, Rg, Rg, Re, Ry et 7 sont tels que définis dans la revendication 1 et Ry3, Rys, Rys 6t Rys, qui
40 peuvent étre identiques ou différents, representent chacun un atome d'hydrogéne, un radical hydroxv,'
: mercapto, un halogéne, amino, —O—alkye del1a’? atomes de carbone ou

St : I
- 45 E . —O—C—R

ou R est un radical alkyle; ou dans laquelle Ry, et R4 peuvent &tre combinés pour former un groupe céto,.
ou bien R,3 et Rys peuvent étre combinés pour former un groupe céto, au bien Ry,et Ry, ainsi que Ry et Rys
peuvent former simultanément des groupes céto, avec un reactlf capable de convertir ladite matlére de '
- 50 départ en imidazole correspondant.
34. Procédé de préparation d’'un composé selon la revendlcatlon 1, qu: consiste a faire réagir le
) formamlde avec un composé de formule ' . : :

e o Py ' ' ?3' S Ry . -
'R CH-Q ou L
. Hs i - Ry — X—(CH,) ~Q
| T .. R _
50 . .
o .

52

R 0 0 TR




aquelle Y est. tel que definis dans |la revendication 36, R est un’
| aryle ou alkyle et .[R" est un 65 radical aryle. 53 0 072 615 37.
ol e substitue de. forml e g6nbr al e :
RN [~ 5  RR 072 615 R ( iC X (@R)n
~~ 6 ﬁs,a-'{s, R7. Rg et n sont tels que dans la revendication 1 et Q est 2 H )
: Iaquelle Rl est H, un radical aIker de 1 a 4 atones de carbon. ou

R2 est Hou CH3; R3 est 15

,  2CH12H3, -CH2CH2CH3 -CH- CH2CH2CH2CH3
CH2, 20R ou R4 H ou CH
' 1 R3 et R4 represé{I nt éhsenble =02, = \CHZ CH3, =-C
-H3, JR8 R3 R11~ C—~CHNHCH, P "PH‘CTRQ ou
=CH @ 2CHPCH3; X est CU C = C ; , R6, et R7, .qui pguvent Atre
'|dent|ques ou dlfferents Sont.H, -CH3, - , hal ogene, OH ou OCH3 ou Rs

i15. 1 ' hydr ogene et R6 et R7 fornent ensenble un pont GO CH20O entre deux

est 3
atones de cdviishest nams fbhagqsmpp%%wefﬁwaéa'km«sa'w oyppigsubgtityés oppgn substitués, 3 la
- CH( CH3) - CRIYUOPIYR3) - - CH( - CH2CHQOH3-, -. CH(- CH CH3) -, CH3
CCH(- CH2CHP O 20H3) - Ou' C=CH2, C=CH- 813, >FCH CH2CH3,  >C=C-CH3. CH3 ou
- >C=CH CH2CH2CHj quandf@esest H, - CH3 —c~crHCKE , -CH2CH2CH3, -CH CH3, 50
2 -CH3 -CH2CH2CH2CH3 ou OH; R10 est M, -CH3, -CH2CH3, - CH2CH2CHS, :
-CH - CH3 55 * O/ GH3 ou -CH2CH§ZH2CH3 ‘R11 est H. - OH3,
-CHZCH39'” CH2CH2CH3 -CH - , '
\_{ ia réaction avec le formamlde est suivie d'un traitement du produit lntermedlalre avec un amde et
25 0
e _ o k I
b) quand Q est .- =C—CHNHCH, ,
.o ]
0 | , _ .. -+ Ry | |
* la réaction avec le formamide est suivie de I’ hydrogenatlon du produit lhtérmedlalre
35. Procédé de préparation d'un composé selon la revendicatlon 1, qui consiste & hydrolyser un
composé de formule
S S . R -
. : : _ C=0
. . ' | .
ui
. RN . . N o : .. N .
Y | l |
C=0
: 45 i
R .
2, . :
1S : dans laquelle Y est un reste d’arylalkyle détermme par ia formule letdl, R est un radlcal alkyle de1a7
€ atomes de carbone ou un radical aryle de 6 4 10 atomes de carbone.
: 50 36. Procédé de préparation d’'un composé selon la revendication 1, qui consiste & hydrogener un
e , compose de formule : S . _
. 86 L N v o 2
N Y . : - N Y
N0 LS S GEE N ¢
_ N _ N R2 ou .. N Rz
&0 |~ Ry .. (l:H .
: : H . ' T 2 '

) . . . RII )
dans laquelle Y est tel que définis dans la revendication 36, R’ est un radlcal aryle ou alkyle et R" est un
65 radlcal aryle. . o .
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0-0u -'CH2 CH2CH2CH3: n est 0 a 4; a la condition que RI1 et Rs ou Rs €
‘R O ne sol ent pas sinultanenent des atonmes d' hydrogene et 65 ses sel s
d' additi on avec des aci*des, - non tOXI ues gggr nmaceut i quement . accept abl es
“pour Qgpl oi en 54 * C L M- 73 615 t herapi e conme agent

antl-hypertenl%sﬁhkl’dézo?egéﬂﬂétit@rﬁeiforhhre@am(ﬁ, agent diuretique, agent J,t
anti-mycose ou anti-fongique. ! _ 38. Conposition phar maceut | qu :
conprenant un derive d'im d&gole sgRgn | a revendication 37 ou '

d' addi tiop avec un agjde, #on We, pharnaceun ueRR qCe %t un -
v6hi cul e conpati bl e 75 JTPhyr G aBg aq e pour tel eRGS

Conposi tion phar e egnprenaRy un deéri ve zol e selon I Ryne
guel conque des reven i catifens 1 A 23 ou son sel () addi i on avec un aci de,
non t oxi ue, phar maceut i quenent acceptabl e et unHvehi cul e conpati bl e

phar maceuti quenefl? acceptabl e pour celui-ci. 10 Revendl cations pour (I} Et at

contractant: AT 3 est 1. Proc6de de preparation d un conpos6 de formule: 'H
~~~~~ danglgguelle R, est H, un radical afkyle de 1 3 4 atomeg.gde carbone ou —CH20H R, est H oygHs; R,cﬁgt

R X-(C H2)n . R6 (1)

. (11) 25 ’8ans jaquelle R est H un radic al kyI e de 1 a 4 atones de

carbone . ou_kCH2 sest —eenERLea T T T8,

ou. ... bH?—Q %582%4 esﬁmﬁg&% ou R3 et %ﬂ p"rcg's’cr?c ent STRENbI @' i's

l e 36 CH3 40 =CH2, = =CH CH3, =CH CHZ-0H3 =0C-CH3, ou

=CH CH2CP2CH3; 3 Rs D e e e e e e e e e e e e e e e e e e e e .2
- ‘RBA.Rg ou RIS etR@ESEHoddHCH ou -C. G ; R5, R6, et R7, 13

- qui peuv Je identiques ou differents, representent chacun

H -CH3, -H2 OH3, un halfsgene, OH ou -OCH3 ou bien R5 est un atond
d"hydrogéhe et R6 et R fornent conjointenent un pont -O-CH2--0O.CHs,

zant E:I?I agux AROTES rgpgesg%ergo ggj %ﬁpt gﬂggna_ll e(rcggy&gl enyI g/d:éi)g ’-| R
-H CHZO—IZCHB) -CH(-CH -Cr3"- Ry R Ryy Ryg

ou =CH—CH20H2CH3; X est ~CH=CH= ou —C = C~ ; R5, RS’ et_R7,

qui peuvent étre identiques ou différents sont H, —CH,, —CH,CH;, halogéne, OH ou OCH; ou R; est
35 I'hydrogéne et Rq et R, forment ensemble un pont —O—CHZO-—entre deux atomes de carbone dans le
groupe phényle; ' .
CHga

4 ~CHRg— est —CHy—, ~CH(CHg)—, ~CH(—CH,CHg)~, —CH(-CHZCHZCHs\;, —~CH{~CH~CHg)—,

_ ' | . CHg
,; ~CH(=CHaCHaCHyCHg)— 0u C=CHj,  C=CH-CH3, >C-CH-CHgCHg, ~>C=C—CHa,
' | | _ | | | CH3
o o >C=CH—-CHoCHaCHg; | Rg est H, —CHa, '—CIH20H3, : —CHchZCHS' —_CH—; CHg,
I —CHZCHéCH20H3 ou OH; Ryg estH, ~CHg, —CHyCHy, —CHyCHpCHg, —~CH—CHg.
" | | | CHy
ou —CH2QH2CHZCH3; - Ryq ESTI H, = —CHa, —CHZCH;;; —CHéCHzCH:;, "—CH — CH3

60 o
- ou —CHaCHaCHoCHg;

nest0a4; alacondition que Ry, et Ry ou Rg et Ryo ne soient pas simultanément des atomes d’hydrogéqe et
65 ses sels d'addition avec des acides, non toxiques, pharmaceutiquement acceptables, pour emploi en

54
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- CH( - O—|2G—IZO—|20—I3) u >C-CHZ '>C=CH CH3, >C=PH CH2CHS, >C CC_-H3, 5

- 03760

ou CHB'a et en >C=CH OHOTR>6#8: Rg est H -CH3, -CH2CH3,
- CH2 m ent anti- e en 0 ent diu e e ou
L ' CH2 é@égﬁ%ﬂﬁ' 5533 e Jn %&.& éﬁeu }u}; fantiddr .hb&%%é n’k& Jei,&. 8&3&%%@2&

5 CH3 (,f)u - mzamntIORpharmmeutﬁue cmenan@ﬂzie}ﬂ& d’lm@@@ﬂﬁi&-@ Jreve@lita@hB371dd sou
- CH2CH2CH2 CH3e! ?1“@5‘9" Qvey % acige, "g" égirﬁ'cﬂﬂ'le nhawaﬁﬂ@quwnsacaﬁ%ﬁ% oRYn ¥&hicutg gompatible,
est H ou Cfg PP B Eogbtl g% ﬁE o floe EbhoHinalF ol B0 8 S0 uiegnaue s
si mul tan6m5‘mre\1 cﬁB nbfHoRigiY, pﬂaﬂh&ednq b let
R3 est 25 R7 ualverieuidR®mphiinle ﬂarﬂi&hetﬁlﬁh&ﬂiﬁnt@ﬁﬂﬂéb&@usdemltanemant : hydrogene
Rs et R, ne soient pas si mul t anenent |' hydrogbne; et R, et R O ne soi ent
pas si rrult’énGrrent | " hydr ogene; et des ses sels d'addition avec des 30

aci des non t GRevéHdRStionp Pour B CesntrspimEEaTt accept abl es, qui consiste: a) a
ydsii re reagir une i mdaolyl cetone de fornule: 400 H dans | aguel'l e Rl et R2
sont tels que d&ffreRédé dn Ridparelion d'wh comporide fBWeadi cal al kyle ou aryle tei
quo defi ni?pl us haut, avec un_derive g hal ogenure d' aryl - magne3| um de

formule: 450 R6 I\/gHaI R7 dang™® e5Rs, R6, R7 sont tels qu'i &8s
Hai - dessus et Hal est t Boe, m|pou obtu MR(0F Ry
formule | dans |eqf R4-| st \OH} fal rer jz:onpose d | a:

20 _ N P4 7

\Mf ' - (h . ' : (n

25 dans iaquelle R, est H, un radical alkyle de 1 & 4 atomes de carbone.cu —CH,0H; R, est H ou CH;; R; est

CH

. 3 S .
w —CH,, : —CH,CHg, "CHZCHZCHS_’ —CH-CHj,, .-CH.ZCHZCHch.s + - —CH,CH=CH,,
= S
ost . ou —@Rs et R, est H ou OH; ou R; et R, représentent ensemble
s le ) 35 ' : '
o | - R, -
|3 . ’ . . CHa.

= 40 =CHp, =CH-CHg, =CH—CHy~CH,, . =C—CHz, ou =CH—CHyCHyCHg;:

Rg Bg 1 R0
: 45 X est —=CH~CH-~ ou —C C— Rs, Rg, et Ry,
i3 : qui peuvent étre ldenthues ou dxfférents,'representent ‘chacun H, —CHj, —CH, CH,, un halogéne, OHou
: —OCH; ou bien Rs est un atomd d’hydrogéne et R et R, forment conjointement un pont —O—CHz—O— s
13, 50 entre deux atomes de carbone adjacents dans le radical phényle,
A3 | - A
45 | CHRg— est ~CHy—, ~—CH(CHg)~, —CH(=CH3CHg)~, ~CH(~CHpCHaCHg)~, ~CH{~CH— CHg}=, =™
H3' | _ . . : | CH3.
Ha ., ~CH(=CHyCHyCHaCHg)— 0 DC=CHy, >C=CH—CHg, >C-CH—CH,CH3, Z>C-C—CHy, ou
CHy
zet

en " g5 DC=CH~CHaCHaCHg; Rg est H, —CHg, —CHaCHj, ~CHaCHzCHg, ~CH—CHg,

55
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C—(CH 2) ,6 H7 60 ' _ R2 dans.
| ahuelle R a R7 sont tels que defl ni s ci-dessus et n' est de 0 a 5, avec
y conpos6 de formula: 65 Ha}
5611 G 1111111 1111111 11111111111 ® 072 %13 dans | aquelle R3 est un 30
rafdi cal al kyle ou aryle tel que defini plus haut et Hal est un atone

d' hal ogene, pour obtenir un conpose de formule: 1 CHgy

g5 R~ ~ : : . -

fR2 H qu' on deshy CH e 2P e Rent (Z)sﬂtr'Q e aHi T R Ronpo e 2dedt o T 8 ou 1t
sdans | aqueldl e X est R1ROI | -C C et RlO est un atone d' hédrogene 20

) Afaire reagir un ester alkyli que d' aci de i m dazol ecar boxyl e de
: oir\r/nejlcea eg N 019 c‘E!'*’CHzcia',\‘ Ryq est H QIG.HEgHchs, —CH20H20H3, -CH—-CH3 H 30 dans
aguel l e Rio et R2 sont comme ci-dessus et R est un radical alkyle, dans un

bren er stade #etHafilaPlaftHai 17 950 @'lég‘ﬁ&?"tﬂ"t'ﬂéq?%rrml e: R5. ss
CH6( CH2) n-M R7 dans | aquelle R5, R6, R7 sont tels que d6finis plus haut et
“test de 0 b 5, pour obtenir un conpos6 ge Reormul e: fini plus

-- R-MyHAl quand #laBisoH, RO H 0B R et bst \.cat. al kyle ou aryle tel que
lef i ni pl us haut, pour obtenir un produit Qn 55 deshydrate au stade
inal afin d obtenir -un conpose de formule | oiff711; :

alors R, R, et Ry ne soient pas tous simultanément I'hydrogéne

. ' _ 5 -
quand R, R. et R, sont tous I'hydrogéne et Rj est ‘@HG .
| | . . R,

- alors Rs, Rs, R; ne soient pas tous simultanément 'hydrogéne; R; et Ry ne soient pas simultanément
I'hydrogéne; et Ry, et Ry, ne soient pas simultanément I'hydrogéne; et des ses sels d'addition avec des
30 acides non toxiques, pharmaceutiquement acceptables, qui consiste:
a) a faire réagir une imidaolylcétone de formule:

20

25

P
35 . _ ' N C—R,
- - B1—</.I
| | e,
H

40 : .
S dans laquelle R, et R, sont tels que définis plus haut et R, est un radical alkyle ou aryie tel que défini plus
s'\./j haut, avec un dérivé d'halogénure d’aryl-magnésium de formule: :

45 ' . Rg
_ ' . .R7 .
50 dans laquelle Rg, Rg, R7 sont tels qu’indiqué ci-dessus et Hal est un atome d halogene, pour obtemr un -

" composé de formule | dans quuel R, est OH; S S e S P Y
b) & faire réagir un comp_o_se de formule: o -

f5. . . ﬁ._ ' Rg
: . ' : N C—(CH,) Rg
. . “ R / -.en
. 1—< I R,
60 TR |

dans laquelle R, a R, sont tels que définis ci-dessus et n’ est de 0 & 5, avec un composé de formule: '

" 65 o . RsMgHal

56
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re catal ythuerrent un corrpose de forrnule: N GC(OH

'RES "6&]:¢ ~~R7 65 . H57 1 1111111
11111111311 11111 111141 * C L M S * dans-1l aquell e R, .
0 072 §16 . .1 dans |aquel0 072 61®. Rs, R6 et R sont tels 97
que dMinjs pl uaaﬁ@éﬁhell@h ﬁurﬂ%&uc#gkﬁ?&l % Pl*ug)%fﬁn S hgﬂ%kﬁalgsql.m &Hl@lquglbgene pour
pl us haut, a) aost a,ﬁ,egéddl?org.gngpose de t?e

~~~~~~~~~~~~ OH . R5 R qy-. (CH2)fl, SRR H~~~~~~~~~~ n _

2n t5 dans Iaq;uel le RlL. R2, R5. RO, R sontOHteI S gue defIHéS pl us haut, R3

est un radical” alkyle ou aryle tel que defilni plus et"n' est de 1 a 5,

pous dorner un conpose de fornul e 13} _densACetfe&dy,. R Rl11 RRat o
20 ' R, —{/ lC— C et &) un atonme - '
d' hydr ogbne; f") a réduire catal yfi tR uﬁ corrpose de formula: 25

| 8 R5 N 30 [ 2 R2
dans laquelle Rl, R2, R. R6, R7 etHn sont comme ci-dessus et R est un
radi cal al kyl e comme ci-dessus, pour 35 R, R9 obtenir un conpose de
formula 11 dans gq@pgwdyeteefglplemaq.pombte&r “ﬁﬁ""é%’fe prformpushoudp dﬁ?ﬁd?%’g@?ées‘g) a
faire reagir th inidazol e-al déhyde de for mg,mm,,40 N_ CHO 45 H dans- .

|l aguelle R1L et R2 sont tels qua definis plus haut, avec un

ar al kyI i denet ri phényl phosphor ane de for nmulet=C— ' :

et Ry est un atome d’hydrogéne;
20 c) a faire réagir un ester alkyllque d‘acide lmldazo!ecarboxthue de formule:

N’

. 0
"25.._. - ' B - C-OR’
' . 0B -</ I
inément : : 2 .
wvec des _ H : '
30 ' ' ' .
© dans laquelle R, et R, sont comme ci-dessus et R’ est un radical alkyle, dans un premier stade avec un
réactif de Grignard de formule: _
_ - Ry _ o .
35 - . | RG (CHz)n,-MgHal o
_ | R7 . _ _
dans Iaquelle Rs, Re, Ry sont tels que définis plus haut et n' est de 0 é 5, pour obtenir un composé de
. 40 formulfe: .
fini plus

enir un

s | o R ﬁ' Rg

p - o N C~(CH,) n.-@%

S “ . 'R1_</.I o Ry
| : _ | '3 N

50 qu'on fait réagir, en un second stade, avec un réactif de Grignard de formule: -
' - Rg—MgHal
dans laquelle Ra est un radical alkyle ou aryle tel que défini.plus haut, pour obtenir un produit qu’on

55 déshydrate au stade final afin d’obtenir un composé de formule | ou Ii;
d) & réduire catalytiquement un composé de formule

. _ _ o Ry
g0 . N(‘J —Rg
' R1.—</ Ins R,
: N ], -
. ’ 2 .
65 . . g - H
- b7
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407 S ‘ Ri OR5. (G6H5) 3P = (CH2)nr
“®°B7 55 dans Iaquelle Rs, R,, R7, RB et n sont domre definis ci-de
our donner un conpose de formula 11 Gap? R&JtsRlo 60 |equel X est

1ast ‘un atone d' hydrogene; 65 58 | % 11 HIM HIIT Dil

|_' ~~~~~..,4~~~~-daﬁs~laqueﬂe~ﬂ1~ﬂ,~ﬂs, Rg et R, sont tels que définis plus haut et R; est un radical alkyle i3l aryﬁ tel un
72 615 : quésfini glus hagt; %%ﬁ ire reagir un

Rt al kyl si | yPitfieEY9gIes uyeemRgp f%""“ ~~~~~~~~~~~ Y-Si-Y to

: -Y dans.laguelle Y est un radical alkyl e,o vec un hal ogqmure d aryl al kyl de
formule: ifini : | RS

Nr 19 la. }fini 1  R/CH C—(CHAY, 5~ R-CH Ha 20
dans laquelle R3, Rs, R6, R7 Rs slont ‘conme Ny S Ci-dessus et Hal
@st un atare d' hal ogene, 5\163@nc ' Ute aci de de Lewi €, pour donner un

conmpos6 de fornule | au 11 dans II qué Fer X est Rs R 25

; | -CH CH i) 3 faire reag|r|_pne mati ere de depart deforrmle 30

'R~5 1G R3 112 113 R5 : | R1
30 ~~F€ dans Ia%ﬁélllelR,,Rz, n}h}% Qo]aategﬁhe'defmls plgs hauRa &edlun radlmelkyle ou aryletel que défini
X- - ) ur plus haut et n’ est de 1 & 5, pous donner un composé de formule Il dan&équel X est

R14 R15 R7 R 14 R 15 35 dans

laquel le R2, R3, Rs, R6, R7 et n sont tgl'§*®que dMinis ci-dessus et R12,
R13, Rl14 gt R15, qui peuvent etre identicgges Cu differents, representent

chacun un agmeesgup%gg,gg-ﬂwo&ueun radi cal hydroxy, nercapto, hal ogene,
amkﬁo --Cal'k Tsrédarelcaﬁsyﬁq@hﬁm cBRp&aLbRAsueU 40 0 11 | -

25 - 5
o C CH—(CH @ _
- wI

1_

30
dans laquelie Ry, R,, Rs, R, Ry et n sont comme ci-dessus et R est un radical alkyle comme ci-dessus, pour
35 Re Ry |
obtenir un composé de formule Il dans lequel X est —CH— CH— et Rq est un atome d’hydrogéne; '
g) a faire réagir un imidazole-aldéhyde de formule:
40 ' :
CHO
ST
. ‘ 2 .
d H
dans laquelle R, et R, sont tels que déflms plus haut avec un aralkylldenetnphenylphosphorane de
formule
50 o o F|‘1o'.. | ;Rs
o . ' _ o . Ry .
55

.dans laquelle Rg, Rg, R;, Ry et n sont domme définis ci-dessus, pour donﬁe’r un composé de formule Il dans '

- Ran
.

60 lequel X est —C=C— et Ry, est un atome d'hydrogéne;

65
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est un radi cal * al kyl e; ou bien R12 et R14 peuvent Atre corrbi nes

& mer un groups ceto, ou R13 et R15 peuvent 8tre conbi nes pour former
: 0'-ps ceto ou a la foi s R12 et Rl4gep7R1g1st R1, peuvent former ie o
si-mlt:anenent d?‘f groupes C avec un reactif capable de convertir | adi We5

‘et i er 3-de depa e I°Re'YY, f’l?'kE'B'FVP’@‘EEﬁBHd’ﬁfﬂ'm“'f) 3 faire reagir un
formamjde avec- un conpose de formul e: so: .. R~~~ R 5
RFt7 . CH Q ou R 7f. X—(CH2) 60 65 59 11111111 1 111
1111111111%1 1S11 .0 072 615 dans Ie R, R6, R7, Re et n sont
tels que définis plus haut et Q represent ' 05 .

~ ~~~0; 0 0 _s,_y - 0 -GCCHNHCGR

C CHNHCHZ ou -CHCR2 '

F~~~~~%11i @ Wo R2 Y R2 _
Hal (000 Hal &sgra&r@u@vgﬁen%d&ada@ae%ecﬁr%tgédrna cr'aqhmheerdmrée aral kyl e ou
aryl e) substitues ou non su non substitues, a |la condition qua O ~0
a) quand Q est Ry -CCHNHCR R 20 IaRreﬁctron avec le
#Hnhr mami de goit suivie di ai tlerrent du produrqs me( aﬁe avec un

aci de; et 25 b) quand g H—Hal ou Rg ~CH-Hal

|~~~ _ : : ' R2 la
reaction avec |le formam de soit sul vse de I'hy(ﬂ?ogenation du produit

i nt er redi ador e; k) A hydrol yser un conpose de fornmule:. R35 C=0 N Y
y~N 40 dans laquelle R,, Rs, Rg, Ry, Ry et Ry sont comme définis ci-dessus Qm-lal est un atome d’halogéne, en
présence d'un acide de Lewis, pour donner un composé de formule | ou Il dans laquelle X est

\s/"
_ : Re Ry
25 : ' | .
R —CH— CH— . S
' ia féire réagir une matiére de départ de formule: C L o
30 A R, Ry, Ryn ' 3 :
| 5 {3 a2 fha R o T2 fis
. R CH~C~C - . -X~=C=C ~
6 _ [ Ry ou Ry (CH,) Cll (IZ R,
wr _ - "R : AR _ . - .
- 7 145 Ry o R4 Res
35 _ :

.. - dans laquelle R,, Rs, R, Re, Ry ot n sont tels que définis ci-dessus et Rm{ Ria R'M.et Ris, qui peuvent étre
identiques ou différents, représentent chacun un atome d'hydrogéne ou un radical hydroxy, mercapto,
halogéne, amino, —O—alkyle de 1 4 7 atomes de carbone ou

40
0
I :
_ —Q0—C—R
\’ 45 ol R est un radical alkyle; ou bien Ry, et Ry, peﬁvent étre _combinés peur former un groupe céto, ou Ry, et
_ ‘ - Rys peuvent &tre combinés pour former un groupe céto ou 2 la fois Ry, et Ry, et Ry3 et Ry5 peuvent former
de . simultanément des groupes céto, avec un réactif capab!e de convertrr ladrta matrere de depart en rmrdazole
correspondant; . - -
ia farre réagir un formamide avec un composé de formule . . o
50 . : . . '
= : R . o o : L I
Rs _ |8 S Rs : _
Rs. CH-Q ° "ou RGE— x—(CHz)n—Q e el imaae.
s o LA R _
60
65
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4 L0 45 < _ _ R R dans | aquel l'e Y.
“¥yéste d arylalkyle determine par la fornule | at 11, R est un radi¢;
“dJalkyle de-1 a 7 atones de carbone ou aryle de 6 a 10 atones de carbone
~41) A .hydrogener un conpos6 de fornmul €0 GR-645~~~~~~~ | CH2 2 65 g-.~~-

,h:y~[-)~:z<R Odaﬂs Iaquéllgﬂs, Re, Ry, Rg &t n sont t,zls que déﬁnis%lu'élhaut etQ représei'\te]t\| RON 60. o
H CH2 R' 65 60 _ 1* C L N S 1
* 0 072 615 dans lesquelles R et R2 so | s qua definis plus haut, Y 1
est tel que defini da@s} (k), ﬁ? est. u® rac aryl e ouﬂkyl e et R est
un radical aryle; ou ) A falre r~agi i uncopOedfom 5 / o

R 5~~~ OR RTECH-YEnS-Raquel | €RANHRE2 R5 0uRs 28 17Feont conmma

définis cj,-dessus at Reg nrdclakl el~43oed carbofne avec lyp réactif de
Gignard de formula R2 % CHr My ‘Hal 20 daRs | aquel eR3 ast conme i ndi que

«Ci -dessus pour obtenir un conpos6 de fornula: daslaquella ses 25
iR - {ol Hal est un atome d'halpgeneRR gstpun radical alkyle, apgjkylgpu aryle) substitués ou non su non

iH 35 substitués, a la condition que
i 5 ' jl) ﬁ
a) quand Q est _ B —C-(l:H-NH-C—_R,
Ra
20 _
. la réaction avec le formamide soit suivie d'un traitement du produit intermédiaire avec un acide; et
o~
25 : l R (o)
b) quand Q est —C—(')HNHCHZ R
30 Ra
; la réaction avec le formamide soit suivie de I'hydrogénation du produit iniermédiaire;
; k) & hydrolyser un composé de formule:. '
; 35 _ } | L )
1 . : - C=0 ’ .
R N Y N oY |
40 _ </ j/ ou </ ]/ : | . -
N : C = 0 h -
S |
. 45 R . N
dans laquelle Y est un reste d'arylalkyle déte'rmin'é-bar la forh_ﬁle I et lll, R est un radical alkyle de'1 a7’
atomes de carbone ou aryle de 6 & 10 atomes de carbone; .
50 I} & hydrogéner un composé de formule:
o : K o . ?u .
- L ’ o .- _--?Hz
: N Y . N A4 . ' N : Y
R’S _</ : . o o
' NI R1—</ I . | R{ 4 I
: : _ _ - ou . :
. I R . N - Hz . _ N HZ
60 ' H 2 o I S o :
el . _ S CHy : S _
. R n
- 66
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- 45,750 55 60 65 61 -

. | - 0072615 o 7
dans lesquelles Ry et R, sont tels que définis plus haut, Y est tel que défini dans (k), R’ est.un radical aryle ou ' t
alkyle et R”” est un radical aryle; ou ' : ;
m) a faire réagir un composé de formule:
5 _ .
. _ /R .
10 _ o  Ne_~CH Rg -
B S S
V"
15 ' H . .
dans laquelle Ry, Rz Rs/ R et Ry sont comme définis ci-dessus et R est un radical alkyle de 1 2 4 atomesde
carbone avec un réactif de Grignard de formule ' :
| 20 Ry—CH,—Mg Hal |
\./' dans laquelle R; est comme indiqué ci-dessus pour obienir un composé de formule: _ ' . ;

2% : : _ TG - _Rs ' _ %
30 | | B Ry o
s .

) 40

. K(._; .
45
50 '
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