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45 The oxidation is conveniently performed using nitric acid as the oxidizing agent, although other 4

common oxidants can also be used. Typically, the imidazole starting material is dissolved in nitric acid I

and the reaction mixture is maintained at elevated temperature until the reaction is completed. If the

treatment with nitric acid is of long duration and a large excess of acid is employed, nitration of the
aromatic ring can occur at the same time,

50 An alternative route to the compounds of formula {I) wherein X is —CH,— comprises reactmg a
4-halomethyhm|dazole of the formula

CHZ—HaI

4
H .

wherein R, is defined as before and Hal is a halogen atom, with a benzene derivative of the formula: .

- 860
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[ U. . o
Preferably, the im dazol e startl ng materl al Is sinply refluxed in a
“suitable alcohol in the presence of an acid, .suitable acids for this

purpose being inorganic and organic acids, e.g., hydrochloric acid. Th Q)
‘onpeunds of fornula (1) wherein [err] can al so be prepared by-oxidati r\ f
the correspondi ng conpounds of f orGh@ (4? wherein 40 OH [err] 45 The

DXi dat | ORvHeRsirt A WG hE M, laYe BINE B4TBEoMS TMiEall, ltihd SikyiftioR -
pgent alxmhw@hge\ﬂs Meeh%mmtmﬁnﬁuamarwnﬂw mgb?:begaao d%@ﬁﬁ&e&?ﬁffdﬁg}% %E&Eﬁg”ﬂ:

i dazol éersmeaa*tme 'tﬂlﬂf eoivears fors-lsellnsblebmeq#s lnnludn alcqhglsaml atomatit Hybrocartmme telgon’

i xtur% "§°r (l?.% = m@'ﬂz qf ap psidy addition. 6?l; feg., the
‘Oerl e e J’ i lfctl'ﬁ%e Zehél g%ﬁée ﬁw'sfﬁlc §ml § @é T 'Fsrfoagreqmr% per
-arge ex@assqmareaebd.m.@zaéra . ratlon o aromati c ring c n-occur .
it the sanme Yeétmpoth&(brocess forthe al'dpe'etlrat of \ties eumﬂo&ndsmf fdiaule (i ahersiel X iof—Cryrul a
1) Wne)r EPmprises geactingoa bengefsrdedeasive elitbe ifergrula: 4- hal-onet hyl'i i dazol e of the
,-;-:=orrru|a [err] 55 wherein [err] gs defined as before and Hal is a hal ogen
itom wi th a benzene derivative ot ornmul a: 60 [err] 0 024 829
vherein [err] and [err] are deflna oHgQ Typically, the:alkylation
roceeds by contacting the im dagzo fg.., 4-chloronethylim dazol e, wth
he befizene derivative, wi'th stléiii ng at an el evated tenperature. Suitabl e

ol ventsvlhgre.mgea' thfr eemsme huaﬁl,wlﬁaﬁl&@@ols and. aromati.c

ydr ocar bons g %ne) im dazol e derivative can be enployed in the

.ormof an acid addltlon salt (\e g., th ydrochl oride), in which case an
.egui vaiPent - anount of an approprl ate bas h as sodi um carbonate i s added.
‘Bt the benzene is a basﬁ e.g., i ch oani | i ne,Ot hen two equival ents

‘hereof are enpl oyed pell one ecﬂu vaI nt ofl im dazolﬂé erjvative. Yet -~

not her process for t heCpfepdiatrRn—BrftNiEHaomburi faornula (1) wherein
-_conprises reacki ng a benze derlvatlve of Jgpe fornmula: to 15
;err whereln [err] and [efr] are defirfed as herei nabove and Qis 20 [err]
erein [viefeln AW drigHaRbR ddfifdds hefhabiil St RAMSmig ¢ h for mami de.

IPref erabl'y tWveferaBmahd RBctiod iRTOMIEIRSY Wiibrowtid B6iTHISthY bERbnel dbevate ineTERTR,
lder i vatoi e rlenctibortlmrnadms V80 thdpartiautec riaterialtempioyed: Rydction uneéstypitatly pairftancan ar
iat eri al "%wg %'gég The farpmice Heasmests fellawieg) bufeaction with suanerantiete gcid ts.BHEbUr s
The for 'H? maerelif| owed by reaction with an appropriate acid
(e g. HO) when Qin the starting@materialgis [err] 35 40 in order to

_ obt ai nest he correspondi ng corrpoundl of f(')“rl_'nulla (1) wherein Xis -H.

R,

40 in order to obtarn the correspondmg compound of formula (I) wherein X is —CH —_
Similarly, when a startrng material wherein Q is

" ' ' -c-?HNH'CHZ—-@

Rq

is employed then the formamide treatment is followed by hydrogenatlon thus affording the desired
. s0 compound of formula (I).
o A further process for the preparation of the subject compounds wherein X is —CH — comprlses,
hydrolysis of the corresponding compounds of the formula

P | ¢ I‘f"“z R-z
| L __ . ' T _ Ry _ F‘3

= ]
Ris

wherein R,. R, R and R, are defined as before and Rysis alkyl of 1 to 7 carbon atoms or aryl of 6 to 1 0o
_ carbon atoms Preferably the hydrolysis is carried out by borlmg the starting material, an N-acetylated
65 imidazole derivative, in an aqueous solution of an inorganic acid until the reaction is completed.




Srmlarly, V\/nen a starting materi al V\/nereln Qis 0 45

[err] is enployed, then the formam de treatnent is foll owed~by

hydr ogenation, thus affording the desired 50 conmpound of fornula (1).
further process for the preparation of the subject conpounds wherei n
- CH2- conprises hydrolysis of the ﬁgﬁwdl ng conpounds of the for
55 [err] wherein [err] and [err] a ed as before arid [err] is @
of 1 to 7 caebervtitdr progess forahy/ brepdratfontod thk(zompodnas obfotnia (IRVedréh Xli$ y-CH,he :
hydr ol ysctsnnrsesclwdrqge@btlompf byptapipn|material bfogwwa:t i ng material, an-N-acetyl at ed
65 i mdazol e derivative, in an aqueous 'sol ution of a&an inorganic- | d until.

the regction is conpl €t ed. £4829 Yet anq.] er proces;
preparation of t Ia(I) cﬂfprlses
hydr ogenat | paSof<€a 4 arti of for rruI rr] [err wherein

r p
[err] and [err] ned as- befd"l‘ae and- [err][ls d aryl group. 3The
hydrogenation is onven ently conducted in the guesence of a suitable
cat al ygt and undef a hydrogen atnosphere, "with pt1rring. Suitable catalysts
-include platinum oxide, palladiumon-carbon anoﬁﬁaney ni ckel . Reaction 25
tenperatures vary with the- partlcular starting. material enployed, wth
typi cal tenperatures being ZSCFQ{-a{r] The 'present ‘invention further
provi dé&s yet another process: f(or preparl n Bi-n select conmpounds of the
i nvention. Thus, according toM¥ the inventi on a starting
material of the formla: 30 | e'rRF :
~ hereinbefore defined, [err] a 4] whi ch. caﬂsbe the sane’ or dlfferent
\g/roe edeh hydrogen hydroxy, hal ogen,4 amino- -O al kyl ‘or 40
Lo d SRBRRIA, B R, oo oLl D s BELR! o 13 4R ST b Sk Iy lBltnl Bl 20

be conbi @ |€htl§rqérm’u@teg e PleBiHle ofd s laﬁﬁm aff aundgll‘?a'lg lﬁﬂg h’ﬁm&'@rﬁ) ﬂ%?d to
forma kelrrang'; ISitfbie Odtalpsd hcluld bibtirinl oidy, bhliadideh-dredafbo e&yr ickeR Reaction -
si mul t28n eamret ré?ovaw hdth ahey partiputar srtasturgeaellemj enipldgeda w-tbagramﬂ toapmdiures béing

conef ti é‘ggr startr n ,&C van i mi dazg[ee thearf or mul a: %err
55 wer g B0 AR MR b S el 0
conv I ct e star cor respondi n azol e
i ncl’ ucbe [err] + [err] (or a ﬁ1ource of ammwaaggnd f or mal dehyde) HN_:CH- NH2,_

60 [err] and HCONH2
(formam de) ‘The.choi ce of &b+ §H§e—rcea?entl varies with the
particul ar startrng R AR _ S

- 35 : 3 : 10 11

wherein R,, R, and R, are as hereinbefore defined, Ry, Ry, R,q and R,, which can be the same or
different, are each hydrogen hydroxy, halogen amino- —O— alkyl or .

A}

~. | ' —0—C—R,,

- wherein R,; is defined as before, or wherein R, and R, can be combined to form a keto group, or Ry and

45 R,, can be combined to form a keto group, or both R; and R,, and Ry and R,, can simultaneously form o
keto groups, is reacted with a reagent capable of convemng said startmg matenal into an imidazole of . i

the formula:

50 ' : CH R
- o ¢ I @£ 2
. - N - TR,

5 :

- wherein R,, R, and R, are defined as before Reagents capable of coriverting the deprcted startrng
material mto the correspondmg imidazole include NH, +CH,0 (or a source of ammome and .
formaldehyde) HN--(:H——NHz

H—C—O®NH,®;

_and HCONH (formamrde) The choice of an appropriate reagent varies with the particular starting
66 material employed For instance, when the startmg materral is a haloketone or a haloaldehyde, for
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frat eri al enpl oyed.” For instance, when the starting material is a - S—
hal pket one or a hal oal dehyde, for 8 . 0024 829 exanple, when [err] and _
[erfk] together forma keto group, [err] is bromne and [err] is hydrogen,/- "

or: en [err] and [err] forma keto group, [err] is bromne and [err] is
hydregen, then it is preferable to rgt ths starting material with
forgrami de in order to obtain the 4-b @ﬂq #dazol e derivative. It is.

l'i Kewi se pre@eplabiientry ardrRj, AygettRF R IaGk8tododp! 1R, ik BRHRIan Iyl
pl dce of t_h@dt?r,dn{me-kaps_mui;".rﬂ,ﬁmoraihe)amm??siri?m"@bnsme.sn&ﬁﬁﬁgb%%egﬁ %e‘g?aer:irﬁ' |
thTe is i ng;ﬁﬁ%l@gﬁp |u; orderite, ebtajp t%psyqzyligﬁd;g?édqm_aﬂvheﬁie.Iikemamahle to
forjman dg | SarhaEateiaie the j‘??ﬁqggiﬁg TeBeR plagaofit braging gier. in Gerséqremdnyionedhe
r eqEti ON | Susiifh aceds ¥d B6Ys ih it BO A LsoNint] GurbRIN, dkotobbion I D g eide s
rargi ng fr comundd for &ipedod6futings rahing 6m dndfd AOnIR. & thélstahting SnaklridPR B glyoxat
derfi-vati ve,degvajive. agarbepiyl glvgpaker other comheundabmgowpel  of the type: [err] 15
t hdgn the,amoni a needed for the synthesis of the-imdazole ring is suitably
taen from ammoni um acetate, whilmg {he _neededofd@rnalin is taken from
hexfanet hyl enet etram ne. Two equiyal € f thdsd reagents are used per

i val ent of glyoxal derivativet2 SO] Oty are, for exanple, 20

et hyl f.or mani de and formani de. glypi |y, the reaction tenperature is the

_'I ing point of the reaction nixture, and the reaction ti-ne is-usually.

im one t cthémtheantiidiiaSneeddd OF th tsymRdsls, of tKCimfida¥ 81X fhg Qes{xhéﬁ@tt'al\/e%_f@nanﬁﬁoniu

regct ed di rasetetey while the arwred ifermalivdis ftakenirbalerRyshesthylinetdtrirhiné. TWEBIGLUAent bﬁthége
yi 8 ds o%a d"Erﬂ;ieEépa’ r ‘cPe'?P‘ié" lent 104 | dixoxdl odeivative, Suitgild Sbinentsa sipe Clor @karbgie
verent’ LIRS 0e f%gggggiug.?ﬁﬁaﬁ;zﬁ T Lol et o

erials, derightive e edoied Qlrecti it ; gg j DAy

fimami de tdasifedrmdubmrs@rameeﬁlpm,?ﬁ:.ng P i For by a%émgme%ir?‘téﬁ%?{ds&f
above- descfisu@dsing spectf thehaboseraenttiomey reactien isahe tabt fhay 1l lhpdrod fcela® Etalting 2
(1 eat Ed WEHaR9ammPodsaf e fosmddit, particularly formanide, under . .

i idér conditions than those 43 di scussed a owi ng i sol ation of the

( _ OV €. E‘l L ng. _
ter nedi at e oxazol e, which cant e fur {Rar _ra dcted with formami de to
iord the correspondi ng conpa. Moo J g-f{n -this variation, the
irist fofranmi de treatment is carri ut at a Ipw tenperature (80-120[err],
ending on the particular stBfting material ebglkgiyed), to afford an '
ox@azol e of the fornmula: R3 SR - N ! " RN which can

thén be eaypivyesdincdactiwith fdvméroidereaiode thd yqpiesintivig ahidaxbresit .1 80[err], for

about 4 ¥our s, At & vafatien gf tha@berelescsied praprseirttie stbrtingenaparietsariormiufavent i on.  The
stiarting material used'in this %Locess can be pr e%(:lr ed by known nethods.

Re_'ﬁerence i s made to Exanples 490ay ) and ( d 50(a) bel-ow for a 60"
degcription of methods which, izz (Y0) Jaogy st godeane illustrative of _
prpcedur€s which can be utilized to pare 2 hg dpsired starting materials.-
\Asg stated above, the conpounds & the general %ﬁrul a (I) and their

P

r
-toxi c, pharnmaceutically acceptable acid addl%i'dn salts have val uabl e

ar macol ogarcid tr@iﬁﬁﬂfhﬁn%ﬁpr@ﬂﬂt%n@E%uiQQV%érQ‘ P ARGE dg')égr% I L)
ant i - hy per tissusiedeboveagitoivinglisoiation ofithiy iﬁfei'rﬁedia‘iﬁéiaidé/‘ﬁh'icﬁimf:gﬂme%nl;:r r'eil::::dt ';\?if:
anti-infla gid .‘%ﬁféﬁfgs‘etqoquamq'ngzqo oyndtdf farmnyla i(Ih Imthisnatision, the first formamide .
. o treatment’ is carried out at a low temperature (80—120°C, depending on the particular starting
: ~ material employed), to afford an oxazole of the formula: : '

R e A
: R . ' ' : Hs : . o .

which can then be easily reacted With formamide, typically at about 150°C for . -
: _ i , , for about 4 hours, to afford -
the desired compound of the present.invention. The starting material used in this process can !:e
- zrepa_ret(_i by lf(nov:: r:ethggst; Retf,erence is made to Examples 49(a), (b) and (c) and 50(a) below for a
escription of methods which, it being understood are illustrative of procedures whi ili
prepare the desired starting materials. ' o g Foe which e e qtnltzed .
As stated above, the compounds of the general formula (I) and their non toxic i |
_ d ~ , pharmaceuticali
acceptable acid addition salts have valuable pharmacological properties and have been found t:)/

' possess excellent anti-hypertensive, . anti-ulcer, diuretic, sedative analgesi i-i )
PN L , y . gesic, anti-inflammatory and
65 tranquilizing activity in mammals. - at an
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',c acrd was adm ni stered . p The nunber of withes was recorded in the
Hbwi ng 25 nmin. period so (Koster .et al: Fed. Proc. 18:412, 1959). H

pl ae test Test conpounds or.saline were given i.p. to mal e mce and
theteafter the time on 55[err] pl ate was recorded. The results are
essed as conpared to saline. %e*?nti i nflammat ory acti vi
:f'- m ned by inhibition of the carra ee%?i duced oedema in rats by the

con ﬁ)unds exani Tredndst¥uitbige tréhqdilizegistazd of an Brioal indhiales thebepility B @kain thé dprightlposition
1: 544 1962)and vmdmgﬁalgr 1h|f%5!gt i |metan¢ﬂ rege tma;}t@n%?ﬁrlwlfgeg?hgwﬁ géa'z gfvvl n%g3
met frads: 1rwin [

s d
60 '"°"ala rﬁkﬁ o u@n,sr,amﬁc bk ""L’s?op Sibé ¥ ihs cORBoL wa?hs VAN EBASSS 8s

re obsaro ranquj | i zing -tam ng- effect on
: The tes4 (Ziﬁfrpmwrmrbemmmrcmhh rwhidhoyaed §Dggrvaltecofcilt inbidg i.wDwad fpubddin the .
es W'é!h?fr?aﬂhstﬂﬂe fags 'efb's’ew érr' bescribed gpave e s3yse p Sptegtakie e

fun,gt 'W{}b‘.’t 3?% et D A S P o P an MRS o0 Bl

sle _p - iv. the reductlon of blood pressure was on an average 30% the decrease of puise frequency being 12%
65 0 0 . @34n3iétageh Enendutdtios ol thé:bifeet wiatdgast sQzmitutes (fter waricratimethi determination

fudes thefvaamtr:rrtrp d}. s thetLBsgis 4P malkg .. irhnice dtsan becpnalndsdc,tbasrﬂmthmmqync Kanges

m nfmal avor"ﬂ%(r? I-hygertpasivg Eff“%‘ifrﬂl"ﬂﬂq“pa
P e LA e e R AL %%g@r,f,z

hs and \wrngdsunagvameéﬂmged i hﬁe aﬂm&r HSJcFEHdldBBveO i3 9ounB Shat GISHOGHE] pw.p E

F 5 co@plelyepcenepled sheoforrhdtien phalkeracol ogi cal properties of the. .

' ounds of t hlgprltpﬁ,gqmqupp lg)r(g‘-ragtth Ilgﬁnpxymrdazole havmg a LDy, of 25 mg/kg iv. in mrcedthe
t e lonﬁ@]t m?ﬁ% pr ose

was fq,w}égﬂ" %}fﬁ g—,%%ﬁé%mesustureeg ?ch = }:nge}ér?petl lﬁ m'ﬁmon of

.-| wei ght darb[ewe' a'@rnmwea,rmﬁaueﬁﬁr&myanidmr havgrgefr.ng,,rmmm mglg

‘prefisure eve«n Im« mvelclwéolbﬁvmy r esgitkiq the apovetrfentioned tiits: A loweting of hidodPraseyrk with

ad °€F nokgR ‘O(ﬁ"t yvake §HB pat °f6°’°as°
T ??% R ‘%ﬂ‘ 2 u‘:rg% S e

decfjease of pu Wher BAGHE Hath bﬁW] Ry‘&i%ttﬁﬂn reag@mg e, SI6F A0 RGP L. iice
ef fEct was atasltesaedt asbébona, mutaat-h mhbrsrvewﬁea:hvaerfmdi thethde:tﬂmr amBbidose ofad mg/kg

intgrr upt@d)comA!steth@’e Z%;Sa th ?s%"gﬂm k er& r: ' ami;rr?fc‘@ "Fglko gcRIpvery é deame P%It!\e
thali- thethr =

of Hh q ?Q ' M\s@. %tfa nti- é‘@o was m:‘@l 555\ rp% are dent diwﬁg
t he édecr ease of \Mné-ooqiz mf—&mthi/lbeM\ﬂ)uﬁrbﬁldte r?éoﬂfgw;ohf a:edmcemgﬁg ﬂaDGr rhied, W]agt‘ek@d
p. 0}; .and & 5%6alpyen oalvda)sev gﬁgr@ca@u egt Wéa)tnuntho%udgseatbft%o miglkg prevented

~adniihi strat |°6ﬁ'°' "Vr@
n.mi
e g i S L mﬁ'crr é’%?é; Rkl
conpl etely r&a\r@f& étfé &4, CiRtife -0 qrg/k v@&a@w partlv .
4- (2" - met 4wyl benswghy mmvabamlpeamhawgﬁ@ aoﬁeﬂes]ofﬁfecﬁﬁpmmpﬂi &fthe inventiomisrgives jn thlae’
520 fiol | owi ndollowing tables.fin thed ablps emeana thp\indod modesats effeqt @nd tht-anesasia magwd effery

of - Bl ood -pressure with a dose of 0.5 ng/kg i.v. of 10% 30 minutes after
&t‘fm-nr stration; conplete Eparﬂmenifcempm‘ndi\hmArm’-mte.rtmwoﬁffaa{scers at "a dose of .
5. [arr]/kei. p The conpound

4-[fierr]-(2", - di et hyl phenyl ) ] hydroxyret hyl i mi dagol @"’ ose?ﬁ:f Y [er r] of
125 rrg/kg [ v. in-mce, gave the follow ng results | u%@ [5 ae,gtm%ntioned
testis:. A | Oveer | ng of blood pressure with 25 a dose of | ngigifeég 1. V. was -
.notlceablﬁ w t h p—dese—of—3—ngltkg—p—o—w-th-awake—SHRrats—the decrease
was?‘20%3 hours af #42" GadimettivibenzuliimisiazoleN t h a dose of| 5 0%kt he conpound
conpl etely preveng h r f.ulcers, while mwth,.a dose of 0.5
ng/rrEg t he preventggzntavrg's"e&a&? '?m"%\ﬁme J’-b1—6i'?

4-[[terr] - £2' - met hyhpdienstiy)dehsytlintaeysiet hyl i mi dazol e, haviow-ao.fief r] of 160
mg/ kg i.v. in mceg was tested as above, no anti-hypeftensive effect was

foudd. On the ot hpf-3i&irdichigroprsadlimigaagieny/ kg 0.03—0.1
: 4-[a-{2’,6'-dimethyiphenyl)]hydroxymethylimidazole - 0.1—3
" 60 .

4—’[a—(2’-méthoxvphenyl)]hydroxvmethylimidazole ' 0.3—1
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O conpletery preventec
prevented thempartly. Wen 5-nmethyl -

having a [err] of 27 ng/kg i.

V.

in mce,

ornatl o

4-(2',

no

-di rret hyI benzyl )| m dazol
vvas tested as above,

~anti-hypertensive effect was found.. A dose of 0.5, ng/kg partly prev

the\_,ormatlon of ulcers and the
(27,
in mce

When . 4
. V.

-di'nmet hyl benzoyl )i

Biaf 8

was tested.35 as above,

100

kg prevented them conpl et el
aving [err] of over
only a very slight anti-hypertensive

iy

effect was found. A dose of 20 ngy/kg prevented conpletely the for rratlon of -
é’rylse frequency. -

“ul cers, whil e 10 g/ prevented thempartially
4- | [.err] - (2, 6' -di met Ayl phenyl )] et. hoxyrret hyl i-m d
ng/ kg i.v. .in m ce, was tested,

anti-hypertensive-effect.

However ;

it possessed only. a ve

%{mﬁ'{i [err] of 45)

-a dose -of _tbwsrhgkg- conpl etneieys;w event ed -

12

B

7 Rt A s te TR b1 Fre

e mimimmima ey r el etk i

~the for'mation of ‘ul'cers, while 0. 5 ng/ kg prev@hsfed t hem part |effect40 A
sumary Fole]] properties o] t onpounds of. Lhe | nventionf:
i s given A}ﬁd%ﬁ’éﬁﬁg}% g‘%}e I n the Tabl ejés:|6 i means.-havi ng a m)derate'
ef f ect a1d—(2'-l3 ﬂmﬁyltﬁnﬁaﬁﬂﬁﬁdmeffect Exanpl es mtn.Corrpounds W B3b-10
Anti-Hyppertensive Effects 45 Bl-ood pressure| M ni num Dose (ng/kg i. . )
havi ng a ﬁ(éﬂ?‘hﬂ%ﬁﬂfy‘”‘@ﬁﬁ*ng effect 50 4-(p',@'=dinet hyl benzyl¥i nj dazol e
0. 003-0 o A hid zyl )i'm dazol e 0.01-0.0 55

L 45 -di -
4-(2' - L}? b%nfyoogéﬁ;?azékgﬁn 0:01 -0.1 4-¢2" 083_8| chl or obenzyl )i dazol e

- 0.03 - 0 144a{(2'@'-uine@ﬁ/lph&'wl)hivdmvh'ﬁfmhﬂlﬂgdoba] hydraxymet hyl i mdazole "D.1-3
4-[[err]t gﬁ - ret hox é)hen Jwy‘drox met h I|n1 dazole 0.3-1 65 P 024 829

- . Pul sp*#& d’%‘ﬁ?ﬂfz ﬂfé'@’"%‘ /) Vhaving a significant - .
ower i ng T NCreasing ertect eft ect '

- 4-(2", 6 - di met hyl benzyl )i m dazol e 0. 003 -
4-(2',3' -dinethyl benzyl)im dazol e .0.01-1 3-10

A4-(2' - rrethyl benzyl )i m dazol e ' LT 018 -

4- (p 6' - chxembles ofiSompounds wittia high 'éherapeutic Index for 'ﬁeatmengof@.@:e@ugCondﬁ:ons -
4 [ [err] £ ’_' - 6' rl| et h\ll nhanuli‘l Jg_\l ch vyrm_f h\ll | WLI‘JG—IAI% 0.

4-[[err]1(2' - met hoxyphenyl )] hydroxyrret hyl i dazol e eyic
Conpound$ with a high Therapeutic Index f sﬁgreé‘?;?!'f?ent of LJ| ce eéag .

Condi tiofs Therapeutic Dosage ng/ kg LD,, ~I'ndex [efr] (nousd, i.v.)
[err] -4- ¢ 2', 6" -di met hyI benzyl yim daﬁol e(mousa ivy  40ED, . 0.005
8000 4 2‘ ’)I IIM\Bt II UCTITZ I TIIT UQZL Tt %5 GGGS
7000 ( 4-(2’ 6’-dsmethylbenzyl)|mlg zole 40 ' 0.005 8000 -

4-(2'.3’-dimethylbe_nzyl)|mldazole 35 0.005 | . 7000

4-(2' 4’-dimethylbenzylimidazole 65 - 003 2167

-_ 4-(2'-ethylbenzyimidazole 34 0.005 6800

L 4-(2'-methylbenzyllimidazole 25 0.005 5000

- 4-(3"-methylbenzyllimidazole 38 0.02 1900

4-(2'.4',6'-trimethylbenzyl)imidazole ‘63 0.03 - 2100
4:(2'-chlorobenzyl)imidazole 65 0.03° 2167

4-(2' 6'-dichlorobenzyl)imidazole 48 ' 0.03 1600




| met hy be"nzy )i m dazol e 65 - 0.03 .- —-
4-€2' - et hyl benzyl )i m dazol e _ 34 0. 005.
4-(2' - met hyl benzyl )i m dazol e - 25 0. 005
4-§(-3' - met hyl benzyl )i ni dazole - 38 0. 02
(R4 4", 6" -trinet hyl benzyl i m dazol _ 0. 03
- chI orobenzyl )i m dazol e 6 024 89@5 ' - 0.03
- di chl-or obenzyl ) i mexhaipils 8f Compounds wnﬂl&luretlc Effect 0.03 .
0 024 20 ;varnpl s of Compounds—w-t-h—Di-tr-etic—Ef-f ect— sa_g_e__‘ Di uretic
fect % ng/ kg - 2.5h 5h ' " Dosage | Diuretic | effect% | _
S 4-ferr]-(2Y, 3 - di met Hyl phenyl )] hydroxyrret hyl.ijmi Be%ile 2-5h10. 05" [ 411
240: 0.6 . o | hylimidazol 10.0 411 _| 280 _
4l err]- (2' |§F'refrﬁeti”1%e'r’n‘§/’|"3"f'ﬁ§" roXymethy] ifni dazolle ~ 30.0 120 66 0.5
& 4-[[err]i- (2' - et hyl phenyl ] hydr.oxymet hyl i m dazod.¢ (30160 234 211
err]-(2'|- met hoxyphenyl ) ] hydr oxyrret hyl i ni dgzol @15 30. @45 158 " '~ 68
4" - di 9 30. 2 8.
(2, 3 - di e @‘Fb@% twlmewazg#!r%xyr.nethyhmldazole 3%% ig? 66 1
4-(2', 6" -di et hyl benzyl )i mdazol e 0 @5 150 |~ o
(2' - met hyl UEIIL&I yTTrdazote 128 —4P 0. 05
0 4-[[err] eethﬂ?W?EY'WWﬁhm'FV!'P@PMVnethv|$9r?dczoP%4 J30.9'1 6p 16
: é{rzrpl es gf ; HS‘mﬁH&Q&e Dosagfo.o”q_ 0488 1,(0 1p 30-60
, ' 1 1 ++ : - Lo
(2", 3" - di ety #bimatibinaiitisizeble R [ +300 | 228 | 181
A3 -rret hy|[BEnZ azol e - g K
(240 & PSP a0l o £ Q08 | 150 .‘
(2'- -ethyl %wb')d.mtdﬁs&mumndazoae ' ' 1 tdos | 150
41;( 3' - met hoxy-berzyHH-r-dazel-e- .
-4- 5(2' - chl or cb‘bﬁt*yie)hvmwtoldezole +30.0 . 128 49
44 [‘e’rr] (2'1, 3' -di net hyl phenyl )] hydr oxymet hyI Hm @69' € 440
4-;[ [err]- (2' - met hoxyphenyl 11 hydroxynet hyl i m dgzol = + +-
- 5yyret hyl - 4?4»-[a6('2‘ SlLdiRépHaRNAthox e A RIaole 30.0 60 | + 183 | 0024
8&?9 Exanpl e —ﬁ‘f—eﬁl‘l‘pﬁﬂ‘ﬁ'de r—Ana-geste—EH-ect—Anral-geste—activity '
. Examples of Compounds with Sedative Effect
: ‘ ' : . | o ' Dosage, mg -
03—1,0 [3—10]30—60
_' _4-(2’,4'-dimethylbehzyl)imidazole T L s+ !
\\; ' 4-(2',3'fqimethy|benzyl)imidazole N : | ' ++ }
o 4-(3'-methylbenzyl)imidazole ' ' _ ' ' +
4-(2' 4 §'-trimethylbenzyllimidazole o
4—(2’-éthylbenzyl)imidazole. o . ++
4-(3'-methoxybenzyllimidazole | - |+
" 4'-(2'-chlorobenzyl)imidazole. o S+ ]
4-{a-(2’,3'-dimethylphenyl)]hydroxymethylimidazole ++ |
4-[d4(2'-methoxypheny!)]hydroxymethylimiﬁézole - _ B ++
| 5-methyt-4-(2°,6'-dimethylbenzyllimidazole | - +
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|ncrease |n rret hod HP-ti e (‘;dgsage - Wmnunber ng/ kg

activity 4-(3'-nethyl benzyl)i m dazol e _ W30
++ 4-(2', 3 -di net hyl benzyl )i m dazol e . HP 0.6 200

4-(2',4" -dinmet hyl benzyl )i m dazol e W 100 0

.5 - 200 4- (2" - met hyl imd | .
S + ( me g_ﬂza/ialm azol e 15

1
200 4-(2'-chl orobenzyl )i m dazol :
4-[[err]-(2',4" -di met ey CompalnaswirrirnagesicErmbaz ol e W 100
HP 1.5 4-[[. eLL] -(2' . 3' -di net hyl phenyl )| hvdr oxynethylindazole W
++ HP .5 400 C ++ : : - : Analgesac activity
4- [ [ er H=t2—=methytphenyHthydroxymet lfyi rydazote T W66
++ 4-[B-(3'.- met hyl phenyl I'l hydr oxymet hyl.i-ni dazoLe N 'l?@se(t';;) .
4-[[err]-(4-nethyl phenyl hydroxynet hyl i m daz [ .
++ 4-[{ err] (2' -et hyI phenyl ) hydroxyrret hyl'ifm gz@l el - 3 activity
S ++ HP L 30 — - -
~4-[[ery 1”% znetmmwyrpmww )1 hydr oxymet hyI it Wa0ol e| W100 |++
4-[[er cy A hydroxymet hyl'im el W,IQO '
4-[[er ’h‘}%?ﬁg OQX%R\@H)\? %hvdroxyrret hyl ij i az‘gl e \/\/2] 0 ol H
HP 1. 5| 4-3'[4c@inletiyenhimitiagars hy| phenyl )] net howyioet hyl i m dazolle+ W 100 1B
+ 4-[[prr]-(2' 6" -di nethyl phenyl )1 et hoxyngt ha/l i m-dazole W100 - 0.6 § -
~ +¢ 5-Met hyl - 4-(2' - met hyl. benzyl ) i'm dazol e w 38§0 + B3 0+
- 5-Meth dlrrethl henyl) T et i m-dazole} -
viog | iRz himiadiog I TELNY| PRETY ) | }jﬁf% G T AT PR o
. @9 Exammeﬁlom‘be@mpmtmls with Anti=-Infl armsHIR)'ry Ef feczoo Ant i+ i nf _armatory?
~activi ,1 60 Y mthe—Tatr—Tnhirhrt{onmof— :
carrage %’rﬁ‘ér‘? A -fimsthwip ‘Efgﬁj@h‘g‘”‘(’%"‘y“m'd“°'e aqt.i Vi09 _"3 it !
4-(2', 4 -di met hyl benzyl)im dazole = - "HP 1.5 .18 _ a{-
4-(3' - pethytbenzytri-dezete —— —et— . + . '
4- [ Ref | p¢-22’ 33timuinyiehenyl)ibrizonyripihiimidamip et hwiwodakol 60 gHa+ |+ |
4-[[ert]-(2" -nmethyl phenyl)] hyroxynet hyl i mjda L? _ 400 47 ¥
4-[[er]=(3' -nmethyl phenyl )] hydr oxynet hyl i m e 34 | -+ ;
' 4-[a—(2’-rnethytphenyl)]hydroxymethyhmldazole S W100 | 0 +
" . { 4-[a-(3'-methylphenyl)]hydroxymethylimidazole w100 o} ++
| 4-la-(4'-methylphenyl)lhydroxymethylimidazole W 100 06 |4+ -
4—[d—(2’-ethylphenyl)]hydroxymethylimidazole -1 w100 .0 ++
| | CHP1S | 300 |+
i "4~[c't-(2’-methoivphenv|)]hvdroxymethVIimidazole w 10‘0. 25 ’ +
\/. k 4-[a-(3'-_methoxvphenvl)]hydroxymethylimida;ole _ ~ W100 0 ++
T 4-[a-(4'-met'hoxyphenyl)lhydroxymethyl_imidazole | W100 . 1.9 + ‘
. HP 1.5 -
4-[a-(2‘,6’-dimethylphenyl)]methoxymethylimidaZole w100 |- 13 - +
4—[a¥(2’,6’-dimethylphenyl)]ethoxymethylimidazole ' W 100 0.6 ++ -
5-Methyl-4-(2’-methylbenzyl)imidazole . 1 W30 . 43 1+
5-Methyl-4-[a-{2’, 6'—d|methylphenyn]hydroxy- ' ' '
methylimidazole W 100 13 +

_x) HP = hot plate test ' : T : : ' (E
W = writhing test : : _ : ' 1
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. det

4- -(2-ethyl phenyl )| hydroxyrret hyl i m-dazol e 73 ++
4- -(2' - met hoxyphenyl )] hydr exynet hyl i m dazol e E +
4 - (3" - met hoxyphenyl )] hydr oxynet hyl i m dazol e 71 +
4- -(2',6' -di net hyl phenyl )] net ho%ﬁ%hyh‘ m dazol e 40+ .
4- -(2',6' dlnethylphenyl)ethoxy dazol e 35 +
4- met hyl benzoyl ) i M d&zamhgles of Compounds with Anti-Inflammatory &ffects +
5- yl-4-(2' -net hyl benzyl )ini dazol e 44 - +
5- MfEhyl - 4-[[ err]-(2',6' - di met hyl phenyl Jhydr oxy- flTEtMi—uhﬂBndﬁ&&l/Gctwnty |
52 - 5- Met hyl ~4-[[err]-(2' -nethyl phenyl ) hy dr toomg/kdiph-in thet dazol.e
67 | +[ 5-Methyl -4- (2" - - et hyl benzoyl )imdazole rat an
+ Banpl es of | Conpounds ‘wi tth Tranquilizing Effectg AcTiNI T rats 1pss:
decrjgase - of _dose of . nuscl e ng/ kg| carr ,J,n_ty - tong
cat g¥epsi a 4-(2', 3"-di net hyl benzyl ) iF'm dazol e . edoedema |+ - |
+ - 54 (2 - chl orobenzyl )i nm dazol e- ~0%R5 | activity |
I + " A=y benzyl YT m dazol ¢ T — +F
-+ 4%%4 g'mc?%'#eb[eﬂﬁyp‘é'e% )i i dazol e 1. A
+ 44( 3" - met hy| hezidthyiseneimaiiRole - 1:0 +81 . - 5
0 024 829 Actfvity in. cattle 5 dose | oss of "loss of phylkg:
avoifdance: -rm>&1l@-(% @rré-wwheryvhvmwhwmwpw. m ¢azol €52 | *0.1
++ _ﬁ-—-(2'-ch|orQ Vi 0-1 ' +
4- (¥ 4,6 -t}] lr?f‘g?{{ +deé‘1rpzhgf‘i\§f’m%§'8"ym°fhé’"'“'da?5"° 1 t 4+ b
4- (%, 6' -dine hﬂh%mﬁy)phﬁhwwm’oﬁ/methyhm|daﬁleo5 +34 + +
4-("-rrethy|_b %lrn f + 20 The
i nvgintion is | frid r’%ﬁt'éVéPhB?/V" r'r"f%m’f"difl"‘F*l?ﬂ)ﬁ‘'l‘fCJmExarrpI es. In ¥hese Exatpl es}. 3
uheye " H NWR bﬁ#&ki-am@mnm@d fmdlbARRRLAS, - he leR pegdra weye, det ey mned
witht a Perkin apparatus using an _externmal .tetranmethylsilane .
st affear d, fro Tﬂt&MZ!hnettmmeeA)MU@wmﬁmmaioleshl fts ([ered, ppm ake
tabllated The l.etiers s reuedtomdi,cate"-asinlet, :
dou él et, tri | ét["{()# %T‘i"f"ﬂ\e@f" hy?'@é"&fgqyﬁ lo I'n the sank' connettt t he .
nunfer of hyd a4’ @t.@mtﬁy&héﬂygm\eg{omy“ﬂ;mz&@rrp()unds ydi ch afe,indicated
as pases are tested in deuterium nethanol, deuterifum acetone of deutefium
chl 3r of orm V\hFf[@-(%’I@é‘dwmwbeffvtﬂﬁthemdwhddaM| ch gre . i ¥ cat ed| as o
hydrochl ori dep ,uer deut eri um oxi de] The pmss-spectra were. .-
et €1 mi ned wi 4\@ 'ﬁeetﬁﬁllgeﬁzﬂ)' ﬁ/u apparatus using direct inlef System. The
: t-errp_er_at ure eTp-IMBjWMSméthﬂbdnfwmﬂazbleﬁper ature needed 49pr the|eyaporjation
of t:the conpoupd ' : 1 - '
] . { 5-Methyl-4-[a-(2’, 6’-d|methylphenyl)]hvdroxy- ' CT
methylimidazole - v 82 - +
i * 5-Methyi-4- [a-(2'-.methylphenyl)]hydroxymethyl— :
\/ imidazole _ ' 67 +
. _ 5-Methyl-4-(2'-methylbenzoyl)im_idazole 44 +
: Examples of Compounds with Tranquilizing Effects
? ' Activity in rats
: " loss
- decrease of
dose of “muscle | -

_ mg/kg moti!ity tone | “catalepsia|
4-(2',3'-dimethylbenzyl)imidazole 1.0 + . + —
4—(2'-ch'lorobenzyl)irhid'azole_ : 0.25 + —_ +
4-(2".4"6'-trimethylbenzyl)imidazole 1.0 ++ — +
4-(2',6'-di methylbenzyl__)imidazole. 1.0 ++ + —_
4-(3'-methylbenzyllimidazole 1.0 + — —
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30 as basé. In the Wstrongest and the rmst essent i-al
fragnentations froma structural viewpoint are given as nie values. In
parenthesis is given the intensity of the fragnentation in relation to tf
mai n peak. Exanple 1 35 4-[[err]-(2'-Methyl phenyl) hydroxynethyli m dazol{e%
4.8%'g of dry magnesiumturnings are covered with 100 m of dry . i
tetrahydrofuran (THF). The m xt ur@ Q24 828 ed to boil i ng and-a solution o
2-bronotoluene in 50 m of. dry tetrahydrofuran i s added dropw se at such a
rate that gentle ref.l uxi ng |s rral nta| ned. After the addltlon is conplete,

t he reactl_ rxttr-e—is ICIIUKCU_IUI an
m xture i S|eool ed to 500C and 9.6 g of 4
slow¥ in small portions. After the.addi
refl uxed fcpr 4 hours. Then, t he rea’ctior

aut.u l._rUIIa.I ‘III"I"ILIL CS.

- 40.im daf@f"é%(l"‘tf@ﬁi?de ale added

tueya 1 S| QeI et €, f§dagofm ture is
ma/kg. ur £ avadmal eﬂhsa:eebnaour ed into

Fhe reactionf

100 m of —cortat aye) i
Part of the
t he t8trah

UI \I VVd.L et Lv

4r(8t?r'ath\cﬁqnfv3m#§°'a| stilleq

-cotrreent

cﬁf to
The

IaLUU le
giveta s
m xpure

IUL,III UTl |
mal t&r vq

c acid.
| une .and
i twi ce

s washed
ayer i s jmade al kaline with
brecipitate whichi{forns is
1.s recrygtallizedi{froma

fettthg ot 163-164[err].

Y4 AL i AbehRlnfiilzAged i Lh, waje

ort ons o rof orm .The cqueous-
sodi um hydraxmde 6S-eimithyibenfypichicaalelt 45 §).0.The .
‘washed with water and dried. The crude pgroduct

m xt ufe of | feRed %ﬂh@%é‘f‘?ﬁ‘l"d?&'egl ve a fr JURt _

NVR 1.9 . 7 1H):¢- 6. B5 1H), 6.85

7.3 {m 2(, 4(§J_D"Ethg‘&§§'ﬁlé ”82%‘1%1 (140/§S 17?}%0 : (Laq (1?}0% 185 (

143 (28%, 5%4&( 199, 116 (199, 115 (29%, 97 (21%, 95 (27%, 91 (21%,
e

6.9/ ( 28%) elge gpes Qlus‘tg;ed by th'F foll:ﬁv;g; Exan;ples e *h ‘#\ll\éﬁl wers,
a-[[err nt mer. a sin erna ae sila anda ormf |
i iﬁwﬁ% A M ) E%eéffgﬁg i

L i
EXANp! € yhich thd SraGated hemrc@.pgh Lted S usda gl |
pl ace Ofndidatraogmidl) maet trighe bk, resplettively) ARy Sdnid Ednredtib® hé hmﬁaeetohanol
mel t- s abvdld‘s@n 2Bjsds plso staleR Tha CGmeu,ndSSWIFh dreTndicated 2bpased a@3este] in Hp(teriy 3 i S,

nol teriy ge og_d enumsshlaz@‘gr th gi;ue :[q[%ompgtg)gs Mm%re 183
(96 /Q Tg ydro eut"é ééﬁ e, 899 ,
105 (18%e te 3% 3%,:@ § mf é%g p%'igégﬁk’& e&m&fo%ﬂ"&

kin
_4-[ a-3p3as Miﬂe%}ﬂ pi%emln))ieklyld! mgm hyi! itine dﬁﬂoéseenual fragmentatlons from a structural
. The prieweaiutrace gifenteanip valuep. In paneathesis ie divercthe intansitof theJragmentation| iniesiation s
used. ‘THMBretREs el ts at 120-122[err]. NVR 1.85 (s, 3M), 4.15is, 2H),
5.3 is, 1H), 6.35 (s, 1H), 6.75 (m I;Dp72(s 1H)I\/5188(100% 187
(29%ss 41 et r(yaa.%mtw,{dszo% P45 (40%, 115 (16%, 97 65 (63%,
96 (679, QB m%eén%%mmﬁ@a red @dh (19D%l. of Idvy tetrakydtbbutarB ABIFETRaTD| e 4

t4-[[err ”“44“5 f qquedaztﬁ%mfme' Pmﬂefu@neﬁa%
lisre ats § ana

s LR b St aEA
recrw .azaa&aénvaef 403y

hiod B Sncis Sbn
NVR 2. afiuxed for34 hpuyrs. 5Tl'ﬁn Cﬁ\e r lon nix tﬁe'(?é cooleld) and@:omid ]i';to 1?)0"% of /cold GvBiar

" contdifng 2@ 6 Qflnﬁﬁé)é)\;ratéﬁ ﬂyd(@ﬁ%q acid? Oart bIOH ;etril'ilﬁrcﬁfrﬁ/i}: distlléd off 43§ a 97

: i\&[éoa/{é Z%a‘fns % @gg&p ahydpef @/@pla% @L%E%Te ‘wagheg twicewith §@mi

L

with 50 m

}Zﬁw m h droxide sol lon {pH about
rude product is recrystalllzed from.
a mlxture of water and ethanol to give a product melting at 163—164°C.
NMR: 1.9 (s, 3H), 4.85 (s, 2H), 6.7 (s, 1H), 6.35 (s, 1H), 6.85 (m, 3H), 7.3 (m, 2H). .
MS: 188 (37%), 171 (14%), 170 (98%), 169 {100%), 155 (12%) 143 (28%), 142 (19%), 116
(19%) 115 (29%) 97 (21%), 95 {27%), 91 (21%), 69 (26%).

' Example 2
4-[a-(2 6’-Dimethylphenvl)]hydroxymethyl|mldazole
The procedure of Example 1 is repeated except that 1-bromo-2 6-d|methylbenzene is used in
place of 2-bromotoluene. The product, after recrystallization from ethanol, melts at 166—167°C.
NMR: 2.0 (s, 6H), 4.7 (s, 2H), 5.95 (s, 1H), 6.3 (s, 1H), 6.7 (s, 3H), 7.25 (s, 1H).
MS: 202 (60%). 187 (14%), 184 (100%), 183 (96%), 169.(38%), 167 (18%), 156 {25%), 134
(18%), 133 (20%), 115 (18%), 105 (18%) 97 (32%) 95 (40%), 91 (24%), 77 (16%), 69. (50%).

' Example 3
- 60 4-[a-(3'-Methylphenyl)-hydroxymethyhmldazole
The procedure of Example 1 is repeated, except that 3-bromotoluene is used. The product melts
at 120—122°C.
NMR: 1.85 (s, 3H), 4.15 (s, 2H), 5.3 (s, 1H), 6.35 (s, 1H), 6.75 (m 4H) 7.2 {s, 1H).
: MS: 188 (100%), 187 (29%), 171 (21%), 170 (30%), 144 (17%), 143 (40%), 115 (16%), 97
- 65 (63%), 96 (67%). 95 (73%), 91 (33%) 69 (49%), 68 (51%)

16

b
%
1
.
.
o

P R A




- br

)*m) 2, 4-di met hyl benzene i s used. The crude product thus obtained is

recfystallized froma water-ethanol mxture to give a product nelting at:7 ™
© 1154120[err]. NVR 2.0 (s, 3H), 2.1 (s, 3H) 4.95 (s, 2H), 5.8 (s,1 H),{ |
6.95 (s, 1 H, 6.8 (m2H), 7.2 (m1 H, (s, 1H MS. 202 (62%, 18
(25%6), 184 (100%, 183 (73%- 169 (3§ @25542 23% , 156 (24%, 133 (13% 1

(1304, 115 (15%, 165 (11%, 97 (129%, Semfié4% 91 (26%, 77 (14%,

(3399 .  Exanpide(4b-MithyiphérdyBihydrodydeth@imidizatet hy| phen | ] hydroxymet h¥l im dazol e
The|-procedur e GilﬁeER fixwlerbﬁemeeﬁd 969\9@& Emotor ene s used. The product, after
- br p1o- 2, 3 Gid aﬂ%@ EQ \e product, after
recfyst al’l i zat %3@42,6‘1 (50 S1 )421;9(418 %)1967(58%S95@é)96)
1. 8p (S Fb-.( (68% 5 (m 3H),
(s,} ' rrpl e 7 _
4-[ e 15 3@-1 rreth @ he Ih et ? ddsgeh'qu m dazol e The procedure of
Exam' e “" @% Betidt dbrs%tbymﬁmgme Jeffe 4644, Th
NVR} 1.85 (Su g;e btained)is r al(u%d frd a,‘\’lvéertfetl(aﬁbl nﬁ'H)Jre td gl eﬁgr:dfﬂﬁheltlaﬁa?:
Exafmpl e 8 41{51— ﬂjaclVEt hoxyphenyl ) ] hydroxynet hyl i m dazol e Th rocedure:Q
Exapmpl e 1 |§ r LA, 3k @ebls. Qme&9iﬁb2*8n58§'hﬁkﬁ8§§ﬂoé'ﬁz§ﬁém1 Il “I'hé”‘
p“”'UCt s ®r %), 188 3‘5&?138'(549&9133-'
| (pg' it of th@am%ag?%ﬁ%&{ga B%g% 2%‘3 55 (44%2%2&%@%? 29
4-f_err] (SQﬂal\/t‘eégogyphtenyl) hydroxytmeith ammecﬁazol e T,he procedure of Exanpl e
: i’k repeat -2 emet enYHoYSF ! nzene | use 40
_ r:ke-é yst ai i za | ppﬂ: 9 @ E;(?Zm alhgg’%i%réﬁ 4 omo- ﬁhm hylﬁa‘fwieﬁé is’used. Th
36:% D7[err] . )(s 3 )4 S(s 281 665 (6 1ﬂ56(25,(s 1&)1b557mmr()m2 BHH).

(s, 1H) Exarrpl e 10 [[err] (4 - Met hoxy_BhenyI )] hydr oxynet hyl i'm dazol e

45 \e-m) rréT[rocedure of EX 5'%333 _except that

1- bhorro- 4- e Pl 3 b L a;@ea;rleuua
3.77(s, 311), %\%‘g?@s ),4 %Bl S?ﬁegiﬂé’ﬁ1 %’ﬁif i 3% h.
Exahple 11 50 4-[[err]- 4 - orop'heny hyd roxyrret hylim dazol e The

pro,edureloof Exa le 1 |s repeat ed, ~excbpm pt8h%1t 1 - brono-4-chl orobenzene is

7.2b

4
IS

‘usefl. | Af t er 4rled?’ ?tb‘P’W"Ea 'EYH'°F ¥imidazole th the produc lSusdl The
159} 160[ err ro;l%égpt:: e t%t 1r:: i o éh%orzl%ng t’gg h \%1 sgi&"s '
s

errj 3(52 Et vyt i ragit)) 3165 dls, @y, 6T KwBHdelamcblbgﬂ'he. qmo%édmﬂéﬂof Exarrple 1

recf
NVR; -
H)

1'17. 3 «o( Racrydtdiizatibn Hom( & wit
[[err] (2", 4" NMR-I75 manwsuhengm) pﬁﬁda.dwn?e@ frp4 $HHi 8BS &% dH¥he procedure of

repeat ed, except that -1 -brono-2-et hfgbep gne s used. After :
®duct relts at 139- 142[err]

stall t om wat
yl 1 (![%?[ %iﬁ.nmpzpﬁprny % g%g;[% excggtlt}rat Bbr@Bo3Smdthdiybenferd Is nﬁs‘éd After

g xhe pdoduct melts at 96—97°C.

le 1

apple 1. is repeated, except that bro rre5|t§I ene is used. After

uct nelts at 186-188[err].

r‘eé ystal l'i ﬁ ﬁ“{]ﬁg limida
NI\/R” 1. 95.4( s %a[ad&gypm glgxg : &)1 ls@eg’iéte(ﬂssxcébt H}at 1&1réln4—8—meihok{)b,enﬁn5|s(®ed The _
211? 7 25 (pmdudt lts at 127—129°C

i

[ SOt

S g e e v et s e e s L
oo b 1 R R e g > : :

'NMR: 3.7 (s, 3H) 5.25 (s, 2H), 5.75 (s, 1H), 7.1 (m, 5H), 7.55 (s, TH).

: Example 11
50 4- [a-(4’-ChIorophenyI)]hydroxymethyhmldazole '
The procedure of Example 1 is repeated, except that 1-bromo-4-chlorobenzene is used After
recrystallization from water-ethanol, the products melts at 159—160°C. _
NMR: 4.75 (s, ZH) 545(s 1H), 6.5 (s, TH), 7.0 (s, 4H) 7.25 (s, 1H). .

55 Example 12
4-[a-(2’—Ethylphenyl)]hydroxymethyhmdazole
.The procedure of Example 1 is repeated, except that 1-bromo-2-ethylbenzene is used After
recrystallization from water-ethanol, the product melts at 139—142°C.
NMR: 1.1 (t, 3H), 265(q 2H) 5.05 (s, 2H) 6.05 (s, 1H), 6.65 (s, 1H), 173(m 4H) 7.55 (s, 1H)..
60 - _
' ' ' Example 13
4-[a-{2’ 4" 6’-Tr|methylphenyl)]hydroxymethyllmldazole
' The procedure of Example 1 is repeated, except that bromomesutylene is used. After

recrystallization from water-ethanol, the product melts at 186—188°C.
65 - NMR: 1.95 (s, 9H), 46 (s, 2H), 5.95 (s 1H), 6.3 (s, 1H), 6.5 (s, 2H), 7.25 (s, 1H).
17



17 0024 829 Exanple 14
5-Met hyl -4-[a-(2', 6" -di net hyl phenyl )] hydr oxynet hyl i m dazol e The procedure
of Exanple 1 is repeated, except that 1-brono-2, 6-dinethyl benzene is used
in place of 2-bronotoluene and 5-net hyI 4-im dazol eal dehyde is used in )

pl adesof 4-inm dazol eal dehyde. 5 002489y poi nt of the-free base, aft¢

recrystallizati on from H20 et hanol IS 277- 278 [err]. The nelting. point
t he hydbr chI(_)‘{ Eﬁ"ﬁ} :'17(5 3H), 2.2 (s, 6H),
4.75 (s %W g ‘;’:Z VIR e 13 3. dinfeRBRhnd B k84 in
4-(2' - -%WJ’ héﬁe rﬁethyl-4-|m|dazolealdehyde is used in place of 4-imidazoteallleR/de.

4-[ [ ex r‘l]he(rﬁefﬁﬂmpdi}tl qﬂﬂmyde) Ibh;edraﬁefym#qllmamrdamlt-ao;;mandj BSDI7ve2V8°a. M@ nl  of
4 N HClmejtrignding vdrocio "qwg pal | adi um [1PréPd/§I)5 ar e added
and t hem x{“MRe(HFES"’é‘fl 14 a3 g ug'f') 413ﬁd%r3"¥§r §14 By R&eds-atMapout -

60[err] until no nore hydrogen is: Wﬂl (about 4 hours) The reaction

M Xt us es-{25-Mekribehdyl)iidagsle -and washed tw ce with 10 m portions of

chl or of or nb.9Thef Baddwethsp dﬂhydrmmétmmd@e akek dissolved tleOat)loqu HGI t h

sodi u ;‘?@ g e s|°6r? Gigslady 5 gl’ﬁcbmooﬂ‘ﬁ? on (pminere o pti
cono! AL e S QT Rl e |
_ err]:s edt PREJe 3 @ AINANRS foH abb&t 9} With @6d idei SSIUBH dridioRfiacdd with.

conver tdhmgofort'n (Bnﬂow)hmehydbmedﬂmumfdm exn-aasahmehedm wadri{ 1 1 mibidAdd avér t he

hydr ocHéeB@ced pwepoadraely eqsp puf}ed bp canverting i8iejo thBh\G‘B’c(“Q"dGQH)

4.75 (dna gﬁ; ing °!1' 5
| iaZO%aiééx 81 (¢ 193% Efarm e 1%;1 - 557 (Zi 16§%é%n2i8132%%?%20 le li,
10 g of 4 [[err] (2 6' - di rrethyl phenyl)l%droxyrrethyl 1Hi m dazol e are

of 10%Pd/ C are added and the -

(rjlaitzl o e%z %’Lﬁf %nc aci 4 v el out
AR ﬁ£@ e e o e

1S A e

we——
M-t praron

e mon P e AU AL SRR AT+ B AP T

60[ e\r*] acum dc eR{fd% PHCla [ & mikkatd ldlsBrrddSvido and

di st | achodpherd as t 60°Cumtilth®reacton id cotblevedt The ndixtare kbl extlfiltared ahdnec‘ttllh‘d xaire is

t hen wass'livéer volumee7uint of water afe ag dﬂdtalﬂ@lrlmt L‘?lfxtucwﬁ meof'\tr%#h?# WY‘R%W 'q\?ﬂ:@ha w“ fe is I
made 39 % ) @' q'?B ombgg%jﬁora? r§d)lftrac% are wggg c 5‘3@ water dn ;

chl of % A m. it o PR

vat er (toXgid aMprhdit G nlge@t 128L2128°€! The cdindsporidingt warbcmsndayanearaaadew
drynessacefﬁtaerrtemldEZ ?—eﬂmc Is crystal I | zed fromethyl acetate to give a:

'product 26- rr] ndi I r epar ed
et S AR s SRR MR 8 R 0
3.8 (s, (a2, 91 )(93(2

186 (1009, 185 (370/<) 171 (410/<) 158 (120/<) 144 (150/<)_ 143 (11% 142

(18%‘0 I\/éi%ﬁ 1% 81 (21%(amﬂm7rp| e 47 40 -
4-(3 r i & Of L ﬁta? x : £
gxgept Fnbé\t/u é%x ffsei i praeéiﬁﬁ E’D fffm Bﬁxynrlﬁ‘}] 3&%754!?@3 MR i Ik
Qdace oﬁydéochlbmer.;theapremé W bfplacbathee bylimdazole. The :

f r espondiNMR (Hgtsabllc R126 (s, i), 3§5t5h2§1ﬂ "pﬁﬁ am-ﬂ.d? 15\(@5!1),'8 5abetiit e mp

127-#80[err]. NVR (HC salt): 2.25 E&a‘h H%?]S 95 (s, 2H),4.65 (s,2H), 7. 15 (m
5H), 8. - 584 MerBenayhfrilisagP! © 18 4-( RBtHyl benzyl )i mi dazole

The procedure of Example 16 is repeated except that 4-[a-(4’-methylphenyl)]hydroxymethyi-
imidazole is used in place of 4-[a-(2’,6’-dimethyiphenyl)]hydroxymethylimidazole. The hydrochlonde
. 50 salt meits at 161—164°C,
: - NMR (HCl salt): 2.1 (s, 3H) 3.8(s, 2H), 4.8 (s, 2H), 70(s 5H), 845 (s 1H)

o Example 19.
- 4-(2? 4'-Dtmethvlbenzyl)lm|dazole ' '
55 The procedure of Example 15 is repeated, except that 4—[a-(2' 4'-dnmethylphenyl)]hydroxy-
- methylimidazole is used. After recrystallization from ethylacetate-lsopropanol the corresponding
" hydrochloride is prepared in ethylacetate. It melts at 151—153°C. :
: - NMR (HCl sait): 2.25 (s, SH) 405 (s, 2H), 4.9 (s, 2H), 70(s 3H), 7.15 (s, 1H) 885 (s, 1H)

s0 . ' Example 20 _
- 4-(2',3'-Dimethylbenzyl)imidazole
The procedure of Example 15 is repeated, except that 4-{a-(2', 3’-d|methylphenyl)]hvdfOXV-
methylimidazole is used. The product, after recrystallization from acetone, melts at 114—116°C.
© NMR: 1.6 (s, 3H), 1.65 (s, 3H), 3.35 (s, 2H), 4.1 (s, 1H), 6.0 (s, 1H), 6.4 (m, 3H), 7.0 (s, 1H).

68 _ - .
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; OU O CX AP O DT d om . c
4-[[Eerr]-(4' - met hyl phenyl )] hydroxynet hyl - inmidazole is used in place of
4-[fFerr]-(2', 6" -di net hyl phenyl )] hydroxynet hyl i m dazol e. The hydrochl ori g
50 |-salt nelts at 161-164[err]. NMR (HCl 'salt): 2.1 (s, 3H), 8 (s, w
4.{_32H) 7.0 (s, 5H), 845(51 le 19
4-(2" 4' - Di met hyl benzyl )i m dazol e 55 4 Qﬂgpprocedure of Exanple 15
repeat ed, except that 4-[[err]-(2', - CxamRBIE YA phenyl )] hydroxy- _
- netfayl i M daz<d’'s-Denetsat@nzyiricazole ecr yst allization from:

et Hyt acet at e- | §'b esedund of Examniey 1 B ds reneete ﬁeﬂq@gﬁm{wmy#lmepv!eimvlﬁbvdmv-

B R R

- Exgipl e 20 4- (2', 3' -Di net hyl benzyl )-i ni cbzz.-a,hezj’he procedure of Exanple 15 is
re e‘at ed, ek@f:&thvldeaavl)mqaapl( 2', 3" -dinethyl phenyl )] hydr oxY- net hylim dazol e

i s Jused. The rbﬂ R’!Pcedw’t éfr B P'zsi%I Ldl ?ﬂtﬁh t‘bheﬂ'-mbv'p'senmlhvﬂm-
11 [er r] yl lg rs3 er il {°§"°t3 er ge%ygtaelgatroz rom 4 nfuty?cetite,l_l)melte
(s} , 6.4 G\mnr B saie 8 4 9n), isﬂq 25438, 24, 5 &2154)8:2%@@47@@@11”)

4- (3 4' D| rret hyl benzyl)r m-dazol e - . The procedure of Exanple:15 is

re eat ed, except that [ err (3' (ﬁxmlh% phenyl)] hydroxy-

 netfhyl | rﬁ’daﬁ(ﬁ? “f'sTr 0| nt of the ¢ i
T4 1631 1 o s i s S ey
(s, i 2H), 6.85 R(&bbsalt)@195(i§m §(s Hﬁ)udixaﬁps%s :22H) 8.6 (s, 1H).
4-R - hyl benzyl )i m dazol e The procedure of Exanpl e IS repeated,.

qept tﬁ’at eﬂrjo 2')- et hg'l phenyl ) ] Eremela g4 10 met hyI i m dazole ‘is
-usgd. Thep alli.za from a ate t
ol ocer Ty Pty 1€ il W e RSBl
' , 7:35 (\NMR rﬁwsam%@S(s( SH), 1sﬂs 2169l 1 H1,3.816, 5H), 8.3 (s, 1H).

4' 26' Tri met hyI benzyl )im dazol e The procedure of Exanple 15 i S.

2 4 -trrrreEE‘?rW' Fr'én yl') I hydr oxy- rrethylrmdazole
L@‘d le Qe

re -:\a‘t’e

slised ﬁ@ﬁ% 3&:{% 10 GBI il Tl M hcrom-

sallf): 1. 95meshwii ole . ﬁ'ﬁem H)g,pod\tgﬁ gde 'ﬁ53° g@' y(j s
| 8.63(s, 1 NNR (HEDsalt): 3.55 (s, 3H), 3.75 (s, 2H), 46(m 2H), 6.65 (m, 3H), 6.95 (s, 1H), ExasmHBSZA

- Met ho%yﬁ'énzyl )i m dazol e The procedure of Exanple 15 is repeated

ex Ept that 4-([err]-2'-nmethoxyphenyl )]ggiy_wdrozé/ met hyl i m'dazol e i s used.

' (HO sahyyr ‘Méh&%&a,,,,naggzu,es 65 (s 65 (s, 1H), 6.8 (s, 5H), 8.3
-1 H) 35 25 . ExermpbécRdud’ of dExamipte VES ho xydeatedy bidept €T A-fa-(AhRetAbpRMAIIRydetixy-
Ex rrpl e 15 msthyl jdaxbleds,usekcept t hat 4- 04 err]-(3"' -net hou%phenyl ) | hydr oxy-
hyl i ni dazol &MFRs R 3§d2BH). Wé (#r2Ht 88§ (PAH7- ‘P 2R/ dr6thl oride is 151-1
30 NMR (HO. salt): 355(s£%ple§775(s 2H) 46(m 2H) 6. 65
H 3H) op. Qiadfﬁqulhyﬁﬂ)\enymelhoﬁﬁmetﬂth)daz
£ 10 g of 4-[a—(2’-methy|phenyl)]hvdroxymethyllmldazole are dissolved in 60 ml of absolute
k | ethanol. Hydrogen chloride gas is passed into the solution for 1 hour, during which time the reaction
CONCAE ~ mixture is maintained at reflux, with stirring. The mixture is then evaporated to dryness. 60 ml of water - -
A are added to dissolve the distillation residue, then the solution is made alkaline with sodium carbonate
P o 45 and extracted three times with 50 ml portions of chloroform. The combined chloroform extracts are
washed with water and dried over sodium sulfate. The filtrate is evaporated to dryness to give a crude
R product, after which recrystailization from ethyl acetate melts at 129—131°C.
- _ ~ NMR: 1.0 (t, 3H), 2.1 (s, 2H), 3.45 (q. -2H)._4.4 (.s,_ZH). 5.65 (s, 1H), 7.1 (m, 5H), 9.15 (s, 1H).

50 ~ Example 28
: ‘4-[a-(2,6'- Dlmethylphenyl)]ethoxymethyl-5-methyl|m|dazole
The procedure of Example 27 is repeated, except that 4—[a—(2' 6'-d|methylphenyl)]hydroxy—
methyl-5-methylimidazole is used. T
. NMR (HCI salt): 1.05 (1, 3H), 1.65 (s 3H) 2.1 (s, 6H), 3.4 (g, 2H), 4.65 {s, 2H), 596 {s, 1H), 6.95
"85 (s, 3H), 8.5 (s, 1H).
. - MS: 244 (38%), 229 {9%). 215 (15%), 199 (39%), 183 (100%), 162 (39%), 139 (29%) 133
(35%) 111 (25%) 109 (17%), 105 (13%)..

Example 29
60 4-[a-(2', 6’-D|methylphenvl)]ethoxymethylrmrdazole
B The procedure of Example 27 .is repeated, except that 4-{a-(2', 6'—dlmethylphenyl)]hydroxy-
.methylimidazole is used. The product meits at 142-—147°C. The corresponding hydrochloride,
prepared in a mixture of ethyl acetate and isopropanol, meits at 136—139°C.
NMR (HCI sait): 1.1 (t, 3H), 2. 15(5, 6H), 3.4 (q, 2H), 46(s 2H), 6.0 (s, 1H), 6.85 (s, 1H) 7.05 (m,
65 3H), 8.65 (s, 1H). _ ) _
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(s,1 H. Exanple 26 4-(4'-Methoxybenzyl)inidazole 35 The procedur
Exanple 15 is repeated, except that 4-[[err]-(4'-nmethoxyphenyl)]hydroxy-
met hyl i m dazole is used. NMR 3.5 (2, 3H), 3.75 (s, 2H), 6.85 (m. 5H)
(s, 1 H, 12.2 (2, 1 H. Exanple 27 40 e 10 f _

4-[[8ef] (2' - Met hyl phenyl ) | et hoxy ddazol e 10 g of °
: 4% % err% g(2_' - met %yrphe%yl )] hydro@hgﬂnﬁ%’gi dazol e are dissolved in 60
-absol ute et hanol . Hydrogen chl ori deExgiage 88 passed into the solution

hour, dfnle '-vage;ﬂ)ggéﬁwmth\@m&??% méétur-e‘ai ?fﬁ trgrasqislnt‘g%jnémc}ﬂ1 'a'; n\r@é@x W t h
irri e ""i'fé‘?; dPrepER- P5eRty i -(§Hmathylphe OX¥T e
Zéh{a; ? %ﬁﬁ%ﬁﬁg th,séd,f s%ﬂ' || é?’?é% 1SS PIRRTSD ¢ e fFoprRRengisthylaceiate elfgqat

al kal i ne WNMR (HOCKalti 2ae, BAN2LB (45H), 268! (L2 £86 RO2H) 8.8 IHTES! 191 1H), DA
porti ontHlof chl grgf o)r m a'{'he’ con-‘:()é&négd”chﬂg%?%{ (}931&(92; ?%zﬁgr mﬁg&id‘dgyt h
“water..a - @] € . ' W 17T} 178t s 18% §{%r 44 ness
}[Ng Sir,y_éag%gga@%rg?ﬁlﬁé%:émgﬁ whi ch' recrystallization fromethyl acetate :
nelts at 129-131 C. NVR 1.0 (t, 3lhamgeds (S, 2H), 3.45:(q, 2H), 4.4 (s, ;o
2H) , 5. €%-{35-Meihokjpheril) btHommetiyimidazold (S, 1 H). 50 o M
Exanpl emétg"’h&%ﬁ QJ:% g’f@ﬂMh% -meeppht)sy.eb*cemyﬂat Hyla-(3'-methényblienyiilnaexg The
u ST Al o Sl ated, except fhat - .

BEIFFZ%(LW(&E : |alr!r)é'3d%yzI(tpag)ng’ﬁgj"#&gF&é'—ﬁﬁ’é‘#ﬁ/é’-%ﬂ‘rﬁaﬁﬂﬂ1%%9‘&5@' BS5ysed. -
NVR (HCI" sal't): 1.05 (1,-3H), 1.85 (s, 3H),.2.1 (s, 6H), 3.4 (q, 2H), 4.65

2H),~-5.95 's, 1H), 6.95 55 (sExdbe3B.5 (s, 1 H. M . 244 (38%, 229

(s, \ 2 K _
(9%, 2l ",°"%9‘V hngv,mqmwewa,- 162 (399, 139(29%, 133 (35%, 111
(259" gmg&‘?%‘;% > (CLFgele 3

4-[[err]- (RmRAHCIaRET!

e R T b e

A R nir T Mt §

gﬁnﬁpéatzg Wept tha_t 4-[a-{4'-methoxyphenyl)]hydroxy-

_ i 31 0, BREDS! (3, )20, oue/ @i $ 1 £1a70k &, 1. 55 05 8 e% @

Exanpl etH7 i s repeated, except that- . - S _ . ,

p E?ir(r] b G phenyl.).].hygégﬁ)é.-eﬁfe;g%{l I mhng.Olcﬁl l)fl gzedbrlggréd‘ i N

pr dqucty (IEbL & _dithe s bl hﬁ"i ) ondi ng -hydrochl or , 2
ixe o B2 Stk Ebbmelinsncni

Sal t): Hydibgdri chididp, gas.id passed ,iméA i spf@u%n?‘zfﬁ'ﬁ{eti:%o&iﬁk e%t? fﬁ%ﬁge'({ﬂ*) ,

6. 85 ( dnaintpiped qt reflux( The nggure J4-Hhen Bvapbrafed, to Bryhbss. W mi Qfﬁmﬂaéhuﬁ&ﬁlefzxﬁdmiee 30 ‘
4- [Per 'é%‘?é‘ 's i F%SFKY{%}Q“" n@ghe setinmivthen gwet;‘tpql qtzwdrur;ee wih SBxelnpl e |1
27 is ._sﬁl_ @i iIteu% %a he fi %is 'J: E%O@Ynéss. Pf] cbmlpoﬁ@il}athrocht?or' e, prepared

met hyl iidrethpzaeb Qe iSodv@p@aol, & gog] de, prepared I _

i'sopr opanoN¥RItyCizeiot 22 ds, 6HEI3t3s(s,caH)5. 1 B52HM6pas, 1H), eNVR (HiIT.15al s, 832 (t,
3H) ,'352.12% (s, 3H, 3.55 (q, 2H),. . 4.75 (s, 2H), 5._55 (_S, 1 H, 7.1 (s, 1 H .
8.7 '("s, 1 H. M 216 (23%, 187 (&%/%‘ ]3742 (53%. 171 (100%, 170 (20%,
155 (7% Methftds-@16%Wmethdiordirifiazo (20005 95 (23%, 91 (15%. Exanple 31
4-[a- (3" - Meighatxs-platlyd-Jal-2t, BradiyisteyibhenyIfatadMbBylimidazole are dissolved in 50 mi of -
40 acetic acid. About 60 mg of 10% palladium-on-carbon are added arid the mixture is stirred vigorously in
: hydrogen atmosphere at about 60°C for as long as hydrogen is consumed (about 6 hours). The mixture

V" is then cooled and filtered. The filtrate is distilled to a smailer volume and .50 mi of water is added. The
S resultant solution is made alkaline with sodium hydroxide solution, with cooling. The precipitate which
. forms:is filtered and washed with water. The product melts at 142—145°C. :
4 . 'NMR: 1.5 (s, 3H), 1.85 (s, 6H), 3.6 (s, 2H), 4.1 (s, 1H), 6.7 (s, 3H), 7.0 (s, 1H).

MS: 200 (99%). 199 (12%), 185 (44%), 172 (6%). 118 (1009%), 95 {19%).

: . - Example 35 — : P
5-Methyl-4-(2'-methylbenzoyllimidazole =~ - . : . _ ’
. %0 - 4.9 g of dry magnesium tumings are covered with 50 ml of dry tetrahydrofuran. The mixture is R T
heated to boiling and a solution of 34 g of 2-bromotoluene in 50 mi dry tetrahydrofuran is added i
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 raact. The
‘reaction mixture is then cooled to about 50°C and 20 g of 5-methyl-4-imidazolecarboxylic acid methyl -
"85 ester are added in small portions. After the addition is complete, the mixture is refluxed for another 2 i
- hours and the solvent is then distilled off to give about half of the original volume. The mixture is cooled
and poured into 300 mi of cold water containing 15 ml of concentrated sulfuric acid, with agitation.
The stirring is continued for an additional 15 minutes and the mixture is then filtered. The pH of the
filtrate is adjusted to 7—11 and the solution is extracted three times with 30 mil portions of chloroform.
so ‘The combined chioroform extracts are washed with water and evaporated to dryness. The residue,
which contains the crude product, is converted to the hydrochloride in ethanol. After recrystallization
" from ethanol, the hydrochloride melts at 289—291°C. The 5-methyl-4-(2'-methylbenzoyl)-7H-
imidazole is liberated from the hydrochloride in water with sodium hydroxide. It melts at 165—166°C.
_ NMR (HCI sait): 2.0 (s, 3H), 2.15 (s, 3H), 4.75 (s, 2H), 7.3 (s, 4H), 8.8 (s, 1H).
65 - MS: 200 (33%), 185 (100%), 172 (15%), 171 (14%), 119 (14%), 110 (11%), 91 (25%). )
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[err] (3" - met hoxyphenyl )] hydroxy met hyI I m dazole is used.. 15 NVR

AP Db

- [ _

HG salt): 1.05 (t, 3H), 3.4 (q, 2H), 3.6 (s, 3H), 4.75 (s,s 2H), 5.45 (s

H)}, 6.9 (m 5H), 8.65 (s, 1 H. Exanple 32 _ ,)D _

- [[}exr] - (4" - Met hoxyphenyl )] et hoxynegh gg 6ol e 20 . The procedure of
Exgnple 27 is repeated, except that %? r ? (4" -nmet hoxyphenyl)]hydrox -
et hyI i m dazole is used. NMR (HCl sal tExami:le(Bdt 3H) 3 (q, 2H), 3.55° S,
3H\i: 4. 7 ( S-Mai4-R..9' i m#tg\lbénzov@mﬂ@zl 5H) %@2@1"? °.L6 “'geddf‘.
Exerr’ple334 Rrgcedyre oExamp %ﬁgﬁé}:ﬁ; 2k WRCH
4-lLerr] (%‘e,%Ef%.fS .m%ﬁg@@z@lﬁ By 5'@9—1-%81’»“&30 h50.
m [of mefhanol NMRYACIERY 16 08H) O &5 3HE 2075(8,53H)) A1 G, uhmsm(utlsan ng)(’s iH).

_hOLi‘v during which: ti-me-the mxture i s mai-nt ained at reflux. The m xture

i s {¥hen eva Orﬁ%ﬁg‘%‘é dr nﬁﬁsnﬂ“ ‘@;ﬂ ‘Eg‘"\% are added and the 30 . o
~soljation, ' nl'b iyt dé@ﬁ S 2 1R3¢ bhaddioo g of
extlr act e thaiEA l;oqi R Jid & dé%’wﬁﬁ%e oyt emg' atlsor? r&j%l'aéfrg 2}@% gitie® ﬂtegthe
chlfor of or mrﬁxﬁ.reaetsﬁrreasrfer 2@6ite dt Wointempératire, theh @dhpbraesd 18 @eliness) 3Tl at Waaﬂebe
filltered, aadded focthé irdsidueiaed the resuitensrraixtot . is gtiradyand sgoledf The etsplpe%perraﬁ"ﬁgd by

r ochl or| t'° % AYashed; With: tvater- treqrestallizgiion dfpah yiater-fitpRel e plofgct DY 8t

NMR (HO "% Hh)18%, 3n %7 &Hbm), 8:68 (£5tH)2FD (mBaid, §5. 15,14, 6.9 (s,
1H: 7. 15 (s 2o§(7%%681,8535491> d89 MH3538%), 168 (100%), 157 (16%), 156 (13%) 120
5- et hy! - 4-(0 %), 619 di 8%t hi8 ueﬂe,)m)n(nswazoedzmgsbﬂzsw. 89 (55%).

thyl-4-[[err]-(2',6" -dinethyl pheny th%%ymethyllmdazole are .

sol ve® inp0 il zofm:m.bas mda i my of 10%

palll adi um on- gk i} rt}eyam.&wreearé Sissdlved nSrb M SI04cLRESdcH. D2 g of -
hyc ?ogen atfmeﬁﬁnednenah-c &Ufs aﬁ ntl Gtie r@sctibd Mkt ishigitkitadgorsSlyGo BisuneoPC in a
' out 6 howdw en akmesphieretuptilghe @taldqehhmmdeaawdﬂfq mmtereeelthefrmlerdlahd filzgred gnd

| |1 ed e 4 e}?a'wé fAsidyy isygl & apd 2 'Pﬁr'fg"*
oo SHOLRIE e ol A S R
preci pit at q lflﬁrrﬁﬁtldgsp it lab& s@dldam whdef-6t hmt Béing Z'éaa—msvttume free '
mel I s at 14ﬁsé.£§5r€ethﬂ5l (2'-methNlezyl)]mBa ofe, wBik js liber@ted from WHelhydr@hBridesin waitgr with, 1

&) 1H>11;6;;’gg%£;% (s Bl 13000000 4099 At s (159, 644° 1172
5-NMet hyl -4-(2' - rret yl(renzoy? | m dazol 644 (9%l. A 5(8%) ?odaésa%r)ragsngg?%m
. tufnings are covered with 50 of dryEiaaipleaBg'drofuran The mxture is’
heat ed tesb‘bla'-lM?@ owmmm on ?f 34 g brom)tol uene .j n 50
el ahyrof e A0S e%x::smr,%mv’a il i{jﬁ 3
mai '_J‘lt ai ned. ¢ Eré\f r lare &ddB®Ph ﬁle rgﬁzltﬁrﬁQGI fiéNis ma& WikKink Swith

. : about - dmmbltpﬂ&bb\ittﬂz wtt Sooliftf) MiseSdIkaliRd. dalukibA1g Siltdred Ar@nREChitrate BGlutralifed wnth
re 1ct | On 4ari diluted dydrechidrie acid (pbil=F L ceatedzaind fiteréx) Theenrebigh@tegs washed with water and dried to
\5- Eret hyl - 4-Yigld anide P ameibyipanzeylimidagoleret hyI 55 ester are added in smal |
orfions.. After the addition is conplegg, E?thUI’EIS refluxed for’
ti

ot her 2 hnwr%:_gmﬂ{vmenzgq}.maggdel st hen led off to give about half . of
t he ori giesmal v Ohelp@eceditecofrBxarhple @9iis repenédadxzandthpotha e;dudazoteatm wmhtedd! iéile

wat'er cont aiRhé’rimatBylphenyiihyd i &3 The Qopect Apsit &P% 183i%ation. The
stirring is com Rddd cFo‘i“"" a{ﬁcﬁ"f E%dig_‘ %’5991(?1J$E7a % mixture is then
fittered. The pH of the filtrate is adjgigadaio 7-11 and the sol ution is
ext ract edo t fyLMdthyiBREzopinitazdle M port ions of chloroform 60 The conbi ned

chl or of or m ext Thebreceiue ofifizAmate 39 isiepaated rexcentithet/thp imidazold stagingd myatasigkis 4¥pd4-
resi due, wh F HnydeoxyrRethydimidaie, (TBe ivdrochiodde, uihiFR s EPaTSS ip jRgbropanol, melts at

hydrochl or i Q! ay Aag,gr( DAETAEE @ |4 AR, TrpaelBang! . the
hydr ochl qgi de. t1%66ﬂ00'98 1219(137SQ) 189e135%7at Hgyh%) b8 '(4s%] o ld2emzoy | ) - 1H-
i mdazole is liberated fromthe hydrochloride in-water with sodi um

- hydrOX|de It melts at 165-166[err]. NMWVR (HCl1 salt): 2.0 (s, .3H), 2.15 (s,
_ 3H) 4. 75 (E—’(Z'%Hi\.)imeZhyig3'(-mfrobelt;goyl)tmtd8 zoqe ! aﬂ“b'

60 10 g of 4-[a-(2, 6'-d|methylphenyl)]hydroxymethyllmldazole are dissolved in 30 ml of
concentrated nitric acid and the solution is heated with stirring at 100°C for 10 hours. 150 mli of water
are then added and the solution is evaporated to a smaller volume in order to remove the excess of nitric

- acid. Water is added and the reaction mixture is neutralized with sodium hydroxide, with cooling. The
precipitate which forms is filtered and worked with water and ethanol. The prodcut melts at
. .68 210—215°C. The corresponding hydrochloride, prepared in isopropanol, melts at 245—249°C.
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55
119, 91 (25%. 20 0024829 Exanple 36

MG 200 (339 185 100"

'B- Met hyl - 4- (2', 6' - di met hyl benzoyl )i ni dazol e The procedure of Exanple 35 |

ifepeat.ed except that 1-bronp-2,6-dinethyl benzene is used in place of

TR e

pla@

Pydr oxi de

-t he flltqsate S neutrallzed Wth 40 rochl Ori ¢ aC|d (pH=T7),

2- briqpot ol uene. The nel ting point of f‘@ﬁ O{ﬂﬁochl oride is 268-271[err]{.
ase, which is 5 Ilberatedfromthe f# oride in water, has a nel (
oi nt’ s 179 1R 24 14, 8HINR 8 HChH)S Alab )i, 2H0 8%, (s3t); 9.5 &L 165, 3H), 2. 07, (s,
H) , w? 245. (190%1243 HY %), 230 (8%), 228189 2MPIE5%3,7200 (15%), 199 (11%), 198 -
- Met hyI 4“[%1’ L 9%). Hy¥bhenyl )] hydroxynethyl i ni dazole:10 . - 5.1 g of
- net hyl 34-€2' - net hyl benzoyl)i m dazol | ssol ved in 25 'm of et hanol .
.9 g of sngmm{qg@ogvydymdd&eh@nfyHquﬁﬁagﬁest| Tring-at roomtenperature.
N ter -the addiA imirutes of GBI gtad, %heroﬁieﬁi,ks-eaetrﬁluﬁ‘aézbreedyd‘réuhioﬂdé”lOslbsg agt R@om-
4 enper at ur é'Ch'P'Iqe'M"'@\?a Gpaﬂ eﬂxweoe i mmﬂeﬁimmf@ﬁ hemtscTheamiguadickbeh fllarddhad
Yesi dile gn lgﬁ%‘@"@g’@le infh lon| f‘@e E"et W‘éq "bﬁo mf |9, We&"b?hpéﬂﬁesl s
emoved By Bildiantio |%P °§§faft duw %“f;f 8
;wat er et haaiehlorobéey!P5-aid nsen FdchloriddVIR isobrdpanal vith He)-eth
: Aacetate Thefye base &Ehbérated 1rbb1 th&h@r«(chlpndbhi) watér \Zntl( §quuir|-|)ydrd)¢ﬁe e!tmg

‘zﬁ%ﬁ‘ i Rl e gélf’Zg«,a@

NEt hyl -4-(2' - rret hyI benzyl )i dazol e s&arihpls aaf
a met hyI 44((2"'A avhmuﬂ;quée are dissolved in 10 m of acetic

Ifcid. 0. jrhe P’°°°f’“"*? "g& \ SKCEPYIbR ?W‘lmzwm upaddmplaceef
|fixture |sg'ac§| e yd'lp" pRpe ?gaB'B ct F%F?]ﬁ; dr ogen at nosphere -
inti | the uptake of hydrogen ceases. Txgmpibdeure i-s then cool ed and

filtered aﬂdZ’ZEG‘t-Tmne‘twutenm)m:daolevaporat ed to dryness.. The residue is 1
tli ssol velf in ?Pg . c"mﬂwhvh'n@alohehvr’@smﬁdsme s@quedm zosmhcfdeesawm By pH- |

‘bout—10) ctign mixt X108 12 hesrpthangcosd
ultratuonaquaem@ tgj«ﬂém 5%5 aﬁa m %ﬁa@aﬁff d ﬁ}'\'@z&%"

nydr ochl or Figkecdmibiniesi ap l’oﬁmﬁ mMOdxtradts Sre shdecﬂ@utﬂi)Waf& afd b¥bora®a ity YhAbds! Tl feSiue
rom wat ¥r which imerideyéi2{ 4’ .&aempb@penyilimiddiole, fsraoavead ¢g the hydrochioride by treatment

PRI -

- 1B-net hyl - 4%t °°?Péi'm?do@f‘i'afh'yi'frﬁ ZB¢ Bydroghlogide F@t mpltscdtat6Ea-1698F t he
.nydrochl oride in water with 30 sodi umggllq_@g)& ~has a melting point of
{1135- 1401 r 19 2 behibBInpghic cacnd e 2,05

(s, 3H, 3.7 (s, .2H), 4.6
s, 2H),37. 05 A%g ofihbgneBurB turfings aie ddyeredBith 1GGM( @O Piathyd Sther, PHBEL mikfal i§ th¥h .
144 ( 9% gﬂgdﬁ e @glutu rgg g of) g G(dl obe@(&m@e iB @O 3W of dry diethyl ether at such a

* -

3 t er the addition is complete the reaction mixture is reﬂuxed
(2wt g 15“33@

S B T ooy arkid Bhg o8

10 12.5 4l inof00GH%F &amvlleﬂ'\eﬁ@ftd theﬁfd&ﬁn isQo@plbfR! the rea?%ﬁ rrmt EH&rrdefoﬁid 4db

ater are

[ about 80[ e? ?Rﬂ at §F C.5Thia guixtyre is ithen nogredurso |cb|u asdlifiirio agid IAG0 Me wvateo comaining 00 Ml oof

g@m}gqau aF'g 8 teri§n jorglert 19 dryness,Thdyesidut which |
5;; : 5 8 _Siad | yen gedupad: erestiraind

-cool ed ‘andibf i1} @m@tv-ZFh\eir v-SelR1H’ mbrapaenymbmdevm th water and dr ied to .

iel'd crude g, 4 A0 cb b glyeabidiothyl @cetgha $sglveu)m 200 mi of ethanol and to the

Ly n room tem i
4-(2', 6 Dh j h Q; -ﬁ?; '@;ﬁ:re% t root perag_ﬁ g%fi%jr % Agwatt;
tat

G epeat edp &nCGRAMd dndcthe Erhﬁlohrﬁ

bihed extracts are
2' ,6' - di mohshgd plith er]ahqdvapmmtthwyhsasdmobmueT\hmcnpédaéhtetof eia et $,1&fiethoxy-2-

ih 3 1 133[ er p;]droxy-3 (2’ '-dlchlorophenyl)propane is used in steps (c) and (e) of this Example as set forth below.

~Aed 1-(27, 6’—chhIorophenyl)-3-hydroxy-z-propanone '
55 10 g of 1,1-diethoxy-2-hydroxy-3-(2’, 6’-d|chlorophenvl)propane are dlssolved in 40 mi of
. ethanol, 20 ml of concentrated hydrochloric acid are added, and the mixture refluxed for 4 hours, then
evaporated to dryness. 10 ml of toluene are added and the solution is again evaporated to dryness in
- order to remove the water. The residue, crude 1-(2’,6'-dichlorophenyl)-3- -hydroxy-2-propanone, is used
. -u‘ln1 1Exa;n1r:‘lgc46(d) below. After recrystalhzatlon from dusopropyl ether, the product meits at
1v] ————

(d} 4-(2’ 6’-chhlorobenzyl)lmldazole ' ' '
) 9.0 g of 1-(2’,6'-dichlorophenyl)- 3-hydroxy—2-propanone and 20 ml of formamide are combined.
The mixture is heated at 180°C for 4 hours, then is cooled and diluted with 50 ml water. The pH is
- 68 -adjusted with hydrochioric acid to 3—4 and the reaction mixture is washed three times with 50 ml' .
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; 75 (s, 6H), 4.8 (s, 1H)," 67(m3H),70(s 1H)'755(s lH)

Exa Ee 41 50 4-(4'-Methyl benzoyl)im dazol e The procedure of E£xanple 39 is

repedted, except that the imdazole startlng material is 4- [[err] (4- -

et hyl phenyl ) ] hydroxymet hyl i m dazol e.- The hydrochl oride, which is prepar e.q;)
epr opanol , nelts at 205-210[err]. Iﬂ;%é 55 (s, 3H, 4.85 (s, 2H),

7.85|¢m 4H), 8.35 (s, 1 H), 9.20 (s, 2 2 M5 186 (100% . 171

(37%f,: 159 ( 3®Mpops. tif_‘cﬁlo(O&J?%TheQEue(odS%gr is3fhen(rbatfif)aikalipeaviiplsedidm hydroxide (pH=8—9) and

4-(2'},6' - Di Wéhq]ylxtgeﬁqpttqagﬂ Wﬂbﬁ@l ml mtrons of chigro m.f'ahe combined chloroform o

4-11 rr] (2", el R residiee WhiP Sl E f the

L o B meoﬂil bl e ey bt s

1 00 err] f ormel ahduz-s-146°60 rr1 of . wat er are t en a d e solution g

evapgrated to a 8M§I‘H‘@rsalvmlﬁrb meeﬂmdu(enﬁuemheamx&sse o). nitric . .

aci df::\at er ﬁ% FF%A @172 628} 1 Hh(39P6) 192 13%). ARL{10996. 768 (13%)h1&40@7 %156
thcoolin

@i de, , The precipitate which forms is filtered and wor ked
hlwat er " arrsb &2 8rDikhlorbbezyMiriidszdle el t S, at. 65 210-215 C. The . :
'spondi ng h ﬁ-ﬂcg:hﬂ bnmo Zfb paroxyeB-(21\64-di n}(!)bropamalirﬂ & mi of formamide are "

_ ] 49[ er ] cog ined anyl ed letn?sg Eing @_b80° Cf grs Expgss foymgrgld relzp:ged_ o
8. 25 (s, is @Eﬁ rea wrt;;;? acud '
217 65% g‘%ﬁ& t(ef%"t’z%kg ?é;? % )S”d?%@d e"@ ?’%‘f_

: Examﬁl e 43 4 (4 -Amino-3', 5" -dichl or obenzgah)ale&net hyl i m dazol e m xt ure :

-of 6J0 g of 48)02115-&!2!;@ lglsomg h El'oggg%éﬁb&g%,g{gfcm ori del 'BP°'3’ Iof'

di chforoan]in §j1 12 ﬁ

he frixtur® |G e '°£r¢é§é "‘é’:ﬁiee‘% 64 Eréger‘za?w%ﬁ'h W3 o % ?“1‘.:?5

The Jr eci pi teEtxanu;ls adlsaneulthladoWh m of water and |su10 a us e

8. The sol utlon | S extract ed vvlthl toI uene (3x30 m ); The conbl ned t ol uene
?é;[ ;ﬁtes are qﬂ ggﬁ z;l %}(gl gr\éa gsglegde% t58 anfte:rsn?amrde 7.0 g of
b e an momum ace ate adde reaction’ mixture is
di chi; Or obenz r’fﬁb S’Lﬁ@%eﬁns v§po¢£§ﬂ’t€'& s Vi a?:fbe %Wﬁf Q\}ﬁe‘%ﬂed)ﬁdéd'}nd the

i sopfi opanol an-tdf tliﬁqueddsybhaseas’:ﬁiit&teﬂ whilestifring. Qo [2asE witts cdmcberaea‘ders}drﬁémtmctabie The
hydrchl or i desolutionnist washegd mhsfgldewrx ArrotkiTie .aqlépes malh'@qnn rpa;ierﬂlkablhe itk sbdism

r H 5 I}y roxi pH=8-—- d thre tu'oe vgrth c formy
a0 f"%?n‘@ﬁi%:' e e TR
67%

(8%l 163 (4398 163 (o0

4- (4°- Ami no- 3¢, ewm-@-mmmm d plm dazol e 20 The rocedure of Exanp
43 if repe#f ed, ém@ P°f soﬁ‘l— rw"ﬁaraa%lz c@%'qﬁéemam .grﬁeederwo%
4- chllior onmet h){ 45:'3 r%t&ng er[uﬁiube@sz %')) \elat% ege%roriqrgdufgrf[t er isolated in
‘Exanjpl e 45 4-. Tri met benzy azole 25 3.0 g of - '
4- c| I*oromet hyl | m dazol e hydrochl or| de are(asm&pmded in. 20 mM of mesitylene. .
.5 ls of . A rﬂe‘tzl%l"f’@ "a%azale Iq)fle np%a;:ehe reactlon mxture is rgf(zlluhl
f or It2 hours, %‘ﬁ‘é gg’, gs"'v foxy-3-(2'-chloro-
gepariat ed, arﬁ#‘f QE:'%Q@ £ ?ﬂ"ace L g wa${h'g'ath\%y’ ) chﬁ %% fPRNenyPpIeRage. The

sol dtiion is thenNmadacraéakalmse(svumh4soah 2R), 0N akIE7.260 1/ taHprB.seG, et r act ed -
wi tHichl oréf orm The conbined chloroformextracts are washed with vvater and

eva or ated tg e. resi due, 30 wRRER'49 cryde _
4-(71, 4,6 -1F %E@ gy'gfor %{?%Qhﬁphehﬁ)-ﬁwgr2t3egao}q8rotpgl$equ% 3k rarrra%dm -

tre t rrent refluxed for 22 hours. Excess formamide is distilled off and 20 mi of water are added. The mixture is
: P so extracted with chloroform (3x 10 ml} and the aqueous phase is made alkaline with sodium hydroxide.
] " The alkaline solution is then extracted three times with 10 ml portions of chloroform and the combined
chloroform extracts are washed with water, dried with sodium suifate and evaporated to dryness. The
I residue, which is crude 4-(2’-methylbenzyl)imidazole; is transformed to the hydrochloride in acetone by
i adding an ethyl acetate solution containing dry hydrogen chlonde The melting point of the
‘ ‘ . 55 hydrochloride is 131—134°C. .
. ' NMR (HCI salt): 2.1 (s, 3H), 385 (s 2H) 4.75 (s, 2H), 6.9 (s, 1H), 71 (s 4H), 8.5 (s, 1H)

- o --Exampie 50

60 4-(2' 3'-D|methylbenzyl)umndazole '

- A mixture of 7.6 g of 4-(2°, 3'-d|methylbenzyl)-N-acetylrmldazole and 30 mi of 6NV hydrochioric

¥ " acid is refluxed with stirring for 4 hours. The mixture is distilled to a smaller volume and 50 mi of water
' are added. The pH is adjusted with sodium hydroxide to 8—9. The mixture is then cooled and filtered

13 and the filter cake is washed with water and dried. The product melts at 110—115°C.

65 NMR: 1.6 (s, 3H), 1.65 (s, 3H), 3.35 (s, 2H), 4.1 (s, 1H), 6.0 (s, 1H), 6.4 {m, 3H), 7.0 (s, 1H).
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166-169[err]. Exanple 46 (a) 2,6-Dichlorobenzyl gl yoxal diethyl acetal 3%
2.5 g of magnesiumturnings are covered with 100 ml of dry diethyl ethef.
To that m xture is then added dropwi se a solution of 24 g of 7

2, 6-di chl orobenzyl bromide in 50 ml _of dry diethyl ether at such a r@}at

7

a smooth reaction is maintai@RR4828 the addition is conplete thel A4
reaction mxture is refluxed fgpmpRes@dditional hour, then cooled to bm
t efrpeMahiRnzylliniddzei@act i on mixture is then added dropw se, over a peri od}of
2 houﬂ@lg Qfdwfa:-(ébmleé\dlp @\VEZ]@ romtfmm'dnzobf!s dissaived>iry 5@ e pf:eta«mouo | efrl d| ny
E IUB'I

tu tlrresg\ 0 ﬁ
s k:;mé%.g Dt A e "“’?ﬂ? Y N

Thikalthe< (PH=8—L-8) R NsoBRHY Aftirdxitied Tﬁ@ dl bxtfachaB | Wit 4Ribrofdrm)\akd theCoNt ali jl ng

30chidrofordim exaracdrs sMaeltbdswith watee aad lembporaTddetoedmss Thy easidue issdigsatved idd and
evasgtone:tHid anchety!\ageigts areTprded ébw&:hf@rdwmﬁhe hydreghigride. gnelting at 1 §&=-133°C.

‘9. 6-di chl orobenzyl gl yoxai~ di et@gng , is distilled under reduced

Pr £85 Widtnyibbadnivi&dzsle 1 / 1nmHg) and used in Exanpl e 46(b) and 47(a) set
f or t h 128IgfN-BEnzyia)}{2 L mithidbeiziatinitezbidiyre dissojved ir( RIQ 16l of ihadul. @ DPEFaNH ) pr opne
zgpalagzmn-zal@om iscérded ahd theyreggti oxraxtum lets m@mlv #r70°Qiim gdivdregen n 200 ni

CCTRUPL B dongo B %mgo}fﬁf {5 PSR es"/f? v | Bdaion 15 oo

C OiRinf v tﬁd’\ColmﬁﬁlHéGtétﬁs SHE cnwhakwum.ltwmfsature for another 4 hour .
280 m of water 50 are added and the solution is extracted with ethyl
‘bt afleA cpmpownsndfifadtplast hyl acetate extracts are washed with water and
evaporated to dryness. The residue, Whl ch consists of crude 1,1 :
-di et hoxy-2- hydroxy-3-(2',6' d| chl o y‘l)propane I's used in steps ()
and (e) of this Exanple s (c) ' .
21 (2 6- Di chl or ophenyl) droxy 2- anone ‘55 - 10 g of :
1-di et hoxy- 2- hydr oxy- -d| chI or oph 1yl ) propane’ are di ssol ved in 40
m of ethanol, 20 m of cp ncenfrat ed hydrochloric acid are added, and ttie
m xture refl uxed for 4 hdt!II’S then evaporated to dryness. 10 i of t ol ugpe

;ar e added and the sol utlon is again evaporated to dryness in t order tgq
erent, are each selected from hydrogen chloro, : :

Legba,k&&“faﬁ mﬁm @%h XY afngvs-rhm?vganﬁwaﬁ&ﬁbﬁa notall hydrageni T 'EYAIRIPT 46(d

Riter recryst |zat|on fromdiisopropyl ether, the product neltg at
#0 111-114C (d) 4-(2',6' D|0:h| oroberﬂrsyl)l m dazole 9.0 g of

1-(2',6' -dichl orophenyl) 3- hyldr oxy- '_gpanone and 20 nl of fornanide ade
conbi ned. The mixture i s heated atf 16’0‘% rr] for 4 hours, then is cool edjand

di Wb AMstHydrogerThydtady @F oR TiHa AOH diksi &5 B9 ddioR ArowistoR prkwr sHehthawdom- aci d tjo
43- fox rwlameedneawtabﬁmamaqcuraadmn yans hadl nﬁ;&turesa:héneaemtmﬁerpro\&e thdt when 0 Q24

828, js@&-mevisRpib Selhbtbvlolﬂao!s ydragen @quﬂawgeﬂhvﬂ then —sX-thie nthna 1%:e Wi t k’

s‘g’;—%& 'BR‘?:’TS opg;}j?[?&are e Hﬂ? lé —%- r? b_ggl uonIo e e 5 Wi th ;50

At er 3, arwmeu@a%air@ Ag toldith N2 563 mwﬁchm:sd esmum |ﬁ|1hd23r$-l @tdsposition he cr yde
pr extlBf andi B, is (bvdregetned' R,cant g aleysiibstizhéras indbe 2i3n 204-Hoy 2. Qau@tten%ands‘hm opanou

é q‘i tituents 4 EE‘? on
(g %F ?1 it vﬁeﬁw@ﬂa@s TSP Ry febb0er o
ﬁf[& (27,

éth{(;;l)heﬁﬂ’]ﬁy)iroxﬂnétﬁylﬁrﬁdaa&ﬂ AnddGts( Sor?—lﬂuc7 pRarfaceltibally . 2
(ma&:leha&efa&d(aﬁld&:bb saitdS: 228 (10%, 226 (16%, 193 (30%; 192 (13%, 191
100%86. %BG(S(—L\_/@Q}%;Iphg_r&ﬂ]h@@‘pﬁ;gneﬂyﬂ@ﬁ@{olejwd ltgj[lo(l-loxgo&harrpqye?t@fﬂy accept-

(
ea
4- 6§ 7BI ﬁ& ethy yY)lhl/brmygna hyh%ldazole and its non-toxic pharmaceutically accept-
55 able acid addition saits.

8. 4-[a-(2',3'-Dimethylphenyl)]hydroxymethylimidazole and its- non-toxic pharmaceutically
acceptable acid addition salts.

9. 4—[a-(2'-EthyIphenyl)]hydroxymethyhmldazole and its non-toxic pharmaceutically acceptable
acid addition salts.

s0 10. 4-[a-(2’'-Methoxyphenyl)]hydroxymethylimidazole and its non-toxic pharmaceutically accept-

able acid addition saits.

11. 4-[a-{3’-Methoxyphenyl)]hydroxymethylimidazole and its non-toxic pharmaceutlcally accept-
able acid addition salts.

12. 4—(2'-Methylbenzyl)|m|dazole and its non-toxic pharmaceutically acceptable acid addition
65 salts.
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o b Dyt T e G O SRR ity '_.___ ____==..q.m e T
""" 5.0 g of 1,1 -diethoxy-2=nydroxy-3-(2", 6" -di chl orophenyl ) propane and
of fornantde are conbi ned and the ntxture Is heated with stirring at

180[err] for 4 hours. Excess formamide is renoved by distillation and t_"‘;

reaction mxture is diluted with water. The pHis adjusted with

hydriQgchl oric acid is to 3-4. 3?5 g&?ﬂt treatnment is as described i
. above. The hydrochl ori de rrelps 248[ err]. Exanple 47 (a)

-2, 6-Di chl or obenzyl gl yoxal A ni gkdaigh f 10 g of 2, 6-dichl orobenzyl gl yxa
d| o4-{2y-Mettyibeady)imiazold  of et hanol. and 20 M of 20 concentrated hydrochl o'_
acr d | éO lgele I%Iwé%f mvhv'mendmfmh\ﬂlm%v F%l‘teéd" 60 "dpﬁlnmi Oihgofr esi.duf;

£ e R ) “agéi‘iﬁ'?i;ﬁ e S

=Bh19)r Witle 33dilim yaditie . Te solution A4l exaragteal with ¢ Gnoform and the

2 &hdxqﬁlrhpexyben@;d 'yhshecd atith awaterdind saybposated tv &nens- Thé rdsivlnerisndistelved’in0 g of [i"

hexasRtens JICkpnsk ety acAtste argfddesiythys gffeseing edwirashiasidemaitingat d3Zmded’@nd t hef:

~feaction' mixtuieis stirred a%xalnp%)g rr]-for 2 hours, then is evaporat§
t 0 4l[Y MRy ibeRzyNiRtdgole 200 m of waier are added and the pH of the aqueou

phase 18.3gwf Neisrsy|-4:idlichehytiohzyl)inmiidazold Bre 2tisSolvedtin 1 G0DMIE Bthamd. OB dwfdoechl or i §

.-?gl%aﬂwwfmq Grﬂdﬂ@' mSmedeamé;;hmmmewerr@mmoqﬂ\Q :gtr?g:gﬁa t:!bg%%?éti ol uti ¢

) e ted th

e 4%" ' Tgﬁgg%!%wn;g@gz%%w? The conbi ned chl or of ofr

' EXtmiiﬁtsSroaﬂﬁ Oshracthg \SlabesVVBE OH DEFREGE W LILWNISEIM sul f at e and evapor at eff
dryness. The residue, which consisted of crude product, is used in stepf

times W oroform

Below. 1(Ryompqupd offarmplgh| or obenzyl )i ni dazol e 35 Aimixture of 10 g §
4-(2',6'-dichl orobenzyl)oxazole and 30 m of formamide is stirred at =
180[err] for 4 hours. The ntxture I S. B and diluted with water. Thel -
reaction product is thera Ry he sane -manner as descri bedfin.
Ekanple 46(d). Exanple 4 (2 - nzyl)|n1dazole The procedure of
Exanpte 46(e) is repeat ept that 1.1.ﬁ|ethoxy 2-hydr oxy-3- (2" - chl gir o-
pheny!l) propane is used in pIa é of the _

1, 1- d|ethoxy 2- hydroxy 3-H2', 6 dlchlorophenyl)propane The product nelts'

av 168-171" err NVR ( HCI satt 4.05 (s, , 4.65 7.05 (s, @ﬁ,

in R ca the m renty ere ahzsej Ry Wpgaz y
r xg;a}:q Typrorings cﬁ;gf‘g‘ % i pﬁﬁgﬁer"ﬁgﬁ& P P! °9@53§9¢p%5pa$@ S'nﬁ o

ormamde Isre uxed for 22 hours. Excess formamde is dirstilled
amd 20 m of water are added.QThe mxtlngre i's so extracted with chlorofo

(3 x 10 m) and the aqueous phase is nade al kaline with sodi um hydroxi dé.

The al kaline solution is thén xt PacrethThree tines with 10 portions
' C h' \Qﬁé?&ﬂ R AftiodeR ShyBREPATRD ad & a4 atwam % daioh StofisQr mhestd\tré.rhmrr@t er,
_ Tnaeea tléalyTaceupthtind GcidSulition SERIanl Aikires HEMEIENR the PRovIs6 SHatlwRen Wi Ch
. cr uﬂ.e-s 2- éthyl, rﬂatuh riethyi, W, srhvriubazrp#rel R‘usmbthalnmbmle%d- i$ othehtha %I ori de
etgly pt

cl tis
chI t‘ﬂg‘% ‘Eﬁﬁcﬁt &g ‘:ﬂﬁg" %&gﬂ;ﬁ qrg—rf?
553 A&om o cla 2(0'53 maﬁ)lch ’lis u()ﬁbtu ,the@—% (o¥ A—p&'ﬂion 7 1 (

4H) andgazsan@gg uslmrogﬁxarrpt and5i), 460 substRentSin-tih 2Bt [2yd-lve A Byopitionscmd s A i x1 ur e"

i m dazole and 30 m of" 6N

fy 46 |
ﬁfyd bqg ﬁt{;{m L e

] f tI n X1 d
sﬁﬁﬁJe{h%:;éénrQ{))]%ﬁ?dmg% e_tazoue a8 néH-@xid acItteca@Hand

adJ aczbrable\bdidn addwibnLgal The m xture is then cool e

filter &d4dnd3'tMethfiphengihydeoemethylinidarmel and ith nomtaxic phatnageytisally a‘ﬁh!ptpr oduct

e ety ropypeniFrcl Suf fs oBhoce g Suncl) codbe” S

8. 4-[a-(2, 3’-D|methylphenyl)]hydroxymethyhmldazole and .its non-toxic pharmaceutlcally
~ acceptable acid addition salts.
s 9. 4-[a-(2'-Ethylphenyl)]hydroxymethyhmldazole and its non-toxlc pharmaceutlcally acceptable
. acid addition saits.
60 _10. 4—[a—(2'-Methoxyphenvl)lhydroxymethylrmldazole and its non-toxnc pharmaceutically accept-
‘able acid addition salts. .
1. 4-[ar-(3'-Methoxyphenyl)]hydroxvmethyltmtdazole and its non-toxrc pharmaceutrcally accept-
able acid addition salts.
12 4-(2'-Methylbenzyl)lmldazole and its non-toxlc pharmaceutlcally acceptable acid addmon_

65 salts. -
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"0 024 829 Exanple 51 4-(2"-Methyl benzyl )i m dazole 10 g of"

rr] (2' - met hyl phenyl )1 chl oronet hyl i mi'dazol e is dissolved.in 50 m of
etha ol. 0.1 g of 10% pal | adi um on-carbon is added and the reaction m xture
is"stirred at roomtenperature in a s hydrogen atnosphere until no nore ,
_hydr(b‘g/en is consumed. The mxture is tae@zadéaisred and the filtrate 5 i
evapgrated to dryness. 50 ml of water are a d to the residue and the"
‘resullting sol ut i bh #42 ﬁ&ﬂm@tﬁvlbahavhmu(ap&lb:&na) its\i rioh-taxizd pharmboedtically Gecepldb® acid

solufionis é qition-gait th chl rpfor and the chl oroformextracts are :
washed with wg of{‘}:é‘hg %%@F?H H'dﬁi?'edf%'é% gon-tpKe PhrETagRYEcally aggegtable\asid addition
acet.one. Hel~ and159t byd 4000t enlvibe ,ank D d r

mel'ting: at 13&drﬂsﬁx’3§aﬁsr] 10 E@aﬁr{gfﬁgﬂég&ﬁ aZn'H ﬁtﬁﬁiﬁgngwm%%%%)zﬁg aSQ%&a%f §8a _
of Npbenzyl - 215-nH21§3f-Bme)9nmhmmle &adelts:irr@e@xwedharmadbﬂﬁbam anéeptable acld )
‘et hapol . 0. 336 '6?" % 88, az qid the r re
i's s}irredvigor iy r yt_’/f-ﬁﬁ, ,f EM@P a P QQ@ %c "sa';; :
upt ake of hydamgﬁnsaueases Th e mx ure 'S coo tere en nta
treafment as desb‘-’r ﬂﬂ%’cﬁ'ﬂmhlémﬁmmmﬁidzmmaﬁﬁ-mdshérhecedﬁaiw m&emﬁmdwrdaddntuon--_,_
Caijrs for tfh¥ %t{&%h ab S |I3E9-|DEFRGBIT LI LUNL-SE 1. A" '
- conpbund Otfs fsgfs benzyllimidazole and its non—toxrc pharmaceuticaily acceptable acid addition -

20°2p [err] 30 21. 4fa-(2, 6’-Drmethyiphenyl)]ethoxymethyhmldazole and_its  non-toxic pharmaceuhcally

30 wpherein [ecaa])tawactc@eadm ion ydisch can be the sane or different, are
sel egted f rom h ia:r@nﬁ"@memvlbeﬂlb‘rlmamfel gnst @s rmattbrgd thsdutlcaﬂetdceepya,ble acid
m nb, hydpoR hhrihcRitbal 2bRodiRn Bbhprg 0B Aburk s chimed it Yo I SHud
prising a mpbu asc |med| ny on cl 1t
a of 1 t @27aL HelRdh Bhdabr %ntl pharmaceutically acc gta V\}g acrd adctrtlon alt thae'zif a: :
[ err combination with a pharmaceutrcally acceptable inert cameg

. hydr egen hydr 0X34- &v compourid aenclaifned | aryonalok ghirar1 fo 22 ag’ trma?decuasabrcuﬁa Rdn-toxic
gally @e@tebé? e’% y tion salt thereaf fpwsa@t@mmsenaotlﬂvmmwemﬂ-

.sal'f and i xpgr%r%& * el YT (o ?&Lg e L] .
> mdthyl, [ etiasof, 5rzrre mﬁom etaw midolB M OGE8 ) ?ﬁ' B A .':‘n‘?étii -
- X- |i's ot her [4- l%mamherﬂ/l)]h#drmmﬂumdidmaoraér mgatﬁass & 1 orh-be pRdmdceusically

-CHJ3, - CHoHacceptable ac'g@ri#- o) pait. tageof | -emae in Mp[/éwrﬁjaamgahmc&nsh g.dr ogen

chi dr o, bri8ng zﬁﬁﬂ% H‘tyh'bﬁ’éefnyﬁ 'C,#'m Winydazolgy ﬁoﬂ"%@?fhw-
hyeifogen and hRrad gty o S BRel
1, 2:or 3 i nbb‘hi/lﬁhldbﬂ:ld’ bs fté‘e b%s&dbl' &M BhainthcbdiRallg-acc tabfeQEld 4adifon sak tHareof'for
and. [err] anelse[erthr}ra VSth rousnco dmun and R2 are substituents |n the . .-
2,34, 2,4%or ’ EE%% bimidaggle, Ré-la Bixtiehet2giphere)]hydroxy-

subqft | tuent: Sn-leﬂ‘ry :H 2594 '_ roxym thyhmldazole 4-{a-(2'-methoxyphenyl)hydroxy- -

a4 (2 - Met bvﬂeﬂhmabﬂyr)-]nmﬁiiﬂé?m Fhaiaf s (o 8 Sl oryathometiy

. pha, nmaceut i Caqnugzola,ca; e basalur @ nan:-to'ilca:ddhi‘acdnﬂcaﬂa béceptabsi®acid addition salt thereof for use in

4-[ err] (‘2 "‘G’apga h drox met hyl i mdazol e.and its non-toxic s
\AD traceuti.c 4-(( % tlﬁé ’é ggyf"ﬂqf I"{'ﬁdaz e, 4-(3'-mithvlgenzv:;-’
i '-met -

TS i S Aok i R

‘phat rraceut [ C&'-lrf}etmmﬁvi)]h ﬂrm'ﬂﬂiyﬁ}maddlel P I5-met -drmethylbenzyl)rmndazole as free
4- _ [&: (4 - " t]=°’h“5/ d'rasmmmaw poreptable lagd addltrort Kaltnoeredf dur Gse in therapy as a

- phaf maceut i CadP e I)?rrcrzrdd E 3(}J k:e ge ole 1)
4-[gr- (2,3 rnraaazatah uﬁl b rﬁﬁﬁ%ﬁ%’r S iR A teenen-
dr ethylphenyl)]
phar rraceut i Cm}drq{(ymethyhmrdazole - 4-{a-(2’ 3'-d|methylphenyl)]hydroxymethyhmldazole 4-{a-{2’-methyl-
i : 50 phenyl)]hydroxymethyllmrdazole 4-[a-(3’-methylphenyl)]hydroxymethylrmrdazole, 4-[a-(4'-methyl-
L _-; phenyl)lhydroxymethylimidazole, 4-[a-(2'-sthylphenyl)]hydroxymethylimidazole, 4-[a-(2'-methoxy- -
i : ' phenyl)}hydroxymethylimidazole, 4-[a-(3'-methoxyphenyl)lhydroxymethylimidazole, 4-{o-(4'-methoxy-
1

phenyl)]hydroxymethylimidazole, 4-[a-(2’, 6’-dlmethylphenvl)]methoxymethyhmrdazole 4-[a-(2',6'-
d|methylphenyl)]ethoxymethyhmldazole 5-methyl-4-(2'-methylbenzyl)imidazole or 5-methyl-4-[q-
§5 (2, 6'-d|methylphenyl)hydroxymethyhmldazole as free base or a non-toxic pharmaceutically accept-
able acid addition salt thereof, for use in therapy as an analgesic agent,
30. 4-(2’,4'-Dimethylbenzyllimidazole, 4-(3'-methylbenzyl)imidazole, 4-[a-(2'.3 3-dimethyi-.
phenyl)]hydroxymethylimidazole, 4-[a-(2’-methylphenyl)]hydroxymethyhmrdazole 4-{a-(3'-methyl-
. phenyl)]hydroxymethylimidazole, 4-[a-(4’-methylphenyl)]hydroxvmethylrmrdazole 4-[r-(2'-ethyi-
60 phenylllhydroxymethylimidazole, 4-[a-(2’-methoxyphenyl)]hydroxymethylimidazole, 4-{r-(3'-methoxy-
phenyl)lhydroxymethylimidazole, 4-[a-{2’, 6’-dimethylphenyl)lmethoxymethylimidazole, 4-{a-(2’,6'-
dimethylphenyl)]ethoxymethylimidazole, 4-(4'-methylbenzoyl)imidazole, 5-methyl-4-(2'-methyi-
benzyl)imidazole, 5-methyl-4-[a-(2,6'-dimethylphenyl)lhydroxymethylimidazole, 5-methyl-4-{a-(2’-
methylphenyl)hydroxymethylrmrdazole or 5-methyl- 4-(2'-methylbenzoyl)|m|dazo|e as free base or a
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!;cceptable aci ’ '
H-[a-(2' - EthyIphenyl)]hydroxynethyl|n1dazole and its non-toxic

ibhar maceutical ly acceptable acid addition salts. 50 10. .
- [ a-{2' - Met hoxyphenyl ) | hydr oxynet hyl i m dazole and its non-toxic ; _
phar\geceutical |y accept- able acid addjtion salts. 11. ,
4-[[err]-(3 -Methoxyphenyl )] hydroxy Q%A 8282201 e and its non-toxic @

phar maceut ingrkdxié pHafRsteaticaly Bccefthble MMl 5ddﬁi%n5ﬁ|tttﬁeregf2for use in therapy as an antj

1- (2" - Met hynflaeneidny) dgentazol e and its non-toxic pharmaceutical [y acceptab[e
gci d additi on 85 sl 3 -Dimethylbenzyllimidazole, - 4-{2’-chlorobenzyl)imidazole, 4-(2’,4’,6'-trimethyl-
8 24 002’&"‘82’9““’“"'3 "4-(2',6’-dimethylbenzyl)-imidazole, or 4-(3'-methylibenzyl)imidazole, as frge bg | e .

51 4- (2 5 Np: 'Em“ '}-&hﬂ’yacﬁﬁlf&gyoﬂcgepﬁylegac& addition salt thereof for use in therapy as a tr nqumzm

(A [T err] - (27 ed. Myphdba ey o thd GahrstRneH 0,50 Mg, of -
et hanol . 001@m%0%rm%mﬁiﬁu§g%%%ﬁ§mn95 i \(&?‘%ga —CO—-—
-?_'xture- is stirred at room tenperature: |n .5 hydrogen atnosphere until.
|#ho-nore fR/drogen is consumed. The mx then-filtered and the filtrate
‘b is evaporated to dryness 50 ni- .af 4\/a r-are added to the residue and the
fesulting solution is rade -al kal'i ne. ( wi t h 'sodi um -hydroxi de.. The
$ol ution- is extracted with chlorofor an 4the chl-oroform extracts are
yashed wi& h water and. evaporated to ryness The.residue is di ssol.ved in
Acet one. H@the@iicR 04 ssydefineih alaien B ) 2RASOHO bhuzoakiicooh Blﬁagt JA%&LV&BQ&&H) o) th qe
frel ting at P!E%"‘E@stem ]mllde of the formula: -

10 Exanple 52 42" Methylbenzyl)rmdazole R -
1J2. 3 g?f N.benzyl -4- (2 - met hyl be I dazol e are dissolved-in 100n1 of
ethanol. 0.3 g of 10% pal | adi umo w=sMgigided and the reaction mxture
| s stirred vigorously at 70[err] ogen 15 atnosphere until the

upt ake of hydrogen ceases. The mx re i s cool ed and filtered. Subsequent

Jreatment as d bed Ln Exa e 54 apoye af fo he. de5| red product o
f i\ v\{ ﬁfel e d i ai g

fonpound oﬁnhfcaroeuabaseszedubage .wae;fewfo err can be

~sanme or ‘different, are each select ed from hydrogen chl’ oro

‘pronp, fleuoro, ‘met hyl, ethyl,- met hoxy, h (!ﬁﬁoxy and n|tro but are not-
all hydrogen; R4 is hydrogen or alkyl f 1 Garbon atons; Xis U35
iferr] ‘wherein [err] is hydrogen, </h oxy o] ] %and [err] is al kyl--or 1
to- 7 carbon atoms or phenyl; and non- "R, 1.1 40 toxic ' -

L.pbhar macesstical |y acceptabl e aci d ‘addi E*.on' salts and nixtures thereof; with
: I he proviso that when 40t [ rr] |32rrethyl [err] is 5-nethyl, [err] -
o S hydrogen and i ngg }e s ot her than [err] 2. A corrpound Ny
“hecor ding 160 r;f' a&% G [ | aim 1 Sh %h -
lerr] angd lsaich coﬁ\bﬁ?e@ cin h'(if)ﬂgﬁlﬂd(:ﬁ eofbrz??nuul ?na)lm[eglm lau‘n, ?rkmg{rs o
Thydroxy or nethoxy but. are not all hydrogen and Ré i s hydrogen or nethyl.

M5, - 3. A conpound accordlngh}o claim1, in which R .is a
_:jsubstrtuent in the 2- 3-, or 4<,TESH Ry | S

.‘ wherein R,, R,, R, and R-, are as defined m-claim 1 and —X— ie'
i 50 - :
3 : ("I) "~ OH - OR,
: _ |
i —C—, —CH—, —CH—
_ 55 (wherein R, is as defined in claim 1), or
: S : l
- 60 wherein R, is a hydrogenolysabié group. B

= [




-pharngceut i cal | y 3 dapdcads far the prdpanatidh of Heonspalificbas dbimed in claim 1 wherein Xis—CH,0R,—,

. pharn

. acceg

2, 3-

,4- or 2,6-positions and RS i's hydrogén, or [err] and [err] are

substijtuents in the 2,4, 6-positions. 4.
4-{[err]-(2"- N@thylphenyl)]hydroxynethyllnldazole and its non-toxic

phar vgeeutical |y accept- able acid addi b ‘?ﬂfq@é 5.

4-[ a-

4-[[ e

and“r7rf] and [err] is hydrogen; [errI and terr] are substltuents in the
21

(12", 6'- D net hyl phenyl ) | hydr oxynet hYl and its non- toxrc

rir] - (3' - Mi¥aRygoFRESes Iryactinale osrppaynd pf theifommid: e and its non-taxic

pharnEceutlcaIIy accept- able acid addltbﬁn salts. _7.

non-t

4-(2'

- acce

non-t
4-(2'
accepf:
its’

4-2' -
aci d
4-1[ €

4-(2'

4 [[edr]- (45~ Nhthylphenyl)]hydroxynethyr|ntd. ohesand its nonftoxrc

pharnmceutlcally accept- 55 able agid acll padfgs. . - - :
.55-8. |4-[[err]-(2', 3" -Di net hyl phen ydrox.n- % dazole and its .

non-t gxi c pharnaceutlcally ‘accept aly, e~Agi d addltroﬁ%salts 9. S

4-[Tedf]-(2e- EthyIphenyl)]hydroxynethyl|ﬁ1dazole and its*non-toxic

phar mgceuti cal | y acceptable acid addition salts. so- . 10.

4-[lenr]-(2"- Nethoxyphenyl)]hydroxynethyl|ntdazole and |ts non- tOXIC T

phar mpceut | c a|vqh eg(ﬁaﬁtﬁ and R, are as Mnu:bh elarc] dittd dorhponnd efthé ®rmidla B,0H wherein Rgis
4-[[efr]-(3 ﬁﬁ?f cidni dazol e and its non-toxic:

phar miceut i CaWhleh QG&] s oﬂ‘% gngﬁlﬁ fdémwg s clgimed in claim 1 wherein X is —CO— | o

4- (2" 4:Met hyl benzyl) |n1 dazol e an S non tOXIC pharnaceutlcally acceptable :
~acid gddition 65 salts. _ :

65 24} 0 924 829 13. 4-(2', ‘Elnethylbenz dﬁzole and its non- toxrc

pRar nficeuti‘cal | y accept abl.e add|t| %—-igizgzi

4- (3" :Met hyl benzyl )i m dazol'e and" | t oxi ceutlcally acceptable

acid

deltlon salts. 5 15. . 4-(2 M- thbeenz |n1dazole and its
X ¢ gharnaceutrcally acceptable acr addition salts 16. -
‘3' Di ﬁethylbenzyl)lnldazole ahd. its non-toxic. pharnaceutlcally

abl e aciweR®@R,I ROR, SAd RS are Jad -defrield 3n cE&M' benzyl )imdazole and its-

X| c phar rracaguw médegyfoameiﬁpada tiéh oFG nﬁdd‘l&ds%uﬁé& thiairh @ wherein XlsB-—CH —
4' 6' - Twhightchppines rapctriond df!nzbh\ethahddazbla ohatre- foomilec phar maceutically

fabl e Beid addition salts. 19. 4- (2',6"-D chlorobenzyl)lnldazole and
n-t oxi ¢ phar maceuti-cal ly. accepta GHg—Haldi tion salts. 20.
Chlorobenzyl)lntdazole and its nd@it XIC pharnaceutlcally acceptable
addition 15 salts. 21.

rr]- (2,6 -Di nethylphenyJ)]ethoxyﬁethyﬂ4n|dazole and__lts,non-tOX|c
mceutically acceptable acid addi t Pon salts. - 220

,.6' - Di metvhyrbia @2 QY lefingd id @l%m f"atﬂﬂﬂl fsra %atﬂ&l?. a‘d?ﬁ( 'vrﬁth BlBas z@ﬁaccﬁtl&étﬁé‘&] tyq[ tormula

tabIe aci d add|t|on salts. har maceut | ca

conpr
.base'
Cco

~ conpd

non t

|S|ng4a conpound as clalned |n any e59$1cla|ns 1 to 22 as the free
or ‘a .non-toxic pharmaceutically ag bl e acid addition salt thereof,
mbi nati on with a pharmaceutical l'y 'fTﬂﬁhle inert carrier. 24. A

und as clained in any one of clai 4§E¥2 as the free base or as a

OXI cC 4
" wherein R R, and R, are as deﬁned in cialm 1.

38. A process for the preparation of a compound as clalmed in claim 1 wherem Xis —CH,— .
which compnses reactmg formamide wuth a compound of the formula

wherein R, R, and R, are ‘as defined in claim 1 and Q is a radical of the formula:

55

‘I? R A

_ —C~CH-NH-C-R, -C-CHNHCH2 or —CH—C—R4,

T




- pharmaceuti cal | y accept abl e acid additiom saf t thereof for-
as an anti-hypertensive, anti- 25 ulcer, diuretic, sedative,
anti-inflammatory or tranquilizing agent. .25. : L
4-(2',6' -Di net hyl benzyl )i m dazol e 4-(2',3" -di met hyl benzyl )i m dazol e, .
4- (2\cnet hyl benzyl ) - i m dazol e, ﬁ% ﬁ fhfhlorobénzyl)inidazole { #
4-[a-(2', 6 dlnethylphenyl)]hydroxy ? yq dazol e or 4-

[a-(2' Mbe*saphewlohématdnhmm deyihddTh RO Qnd A3s & memulaaseuns%snﬁnéao,ﬁyt oxi c
phar mac eatalkyledr| apy! geaseppravided thate-d addi tion salt thereof for use.in therapy
for treatind@hyer®dnsion. 30 | 26. 4-(2'-,6' -Di met hyl benzyl)i ni dazol e,
4-(2', 3 -dlnethylbenzyl)lnldazol , 4-(2, 4é dlnethyl benzyl)lnldazole

4- (2 -ethylbenzyl)lnldazole 4 2 ,gehpl_ e zyI)lnldazoIe

4- (3' - net hyl benzyl )- i-midazol e, 4- 6.-trinet hyI benzyl )| m dazol e,

4-(2' -chl orobenzyl )i n dazol e or 4 (B’. 6 -di chl oro- "benzyl)imi dazol e, as.

anal gesi c,

free bas or a non-t oxi c . harnaceutlcally acceptabl e acid addition salt

t hereof f6r 'S "J:“'r‘g’ qfs?f '3 §lloypd, by HeptmPRtet d’EPs‘"&S‘HEH'Q‘F grpguctauth acid; ang7
4-Ta-(2', 3" - nethylphenyl)]hydroxyne m dazole, - N ,

4- [[err] (2,6 - dlnethylphenyl)]hydro -thyllnldazole

4-Ta-(2 -ethylphenyl)]hydroxyneth ytZol e,

4-[ a- (*#' - met hoxyphenyl )] hydroxy- - th I nldazole - - o

4- (2", 3" -di met hyl benzyl)i ni dazol &C- ?HFQCH —dlnethylbenzyl)lnldazole
4-(2",6"-" dinmethyl benzyl)ini dazol e, g4-(2' - met hyl benzyl )i mi dazol e, or

4- [[err]-(2',6 d|nethylphenyl)]ethokynethyl i m dazol e, as free base.or a
non:t R E!'e '?fh&'ébﬁ?’f!‘&!“i pr%@gﬂ%wm c@/dmmowpoﬂegﬂa%g;gme;mdgatd ’geé;_&of f—(c).‘:-l use in
4 ther ! t REPIM i W & —
4-(2' @ ?’Hérgﬁ‘zzqg ‘SS?h dgzm e thf‘gm"r% enzyl )- inidazol e,

4-(2 4 6 -trimet hyl benzyl )i dazole 4- Ibenzyl)lnldazole

4-( '"Hethoxybenzyl) i m dazo { ¢ I.) i-mi dazol e,

4-[[®rt]- (2", 3" -di net hyl pheny

Hz droxyrret azol.e; :4- [[err]

(2'- nethoxyphenyl)]hydroxynet Rlazol e, 3.

5-net hyl -4-(2', 6" -di net hyl benz L6|n1dazole as free 45 ‘base or a-non-toxic

pharnﬁeeutlcally accept abl e ac|d addition salt thereof for.use in therapy
as a sedatl ve agent. 29. 4-(2'Ra -D nethyl benzyl )| m dazol e,

4 ivﬁl matﬂh%ﬁ nw{ l%raaﬁr;%sdf ; ﬁ?@clal%ﬁz ?ﬂdﬁ#ﬁ%&\ﬁ émorépagoarhzs%r aeryl of 6 to
r35] ( 2"a04ApdcaRttbythe pRPAratid of RY MRS IHIEs Hirhdd ﬂ%%f?lll & wherein X is —-—CH —_

r r ] whigh c@hprisesritdmdendtysisydf)al doprgboandy sfethé Ydrinaiadaz ol e,
rr]-(2"- nethyl- SO phenyl)]hygroxynethyllnldazole
.

e
e

e .

err]-(3"- Iphenyl)]hy. O TIE hyllnldaqq 4 [[er nethyl
yled hydr% 'Hg @

err]- (2718 nyI) hyo :’V‘"é%y|lﬁ]da2 4 [[err = gmnhoxy-
y

e

y

e

4- (2
4(
4[
4-[
4[
ph e

3!
[
[
[
[
. n
4-1
“Rhen
e
[

rr
I)Ihydroxyne yl ™R} dazol e,

4-[[err]-(3" -nmeth xyphenyl)]hydroxynethyllnldacmge 4 [[err]- (4 nethoxy-

phenylgg | hydr oxymet hyl i m dazol e,

4-[Terr]-(2", 6 d|nethylphenyl)]nethoxynethyl|ﬂnﬂazole 4-[[err]-(2“,6'-

di ne thyIphenyl)]etho»ynethylbﬁ% oIe S

-5-nmet hyl - 4-(2' - et hyl benzyl ) ilnfdaZo l'e ar hyl-4 [[err]- 55

(2',6g5dinethy!phenyl)hydrox s-free base or a non-toxic

phar maceutical |y accept- able id addit thereof, for use in :

t herapy as an anal gesic agenN: r 4 (24,4 D thylbenzyl)lnldazole

4-(3' - nethylbenzyl)lnldazole 4- [[érr] (2 3- dlnethyl - -]i'

henyl, hyld dri.d
e LR s i oo o e
phenyl )] hydaoxy m&y |fd»rrt‘hdﬁréﬁﬂra|on of a compound as clalmed in-claim 1 wherein X is —CH,—
4-[ c- (4" whigh mmhmy#qtrmychtmaﬂaydl |ofrtmbammim 4-[[err]-(2' -ethyl- ’60
phenng]hydroxynethyllnldazol ' '

4-[[err]-(2' - nethoxyphenyl)]ﬁ@ thylﬁm1?azole 4-[[err]-(3'-nethoxy-
phenyl )] hydr oxynet hyl i m daz C-C-H

4-[[err]-(2', 6" -di net hyl pheny ) oxynﬁ hy| |n1dazole 4- [[err] (2',6" -
di met h Iphenyl)lethoxynethyIH dazol e, J nethylbenzoyl)lnldazole '

5-met A1 - 4- (2" -met hyl - benzyl )i ni dazol e,

5-nethyl-4-[a-(2',6" - dlnethylphenyl)]h droxynethyllnldazo
5-nmethyl-4-[[err]-(2' - nethyl phenyl) h§%roxymet hylim HW“(L“*
5- met hyl - 4- (2' - et hyl benzoyl )i mi dazol e, as free base
non-toxi c pharmaceutically acceptable acid addition salt thereof. for use in
therapy as an anti - '

.
-
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rnflammatory agent. 31. (2", 3" -Di net hyl benzyl)i m dazol e;

4-( 2 -chI or obenzyl )i m dazole, 4-(2',4',6"-trinethyl- benzyl)-im dazol e,
4-{2',6' -di met hyl benzyl )-im dazol e, or 4-(3'-nethylbenzyl)imdazole, as <
frge base or s a non-toxic pharmaceutically acceptable acid addition sal .
tHperéef for use in therapy as a tra&qpk ﬁggg agent. 32. A process for t

preparation of a conpound as claine 'm1 in which -X- is -C or:
- CHOH-,  Whiviedhei B)TRj arsicRy, afea@lbfined ircdlaitn i atd RQIRG Rolguni 3t which @76 tHelsemé ordifidrant, t 0
[elF]: 15 vire padhrhybieger], hydroxys haleden.nareing, m—Btaliivheontaining 7 t¢ 3 cabpiDatems. @OOR
(C@P bei ng an ester groupr ng) wth a- phed'ryl ma.gnesr um hal i de of the

fTUIa 20 - : err] wherein [err]. and'[err]
: as Jeflned in claim1 and Hat |s_aohecLog,en atom -33. A process for the

o R R e S R TR

co Oun kﬁhmi nPtobn rrﬁﬂﬂmrhé‘ﬁﬁazole : '
ucing a cozpouradcéa‘s fbritRe grabmttoa ofhebnhbomha awlaremeum{;rahfj whardines --Clafe, as .
i ned i nwmbfatrqmprse;m@cw'fea%ar&@'{lﬂerra}ofSEﬂf(JWel n[err] is as defined in
|m1)5 or [err] 60 .wherein [err] is a hyfirogenol ysabl e group. .65 26~ 0
024 829.7 35. A process for the_preparation bt a conpound - as c| ai med i'n '
cliaim 1 wherer n Xis [err]. whiBh<Coapyises Zpe 8 a conpound of the

faormul a: [err] wherein [errlg, '@ cAl _aga_,_pefrnedrn claiml with a

corrpound of the formula R OH v 3 Ris 4s defined inclaiml, in the

presencé of acjd. 15 .~ 36. process for tieapyieparation of a conpound
claimed in claim 1 wheré€in is --CO which conprises oxidizing a

C ITDOUﬂd O\fvhérélﬁttfe@ll&ujr&pszawtam 1 to 7 carbon atoms and R,, R, and R, are ab 8dfinkd WRRME 1 Rwith

[err] and [brma]muoartp giee the fcomesglondingGiinidamld. 37. A process for the preparation
of |- &d 4gsA prospsrder mggepaemnlofmpw%e oéa'mwz s'a'mﬁrwm@bm THEs—
r eact | ng a® °%5?’59P§?%S?F‘r‘ T@mide gy ith o fe formula: .

. 5.——@,,, %@——U

- wherein R,. R and R, are as def'ned in claim 1.

35 44, A compound as claimed in clarm 1 when prepared by a process as claimed in any of claims 32
to 43. .

_Claims for 'Contracting Stata' AT

i

40 1.A process for the preparatlon of a therapeutlcally actuve rmrdazole derivative of the formula:
o . o 45 _ . - K . (_I')

50 'wherem R,. R, and R,, whlch can.be the same or dlfferent are each selected from hydrogen chloro,
bromo, ﬂuoro methyl ethyl, methoxy amino, hydroxy and nitro but are not all hydrogen:; R, is hydrogen
or alkyl of 1 to 7 carbon atoms; X rs

. _ _ o OH
55 o : ' _ [ - I
' —C— or —CH—;

RN A b cofi o om0 L

of a non-toxic pharmaceutically acceptable acld addmon salt thereof which compnses reacting an

- imidazole denvatrve of the formula:.
. N o
e
N-
|

o Ry
. N | A

N A 0 O D
. * [ L ] S *

paratlon of a conpound as clained in.claim1l in whrch X is -CHOH which .



30 [err] wherein R4 is as defrned in clarml and Hal is a halogen atom
W th a benzene derivative of the fornula: 40
[err] 45 wherein[err] and [err] are as defined 1. 38. A proces
for the preparation of a conpound as clained i lw!ﬁ E" 'iw X is -
~whi ch—¢onpri ses reacting formamnm de vvrthacorrp | a: 50
wherein [err] and [err] are as def G024 828 aim 1 and Qis a radical qf
formul a: WRbrein R, is as defined above and Z is —CHOlof S '

hal ogen aahenglmmesrsmm:ddef thadermufa: cl ai m Ii_tdoea()r?d(__ﬁbl S ae%s%t%g\gtgﬁ: grl? Le_%%) it :
unsubstituted al kyl aralkyl or aﬁ‘y ~group, provided that: (a) when Qis, 10
t he reqctlon with formamde is f \ by. treatnent of the internediate
product with acid; and (b) whenﬁ@ Mgfit he reaction with fornmam de
is foll owed by- hydr ogenat i on er nmedj ate product. 39. A process
for the preparation of a corrpoun'aias clar med in ¢l ai m 1 V\,herer nXis H2-

whi ch dae % Iysrn en oun f the forrru 3 . '
PRI g T A A { Bl rm‘r g@g,,tr@;tr,; B

of 1 to 7 carbon atons or ary _ car on ato

process for the preparatron of a conpoumu as cl.ajnmed |n clai m:1 wherein X
i's [err% whi ch conprlses hydr ogenol ysi g of a conpound of the formula: [err]
55 whef®in [err] and [err] are as defTFHa.i n claimi1, [err] is alkyl of 1
to 7 car hemchaddmBris redichy Ponflolndl & Rkt 008, and [err] is aryl. 41. A
process for the preparation of, a cong ound as claimed in claim1 wherein X
is [err] which conprises reactlng a 'tart p

0\ 024 829 wherein [err] and [erm] as
[err]which are the same or di f ,e t are hydr ogen, -hydroxy, hal ogen,-
am no, - O-al kyl containing 1 to on. atoms, Rar (wherein [err] is alkyl

-1 to 7 carbon atons or aryl ® 10 carbon atons), or ‘wherein [err]
and Lﬁl’?] can be conbined to fi ma ket o .graup, or-[err] .and [err] can be

combimed 4,Q f,pﬁmRaF{< Ne ng ug) d% cpratcha e‘rr] and 10 [err] and [err] and
[err] can geé MBibdesd OPthe p)’ep m:snjff%? nﬂ[:m&%’demekrh&ﬁﬁf 1 ex'Eethf\Jt]—f(Q-r rsa—él-@ur Ce
of anmmoniaad aheh RO zn:hde,hyrgls)s iihyd EER) R} i Adt rﬁtmm.cheﬁmﬁﬁémawiﬁ

- give t%tmsmﬂ)##ﬁ@rmnhdazol e. 42 A process for the preparation of a

conmpound as claimed in claiml wherein 1 whi ch corrprr ses reactr ng
a startrng mat eri al - of the f T—Y'

¥
H :
wherem R;. Ry R, and R‘ are as defined in claim 1 and —Y'— is

new), in cl@mi and [err] and

 w . i 0 OH OR,
. | (wherein Ry is alkyl of 1 ‘to 7 carpor_r_ atoms or pheﬁyl) or
45 : : | ?7 _

~—CH—

so (wherein R, rs a hydrogenolysable group. '
4. Process for the preparation of a compound as defined in claim 1 except that X is

| | ~ OR,

s5 : . o —CH—
_ :vherelln R is alkyl of 1 to 7 carbon atoms, or phenyl whtch comprises reactmg a compound of the

: ormula:
: _ .. OH, : '
60 o _ : - N ' Cl:H .O R1 :
B . _ . A
. . - N R3
. . . | S l Ry
: H '

30

-erral of the fornula: [err] .
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[efr] wherein the alkyl groups contain I to 7 carbon atons angl_[_er_t]_ and
[efr] are as defined in claiml, with formam de to give the correspondr ng

i j.dazole. 25 43. A process for the preparati [
clainmed in claim1 wherein X is [err] whrch corrprIE“l“ ummmﬂﬂfﬂ mde.

Wi hka—n oxazol e of the formula: [erg] gsbn [err]*and [er™ &re*as
- defined in claimi1. 35 - 44, Acorrpoun as clainmed in claim1l when
priepar ed e&ﬁ"pﬁeﬁeﬁsawsﬂ. @tecas defihed im emwy 1(mth(a| campBund 2f the fotdula BLGH WherbiA R, is
Cojnt r act i '"STL' r‘;‘;’es th""‘hepese’)Se ss for_the preparation of a
~ tHerapeutical Ty Gctt ve. i nt dazore %ha Wﬁ?‘i"\‘?@sd’Fﬁ’f’Hé“ F'G‘r"?ruleécep[ 8t %0 is
ereing[err] and [err] Wmch can. be thg same.or different, are each _
selected from'hydrogen, chloro, ‘bromo; f|luoro, nethyl, et hyI - et hoxy,
anino, hydroxy and nitro but are not a-H:—hydrogen R4 is- hydrogen or -al kyI
offk1 to 7 Ay err] ‘non-toxic pharmaceutically’
' accept ah) e"ﬁg‘%%ﬂ‘zgﬁ%ﬂg{mﬁgﬁ@aﬁ"ﬁ? lLe"rde"gfth m%'?l conprises reacting an: :
i fi dazol e derivative of theforrruIaOH 0 024 9. wherein [err] is as
dgfi ned above and Z is -CHO or - : g an ester grouping), with-
a {phenyl magnesi unhal i de of the i— &) ) wherein [err]: and [err]
arfe .as gefined above and Hal i Ioge ef O 2. Process for the . LT
preparatl on of a conpound. as che inclaim? except that X is which .
cqnprises reducing a conpound of ‘t he ?orrrula 20 [err] wherein [err] and
[drr] are as defined in clarml"‘ 3. Process: for the preparation of a . . -
gompoun gﬁ[hnﬁdd% ag] oeemee,p];, at}‘qg -X- is -CH2 and when [err] |s
2 thy% %%f eavr&eémﬁm uﬁ@ﬁ’sndef'ﬁ{eﬁn 'cl§mnp£xc Mk’l HCH ang
conpri ses whedBgis2gmatyl®R, cswmemwdnoh s Redrdgeh R lisriot fethiyl|w RbFse Eéraétfngamd
[¢rr] arehabmd@f/'!wé@ﬂemfen%ﬂoml&a and -Y' -is [err] (wherein [err] is al kyI of
to 7 carbon atoms or phenyl) or [err] Haherein [err] is a
h dr\geﬁol ysabl e group. 4.- Processé,f he” preparation of a corrpound as .
dénfrned inclaiml except that X i r] -55 wherein [err] is alkyl of 1 to
7|carbon atons, or phenyl, which ccih’p reactli ng' a conpound of the
f)rrrula H 30 H R

H

. wherem R,is as defmed in claim 1 and Hal isa halogen atom with a benzene derlvatlve of the formula

35 : S . o a @gnz

- wherein R,, R, and R, are as defined in- claim 1 - '
. 40 - 7. Process for the preparatlon of a compound as def' ned in clalm 1 except that X is —CH,— and
‘when R, is 2-methyl, R, is 5-methyl, and R; is hydrogen, R, is not methyl, which comprises reactrng
i _ . formamlde wuth a compound of the formula )

Ry

S . RZ%@_CH?Q

R3

-.50 wherein R,, R, and R, are as defined in claim 1 and Q is _

0 o 0 l - o
@ o I I [ A\

—C—CH-NH-C-R —C—CHNHCH2 or —CH—C-R

L . , "Ry c Ry ' Hal .

60 (wherein Hal is a halogen atom) R is as defined in claim 1, and R is a substit i
alkyl aralkyl or aryl -group, provrded that: - substituted or uneubstltuted

" 68
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0 024 829 wher ei n [err] and [err] are as defined |-n cllaim1 with a conpoun
of the formula [err] wherein [err] is as hereinbefore defined, in the
presence of acid. 5. Process for the preparation of a conpound as defi ned

imclaiml except that -X- is 5 :
0 [eNt which conprises oxidizing émgd of”lmnmmmr“l"““ll [err]
wherein [err] and [err] are as def ' laim®* 6. Protess f'or the

pr epar at i on abfvhen @dspound as _defined in claim1 except that X is - CH2-

when [err] is 2-methyl, R2 is 5- rrethyl and R3 is hydrogen, [err]. is not
~methyl which conprises_reacting a 94-" hal om& hyl i ni dazol e of - the f.ornul a: 25
[err] 80 wherein [err] ‘s as def_é HNGLE nhl and ‘Hal is a hal ogen atom

with a benzene derivative of the forpula: :
[err]. wherein [err] and [err] are astefrned inclaiml. 40 7. Process.
for. the‘gre n_of a ngﬂ ‘as defined-in claim1 except that X is

- CH2- 7@n \ﬁz '? f’mgm'fe ed tﬁz"’?’é’“?‘ﬁéfWP‘"’%ﬂﬁ’WWW@t mjthragigeand R4 i s
not et hyl, corrprr ses reacti ng fg mde with a conpound of the

formul a: 45 [err] so wherein [err}. ano
Qis [err] 60 (wherein Hal is.a ha[)c')g
1, andgR'is a substituted or unsubgtitutled al kyl, aral kyl or aryl group,
pr.ovi ded that: 65 31 0 024 829. cﬂm.ﬁﬁqQIS [err] ‘the reaction with
formamide is followed by.treatnert -of - ‘thed nternediate product W th acid;
and to b) when Qis [err] 20 theRgeactiion with. formanmide is.followed by

' drog‘entﬁs nt er medj at e produ ct. 8. Process for -the preparation
rea tion w?kfor@% |dg ﬁtr Jlgjpr ound tl 'h § thy i rqtgrme@p{g pred\ldt vvhen [err]
i S -WetdﬂbanBZZrnam ok tjexcept,

'¥] are as defined in ¢claim1 and

¥nsthyfl g c —WPRd h
conpri sescdmmund yfzthagormulaerrpgﬁn ot the tmﬂg with comp"se Vd’°"’z'"9

[err] - R1
B K —@:—“z
o o ‘ Ry - Rs.

3 o o <|7'°
Ria I S
wherem R R R and R, are as deflned in clarm 1 and ﬁ isan élkyl.radiCal. of 1 to"7 carbon atoms, or

- 35 aryl of 6 to 10 carbon atoms

9. Process for the preparatron of a compound as defined in claim 1 except that X is —-—CH — and

when R, is 2-methyl, R, is 5-methyl, and R; is hydrogen, R, is not
hydrogenolysmg a compound of the formula: yeres methyl Wthh comprlses

C Lo N N :
e : H, CH :
O me { v 4
LN S : N : - - _ N : _ a
] T T 3
| | °H2‘R12 :
50 _or
CH
<\ r {“2
55 h R, R, R, | .
wherein and R, are as defined in clalm 1, R,, is alkyl of
e atoms na @ R, 4 vy 13 is alkyl of 1 to 7 carbon atoms, or aryl of\6 to 10
10. Process for the preparation of a compound as defined in clalm 1, except that R, is h
and X rs CH,. which comprises reacting a starting material of the formula i’ ! y zrogen
60
} - . S R.Z _ZCI: ?'H- .

32

om), [err] is as defined in claim |
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-0 (

are as defined 1n claam1 and [err]l is—an-alkyl

radical of 1 to 7 carbon atoms, or 35 aryl of 6 to 10 carbon atons.” 9.

TS P % Rl 72 S A e

R4
f on
[ en
[ en
cl
I ed

whi;
amijn
of -

[ edr
to
sif
and

Pr-6

i-s-not net hyl , which conpri ses hydrmrﬁgsr ng *a éon‘bou d of the
mula: R 40 [err] 50 wherein [err] and [errr] are as defined in claimi1\_/
r] is ambglein,, A, ahd R7are as Befinedibtmne anddt,, Ry Kb amsf R, 6 whish t@h kethg samexr diffgrentand

r] is amt each ydregenc ysitoxy. alogens apyeparelkdef drtod ERPARIE 85 defined in
giml , except t hat lerr] is hydrogen god X is [err] V\/nlch corrprlses
lctrng,a starting -material of theform"Ia Jerr] 65- [err]
24 829 wherein RL,: R2 and R3 are a-a)-deﬁ-r-med above and [err] and [err]
ch can be th'e sane’ or d ff er%n)ta~ are eachoE dgr)o hydr ?i i&
mbiribd fo 1 €hebb |
1 tO r% (gﬁ:!lp ﬁ?&{%%‘v i oﬁlgtra%ip ng' Zﬁhco ng{ ele a an13
] are Gamakianae) ANLORINM rﬁor@InOWm% @i mara ert] can be co i ned
forma ket o1 ‘gercpss fmrthbpdeﬁarf@nro]‘ a aordipdued p§ defipechin dla[neﬂ rexceph thaf Byis pvd(mq"

ul t aneo@sd ¥ i GHmn whishocagogersSyacting. gifompgund of e foERua source iof ammoni a
| for mal dehyde), [err] anmoni um format e or Hf or mani de. 11. Process for the
Epar at[on of -a conpound as defi ned in clai th 1, except that R4 is “hydr ogen

e

an; X.is CH2, which conprises rd§

rein the aI kyl groups contaip 1

a co iﬂﬂkﬂf the formula: H [err]
r] are as defined in claimZ, 2w

cagb ms each and [err]--and
rmar?i e] 25 12. Process for

tthe repé?ratlon of a conpound ag.,cTarmed i n cl aDqaikyl) except that R4 i's .

\/ h | '. | L )\ '.Rsi-l |

e T I e e

Rl S 2ot St ise

hydrogen and X is -CH2-, whi.ch. (?orrprlses reacting formam de with an

OX :f ol e of vHeeeid e lﬁlﬂ[/l@roubew’n}alﬁ5tdl\hﬁ’rlﬁjnl‘htc{|ﬂ‘ dabh sk, [Rgrang R;;B’reaakfruhyfm plaich 1.n
clagml. Pam&!nbaumpdefrohe fur die Vertragsstaaten: BE CH DE I

NL [SE; 12 Ver ?]d’ ssoferrthgzariaﬁg trogp(yfa compound as claimed in claim 1, e:ftcehpt :ha?ﬁ is y%ngen ..
< H Wwobei % %“RBW*"H? EOTRriseS 'ﬁ"%'a%rf”"‘sr"ié,’é m’“é‘ Ot o R eI e | s
unfer V\asserstoff Chl or o, Brono, FN.IOI’O Me Athyl, Met hoxy, Am no,
Hydr oxy -und Nrtrohh hl 't werdfgn ni cht Was Utoff Si nd
R4 V\asseﬁ%toff Odﬁj ' Ko?fl en§2 n |

R5 ,‘Ll R . r.- s§5

35 wherein R,, Ré and R, are as defined in claim 1.
Patentanspriiche fiir die Vertrag'sstaatenr BE CH DE FR GB IT LI LU NL SE

- L Verbmdung der Formel

. 45

wober R R, und R dre glerch oder verschleden sein konnen 1ewells unter Wasserstoff Chloro Bromo,
~ Fluoro, Methyl Athyl Methoxy, Amino, Hydroxy und Nitro ausgewdhit werden aber nicht alle Wasser-
50 stoff smd R, Wasserstoff oder Alkyl mit 1 b|s 7 Kohlenstoffatomen ist, X

Rs -
II ' |
—C—. oder —CH——'. .
55
L lst wobel Ry Wasserstoff Hydroxy oder OR; ist und Rg Alkyl mit 1 bis 7 Kohlenstoffatomen oder Phenyl
ist, und ihre nicht-toxischen pharmazeutlsch akzeptablen sauren Anlagerungssalze und Mischungen
davon, unter der Voraussetzung, da, wenn R, 2- Methyl Fiz 5-Methyl, R, Wasserstoff und R, Methyl ist,
' dann —X— etwas anderes als —CH,— lst
- 60 2. Verbindung nach Anspruch 1, ‘bei der x —~CH,—, —CHOH—, —CH{OCH,)—, —CH{OC,Hg}—
: oder —CO— ist, R,, R, und R, jeweils Wasserstoff, Chloro, Bromo, Fluoro, Methyl Athyl, Hydroxy oder
Methoxy sind aber mcht alle Wasserstoff und R, ist Wasserstoff oder Methyl
. 3. Verbindung nach Anspruch 1, 2 oder 3, ber der R, ein Substituent in der 2-, 3- oder 4-Position
: ist und R, und R, Wasserstoff ist, oder R, und R, Substltuenten in den 2,3-, 2,4~ oder 2,6-Positionen
65 sind und R Wasserstoff ist, oder R,, R, und R, Substltuenten in den 2.4,6-Positionen sind. -

33



“ist, wobei R6 Wasserstoff, 'Hydroxy oder OR6 ist .und R6 Al kyl//t/l bis 7

Kohl enst of f at omen oder Phenyl Ist, .und ihre nicht-toxi schen phar rrazeutisch

tle nsp ﬁ

akzept abl en sauren Anl agerungssal ze und M schungen, davo
~ Veraussetzung, dafS, wenn Rl 2-Methyl, R2 5- I\/Etm %\‘\\
Met iyl ist, dann -X- etwas andereg 2- i st ung
60 2. "+ nach %9%§@izg;er X-
- CH( OCH2) - .4 Q‘W%thyl[:henyﬂ]Hvdf&dﬁ\%thyl@@ldak&tund Rkine mcmlsa?anl ﬂ‘t&ﬁh&zﬁutlsch
Wasser shkaégtablétnsanren, ArlBrgemogss#feior o, Met hyl , - At hyl, Hydroxy, oder Met hoxy
sind abgr % c‘Hta <a1 6’@‘%%@8;2?%%#%;:%9%4m's'!ZOV\aB% aving tht-fe’d@he'F\/BhﬂW“"S
Verb| nd der ubstlt ent er 2-,
T o A*,‘,gge,:,z""s;‘;* Pt Bl {ie AR BB HaRbage bl T
'R2 Subst t enf-RA4I-MethgBhehy Hydr&yﬂwath?ﬂﬁida?ol GmBOssirei mmmseﬁnsménatadls% _
_V\assershla‘éﬁtablat saucaﬂeq:nldaaruhgmzeand Substituent-en in den 2,4, 6-Positionen

2'8 S6Dimethyloben wvdwmmvbww)qmwmmwnﬂm pharmeesr- und

el né‘nf'i"ﬁt;"fiﬂ jl F?.ﬁé f@;!wg.g,hme&%@pwls@ne U AN SpRIHAIRAR 2¢

5. 4-[ aakzéptatien sdu oXyme i dazo
_ni cht -t oxi srmer[a ammmphen&ulmkbxakamrahhﬁnuwrnemucnnﬁoﬁgwamamedemch s

6. 4- aal(ngtabm saptephAntageiuhgdsalzeox y et hyl - | m dazol und sei ne ni cht-toxi.schen

phar rfﬁzeut i l’f -{ 1‘%’ %i‘Mﬂ"?é"ﬁY' Hydrasymethil-imidaaghnskssing @ichtytoxischen pharmazeutisch

4-[a- (4% ﬁﬂ&“f‘#@ e e A RAALH iRl ac a@mptatb@wsf&a?n

phar maz anibgdrédassaleé.cp a n saur en Anl ager unhgssal ze. _

3" - Di net hylnsh@ﬂyi )q'mmww)wummmuams icid-todschan Mauhazemtm:h akdaptablen
ha ﬁazeayrem @'a ﬁa'aﬁkze,pt abl en sauren Anla erungjssal Ze.

4> éﬂ'gﬁ‘yY'?ﬁ"F\g}HP'SWh\é‘t%iﬂ“°l'}‘ﬁh&§Z of) P '%F%&sﬁ‘?ua&‘f?@‘ﬂbl?ﬂusé‘tfﬁ'bn -

nia ru S
phar. rm-zema? Zﬁ-@urﬁﬁk%n@%”ﬁ@ﬁoﬂ“@%ﬁ“ﬂ&ﬁﬁ@&&ﬁeﬂ Mrmazeutlsch akzeptablen
4-[a- (Zsammahg@m d.) Hydroxynet hyl -i m dazol und ‘sei ne ni cht-toxi schen
phar mazeut i$cH4-@k z%-@sm#hﬂbanmmléazomuﬂdammgasa@m pharmazeutisghi akzeptablen.

gh;f;gg“ﬂ% o S RS e R b SR Sl L
4- (2 Ng‘y §smz i) bmrmmehummmw%n@%tméh%xﬁal%a @hﬂhﬁieﬂﬁgcﬁlékie?ﬁﬂen
-akzepbabdm Adlageaingddalbsiger ungssal ze. 13. 4-12', 6'-0Q met hyl benzyl

©und séi ne rig% M2t oﬁ(rwepﬁvalmmmmndstﬁiﬂeammmh@np@cngawﬁdn akzeptablen

R e Corober et I AR Do et B fahlth 4 0u) schen)

phar maz @b ket auren il

4'-- Diggret hy?ﬂe thMl(i'l it dia\a@.bupﬂémlﬁmxﬂﬁaw-mmaz& Qi SEIRG RicRRoMsORvA Sbrrfagditisch
akzept abkzeptalgernusaren/rilagengssges al ze. 16. 4-(2', -3' - Di net hyl benzi/ze)l m dazol
und. seine &H? MI%W&W@M'&M&&W’ seife akztetp’e%weﬁhasraeneewch akzeptablen

Anl ager spalzg

phar gz gytisHe madegtiich Wiyd Iz dafon,
- 6" = Tri mai \vaebi baungyﬁ ) bmrda;wh\aw&ds@akmtamea hterﬁwxuagaktem phar rrazeut i sch
Kz dkzept abl eﬂ@ge@agmrgmaﬁnela demAyserathed. b.g_gz alsffrglg ‘Base oder als nicht-toxisches phar-

Bingssalg panti-
6 -Dich rtenswe c u%em uﬁg yr tas?ghes sec atlves angege;tlsﬂemngnr%?%gs emrt;endes :
akzep;a ér}u,ﬁ §rﬁ' ungss 2
. 28, 4+ (2' 6’-D|methylbenzyl)Imudazol 4-{2', 3’-Dimethylbenzyi}imidazol, 4—(2’-Methylbenzyl)- B
Imidazol, 4-(2’, 6’-Dichlorobenzyl)imidazol, 4-{a-{2’,6/-Dimethylphenyl)]Hydroxymethyi-imidazol oder.
" 4-[a-(2'-Methoxyphenyl)]Hydroxymethyi-Imidazol als freie Base oder nicht-toxisches pharmazeutisch
o akzeptables saures Anlagerungssalz davon fiir den Gebrauch in der Therapie zur Behandlung von
" 50 - erhohtem Blutdruck.
26, 4-(2', 6'-Dimethylbenzyl)imidazol, 4-(2’;- 3'-Dlmethylbenzvl)lmldazol 4-{2', 4'-
DlmethylbenzyI)lmldzol 4-(2'-Athylbenzyl)limidazol, 4-(2'-Methylbenzyl)imidazol, 4-(3’-Methylbenzyl)-
- . Imidazol, 4-(2', 4’, 6'-Trimethylbenzyl)imidazol, 4-(2'-Chlorobenzyl)imidazol oder 4-{2/, 6'-
- Dichlorobenzyl)imidazoi - ‘als freie Base oder nicht-toxisches pharmazeutisch akzeptables saures -

55 'Anlageéungssalz davon zum Gebrauch in der Theraple fur die Behandlung von geschwiirigen -

- Zustdnden -
: 27. 4-la-(2’, 3'-Dlmethvlphenyl)]Hydroxymethyl Imidazol, 4-[a-(2’, 6'-Dimethylphenyl}}-
Hydroxymethyl-imidazol, 4-[a-~(2-Athyiphenyl)]Hydroxy-Imidazol, 4-[a-(2’-Methoxyphenyi)]Hydroxy-
methyl-Imidazol, 4-(2’, 3’-Dimethylbenzyl)imidazol, 4-(2!, 4'-Dimethylbenzyl)imidazol, 4-(2’, 6'-

60 Dimethylbenzyl)imidazol, 4-(2'-Methylbenzyl)imidazol oder 4-[a-(2’, 6'-Dimethylphenyl)]Athoxy-
methyl-lmidazol als freie Base oder als nicht-toxisches pharmazeutlsch akzeptables saures Anlager-
ungssalz davon fiir den Gebrauch in der Therapie als Diuretikum. o

. 28. 4-(2', 4' Dlmethvlbenzyl)lmldazol 4-(2',3'-Dimethylbenzyllimidazol, 4-(3'-Methylbenzyl)-
~_ Imidazol, 4-(2', 6'-Trimethylbenzyl)imidazol, 4-(2'-Athylbenzyl)imidazol, 4-{3’-Methoxybenzyl)-
' 65 " |midazol, 4—(2'-ChIorobenzyl)lmldazol 4-{a-(2, 3’-D|methylphenvl)]Hvdroxymethvl Imidazol, 4-(a-(2'-

34
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| mi dazol | =




(2 ChI orobenzy’l [ )I m dazol und sei ne ni cht tOXI schen phar mazeut i sch
pt abl en sauren Anl agerungssai ze. 35 21. 4[c (2

' met hyl phenyl i | At hoxymet hyl -1 mi dazol und sei n - '
phanmazeuti sch akzept abl en sauren Anl agerungssal z E,uﬂ E -
6' - Diveet hyl benzoyl ) | m dazol und sei n@yzc{;h#m s '

' ptabl en sauren Anl agerungssal ze zeuti sche Zusamrenset zung .
el ner VMeltorybheryl) iyadedxymethgiimidiezol Ader 5ehdétyl-3-(1, ss'xm)net&\abmkmniudazoleallm
el n ni Ghse-qdexighsttesdsc mhm%lﬁwm@ﬁwe%énlmwwamnawgenmr@gsaaﬂz

n’ in V& 'Eﬁzéa %ﬁ% @s slemetﬁqben% 20 h,S (l‘l Dlme%h eﬁ ll idaz £ %VI th lbenzl

&rStof T imd ig unaz i ﬁgﬂmm &w%m éﬁ ek i e dug _V v
~oder alagqnzc La't-.ﬁmy@ SIHpd sty methipizimidake,C h akzept abl es saures

ager ungsse{hi(Z'da\chmemmerﬂﬂbvmmetmI -ichidazolherapi e als anti- - .
rtensiv “‘ fﬂ!ﬂé@eth "I]'F‘@P sches, sedatives, anal geti sches

Ondun gs ,p ny, 3? ndes Mttel. 25 4-(2', . .

rret hyl laqg yd, met hyl benzyl )| mi dazol , .

- I\/Et hyI4tIaHZ'yMétho;dymedﬁnI®Jd;ox¢m tﬁyHlmﬂazoD chl orobenzylilm dazol '

6'4=l (%‘eM i -1 m dazol oder

(2 'g/ef‘ azol als frei e Base oder 7
t-toxi sq__ abm in%] 4 xy aures Anl ager ungssal z davon fur
Gebr auc Is-mah war2 heﬂh aérﬂynzr%aaefwad m&hwaﬂ[aﬁ(@' eLiimbhapheR| kiR dxGiethd.

- Dnidezbhald fmen demnigbiztokisches- afmazeLGsGh[allqaatah ktasrezy\hl)abmrﬂssgaldpvon '

j‘\.gf?l I\/Etﬂlqy % qv?bpei';zj%) plr:ja?l;é:% Try\g!r.;\z Fr)zylpinma%:ér%[fxa(% Qmethﬂphenyl)]-
-Trimet hy ;[s: mhvd,(ﬁy,(,gthv.@hadggopbenzyl ) Im dazol oder 4-(2', 6'-
Wphedt

D|- cpl orobenzmbl(m.miem IBHydraxyRetBAS@iIda@Er NI cht -t oxi sches phar mazeut i sch
akzgpt abl es @ad#’dwetﬁﬂphemﬂ um b\d-é!hlzladlivon zum GCebrauch-in. der Ther api e

f M @/e Eéh | pden 27. . 4-fax-(2',
3'-D|rrethyl|g ‘ﬁ%‘"‘t 4-%a-(2', 6 - Drrethylphenylll--
: oxyrret hy'.l.[z,qm ethy(i,h iyh ﬁmygz),gl Hydr oxy | m dazol , ,

(2' - MetdHaxg Isen ilephly ehvt)bé xvmﬂivylmndazbldazol 4-(2. _
D| rret 3Pl KelAz V'h?ftiawbmda Di met hyl benzyl )1 mi dazol 4-(2'. 6'-

D| hyIzod yignzy i dazol oder 4- 2
mtath?/ Mgﬁﬁg’gg&hﬁﬂ,ﬁ nge,dé’é' éfé‘, aj;’g} eaZBgséoogcrar al[g( '

ht t oxi scsqmsmwkuaazmwber&emﬂu&epta Ifreis Baud! B68er Al ag@ﬁtoxua@ssaiazmskamah. y

.;ﬁ

o

c =

1
AA/-\_ ~=.0 !

B' - Met hyl4q , 6'-Trinmethyl benzyl)lm dazol
' - At hyl hqn enzﬁﬂ,ﬁ.aam%t hoxybenzyl ) 65 Im dazol -
' - Chl er GHET}BY-D dﬂ‘lyﬂﬂml)lmicﬂlzt(l Cadef 2'

?\/ ([3)‘ LnEt h ! g“'39 U'?‘Q};gaﬂm Ym Fl'étiﬂ 1re|¢ ﬁ#sdagqﬂals nipht'@x§(21es pharmazeutlsc@memﬂgﬂs saures

. Sphisstahendes JVirksiatly :

ST o T S R eg ~co— ot
~ ni cht-toxissches. phar mazeut i sch akzept abl es saures Anl agerungssal z davon zum
Gebr:auch in -der Therapie al s sedatlverN%sﬁ off. 29. 4-(2",
D

D' 4’ Dr‘ﬁéit ‘Qzﬁlmd%r?zxmz“da , 3' - Di net hyl benzyl )| mi dazol ,
V4 ¢k

Lbbb*:qmq;

- 3t-Di net hyl beni zyl )| m dazol, 4-(2", 4¢ t hyl benzyl ) I m dazol
4-(2' -Methyl benzyl)- 5 . Im dazdl 4-(3 @/I benzyl)Im dazol
4-(2' - Chlarobenzyl)lmdazol 4-Ta- (2",
4' - Di met hyl phenyl )1 Hydr oxynet hyl -1 mi da9oj , 4- [ac (2",

3' - Di net hyl phveayR, Midindireprucret Byfiniettniétdad B-CHO oder —COOR (COOR ist eine Ester—Gruppe) ist,

4- [a (2'.- Metrhiy kipére R ényintdgoesbimhatic Hey|Fotrel dazol _ '
" 4-[a-(3'-Methyl phenyl ) JHydr oxynet’ hyq - | m'dazol

4- [a (4' - Met'hyl phenyl ) JHydr oxynet hF}/ - Zot,

. . o _ 2 MgHal

Ry '
50

‘wobei R R, und R, wie in Anspruch 1 definiert sind und Hal "ein Halogenatom ist, aufwenst
' 33 Vetfahren fur die Herstellung einer Verbindung nach Anspruch 1, bei der X —CHOH— ist,
welches die Reduzierung einer Verbindung der Formel

35 .
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ylp
Hydroxyrret hyl -1 m dazol ,
4-1 4- (4" - Met hoxyphenyl ) | Hydr oxynet hyl -. 1 m daz (
6'-- Di net hyl phenyl )] Met hoxynet hyl -1 m dazol \“‘\ \ m“

6' - D\t hyl phenyl ) ] At hoxynet
5- Met hyl - 4-(2' - Met hyl benzyl )¢§%‘d?ﬁoder 5 I\/bt hyI 4- 4ar {2',
6" - Di'net hyl phenyl )] Hydroxyne yI L dgRpl als freie Base. oder _

" nicht-toxisches” pharmazglutls -a
ge .scher Wrksteff. 20 . 30.

zum Gebrauch in der Th al's
4-(2', 4' -Dnethyt benz dazol A= (S*r)Met hyl benzyl ) | m dazol, 4-[a-(2
3" -Di et hyI phenyl )] - Hy rox Wgt hyl -i.m dazol ,

4-[a-(2' - Methyl phenyl droxyrret hyl - | m.dazol, 4-[a:(3'-Methyl phenyl)] [

Zy ?’%b r%én?tﬁk%ééfﬁl% ?s%ga’ﬁ o5 hﬁ}i%ﬂdmvsgulh J:yirl C;::':Eizz l_;l.: d.a.zol

- 4- Wilcted ﬁ@a&m%

4-Ta- (3" - Met hoxyphenyl ) | Hydr oxynet hyl - m&iazol 4- [a (2
6 Di net hyl phenyl )] Met h xyrret hyI =
- Di met hyl phenyl.) | At h
Met hyl -'4- 2 Methylb z Imdazo
| 6 -Di net hyl pheny! ) | Hydr Xy.meRpy! ¥ mdazoIR B

- 5-Methyl-4-[ez-(2' - Met hyl. phenyJ )] Hydroxyrret hyI 2 m dazol oder
2§ I\/egp%"ox4n(2und I}@W&/{nbgnzoxh)hln‘jrb nd ; é freie Base oder als’

#'séhes phar maze Bt c zep?abl ‘es saures Anl agerungssal z d

-

4[a(2

zum Gebrauch in der Theraploa al soant2| udpngshem*render W-rkstoff. 31. 4}

3' - Di et hyl benzyl )| m dazol ,|| 4- (2|- Chl orIobenzyI )| .m dazol , "4-(2', 4',

6 -Trimet hyl benzyl) I‘m"dazuTC—40—ﬁ '('2 TC—=Di nethyl. benzyl ) Imi dazol odef

h‘g’%'}‘bWi“me%m I1rg ﬂl"f}erkst)addg freie. Base oder al s. ni-chf -t oxi sches

z&ut1 sch akzeptabl es saures Anl agerungssal z davon.zum Gebrauch i
Therap| e als ruhi gstel | ender WR,kstoff. 32. Verfahren zur Herstellung

Ver bi ndung nach Anspruch 1, in Ider -X- -CO oder’ -CHO4 ist, wel ches ol §

Reaktion sines Inidazol - Derlvarg"‘der Formel 45 N Z 'NR 50

J wobei R, éné"h%holﬁfeﬂﬁ@&dﬂ f\i}?% UQJ?wa t?je“ niert ist und Z -CHO oder -
( COOR355Verfahée ztrsHersteliony 3R Verbindurig Rack ARGIRGRNE Bl dR00ESiHioRAL i der, F
55welches die Reaktion einer Verbindung der FormelRi R2 5. 0 . ) MyHal R 3 60 wobei

nd R3 wie in Anspruch: 1 .defggpi ert. si n und Hal : ei n Hal ogenat om i st

auf wei st. 33. Verfahren fM ril e ung ei ner Ver bi ndung nach Anspr uch.
1, bei der X -CHOH |stN

40

rieot 14[a(2
< ? . 4-(4' - I\/bthyl benzoyl)lmda_

4-[ea- (3" - Met hoxyphe1nyl ) | Hydr oxynet hyl -1 m dzolf-

Gbles saures Anl ager ungssal z davof

wobei R,. R, R und R, wie in Anspruch 1 deﬁmert sind mlt einer Verbmdung der Formel R OH woben
45 Ry wie m Anspruch 1 def' niert ist in Gegenwart von Sdure aufweist.

. 36. Verfahren zur Herstellung einer Verbindung nach Anspruch 1, bei der X —CO—- ist, welches
0x1d|erung einer Verbmdung der Formel .

55 - _ H

wobei R,. R, R; und R, wie in Anspruch 1 definiert smd aufwelst .
37 Verfahren zur Herstellung einer Verbindung nach Anspruch 1, wobei x —-CH — ist, welches

_ dlé Reaktion eines 4-Halomethyl Imidazols der Formel -
¢ I
R
4
65 H . .
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_ " ’ -
Rsi*N R

Fof'm F14 ““\J\\ &\{\“twww?a
wepei R, R2, R3 und R4 wie in Anspruchl defi \@‘n“ | st 1]

34 Verfahren f M dr e Herstel | ung ei ner Verbr nd ach A‘nspruch 1, bei

X L'CH2- i st ' wobi 9di e Reduzi erung ei ner

~ Ve i ndungvod@irﬁ Eﬂé meAnspruch 1 definiert ist und Hal ein Halogenatom ist, mit einem Benzol-Derivat der .
-0 N. X Formet ~~R'N R ~~~~~ 3 H2a eiR, RR. RR und
R, :yvre in Anspruch 1. :definiert sind und R1 ; ' -

204 20 K-,~-~~~~~~~~~~~~~~~~~~~~~~~ X~ ~0 0 - ™H OR6
'-25>@ C? -CH,' -CH 25. (vvo< R . ' ll"ﬂzpruch 1 definiert ist) oder
250 R7 30 ' -CH, 30 wob wobel R,
ei jne. ‘hydr ogenol ysi er bare Gr up e I st, 1ist, aufwer St .

ni b ruchql s o | o N
gqu :1)3(;3.5 éq?ﬁzg:; o{?agger; ozr‘:r: rste H Eﬁ%}%ﬁfﬁ dgﬁg £ Q{%ﬁgrgghga ilg\g %ﬁl stdrg?ltt:)heels. o
3 (NX CH'OR.40**~~~~ff*~s~~~-,_sﬂh L0 N _ : :

BN NS '~~§~~( D) . RLH 2R’2,' R3 und R4 wie in. Anspruch
eflniert sind mt . ei ner. Ver bi r er Fornmel ROH,. wobel 45 R we in

-~ Anfspruch 1 .definiert ist in Gegenwart von Saure_ aufwejst. 36. Verfahren zur .
He'r st el | urwpbel ReR. ved Bi wisuR dAnerisdh hﬁ%fb‘r'ﬁﬁ'c?‘r“dl“""b%re'"d'@f’"‘_% depfprmelt  yel ches

|dF°erung ei ner Verbi ndung der For R, 50
H.N - CH. o _"-'OR : )
2 ' ' |~~~ ~~st,
ei R, R, R3 und R4|lvm ein ||Ansprﬂ1ch 1 defr ni ert/s\nd auf weist.
.37, ¥erfahren zur HeCsCeHNMHG-R ﬁ@'FC%mlznd‘ﬁ’ﬂ'g —Raspruch 1, wobei.
- .25\/1$t wel ches * die Reaktion el nes 4-Hal onet hyj.: | m dazol's’ der
Formel | Moo T o7 i 80
: ‘CH2- Hal - ' ' ' L )
34. 30 wobei Hal ein Halogenatom ist, R, wie in Anspruch 1 deflnlert ist und R eine substlt jerte oder
: nichtsubstituierte -Alkyl-, Aralkyl- oder Aryl Gruppe ist, unter der Voraussetzung da - _
{a) wenn Q o _ , \ :
'_ L : S |l
s - '—"C_—CI:H—NH—C.—R
Rs -
.ist, die Reaktlon mit Formamid von einer Behandlung des stchenproduktes mit Séure gefolgt wrrd ' .
40 und S : . . . - !
. . (b) wenn Q - ' o - E '
45
~C—CHNHCH_,
| -2
Ra
50

rst die Reaktion mit Formamrd von einer Hydrogenlsrerung des Zwrschenproduktes gefolgt wird, auf—

"~ weist.
© . 39. Verfahren far die Herstellung einer Verbmdung nach Anspruch 1, wobei X ——CH — rst
welches Hydrolyse einer Verbindung der Formel ,

o o | "'!:-'-o

_ “wobei R,, R,, R 'und R, wie in Anspruch 1 defimert sind und R", ein Alkyl mit 1 bis 7 Kohlen— :
- 6§ stoffatomen oder Aryl mxt 6 bis 10 Kohlenstoffatomen ist, aufwelst
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D0ze 520

definiert ist und Hal ein Hal ogenatom ist, mt einem Benzol Derl vat der

Fornel i-5 " R3 wobei R, RR und R] wie in Ans ert sind, . &
aufweist. :0 38. Verfahren zur Herstellu ﬂ ! E g nach f_\

Ansphuch 1, bei X -CH2- ist, welches die Re rr&md mt
AnsprucC wobei [ 0’024 529

Ver bi ndung der Fornel .Rl1 15

CCH2Q * 3 Wods: iveffdhrerRetr H&dtelﬁﬁth&rﬁr V&blﬁﬂ\ﬁl@ rnh‘tEhhAn'Eplqaic {, mro%&tx SJdPad—LIE}decﬁ%k
Radi kal Hﬁdnogé?mlyaebmélﬂlﬁ)mdung der-Fdomel

Co~~=111 : | oe - - C—R4v 25 ' R,
-C CH- NH C- R C- NHCH2 R4 - R4

- Hal |~~~ é)genat 2 WI spruch 1
definiert i sf.'3 i ne subs grte oder tsubsti ore™tg Al kyl -

- Aral kyl -~ oder Ary e e ist, unter3 der Vo auss@tl ung, dam (a'5 wenn Q 0
11 35 -C-CH NH CR R4 i'st, die Reaktion mtcﬁ rmani d vor ei ner Behandl ung
des Z(R/lschenprodukt es nmit Saure gefolgt wird 20 und (b) wenn Q45
0l ' -C CHNHCH-2 2' - ~Bia~R4 A4 ist, die Reaktion nit
“For mani.d. von ei ner. Hydrogen:vgﬁ"zerﬁlﬂg des "Zwi sct%nprodukt es gefolgt wrd,
" auf- weist. 39. Vegdephren f di e Herst i ner Ver bi ndung nach
- Ansprifch 1, wobei X - CH2- igd, Bp einer Verbi ndung der
Formel R 55 <N H CZR% R A - 'R * 560
3 3 ¢c-0 A13 wobei RI, R2 -R3 'und wein Ansp?ruch 1 definiert sind und
- R1I3 ein Alky] m't 1 bi's 7 Kohl err1|-1 65 stof;%torrenA'E(‘jer 1At\)ry_I"Kn?“t 6ff2| s 10

C ni I n
.@Jeqqsﬁ?pg)ézl fhe bls qqo Kgﬁ{fl\ﬁ@? ych 1xdefiniert si 13 €ine Alkyl mit 1 bis 7 Ko snsto tomen

ensto atomen ist und R,, ein Aryl ist, aufwsist.
41. Verfahren zur Herstellung einer Verbindung nach Anspruch 1, wobei X —-CH — ist, welches

' dle Reaktion eines Ausgangsmaterlals der Formel

N R o L
o o Ry Rio Py
3 . :
5 _wobeu R,, R und R wie in Anspruch 1 definiert sind und Ry Ry, R,o und R,y welche glelch oder ver- .
: .schledenartlg sind, jewells Woasserstoff, Hydroxy, Halogen Amino, —O-Alkyl mit 1 bis 7 Kohlenstoff-
atomen oder . _ o o .

I’ | o
’ ' ' Rﬂ

(wobe| R,; ein Alkyl mit 1 bis 7 Kohlenstoffatomen oder Aryl mit 6 bis 10 Kohlenstoffatomen ist) sind,
oder wobei R, und R,, kombiniert werden kénnen zur Bildung einer Keto-Gruppe oder Ry und R,, kom-
<0 biniert werden kénnen zur Bildung einer Keto-Gruppe, oder sowohi R, und R,ound Ry und R,, gleichzei-
o tig Keto-Gruppen bilden kénnen, mit NH,. + CH,O (oder eine Quelle fir Ammoniak und Formaldehyd),
/. HN=CH—NH,, Ammoniumformat oder Formamid zur Bildung des entsprechenden Imidazols, aufweist.
42. Verfahren zur Herstellung einer Verbindung nach Anspruch 1, wobei X —CH,—ist, welches -
. die Reaktion eines Ausgangsmateriais der Formel _ _ :
] :

L . Ry - 't:). clu-(alkyn'
' S R - o O-(alkyl) :

3

" wobei die AIkyI-Gruppen 1 bis 7 Kohlenstoffatome enthalten und R, R und R, wie in Anspruch 1 de-
" 85 finiert sind, mit Formamid zur Blldung des entsprechenden Imadazols aufwelst '
43. Verfahren zur Herstellung einer Verbindung nach Anspruch 1, wobei X —CH,— ist, welches
die Reaktion von Formamvd mat emem Oxazol der Formel .

RS O -:Q— 0

68 wobau R,. R, und R, wie in Anspruch 1 def' iniert sind, emschllelst '
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c L M- — 1 1h 40. Verftahren zur

Herstel | ung ei ner Verbi ndung nach Anspruch 1, wobei X -CH2- ist, welche

Hyd
R3
ANS
A
R

R
Hydh
35

Koh
zur

Bi |}

rogenol yse ei ner Verbi ndung der Fornel 0 R13
ks @R R Tnliim|n||m|||||m||

e R DS
Cd2-PL 2 | . ~~~<~~R oder 3\/\% R. R Re'und R4 wie in

Ayl mit 1 bis 7 Kohl enstoffatls

pruch 1. def ianj \BJiindiing dachRAn3praEI e, h&kdeytbntmath dindm Verfhre{otatteeisdny tiérakneprac

oder3bigl43nit. 6 bi's 10 Kohl enstoffatonen ist und R 2 ein Aryl ist,
aufwei st. 41. ung. ei ner Ver bi ndung nach Anspruch 1,
'-vvobe_g X + te"tg'?*"""c“?c‘l"fe&sjend‘l;-ka"{r %? |dm% ei-nes.Ausgangsnat eri al s der . Forrrel

1. VerfahreRR z3DHersteIlung eines. therapeutisch wirksaman- imidazol-Derivats der ﬂcﬁmm 1

30 mbbel R, R2 und Rw e 'in Anspruch 1 definiertgsi nd und Rs, Rs,'R10 und .

' -jéV\BI I's V\asserstoff
-<ofd enst of f - atorren(b)def 0
o g --R 3. {wobei R13 sin
. der AryI ni t 3%. bi s 10
| onst of fatomen ist) sind, oden, wob& ‘R und RI O konbiniert werden kGnnen :
Bi | dyng ei ner- Ket o- Gruppe. oddr Rs und Ri, kom 40 biniert worden konnen
Bi | dungw@&eﬂﬁr REGh® RGdléRféich SHIE Verschivad seR kSHAGh; [Bheilsiud Virkssdistott, Rhnior, Brom, .
i chzei - #ikdrombefioAGn]Imp@axyDANROHdaRY any Nitto igehittt werdddHiber ficd elle Wasserstoff
| | e f O swmiRg Vedesaustioff Baar dlytimityldpis 7 Kphlenstoffterad. KH2, - Anmoni unf or mat .oder
mamid_zur Bildung des ent sprechepden: 1 m daggl s, aufwm st. 42. Verfahren
n% o

wel che gI ei ch oder ver- schi edenartig's
roxy, ,4al ogen, Am no, -O-AN

Herstzel | ung ei-ner Ver bi ndung h Anspruch'1, wobei - X - CH2- |st
ches di e Reaktion sines Ausgan t epden! S—grL— For mel 45
0 0O-(alkyl) 5> F12~~~~~~ CH2 CH-ICGH
al kyI) Wist @iderciine nigh sches b e\qzeyﬂmsakzembgf E1158S 'Faapwn@sgﬁﬁﬁ@m ‘@Wh&ﬁew
R2, uftl Repkijgrceines Imjdorai-Dervas gps folgagdery Fagpel nsgigl: it For mani d zur-

dwfg des entsprechenden-|m dazol s q\pfv\el at. 43. Verfahr en zur :

stel [ ung ei ner Ver bi ndung -nach ‘Ans 1, wobei X -CH2-ist, wel ches d| e
ktion von For nanid mt elnemC)(azo d Forrrel R~~~ ~= NR ' '
o. 3 . ' ~R o '

~~~~ R'1 >~ 2 R .oder & 2-~0

5_-- .Wobel WB' bei RRZMe obean%f mert |st und QSDEHS oder d%BbHI(gCtooal .Q gin EAtQS&Mpe?E{ Tml3 8

38 einem Phenylmagnesmmhalld der Formel: :

Ry < . .
. s | _. R'2'M_gHal

- ‘wobei R,, R und R, wie oben definiert smd und Hal ein Halogenatom ist. '
2. Verfahren fur die Herstellung einer wie in Anspruch 1 defi merten Verblndung aulSer daft X

s . L g - OH
. —CH—

ist, welches das Reduzieren _e'iner.Ve'rbindung der Formel

R

60 -einschlieBt, wobei R,. R, R, und R, wie in Anspruch 1 definiert sind.
3. Verfahren fiir die Herstellung giner wie in Anspruch 1 definierten Verbmdung auBer daf8 —X—
~.—CH, ist und, wenn R, 2-Methyl ist, R, 5-Methyl ist und wenn R Wasserstoff ist, R, nicht Methyl ist,
_das das Reduzieren emer Verbindung der Formel _

85
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0 024 829 * cnL M i *I'l 44. Ver bi nung

nach Anspruch 1, hergestellt nach ei nem Verfahr Anspr uc
. 32 bis 43. Patentanspruche fur den Vertragsstaaﬁ",uﬂ "”Hﬂﬂy Ln zur

Her st el | ung ei nes therapeuti sch w rksanen | m dazbl -tDeri vat Ss
e Y, : . R1L. 10 . 0024829
2" ) ' ("1l CYR. ~ B~ NR4. 15 wobei
Ri und R3, d| e gleich oder’ ver§ch| eden sej ndn; jewei | s aus A
Wasserstoff, Chlor, Brom -Fl Ay ~Rgt hoxy, Anino, Hydroxy und
Nitro gewdhlt werden ‘aber nic i s V\ass' O fasind, R4 Wasserstoff oder
“Alky! #it 1-bis 7 Kohl enstoffa; omerf4 X 200 . % . ' |
0 CH* .. 11~~ . ~ ~~~ |
-G oder r ekn | ti.gch akzept abl es
saures’ Anﬁme?g;ké'?%thwggegﬁe da i\a/burnjl ﬁ‘\% 8’}(]@&&%?\72 %gg%ﬁi odnﬁm nes
| mi daz#f - Derivats der f ol genden Forgel . ebAschl o8Rt: 30 ' - :
N - R4 4 H wobei R4 W|e obeh defilniert li st und Z - CHO oder - COOR
(- COOR . lst ei n Ester-G uppe) 1sT, TfT™ ""ﬁéﬁ?Pﬁ‘éﬁW‘l’mgnea unhai | d der
For nel : : . R3
- wobei Rl Okﬁéh Nk’_/ﬁgnvh %ggbKé’rq de |rt1‘fli"é}nt°dsef E'b‘"&'n'é" Iglgielr sin HaI ogenatom i st.
2. Verfahren fM*.di e Herstel. Iung ei nerfw e |n Anspruch 1 defl n| erten
_Verbindung, ~auBer daB X 46 - ~°.% | COH
-CH ist, welches ‘das Reduzi eren einer "17"rb| ndung der Forrrel 50 OR; .
~m— ~za~‘{wobd}\|)( eine hydrogenEﬁsu&Ed?b‘Nrdppﬁ@ht)eibmSCh| i eBt, wobei R, R2, R3 und R4
V’cke/l n Ansprﬁc\r‘erfihrdefurrdleemrstsliund .ein@r wigain fAmisgrach f Nbf‘mhmnMeanﬁwid, aulpr ad1%r
“wi€.in Anspruch 1 definierten Verbindung, auBer daB -X- -CH 2 ist und,” wenn
Rl 2-Methyl ist, R2 5-Methyl ist und wetth R3 \sserstoff ist, R4 nicht
I\/et hylzy st das das Redu2| eren ei ner A@m.l ndung der Formel -65 39 -

e Fornmefl;

\’ ist, wobei Rg ein Alkyl mit 1 bls 7 Kohlenstoffatomen oder Phenyl |st welches die Reaktlon éiner Ver-
' -bindung der Formel

s

. "'-wobea R,, R,, R, und R, wie in Anspruch 1 definiert sind, mit einer Verbmdung der Formef ReOH, woben .
Ry wie oben defimert m Anwesenheit von Séure einschlieBt,
- 40 - - 5. Verfahren fiir die Herstellung einer wie in Anspruch 1 def’mlerten Verbmdung, aufler dafl —X—

ist, das das Oxldleren einer Verbmdung der Formel

3
. 56 | .
- wobei R,. R,. R; und R wie in Anspruch 1 def'mert smd einschiieft. -
6. Verfahren far dle Herstellung einer wie in Anspruch 1 definierten Verbmdung auBer da X
: —CH,— ist und wenn R, 2-Methyl ist, R, 5-Methyl ist.und wenn R, Wasserstoff ist, R, nicht Methyl ist,
50 welches die Reaktion. emes 4-Halomethyl -imidazols der Formel
o CHy—Hal
Ra I
L R,

Ces : | . [. - 4

H

e A A AT e B et e




mniapzﬁwz

>3 5

-~3.. H einschli eBt, vvobei R R2. R und R4 vm' ein Anspruch t defi ni ert
dund O O oH ORs Y- -C. -

bei R Akyl mit 1 bis 7 Kohl t of f at

bel R Akl ML ole T Kot ensto hsdfggznswflﬂmmw. L5
d

T ol W Bsn R el 1 g7 e e pelgmensio o it o Pereaevs et

rfahren fur die Herstell ung e| rmomazm Anspruch
/yl ist, wel ches di e Reaktion einer VerR, bi ndung der Forrrel "OH

30 N . ~CH 7 R (, X~~~ 35.

5 B A3 Hwbei R, R, R3 2¢ in Anspruch 1 def i ni ert si nd,-
.3ei ner Verbi ndung der” For mef. - R014, h R wie oben.definiert in :
fesenheit von Saure einschliel t, 40 - 3.5 "Verfahren fM die

st el | ungrobeirRyrR,wind R, wig\insAnsomabh 1. detfiern sind, teiachietbi ndung, auBer daB - X0
';'~,~~~Jn~~~~ Verfahren_fiir die Herstellung. einer-wie-in A pruchg {efipierten ¥erbigdimg. Quleh d;ﬁeh '

2N
X K yI ist, R, 5-Methy! isttynd wenn R, Wasserstoff ist, R, mcht Methyi ist,
v ver bR B N 3

: Aidg“t T-Per Verb'"dlf\"dd °"ﬁ' und R4 wie in Anspruch
__efl ni ert si nd,- ei nschl i eft 6. fahren fur die Herstellung einér we
:Ansprrach 1 defl ni erten Verbi ndung, "daB X -CH2- ist und wenn R1l.
';j’thyl ist, R2 5-Methyl ist -und®een stoff ist, R4-nicht Methyl:
- wei ches di e Reaktion eines 4- wyl -1 midazols der Fornel. (*N . :
2Ha|H40 0 024 829 - Trridi [T 1liii- wobei R4vme|n
sJ ruckwﬂWbé'th.l 'Erltndl%tW'aﬁdAmrUCB|1r1deﬂﬂle@geﬂam@)|ﬂ ist, mt e| nem '
Derlvat der Forrrel : : S

. 'ﬁ T A

—C—CH-—NH—C—R —C-CHNHCHZ oder —CH-C—_R"*.,

(0]

Ry Ry 0 R
30 smd {wobei Hal ein Halogenatom ist) - '

i R, wie in Anspruch 1 definiert ist, und R emé subst:tu:erte oder mchtsubstutunerte Alkyl-, Aralkyl- oder
. : Aryl Gruppe ist, vorausgesetzt dal&

' i o a) wenn Q
* ;g—cH—NH—LR_ -
| ili‘ o _
S | w0 |stdd|e Reaktion mit Formamld von einer Behandlung des Zwuschenproduktes mit Saure gefolgt wird
A _-un
| \r, . )we.nn Q
| o«
| | .-c'-,ci:HNBCHzi',_ h
s - | : . Ry

ist, dle Reaktlon mit Formamld von einer Hydrlerung des anschenproduktes gefolgt wird, emschheEt
8. Verfahren fiir die Herstellung einer wie in Anspruch 1 definierten Verbindung, auBer daf X
—CH,— ist und wenn R, 2-Methyl ist, R, 5-Methyl ist und wenn R, Wasserstoff ist, R, moht Methyl |st

welches die Hydrolyse emer Verbmdung der Formel
55

- : : Ry

60 - . B L -3
c-0 :

: R,n .
13
wobel R,. R, R, und R wie in Anspruch 1 definiert smd und R, ein Alkylradlkal mit 1 bis 7 Kohlen-
65 stoffatomen oder Aryl mlt 6 bis 10 Kohlenstoffatomen ist, ennschlleBt _

41



ANSP
| definiert sind, einschliest 10 7. Verfahren for die Herstel | ung
einer wie in Anspruch 1 definierten Verbind mnm - ist und
wenn R 2-Methyl ist, R2 5-Methyl ist und V\mﬂlll?m |st R4 nj
Met hwl~i st, wel ches Reakt i on von gw@ﬁm # & ner "Verbi ndung der For
|5 * ER2 0 : \ R;CHa ' 20 wobei R1, R2 und R3 w e
: AnSPr uch 1 ﬁ@fel’fﬁﬂr&f tar diel idstaliiFlg @néOwie in Anspruch 1 ldfimiartenverbinung, auBer dal X

0 - G CH-NEH,C- 8t undvehiNTINEthyd BE R, 5-Btdthyt iRt 1id wenn R, Wasserstoff ist, R, nichtNisithy) ié¢
30 sind We(OMHUb*F HH&PQ%P'VP"I—M%QG#H‘FW dlestFprnmll wi e in Anspruch 1 definiert

ist, und R eine substifuierte oder . htsubst ittuierte A ,ﬁaal kyI .oder
--'AryI E&ruppe |st vogausgesget zt ' a& wenn CH _
T | s t,:dleRe tilpn nmt F id ¥on einer

Behandl.ung des %v\hlﬁ Qpr odukt €5-.m Rys Saur e’ g¢ A wrd und b)Rswenn Q
-CCINHCH 12" sois di'® Reaktion . m t” FornaMd von ei ner -Hydri erung des
ZWi sc'r‘fenprodukt es gElfoI gt wird, éinschlieBt. 2 Verfahren fur die .
_Herstellung einer wie in Anspr uch L1 definiertgn Verbi ndung, auger dae X

-CH2- ist und wenn R 2-Methyl ist, R2 5-Methy!2ist und wenn R Wasser st of f

i st, R4 nicht Met hyI i st I ‘F\E§1EI| e Hydrol yseh1e| ner Verbindung ‘der Forrrel
R13~~’~5~~ ~~V~CH* R2 c-0 R R2. R3 und R4 wie in
Anspruch 1 defini ert SI nd un ~'e1'r9H |.,52 mit 1 bis 7 Kohlen- 55 -
stof fatonmen oder Aryl- mit 6 0 Kohl enStdf Mg onen i st, .einschlie~t. 41

0 024 829.9. Verfahren fOr di Her§t4el I ung ej neravm ein Anspruch 1

db ni% bl ﬁ/eﬁb hnm’m@‘ﬁ%{spl@a‘l 1 fefi ngFPsmdI ﬁt._, eH%yY\ﬁ,m s 7 %olll\(a{s%tohﬁﬁ R2

5- Vet hy lodbSAryitil S8 10 RahIMARSHREHEATdnd IR} ein Byl Tt Cdidschtiekiy| | Ste wel cher die
Hydr ogenol ys@ Verfateen filedibiHecstatigngleiner de m’eﬂnsm‘ht:h 1 definierten Verbindung, auer da8 R,
~ Wasserstoff und X CH, ist, welches die qu:\:emes Ausgangsmatenales der Formel

, R ™ R R, Fki-RgdRy N |
20~ e ‘wobei R2. und R4 wie in Anspr uch 1
definiert. si nd P12 ein A~k3ﬂ2 EHZCKCP{\I‘é‘hst of fatomen -

| 20 | - R Rio Ryq |

~ wobei R,, R, und R, wie oben definiert und R, Rg R,o und R“, die gleuch oder verschleden sein -
kénnen, 1ewells Wasserstoff Hydroxy. Halogen Amlno, _-—-O-Alkyl mit 1 bis 7 Kohlenstoffatomen
oder .
s 1
' ' —0—C—R,,

h (wobel R,, ein Alkyl mit 1 bis 7 Kohlenstoffatomen oder Aryl mit 6 bis 10 Kohlenstoffatomen |st) oder
Ry und R,, kombiniert werden zur Bildung einer Keto-Gruppe oder R, und R,, zur Bildung einér Keto-
40 Gruppe kombiniert werden oder sowohi Rg und R,, und R, und R,, gleichzemg Keto-Gruppen bilden)
: ~ mit NH;+CH,0 (oder eine Quelle fiilr Ammoniak und Formaldehyd) HN—CH—NH,, Ammoniumformat
\_/ ~ oder Formamid, einschiieBt.
: 11. Verfahren fiir die Herstellung einer wie in Anspruch 1 definierten: Verblndung, auBer daB R
Wasserstoff ist und X CH, ist, welches die Reaktlon einer Verbmdung der Formel

) 45
. ' <|> ?-(alkyl) - o,
o 5@_%%?*

O-(alkyl)

wobe| die Alkyl- Gruppen 1 b|s 7 Kohlenstoffatome jeweils enthalten und R,. R, und R wie in Anspruch' '
-55 1 definiert sind, mit Formamid einschlieB3t.
_ 12. Verfahren fir die Herstellung einer wie in Anspruch 1 beanspruchten Verbmdung auBer daBd
R, Wasserstoff istund X —-CH — ist, welches die Reaktion von Formamnd mit einem Oxazol der formel

.so-..l.. Rz} _E\> oder Rz}@—‘c’*z—‘[»

Ry
65 wobei R,, R und R, wie in. Anspruch 1 deﬁmert sind, elnschheBt
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odE'r*Ar—yr Mt 6 bis-10 Kohl enstof fatomen und RL2 -ei n-----AryI 4 st
einschlieBt.. 10. Verfahren fur die Herstellung einer wie in Anspruch 1
definierten Verbi ndung, auBer daB R4. * \Wasser st und X CH2 i sts—wei ches.
di‘e Reaktion eines Ausgangsmaterial es der For el (NI"

+C C CH- 30 . ’ I”’ My
R10R12 2 *wobei R, R2 und P2 wie 0@c@2 Ge??ﬁl ert und RS, und

die gleich Oﬁtﬁknatestﬁﬁblpeﬂqes &wcoMQﬁgﬁl gﬁ?&tﬁﬁ#%\@é?ﬁ{ﬂ&h{ 55'5"3’ dr oxy. <

‘Hal ogén, Amino, -O-Akyl mt 1 bis at onen oder
13- =C—Rt3 1. Composé de 'formule: . - it (wobel

"R'2 kin Alkyl mt 1 bi $ 7' Kohl enstoffatorren oder Ahyl mt 6 bis 10 o
_Kohi gast of’f atonen ist) odor Rl und R10O Konbi, y rden zur. Bildung einer
Ket of & uppe odxer R9. und.RL1 zur the. 1] _ 40 G uppe konbi ni-ert
wer dgh oder sowohl - Rs und R10 .un{ PY und ‘R11 R eltlg Ket 0- Gr Uppen .
“bildén). mit NH2-i CH2O (odor eine fi<r Ammoni ak und For mal dehyd)
HN=GHNH2. "PAnmoni unf or mat - : -,_L'Ode'r Formani d; -éinschliett.. 11.
Verflahren fOr di'e Herstellung einer. wie in Anspruch 1 defl ni: erten

Ver bi. ndung, @nBadquelRBR RR, YRS SQUI %Weﬂt bird idéRtbuss %%lﬁé%nm Wtccjﬂg'gs h&eun
_Reaklti-on - ei nidwdroginbiet mlﬂn@pebﬁhld?ﬂ.l’mmho 40oro; méthyle, éthyle, méthoxy, amino, hydroxyl et
R R-.at k4# ) majg)he sont pas tous des atgmes d’hydrogéne; R, est un atome d’hydrogine ofkdn radical alkyle de 1 3 :
o(alfkyl). wobkfoges dﬂl"&’)‘??“"d‘dﬁ‘ifé??“‘f IigEoupe Kohl enst of f at ome j-ewei'l s ent hal t en
und. }p:’1, 0 2 und Rs wie in Ansprucho'SS 1 deflﬁnl ert sind, mt For mami. d ; :
gl nsghlieltt. 12. Verfahren fur die |Herstellyfig ei'ner we in ‘Anspruch 1
: a-sprucﬁ’t en Ver bi'-ndung, auger daBC—. ded: -\Aﬁ;sr;s-erstoff ist und X -CH2- st
wel ches di e Reaktion von Formam d mt einem Oxazol der formel, 60 = .
mH2 . dans lequel R; est un atoﬂgg‘rhydr&ne un 'Fadncah hydroxyTd buCOR, et Ry est urf Haﬁcéfvglpﬁé dﬂa
P2 uﬂd R2 Wi E atomed\as [tétbﬁﬁh du grdnyldj &Y feurs is&1§l 4’ aBditieC ive Rot @B¥ acides, non-toxiques, pharma- .
L ’Revemjmeat-quemsntpgmtabbs eEtears snétrnods; Slptcamditon aBEloGrudIE ebRe GiichR-ibthilk) Ayl
SE 1 Oonpos%tﬁgeraqi Al FomethyleyR, pst 'hydrogéne st Rgest le radical méthylep glasosX- gg_hgytre que

l.aqUél le R Zeéon%%se%% Q‘%%ﬁ&&atig r1 ding qu*lg OEHdI f-?ch‘éﬂt S —EIQ(BEH:,)——
choijsi s chaummw,mg sac&mgene ng EhpBEQHENE Shdclh O Stona! EHYBrogére YT ¢ radical
nbt |’§/| e, & oﬁq Hfﬁi'b&h(fwyrp aﬁthmb é yielrmnpkylebu dtiiclly biais fEcht pas S6uslded atomes
toug: des at §"°§e er 'é' atmeééwdregﬁnatoedefaslicmyrdétb ene ou un radi cal

& 4

al kw e de 1 as oy atlgps 1é:¢|r26Dg4§rnm :j% bstlt nt surla@osmonz 3
3 ydroge S0 i 2,
R 2(' ' 3, 24ou269tR est un atomedhydrogén ou big R,, T es smtrélt ‘E ns.
-atorre d hygjmgeﬁe un tad i caj hydroxyle ou- f—? es un ra Fcal cle

- de ¥ A 7 atomes 4d4,>[ce(§zt‘-btémlpbénvplhﬁngodmﬁthdtmndada @t sesl ®iscH siditioh iaese davecideieson-

--aci qlgs non- 1% "E[ ﬂ 9“2 C nt acce{)t ables, et leurs :
n6l apges; A,.]O'F}_t ﬁ ggf E‘f'"\'déz‘f'%ld 865) So5_dadition @vecrges asides. s -
r adi’ ta| Sadret hyg.ea.| -%Ehy h ﬂﬂ&@ﬁétﬁ%n@azﬁ@-fet Lé% Jeﬁ(y'agallnomebﬂe@ acté’Js.oﬁo?l-
X- §o|t auttomuqae)harmaceutnquement acceptables. '
\_/ _ S 4—-[a—(4’-méthylphényl)]hydroxymethyhmldazole et ses sels d’ addntlon avec des acldes non-

?: toxlques pharmaceutiquement acceptables. . '
' E 8. 4:[a-(2, 3’-d|méthylphényl)]hyclroxyméthyhmldazole et ses sels d' addmon avec des actdes,
45 non-toxiques, pharmaceutiqguement acceptables. " '

_ 9. 4-[a-(2'-éthylphényi)lhydroxyméthylimidazole et ses sels daddmon avec des acides, non-

toxiques, pharmaceutiquement acceptables. '
10. 4-[a-(2'-methoxyphénvl)]hydroxymethyllmldazole et ses sels d addmon avec des acides, non- ..
_ toxiques, pharmaceutiquement acceptables. :
- os0. 11, 4-[a—(3‘-methoxyphényl)]hydroxvméthyllmldazole et ses selsdaddmon avec des acides, non-
- toxiques, pharmaceutiquement acceptables. .
12. 4-(2'-méthyibenzyl)imidazole et ses sels daddmon avec des acudes. non-toxuques '
pharmaceutiquement acceptables.
13. 4-{2’, '-dlméthylbenzylhmndazole et ses sels d'addition avec des ac:des non-toxlques,
55 pharmaceutiquement acceptables. :
' 14. 4-(3'-méthylbenzyl)imidazole et ‘ses sels daddmon avec des acldes non-toxiques,
- pharmaceutiquement acceptables. :
15. 4-(2',4’-diméthylbénzyllimidazole et ses sels d'addition avec des aclcles, .nd_n-'toxiques.
pharmaceutiquement acceptables. ' :
60 16. 4-(2’, 3’-d|méthylbenzyl)|m|dazole et ses sels d'addition avec des acides, non-to_xiques, '
pharmaceutiquement acceptables. . S
17. . 4-(2'-éthylbenzyl)imidazole et ses sels daddltlon avec des acndes, non-toxiques,
pharmaceuthuement acceptables. : ’
18. 4-(2',4',6'-triméthylbenzyl)imidazole et ses sels d'addition avec des acides, non-toxiques,
&5 pharmaceuthuement acceptables. . :

P Ce e . . .. . .
A N B e Gaia s e . IO : N " lese
errody v ity T B P R
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-CHg---. 2. Conpose selon la reegcci}i'ca}?i onR%, Slag:s% | equel ?}(t:rslt ;:r?;c;n -
-CHOH , - CH(OCH, -CH(OC2H5)-, ou - R, e repr ese .
at one d' hydrogi ne ou un radical 30 chloro. UHMHMHHIIMIMWI e, 6thyle;
hydr oxyl e ou n6thoxy mais ne sont pas tous d gdne et R ept
un at\orre d' hydrogene ou Ie rad| calo 024 g 3. (fom&osé s&l oh les 2,
revendi cat | q aguell.e Rl est unsubstituant .sur |la posit
2, 3 ou o '° Jazai%) b Sety sply dfadgiunme avesu desi asidemy n@rtomuegont_ |
des subs Ittzenttﬁ(zwﬁnoﬂos&zmﬁnusioﬁn%t Zses 3sols? u%d@Ho%aﬁecEtde@ac%%§ Hoh-BkQ0G,

d' hydr ogetemaceutidoementfcceptdblest .| R3 sont des substituants sur T'ea posrtions
35 2,84, 6. 2t 4la-2, 6'-4m[éaw(pﬁényﬂbtﬂowwwd)liohy€lrsx)saletdhybntudm shag the aidesS €S

Vel s d' affly §°° hles.t oxi ques, phar maceut i quenent .
accept abg, ;,;:Zgg, Q%ﬁ, c‘;,'p 't',zre Wbdf‘fﬂ?‘l Fhasiytef Jﬂ?‘ﬂﬂ“ y’rYE‘E H?ﬂ Poifesa pefT-texiass. ses . |%-
sels d ad - IZBDIEon&‘;ki Eharthdcetigue HBMpleRat A Somdtldd ns Iune ' <
acceptabiueonglé des reveridicatibn a-a(2: soﬂ”ﬁfoﬁ'yé FhkEBake iidiy di @x,yag’i;eb Xhis &

ses- sel sd‘ﬁ agidgs. HODﬂOWG»CP'@EBaea@!@GB?m ragcaptabbx anq uesbanﬁmrammuwmmma’te

. b 5’““7”“%" feep I i m dazol e et sea se
e e TS A R ST Gt Shctriedn o

8. 4- - {ceéntable phunbtilisydoaled ﬁbdré dQmb<ageRt uR, sédatif,

d' addi ti W'Qéw,l@ wsmmrdeelre %trmﬂltsanu ues phar maceut | queman .

accept ab| es 259 4-2."-d H &‘ﬂ, |>-mamm~&'métmasmm s
d" addi t I:lg_" a; ole 4- - | )ﬁ enz dg 'ﬁéj gm)]i-. @‘I’@' th' agf" es.

10 424 ag' d%:troﬂ”ﬁw%%yﬁ cn T Eﬂwéﬁ a ta utl ti%nigggu gjpuj on

.a e desdeatl:altéaent duomwpetr@nsn ar rraceut I quenen acce 11.
. 4- (a (3

des a ﬁé‘fﬁ' 4( thylb azples . 4-(B>méthyibenzyl)-
- n loro-
4-. (2 ﬁﬁﬁﬁ&&g‘ ,)sb Qbﬁebﬁb\g\e{é hbggim leErs%gg tlo;ga?egt:l%ggaéc%T%?:ﬂg'igz
non- O | pha@rsac rim reny gtRiAl trait t-détats uicé O

4- (2%, 6’ mgl ﬁ%f o étmmiﬂmlli;d@kyms/hﬁﬂbﬁldﬂ araﬁgt“is%mm;mﬂlé:diaughﬁfdxﬁies

non- tOXI §§\q|mt rqgmu@ Ilai!ﬂagde Ma-(Z'-m?;hoxyphényl)]hydrméy-
h z ’ (]
4- (3" 3 ? 3% dﬁﬁj Z 5%: enzg :rgﬂzd qz’ﬁgj dlmetglptt!:gg\fl) eghogyméthyl- :
non-t 0X||ﬂMﬁ le,[3 ‘ﬁ % % g i vec des actdes on—tox:qua.
4- (2", 4' p#ﬂmmethm y bﬁbl aswl— StilRhtionedn thér rﬁﬁalu des es,
non- tOXI bgoaytipvidazale c '.3bﬂle$thyﬁ6hzyl)|mldaz'bﬁ 4—-(3'-méthylbenzyl)—

e Bl -c%voa%%%% "w'%@é‘s‘gféﬁw %;ezxvzétzef?gz‘;ﬁtzm";?es :

non-t OXI,ﬁé{ﬁ&x p thvl ) :

o dtda,lbb;wfh e A A o NG B e e Ao
non toxmqmbl hwrrmlmmm Suidmple MRRiget w8atif.l _
imsthylbenzylimiddente | %(%ﬂ'—@aéthﬂbémvlmhlaaidlet |4e(n'-amwbdﬁﬁ)-

aC| des th@S" @%U’t‘f Bea-(2', 4'-d|mét_hyl';_mgwl)t |
' 1 11 1 1 11 ]:? b:mh Jl IW ym thyllmldazole . 4-{a-{2’-méthy

d -(3 hydroxy idazol 4-[a4(4
. phehyolnﬂ oyt yhitadolorl a4 00 o 2t hyﬁs ymﬁi B ae Ve B saa i es,
'non tox :?émr hy Mmmmﬂa lectrbn(3’ ot Iv&hvﬂ%rgéth&n‘w’n&mz 4-'[a-(;—gg$o,éy-
| L i e - I¥-U
4- (2 Zc 8;’y@yp Eﬁémrggﬁ‘;ldagg gg%ugt’rgl xgﬁnggh#fjn%mndazole g.ls Sa-'méthyl—4-[a-

non- tO '(ﬂ@%méthylphényl)]hydroxyméthyhmldazole sous forme de base libre ou d'un de leurs sels .
... . d'addition avec des acides, non-toxique, pharmaceutnquement acceptable, pour utilisation en thérapie . . .
_ . ‘comme un agent analgésique. _

.50 - '30. 442, 4'-dlméthylbenzyl)lmldazole 4-(3’-méthylbenzyl)|m|dazole 4-[a-(2' 3'—dlmethyl-

. .. -phényl)lhydroxyméthylimidazole,- 4-[a—(2'-méthylphényl)]hydroxyméthyllmldazole 4-[a-(3'-méthyl-.
phényl)lhydroxyméthylimidazole, 4-[a-(4'-méthvlphényl)]hydroxyméthyllmldazole 4-[a-(2'-éthyl-
phényl)lhydroxyméthylimidazole, 4-[a-(2’-méthoxyphényl)]hydroxyméthylimidazole, 4-[ca-(3' -méthoxy-

. - phényl)lhydroxyméthylimidazole, 4-[a-(2’, 6’-diméthylphényl)lméthoxyméthylimidazole, 4-[-(2,6'-

. .55 dlméthylphényl)]éthoxyméthyl|m|dazole 4-(4’-méthyibenzyllimidazole, 5-méthyl-4-(2'-méthylbenzyl)-
.- - imidazole, S-méthyl-4-[a-(2’, 6'-dlméthylphényl)]hydroxyméthyhmndazole 5-méthyl-4-[v-(2'-méthyl-
_ phényl)]hydroxyméthyhmudazole ou 5-méthyl-4-(2'-méthylbenzovl)|m|dazole sous forme de base libre
- - ou d'un de leurs sels d’addition avec des acides, non-toxique, pharmaceuthuement acceptable pour '
- . utilisation en thérapie comme agent anti-inflammatoire. _
60 31. 4-(2',3'-diméthylbenzyllimidazole, 4-(2’-chlorobenzyl)|mldazole 4-(2' 4’ 6’-tr|methylbenzyl)- .
. imidazole, 4-(2’,6'-diméthylbenzyl)imidazole, ou 4-(3'-méthylbenzyl)lmldazole sous forme de bhase
libre ou d’'un de leurs seis d"addition avec des acides, non-toxique, pharmaceutiquement acceptable,
pour utilisation en thérapie comme _agent tranquilisant,
P -32. Procédé de préparation d'un- composé tel que revendlqué dans Ia revendlcatlon 1, dans quuel
- 65 —X— est —CO—— ou —CHOH—, qui consiste & faire réagir un dérivé d’ |m|dazole de formule

44

?‘yéh m}alhhly@hzvjk Mv('gm a&umemymhmsmmmaiiés d-(2ididichayl-avec




4 [a (2 6' d|nﬁthylph6ny|)]6thoxynethyllnldazole et ses sels d' additio
- avec des acides. non-toxiques; pharmaceuti quenent acceptables

S K e T e

P

Cbnposntlon phar maceut i que com$ G282 cohpdse teM qlio tevendiq

: I une 1o quel congue des. revend|c§t|on 1 A 22:sous forns d' une base

lib e ou d'un de ses. sels d' addltlon es aci des, non-toxique,
phatdaceut i quenent acceptable, en co ;gf:on avec un vehicule-inerte

' %aceuthuenent accept abl e. 24. Cb 056 -quo revendi que dans- ‘I' une -

gonque des revendications. 1 A 22 ous - forne d une base libre ou d' un

8s sels %Iafciladl t'ton avec des a&g:g%es non- tOXI phar m ceuééq]g‘g:%frggrganl En

acc Etable I

ant i{=‘ul cére rOUPe g?tgzt 5a°igé?ureéagr gli'g'é'ma "éa anet |°5"|‘ur'ﬁ | anmat oi re.ou

_tra.qU|Ihbsant 25 4- (2", 6 - di.met Ryldben [~|n1dazole

4- (P, 3 - dlnethylbenzyl)lnldazole 4= 6t nzyl) |n1dazole,
- (¥ 6" -di chl or obenzyl )i m dazol e, _2, (0 mﬁh?te .
[- (2',6'-di nethyl phényl )] hydr oxyrgét hy |n1dazole au -
-[ @k- (2 ssnBt hoxyph6nyl ) Jhydroxynet h Ilnldazole ‘sous forms de base I|bre -
u

tn de |@enss|acweuesq 20 e Ranont isane '9@ da@s!a zswfrmssﬂonri ﬁtﬂ%aﬁtaga gtome d’halogéne.

[ il Tt e = 2 o

A ( 3 ‘glnﬁthylbenzyl)lnldazole 4 (6 4 dlne¢QyI benzyl)lnldazole

6t hyl benzyl )i i dazol &, 4- (2 netHbe -i'mi dazol e, -
‘mét hyl benzyl ) - - i m dazol e, yl benzyl )i m dazol e, .
chl orobenzyl )i m dazol e ou- 6 d| 25 benzyl); m dazol e,

{(Tormg de base l'ibre ou.d" un n HIS sels d éddltlon avec des aC|deS'
_tOX|que (\- pharnaceuti quenmeht acc%ptable pour utlllsatlon en-
thé aple de traitenrent-d6-tats uHcereux - : -

4-fH-(2',3 ddgneBt Iphen hydr met %J ?bﬁigé_ dication 1. - S
B %((22,‘7@4'[ Enéék S{ &jj thdans la revendlcatlon1 dans lequel
'y formule: _ .

( -nﬁthoxyphényl ]hydroxy- nethyllnldazolﬁ ' o

i 3 dlnethylbenzyl)fnldazo 4-(2', 4 ylbenzyl)lnldazole

'2‘ 6'-. 30 dlnﬁthylbenzyl)lnl X Rpenzyl )i m dazole, ou
g (2% - dlnﬁthylthnyI)IGth thy sous forns. de base

'ne ou d un de leurs sels d ad avec des. ac?ﬂes non- tOX|que

énaceuthuenent acceptable r utlllsatlon en theraple conme . un

et i que.. 28; 4-

o (B 5T gpstelsy fy o egﬁza% R RS 1S mrgieyion ot sereerisene o
'4;@5 4' 6 -tr|nﬁthylbenzyl)lnldaije 4oh2' -etﬁwlbenzyl~|n1dazole -
4- nﬁthoxybenzyl) i m dazol € 4- (2 -chldrobenzyl)im dazol e,

e

n6t

(2, 3 dlnethylphdnyl)lhydrox?hﬁthyFHn1dai3FE 4-la-(2'- -
: oxypt8 dr i ' -
5-m-t hyl - 42)‘1 ge}éu '%ﬁégﬁte'{] ugndzg'ﬁl)aqza?n; arf‘g“d'?aﬂggt}% ofuor ms des’ base I [ bre ou . .
d'un de Ieurs sels d' addltlon avec des .a®, des, non-toxi que, ' =
pharnacouthuenent acceptabl e, pour util.ilsation en theraple conne agent
sedatif. %9. 4-(2',3' -dinethylbenzyl )i nt&4zol e,
4-(2', 4" -di rgﬁ;,gwbéhmﬁzggt) 1 6li3% HyGrogéhiolydable et Y1 DENZYI ) - 40 i m dazol e,
- 4- (3" - nBt hyl benzsg/l P)dc.édﬁb@p@ratlé}rd& coﬁ'ﬁhbﬁr t&bﬁ@?e)ﬁaﬂdidﬁb das®d r@vendication 1, dans lequel
4-[1- (2", 4" XdesyB+0iyOBlem, \chrsisty d faveyraduirtunl domipdeizdd formule:
4- [cr-(2 853" - d|nﬁthylph6ny|)|hydroxynﬁbnyllnldazole 4-f a-(2'- nﬂthyl
phenyI)JhydroxynTthyllnldazole | R,
. (3' - n6t hyl phenyl )] hydr oxyni Hé ac- (4 - met hyl -
phe yI)Jhydroxynethyllnldazole / o
4-1@- (2' -@t hyl phi nyl )] hydr oxymni t hyl.i 'dazole,zL[%H-(Z -nﬁthoxy-
phepyl ) | hydr oxyn6t hyl i m-dazole, 7 Ry S S ,
- 4-[@ac- (3" - met hoxyphenyl ) Jhydr oxy! hyl i mi dazol e, 4- [ac-(4' -nbt hoxy- 45 _
2 phd'_'-Y' ) | hy dagnsyiagdbiRyR, | RY) kL€ R] Snt tels que définis dans la revendication 1, avec un composé de formule
4-[8r-(2' 4s6'R;QH datshgdupmn,yés) kateiué définhBaris )1 revardmmre} eﬂ:—;{r&iem(ezd wrﬁbclde :
ihylphenyl)]6thoxynﬁthy||nldazole _
t hyl -4-(2'-met hyl benzyl )i m dazol e ou4s- nﬁthyl 4-[ ca- o -
(2'46' - di met hyl phényl )] hydr oxyn6t hyl i mi dazol e, sous forme de base I|bre ou’
- d'un de leurs sels d addition avec des acides, non-toxique,
phar maceut i quenent acceptable “pour utlllsatlon en th6rap|e 0 conne un

4
h




phény! ) I hydr oxymet hyl i mi dazol e, T

4- (a-(4' - bt hyl phenyl ) I hydr oxynbt hyl i m dazole, 4- - (20 o

phényl ) | hydr oxymet hyl i m dazol €, _ Jtlnilmﬁ“m’nmv““‘

4-aAX' - met hoxyphenyl ) | hydr oxymet hyI i m dazol e, 4J1[5&" L - *
phi ny-r} hydr oxyrret hyI | m dazol e, O 024 829

J4-la-(2'.6"- (g hox yllmdazole élr-

“di 6t hyl m ‘#Pg;‘ "§1°ee'&dm ﬁfl‘%ﬂ"&@ﬁ ‘S?P‘j'?ﬁﬁ'?'a&z’aweq"e
5- rrethl-4(2 rrﬁt enz Im daz _

“5-nethyl-4-[cr-(2', 6 - di nﬁt hyI phén M i hydr OXy ot hyI i m dazol e,

5-net Wyl -4-[1-(2"- rr6thy1- ‘phd I)Ihl_gro yti'm dazol e ou

5-m thyl- 4(2 nﬁthylbenzoyl) - ) me de base libre oudund

| eurs sels d' addition avec deX a des T-1®N que, - pharmaceuti quenment .
accept abl e, pour utilisation t ReRapI. e ‘coime agent anti-inflammatoire. 6

31, 4292 ;3 -dinet hyl benzyl )i il dazol e, 4-(2'-chl orobenzyl )i m dazol e,

4-(2', 4 6-tr|nethylbenzyl) I’ m dazol e, =4-(2', 6" -di n6t hyl benzy!l )i mdazol e,

ou 4- (3 damet'#wy#'béhz hMBamt tels Mf'f"aldﬁm ldee\dsat!!@tlbn Bre ou d un-de leurs

s |13 cede e ragi COMp hldans Ie uel
ccepvanfé : Ué%ai"r o s e e 2

acceptrab pouf‘ —uf"1 I'sant. -32
Pr ocede de prepar ation d' un: corm 6- tequ_l,Lglrevendl que dans la -
revendication 1, dans |equel { -CO ou CHG—I— qui - consi sts. A
~ faire r6agir un d6r|v6d|mda\zo forrrule 44 0.024- 829 o *%C

e

0

L g

M ‘Sz 5.0, - R4- dans Iaque‘l__l_e R4 .

'eQJteI que dbflnl dans’ Ia reventhatlon 1, et Z est -CHO ou - COOR (COOR -

-~ btant. un -. - ' groupenent “ester) avec un. hal ogenure de phényl magnési um

 de f or mudans: laguelle R, est tel que défini dans la revendication pgmﬁaLeste:P atorq;ﬁ-ﬁhalogge @¥asun
" laquel4 ederiyé b?@é'lé‘i“"ﬁ'g fomMie:t el s ‘que d6fiqis dans |a.revendication 1, et Ha
est }: ‘atone d' hal ogone. 33. Pr oce : %r bpar ation..d* un..conpos6 tel. clue

R

‘reve jub 'dans | a revendi cation Eequel \ X est CHO—I- ‘qu
~coni st5| sA redw re un corrpbsG de f_ | e: 20 o
.0 : ittt C
H dans |31(AU(?8 % RthR tte R4 s ue d6f| n s dans la .
revendi ca @Iﬁr de prépar E%ﬁg?i@oﬁs ré\ll &HBP?%N;S% ugue
revendi qxles qﬁu%\iﬁé’&i’éﬁ |ieq'@ dudﬁ .&ﬂwa BMmb osé el ConsIsto a
T bdui e un corrposG de fornul.e: R3 '35~r<R H . . da. aul ¢ e R .
R4 - : R3 : ' 1 nsl aquel le R, R21 RJ, et R4 sont -
tel s quo definis dans Ia _revendhf aM,Q- X'- reprasente un groupe O .
TOH OR6 -C, -CH, H * (dans | equel Re est tel’ quo’ defini
"~ dans lLa revendi catlon 1) -ou R? FSO - .-CH ‘dans lequel R est un groups

hyd ble. - 35. db d t fof 6 te
e e S R e R RS R i £2(853 G‘\Jé‘ﬁﬁy‘*qfﬁi’““'e )
_'d‘Qnslstsafalro r6ag|r un corrposG de -

y»

| ,-l Ie 55

. 45

1 'ﬁ
-C—CH—NH-C-R —C-CHNHCHZ ou. l—CH-'-(i:-_-R "
" - dans laquelle Hal est un atome d’ halogéne R, est tel que défini dans la revendication 1, et R est un
radical alkyle, aralkyle ou aryle substitué ou non-substltué a la condition que: '

- (a) quand Q représente . . : -

. 58 . S . i o o o . ) \
S S
. —C—CH—NH—C—R,

Ia réaction avec le formamlde sont suivie d un traltement du prodult mtermédlalre par un acnde et
(b) quand Q représente .

&5

- 46




. - P
R s e e

et R4 sont tels quo d6finis dans Ia revendi cation 1, avec un-conposb de
formulo 65 ROH dans | aquelle Re est tel quo défini dans |la revendication 1,

oy presence dun aclds I eee TN Y

186. Proc6d6 de preparation d'un c&hP346828 que' r évehdi Hues dans | a

revendi cation 1, dans quu X est -CO,

forrru
N?I-

s

| 0;

. R4 dans Iaquelloel 2 . 3e R -
-revendlcatlon l.e a é- naoe ' aogp  vcl
256R. %30 - '

5

55

65

consi ste a oxyder un conposé6
Iz

T tel s gue deflnL s dans.la

derivefbenzenique do fornul-e:.

" =C—~-CHNHCH : R3 dans | aquel |l e RI.

OoH -

- |R2 et R2-sont tels- quo defl nis dans-ka reaendl cation 1 - ' Sst387
Cpr oced6 de preparation d' un conpose 'T4e| que “revendi que dans la
Fevendication 1, dans lequel X est -

Jor itk e oo ,e,,a,:iaém uﬁ‘fmﬁ%;ief;Eu':%::;zau:;ﬂ:zig':exxgg&mgaAs i

consi sts. a faie r6agir:

Rl R2 eSg al]:gm
fradi cal deforrrule Fo C C-Cl-N ou. -CHGR4, I -1
1. R4 R4 ' .- - Ha s aq_uelle Hal. est un atons
d' hal d§ene: R4 ést tel qu deg¥ s—h@}remgl catin 1. et- Rest - un
radi cal. al kyl e aral kyl e au. &yl §*substit ‘G\Ron substitueq ‘a i a :
condi tion -que: (a) quand 0 ré?vsy ' - e -
55 0 0~H - ~~-'~'~- C H-NH-CR 60 -la reactlon
. 12¢ formam de soit- SUIVIe dquntraltement du prodwstlntornedlalre par - . -
-’un aci de;” ot {b) quand Q reprreéente 46 - 0024 829 _ *Ic ' L- M
Sllll . | .0 -GHNHCH2' R cro la

" Feact i ondaéemuéble /M, Ryet BlasosTkls qwdéﬂme ddismmvelqyldm@gdm;ﬂmt yhradigabalkyle de
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' 'dans \J'a‘ {(evéﬁ%lﬁei%d iﬁ?‘cﬁggwg g@r Ihvdrogénolyse un composé de formule

1
ars tel que revendaqumns E revendlg'flon 1 rdea'\:Y Eifzqulegua
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dans laquelle R R,, R, et R sont tels que déf‘ inis dans Ia revendication 1 R,a est un radical alkyle de 1

2 7 atomes de'carbone ou’ aryle de 6 & 10 atomes de carbone, et R,2 est un radical aryle.

'41. Procédé de préparation d'un composé tel que revendiqué dans la revendication 1, dans quuel

" X est —-—CH ~—, qui conslste a faire réaglr une mattere de dépar‘t de formule
50 .
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Ry Rio Ryt ‘

dans Iaquelle R R, ot R, sont tels que définis dans la revendication 1, et Ry Ry Ry et R,, qui sont .
“identiques ou dlfférents représentent chacun un atome d’hydrogéne ou d' halogéne ou un radical

hydroxyle, ammo —O-alkyle contenant 1 a 7 atomes de carbone ou

1
—0—C—Ryy.

(dans lequel R 13 st un radical alkyle de 1 az atomes de carbone ou aryle de 6 & 10 atomes de

a7 .-



X est CH2-. qui consiste a hydrol yset un corrppsG de forrrul e: Fs
<> 3CCHN . R J

| : ;lcz]ugPlceR;“?R;“?R;;F :?4 SO;’I'; tels quo dl\/fl *III'I@H'IHI“H"III}MI di cat i on R

.R3é-s-t-unrad|cal al kyl e de ; g 8 de carbone ou aryle

. atones do carbone. 40. Pr’oc6d99 P aratlon d' un conpose tel que ,

: rev%%m&mﬁﬁlahﬁelléﬂyﬁ'ﬂh Bélveraidtré coBings poBifo@her iin groupe céXo, @6 bien RQet- - |\ °
consn Shatvaht Stvel cathinés paunformed nw groupeod eu bien & tafpis §detﬂao ¢f(ﬂ‘gr¢nﬁepe®§ﬂt
R11 femner simultanément des grme.aﬁfgo %QJ 16CHRP ¢ unaQs lmf que

' fdef |fﬁﬁ"$a"{§53?§l'l"g“‘rcé\/owh' é‘af"!"Bﬁtel‘,’? "@s?" le tormamidy p°ur dong%'nt'mal €nt ones

- udec R B b ia R FEnarRiBh 81n 6aHidbss tiNq Rl rEVRSISknslk YGRSt 1 dafdIgiuel0St U
r adi X adt -2gH,~, qti @Bhsistd- faile(ddgirome anatidre de ddpart de faramateer ean in nr7at oes

deCHarbone or ss R -3RI3 hy drn OquJ|e 3s unmo. radical e aoktenado 1 #i7
~atones do carbons ouay! do6Alat:nso . I 440 ~ =~~~ -

- ~"%-4 0 024 829 car boRg), ou dans. Oa lldyb)RS et RO pCeuvent. -etre
~conbi nes pour former un gro etQ,: bien R -et, ' peuvwnt 8tre

. conbines.pour former un I:gro

R1, peuvent fornmer sinulgafl6 , des gr ﬁ@.epeto avec NH 3+CH20 (ou -un
séfirce d' amoni ac et de f or mal dehydeo) HN=CH- NHi, ,le form ate
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rievendi 4atAranddd de piépasatiop due kombasé tel qu@Higvendigud dapela sévendicatior hidprs |1!Q§la|g ir un af _ o

_ .m)épg -d-ng-e-pg_qctcogpéstq Bt}?ﬁﬁl réaglr le formamide avec un oxazole de formu e " dH10 - [

_ o ) .0 N R 09 .k

_ 'rI-(aI kyI e)1 Ia%elle I,@s rad| cank ' e conti t. 7at atomges
de. . car b(ﬂ@ onto teIRé j ‘a revendi cati off.

125afc l e, f de pour tanir i ni das correépondant 43. Proced6
pr epar ‘atiomd un conpose tel quo revenﬁa qu6 ‘dans | a revendi‘cation 1, dan{
| equgdns Xohsile R, it R,Hht RNt Hefnid\alrilh FevbGilibn h & formani de avec un

“oxazol e 4decs 1e€que revendiqué dans la revendication 1 4land-il est préparé par un procedé tel
- N3o aquetrevendlqué dar@¥une qqel@mﬁ@ des revendtcanons 32 a 43 2 _ 0. 0 0.
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revendi abigestislde fHpardiBNROR QuekRl o Hidaz616 URRGNetHiRera Sicliue’ BRI Cation 1
quand il est prepare par un procede tel SQ:‘ guo revendi qu6 dans |’ une

quel conque des revendications 32 A 4 _
30 Revendi cations pour [N ; =RAT 1. Procede deuprepar atlon _

8'5‘2- co"”enAIafmsR et Rioet R ef

13

d'un ddrivd d'im dazol e&h 'apeut i :_qu wes Ffact If de for rrul o: 40
R o | N7, o4
" o | 4 - L
' " ‘dans Iaquelle R,, R, et R3, qui peuvent étre ldenthues ou dafférents sont chonsls chacun parmi .
- 48 Ihvdrogéne ‘et les groupes chioro, bromo, fluoro, méthyle, éthyle, méthoxy, amino, hydroxyle et nitro

"¢ mais ne sont pas tous des atomes d’hydrogéne; R, est un atome d hydrogéne ou un radncal alkyle deta
’ 7 atomes de carbone X représente le groupe

'.9"‘7

: o —C—— ou —-CH—
ou'un sel daddltlon avec un acide, non-toxlque pharmaceutaquement acceptable de- celul-cl qua
conssste 4 faire réagir un dénvé d’ |m|dazole de formule _ :
. 55. .
el
Sl _H;
.' ~ dans laquelle R, est tel que défini plus haut etZ représente —CHO ou —COOR (—COOR étant un '
_ groupement ester) avec un halogénure de phénylmagnésmm de formule _
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3 H dans Iaquel le R, R2 et R3, qui peuvent etre identiques ou

~differents, sont choisis chacun parm 45 I'hydrogene et | es groupes chloro,

brionp, fluoro, nethyle, |thye, nbthoxr amino, nﬂl 45 mm
‘ne sqot--pas tous des atones d' hydrogen e; R4 est iﬁm W““ ene ou upy

" phe
65,
{R
ato
d’an
20~
'deH

due/

| e

radi{.cal al kyle de larv7 atorres de carQ) epr el e“grbupe 0
CH. 150 so _
50.|-C ou -CH; ou un sel o addltlon ﬁcl| de, non-t.oxi que :
phat maceut i quenent accept abl e. de cBe T con5| ste A faire- reag| r-
der{v6 d |mdazole de feormul o: R
~~~~:~~~~~~~~~~~~~~~~~~~~++~~~55 (Nﬁz So .

e R4 dans laqueile R,, R, et R, sont tels que définis plus haut et Hal est un atome dhalogénﬁo ‘60-
~~~t~~~~H.dans 2 aqgésqéhepmremn diup|corjersé trb AvarAéhing dans ineguandication. F%‘bﬂé%érﬁsb
-CHD ou - COOR (- COOR et ant -un. gr oupenent g‘ster) avec- un hal ogenure. de

yl magdResi um de fornula: 65 .
h8 - 0 0024829 L Rl—CH—RZ . ) |nga| 5

Hans Iaquelle R' R2 et R3 sont tels’ que -defj ni's pl us haut et Hal’ est un
e d' hal B¢enasistoa riduise ug comeosd de farmule: on'd' un, conpos6 tel que d6fi ni

5 1a r'‘8vendi cation:1,. sauf: quo Xesg t . -
+~~~~~CH. -CH qui consi'ste Af redwne Up=e
%~~~~~~~~~.-~~~'-~~ H 25 dans laquell & ®
nis dans |a revendi cation S /3. |Proced
idef i-rde dans |a revendi cati on |

pBte de f orjrrul e_: 15 0
t R4 sont.tels que -

f.'que - X- Rgst -CH2 et Iorsque R. est '

n" egt pas un radi cal rret hyI e, quiH con5| sts A reduire un corrpose de: .
forfule: .- R35 o L
R4~ ~?7-~~~~2s~darﬁ lpfuetle-Ry R,,*R-,»e%—RTsoro tels que définis dans la revendlcatlon 1. ,
' ~~~.. - (3. Procé e préparation u &1 .
ol A mﬁﬁ &"“‘m ﬁ@.‘%&" e i% %ﬁ.!";*%‘%" &T"‘# ?‘%ﬂh
a at ones ﬁ% s{b% lffé h te a ré’dT.ure un co ormule _ .
L 30 _ . , _ e
e o _':.'. - '. . N - . S R - . o
it _ | | Ry _ y 3 '
.  5 35 . .  . .H . : o
U T dans laguelle R,, R,, R, et R, éont fels_'que définis dan'la revendication 1 ot —Y'— est ©
V'Eé” . '.-. . . X .:. | : .OH .6R._.'.
R ' ' o ——CH— —CH—,
: " (dans lequel Rq est un radical alkyle_ de 1 a7 atomesde carbone ou phényle} ou
4 _ ST o . - R,"' ' | .
. —CH—
: (dans lequel R, est un groupe hydrogénolysable) : ' o
50 4, Procédé de préparatlon d un composé tel que défini dans Ia revendlcatlon 1 sauf que X est _
| OR, | |
: —CH—,
55

: dans quuel R représente un, radlcal alkyle de 1 a 7 atomes de carbone ou phényie qui cons»ste a falre
-~ réagir un. composé de formule )
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adi cal 2- net hyle, . R2 est le r|ad| cal4 5-methyle et R3 est |’ hydrogene R4



Procede de preparation dun conpose teI que dafi ni dana | a revend| cation 1

sauf quo X eat - OHOOR - R: - *dans esente
radi cal alkyle de 1 A 7 atones de car bone ou l“‘ W“ lﬁml ste a air
r eagi\L—un conpose do fornul e: 060 82729 ( ¢

V: ' ‘dans laquelle R, R2. R3 et RO 934 8RO s que definis dans la | )

“revendi ¢ aahdqdblie RY RS AU F SR ARl el gﬁh X '
dé6f.i ni  plajex %‘aw faq@ne Bl GQQHC@edfq Fihl p%%rﬁii%gtdi prééérﬁsﬁaﬁa%%é Jn co %atef “a-in
conpos6 tel GRvoakBé doprégaration] dunrcmpng telxjuie @afinl dar&aufevqwe:anam saquEé —Xx-qui

consi st e &t oxyder un conpose de formule; N. .. v Rp 23 R4
~dans | quelle R1, R2, R3 et R4 sont; t IS que defl ni s dans | a revendi cati on

1.- 6. Proced6 de prepar atlon durt o 6. teI quo  d6fini dans |a
revendi c S - - H2- 3} oxsque R est le radical
2-met hy ngu %g's'%tgta ‘Fkgg Zﬁlp 1%ﬁytl'e et R3 est | “hydr ogene, R4 nest pas
- le radf"cal net hyl-e, qui con3| ste A 2k - un o -
.4 hal ogénonbt hyl i mi dazol e de fqy - HaI

-NXR . 4 H dans Iaquelle R4 Qe
-'-et Hal est un atone d' hal ogene c un 3- ‘de F!ge benzenl que de forrrul_e
4 R28Ri R35 . } s - P3 dans
~laquelle RI, R2 et R3 sont teI §_|G{uo defl ni s dans Ia tevendi cation 1. 7..

Proced6 @gnsogm at |Fan detqp sg,g{rgg h%q'ﬁ&kﬁ@ﬁ% dfg% | a revendicatian 1,

sauf que X eiProdshd de pis pérﬂbﬁqwﬁ p6s8 [tel tlioﬂ 1, RufCstb % Bst
‘rady cato S5—@idt-h gl lorsquetR, B leosdicadl 2 imyéthyieg B Est le Ridlical Sombthplast R, ast aihragihe Rph'Bat| e,
qU| consiPst le "Ad'Fiiln‘i‘ééh‘ll"’eag'l ‘?°"$'%Se ﬁdﬁlrmmmeuraﬂéalomométhﬂméazdb deo‘onmsllee j 40

P NI~ X al
.P3° dans | aquel | e R, R et R3 S0 tfrs que d6f| ni s _dans Ia revendl cation
.1, et Q represente Ie groupe so N- - 1 C 1
~~~~~~~~~ _0 : l 00 R4C CH- NH- C— G CHNHCHZ
CH-C—R4 55. ' R4

Hal ( dan%anllﬁlg&lfehe Halastqgtquh' 'aéﬁ}ﬁ 95% ISI rﬂ@*éﬂﬁ&ﬂ et R &ﬂm E@,he%mg%' EUecqﬁnS
lar even st beaiénihue aé fdfmaet un

s . L . - '-'H3-I-
: dans Iaquelle R, R, et R sont tels que définis dans la revendlcatlon 1.
- 7. Procédé de préparatlon d'un composé tel que défini dans la revendication 1, sauf que X est _

' ;CH — et lorsque R, est le radical 2-méthyle, R, est le radical 5-méthyle, et R, est T'hydrogéne, R,
n est pas la radical méthyle qui consiste é faire réaglr le formamlde avec un composé de formule:

\J o | nz} CHzQ |
A P ' N '

- - dans Iaqueile.'F!,,_-R2 ef_ R, so_n_t tels_ que défims dans la’ revendicatio.n 1, et Q représente.'le groupe
L T A
'-C-CH-NH—C-R, ~C-GHNHCH, ou  —CH-C-R,,
55 _ Ry R i

(dans lequel Hal est un atome d’ halogéne) R, est tel que défini- dans ia revendlcatlon 1, et R est un
radical alkyle, aralkyle ou aryle substltué ou non substltué a-la condition que
a) quand Q est '

R B N
© «=L—CH—NH—C—R, .
s R
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al kyl e, aral kyI e ou aryre—sutrsrrtnﬁ—cru—norrﬁsubsﬁruﬁ“ﬁi Ta—
condift i on que: a) quand Q est 60 |,
I, c NHC- R,

R& 50 . 0 024 829 ' | W@ﬂﬂ,ﬂg@'ﬂ O |
formam de soit suivie d un tralterrent du grodwt |n=terc (C) /

¢~ et b). quandQ est C- CHNHH2C -
- la réaction avec le formamiide soit suivie d'un trantement du produit: mte*n?édfaﬁ@?ﬁ:‘ a6t o

—~——— '~~~~

l'a f rrram de bpgldndsQiesti € d' une -hydrog6nation du produit internbdiaire.
Procég6 de preparation_|d un. conmpos6-t el efini dans | a revendication
‘1, salf que X est - CH2- ‘et Iorsque Rl est’ adi cal 2-methyle, R -est I's
“radigdl 5- A6t hyl e et R3.est |’ hydrogene R4 X n est\pas le. radical
-nbth , qui consists a hydrol yser un cﬁ osd de formule: N -

| . Hz%’z;‘(>*3t~t 2 -
e =S - _ _ __ v T80 ,
e -O 25ﬁ1 _-dans l-aquelle R R2 Rot R4"30nt tels que d6f| ni s dans Ila o
di cat i ong fsactth dvec ﬁ%r%u&@fﬂltc‘s@lwe @ud@yﬂyerogﬁ'lagion Ethrodunt mtenﬁéd?an@t ones de . .
dne, ou aryl 8 Riecéds e pfEparbusmsurdempasdrngue dfinildancia dévetdicative padaat guark est
‘conpose +E€H et latwike A estdemdical 3-méthyla, Rycest lermadical S-méthylpurs R estdhydraiaRe, R,
T sque’R, "°é§\PasI '8 redica] mathvie. gHEconpists, @ fpreliser p 'éc?"gﬂséa? f‘!S"‘H'E’c hyle et R

est "hydrogdne, "R4"30 no est pas.le radi cal qU| con5| ste A

sou _;Zt“._;t'-re ‘A " hydrogenol yse un-¢o Hz

CCH2- e~ ~ S ' 1.1 1 340
0112/' 12 -520-._ . c . NRN N_ R4 . R 3 - -

R3 k- ~R . 1 -4 dans’laquollo R, R2, A3 et R4 sont
~tols: .ﬁuo dbfini's dans | a revendl catian 1. R13 est un’ rad| cal al _k_yI e dol-a
7 .at ¢gires do Car bone ou- aryl o do 10 at ones de car bone et R12 .est-.un -

_rad|CaI ar s oce e g QROS ,
def i pi—dans I%%'sy;,éﬂm %:;pa% S R S B R o et o
oSt 4 2, qui - @l’é&iraﬁ&atﬂur{ cdMpRsd 1Rl fudl ffi £H A6vendlEutib@n NRdubqueSBest”
R~eCiHZ C CH2 -den le Rdiceit 2-MRathgle, M, e‘selesrad]&ab 5-aieifthylel a3 R; iestd'bpdversne, uA
A8, K9, R & erteSRpas lquadlmmécmte oui rconsistied spupatise & (hyskpodndiyse ugrepaiposé de formule:-
repr.sentent chacun un atons d'hydrqgbns, 8y d halogene ou un

hydr gxyl e, "+, ~~am no zal k ds (7 tomes Iy §5-".
-R 2|12 51 '3133 *? -'F‘a 2
e t\—n LR 1 T

ofo. e | 3
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dans laguelle R,. R R, et R sont tels que définis dans Ia revendlcatlon 1. Rys est un radical alkyle de 1.
o a 7 atomes de carbone, ou aryle de 6 & 10 atomes de carbone, et R,, est un radical aryle.
- 50 “ 10. Procédé de préparation d'un composé tel que défini dans la revendication 1, sauf que R, est

un atome d’ hydrogéne et X est CH,, qui consiste a faire réagir une matiére de départ de formule
N CH,C — C —H
A o Ry Rio Ryy

' dans IaqueIIe R, R ‘et R;-sont tels que définis ci-dessus, et Ry, R,, R,,, et R,, qui peuvent étre |denthues
s0 ou différents, représentent chacun un atome d‘hydrogéne ou d' halogéne ou un groupe hydroxyle
‘amino, —O-alkyle de 1 a 7 atomes de carbone, ou ,
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est un radi cal

ou bien R* et Rl1l peuvent etre.conbi nes _pour fo

ide carbone), ou bien. R8 et .Rl sont conbi nes pour f \‘m mw“wpe c6t
r-bl en ala fois R et R,, et Rg et peuvent ‘l’g aul € ar6nent d

;group\es c6to;..avec NH3+CR20 (ou uneosga

S HN=CH- Nirlgans ||£1uglq=(,:me§ttﬁ| anmiebup PY 7§ gﬂr@tﬁm o

ipr epar at i @arbonelbutiER % R}, 8bntGdMbAES pdi fi
lqus R4 estcomhinés oom fdc‘rrbeydm

annonlac ou de fornal dehy

g?onG\é&B u%?etnlmiaté
agoupe céto, XNudxpdn- °H- fo& Ry el R,gws&,sétai,ApénmbﬁEfomgl r

alkyle de 1 A 7 atomes de carbone ou aryle de 6 A 10 atomes

aryle dél' 6 fli 8%%%s Qig
pEue Rk

‘un corrposQl taflqﬂt grog@s céto;.avec NH,+CH,0 (ou une source d'ammoniac oumosmaqumqq)
O (al kyl e) %%I-:—P z | ormugte W u leéformamlde aﬁs \B

. 0C prépar. sé tal gue dé la re dc tion 1 )¢ R,
O (@l kYl )estiNBromd A Hogontss X &40 C %fapﬁéaamﬁe .Jﬁiia'éuhi’if"qf’e

‘at.ones de carbone et R R2 et R3 sont te S: que frnis
irevendi cation .1, ~avéc du formanide. : - 2
:12. Prot%bde de pr6paration d un corrpose teI| que revend| que dans | a

revendication 1, sauf que R es
.___fconsLste a fai re réagir Ie fo,.
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ans_
nil - 2c

e dc‘hy ﬁ‘é'ﬁé et X est -CH2-, .q_ui '
§|.|sz.| oIe de formulio:. _

15 o Ryl R ™ dans IQa(qlmle) S R : R2 et R2 sont
_ftels que deflnls dans | a.revendi dation 1. N et e
R~~~~*~~~‘dansﬂaqueﬂe*l'e5‘radtcaux‘alkyle cpntnennent chacun 147 atomes de%ﬁﬁb‘ﬁ‘e“e‘fn ‘R”ef“R’ sont'stgls 35
_-50 . que définis dans la revendication ‘4, avec du formamide..
L 20 - 12. Procédé de préparation: d'un composé tel que revendiqué dans la revendncatlon 1. sauf que FI
AU est un atome d’ hvdrogéne et X est —CH ——, qui consiste 3 faire réaglr le formamude avec un oxazole
. “de formule: _
'.'*1- | | T L. N ;'
R " : N. L ! : -
- dans laquelle Ry, R, et R; sont tels que définis dans la revendication 1.
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