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60 Suitable halogenating agents are for example phosphorus halogenides, e.g. pentachlorophosphorane,

pentabromophosphorane, phosphorous trichloride, phosphorous tribromide, phosphoryl chioride,
phosphoryl bromids, dichiorotriphenylphosphorane, dibromotriphenylphosphorane, 2-chloro-1,3,2-benzo-
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Sei zures were induced by a rapid injection of 80 ng/ kg body wei ght 65
~ pentyienetétrazol -at a vol umgpofg 944 BPO g body weight in a tail vein.

190
The l.owest. éffective dose. of e teist i . EP E';rf_g 90 Bl conmpounds capabl e
n i clonic seizures a aras’e nsigh o

of a”\ﬁﬂﬁfﬂﬁi@:ﬂgﬁﬁqﬁﬁﬁ?ﬁ?ﬁ& E@J’ T%}‘ﬁi g iy A
ext engl@dkolinnl N€ TOrepaws) an 5’ (Tonic hi ndpaw extension) are listed in
Tabl e 1, THeRorhpindd listtl inTablp & ark notglivgn foethe patpesa df linfiiingdhedodentinn theéfdtebw ompounds

| | sedb exemplifipthe usefulrpbarmgacolqgicakastivitins ofall the pqmperndsiwithinthe scprp Affsmplaibnt i on
thereto but only 5 to exenplify tpﬁBquef ul pharnmacol ogi cal activities of
all the conpounds within the scope of fornmula (1). TABLE 1 [err] | owest

effective dose in ng/kg body wei@-h-bwto ant agoni ze: CLO TFP, THP Isomeric

Col yrm Col um Col um 20 No. g ,|| Q R hal Ar

form 1 2 3 IV _a H a 2,4-[err]

Z 2.5 2.5 2 GR@E=Chal  CH H Br  2,4-[err]

E+ Z 10 10 10 25 13* CH H . d 2-[err]

— 15 — — - 10 68*”7 CH H Iowesteﬁgctivegos Tr{ erf]

Z _ - 0.63 30 144 CH ma/kg Mdy weightlto’ (- [ er I’]

- _ 2.5 38* CH aahiagonize: GTO, TFP, THPA- [ err ]

z > ° 1.25 19% Ispperic célu;';uig g& ) Columny,

4-Bp |2-C -[prr 1 g %’B H H
a Zﬁlﬂ‘amth L éni fal Z A - ’f,’g:m ! 5 |63 N .
C\_/| G= 2chd-flerd]| o | 24-ClECH, . 1G 28 25 10 485 P7*

CH H d D-Br, fi-[err] Z - .- 5 24***
CH 67" | CHQl H b, Br[ pr44-Cla—CeHs g E+Z | 10 10 10 2 5 g1*
H 1 aeH | o w3l 20arcH ¢ — -10 4p. _

| *: [err]m *x
[ err]|- eexkt ci*1: HC - 8al | I0CI—CHI N vilew Df {hei+ ahti-sonjul s&aé
propdrties,|the ¢onpopunds pf forrmula (1)}, their]acid apditiorn salts|and
st ePdoMien paftly ig];rrericb F HieCebher eof lare very uSeful iT tHe t#®atment of
convyl gd«ons} apd el pgyt %g,rrj_y‘”ai n tihe tyealnmery of ggnerjal i ggd| forns
of edilepsyl In @ddit|on tp the herei nabove-nmenti oned pnti corjvul sang
acti i 19*, thecgofpdunps Cbf | feBn2HC—CH} are Particultar|y 110t erlestdngf agents
due®tjo their useful aptihypoxic acti Yi tyl. In view of their ugef ui’
anti dofRul spnfHagtifity @t hez'%"lﬁBﬁg@E'ly conpourfds fray be forTul gt ed*? nf o
vari dquggsphay nycelitiggaj fcpr sz 4.8, —€#N Ni sft r atg on| pujgposps.q1pTo [prapare the
pharrfaceutifcal cénpos|tiong of this invegntion, @n effeftive gnount pf the
par®ilcdd*ar cofolindd | n Chap e2-Bnd—&thQ@CHddi t i h sl t—form -as tlhe &ct] ve
i ngr 4dj s _.gombi nefl i | gat e adm xjture wi {h a phprmacedtically
acceptgg'lme caﬂ(:ii «=r,"Pw1i & :g"{r'ﬁaé_r&'r"rﬁy t ke ZEwi e vari pty of forérr}r’s
deperldefrg op the|f oy n ofcl p| epew,atjmn desf red fof adni n| st+at ijo1e These 60
1 al o 1 =3 FRY <l

"

h fs'\'\r\nllfl bhoapmacl . on arao—doci e b Lh, Mo P e b £ LA s t bl
p arr oot T CUTTPUOOST TT UTTS ar - acorrapTy it urnr tAaly uvuoAaytt T UTITTTH ou a e,

pref erapio,.cailt O a6NcHbML L4 | 0N« adilsyie rectally or by parenteral injection.
For exanple, in preparing the conpositions in-oral dosage form any of the
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invention, an effective amount of the particular compound, in base or acid addition salt form, as the active
ingredient is combined in intimate admixture with a pharmaceutically acceptable carrier, which qarrier may
take a wide variety of forms depending on the form of preparation desired for administration. Tht_ese
pharmaceutical compositions are desirably in unitary dosage form suitable, preferably, for administration
orally, rectally or by parenteral injection. For example, in preparing the compositions in oral dosage for_m,
any of the usual pharmaceutical media may be employed, such as, for example, water, glycol_s, oils,
alcohols and the like in the case of oral liquid preparations such as suspensions, syrups, elixirs and
solutions; or solid carriers such as starches, sugars, kaolin, lubricants, binders, disintegrating agents and
- the like in the case of powders, pills, capsules and tablets. Because of their ease in administration, tablets
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IAU/er solu t1on was co T™h the renaini ng part of the fornmer solution
and 12 I|term.M=cGA'fEDpwam'setr| ol and 3 liters of sorbitol 70% sol ution were
added 35 therePGParﬂ@ﬂ@Ehthe sodi um saccharin. Were di ssol ved in 0. 5 I iters

of water ar]qhe g::nrq ?f %ia@fnﬂ |§|§ gmgrazp ol ojﬁ ql sul §§e ani e%'gﬁ Vrr and
©SSENCE Wef Gn G500 illiteis of Witbr, Fkth pOUHer D R e dElR ot
was added (.vas atidbdao0/gHhrdéiMicdtrystBliide ceiRildse BidONSigEbima gyaageaat vea6thblé biDThe whole was

conpri si ng 20ixed welliagd caneprespedtinte tahists; gidng 100 Wbletst eagherontaiving 1O willigrdmsy(d the active

milili ters)'"gfq‘ﬂ‘%!'t-resultl ng solution was filled in suitable containers. 40
CAPSULES 20 G g g; the Al., 6 grans sodiumlauryl sulfate, 56 grans '
starch, 56 gr aﬁs a'Q foR D10 dlarfs BEAVIRIfifO6e 1Ai78 Millilftdrs biCdaRatéHated bifiShol B whs ddded a

grans magne ssoluiors bfchgrame of iy caliulpes inLISh ynilliters vedictiagestheme. Thei therecaerb taided 75
m xture was rs'uibe@qzj éwhlp mpihhrree@d 28tryllitites 0 2§cnrmmteo' h@rﬁ!@ﬁﬁa@f bv#tavlm lycol was

capsul s, o QUSRI Bl T BT mzz::m?:' o

FI LM COATED Eéﬁ%’té d&F‘suQﬁen i HEh% ¢d! The
the A l., 57t9b|grcaraswbrae6memﬂn lgé'rﬁaﬂﬁmﬁﬁﬁﬁc codtig dppranl

therafter humdified with a sol utlon of 5 grans sodi um dodecyl su.I fate and
10 grans pol yvinyl pyrrolidone 50 in about 200 mlliliters of water. The wet

powder mi ¥ ure was sieved, dried and sieved again. Then there was added 100 ‘
grans mcrocrystalline cel I ul ose and 15 grans hydrogenated vegetable oil.

The whol e was mi xed well and conpressed ifto tablets, gi ving 10. 000

tabl ets, each containing 10 mlligranms of the active ingredient. 55

Coating To a solution of 10 grans nethyl cellulose in 75 mlliliters of
denat urat ed et hanol there was added a solution of 5 grans of ethyl
cellulose in 150 milliliters of dichloromethane. Then there were added 75

mII|I|ters of dICh| ororrethane and 2.5 mlliliters 1,2, 3-propanetriol. 10

~ Y N o,



nol ten and dissolved in 75 mllili fers' of di'chl oronmet hane. The latter
col um was added to the forner and 60 then there were. added 2.5 grams of

£

magnesi um’oct adecanoate, 5 g of _pol yvinyl pyrrolidone and 30 mlliliters:
of congcentrated col our suspe 1?@1’ r%%/ K-1-2109) and the whol e was
horrngel RESdeLedH Ukl et cores were coated with the thus obtained m xture in:
. COat NS A RS s Rronybel o Dy e bR AR bSRb4T Weld dhesBivéd RS
met hyTabdutitysditepsofibomagpaiter farigjedion Aféranaling tagbplt 5¢°Chiyele wery bdded @alicstivihigd
di ssolgrergs japticaswisl,10.09, P&W'P@%B'scobﬁn%érwamﬂgome é’r' T'GrSOM' & Wap @wlelNOt @Pmcool i ng

to abdgnegraipiejand gup Inigcton iq 4
p? opy lcm?ng?n&ssA]é cﬂermrqfteﬁs ﬁ're:gﬁfy&;f?a:va[sﬁ{enl'&et? Igyfrliiratlo %Jr?x%ﬂg' sql‘alzqg ggin fp file O m 5
t enperature and suppl errented with water for injection g.s. ad 1 liter..

vol unesu osrrragsa sol uti on of 4 mII| rarrs A l. per mIIrIrters The

sol w i o %@bw;rafog eB' r! ,.g qﬂwd ut r:d'm 'I"P"P@d . n
steri l y@p ds solutl ﬂned
sol ut 'rﬂ&bl& at Steipétatre of fomry He &c@@dnd.d.,@ fltﬁeem,e

pol yetihgtédione gl ycol 400. 12 G ans surfact ant and tri glycerr des g.s. ad 300
gr ans weilke presentdpyenty eﬂtmrfeiafmre"tﬂ amethed efiteating sonysisions meﬂfmvb‘PPdemat"matShe

id b f f
RO S e
m | | i gb aomEm@f 't"he acti vree [ n'grtedr ent he 1pr esent inventi o|n |r21al SO

rel at ed Whetfallowingeixbroplesodre intepddd to i us@mhgpttnsmrt theweeperohthe otheent Méntiah. s

suf f erynifgs ptheywise stated alh parts|thereimare By waight ni st eri ng- an effective

anti convul sant amount of a conpoun QAQ gorrrul a (1) or a pharmaceutically
ée‘éptpabk@ma&h& addition salt thereo gur tabl e doses administered daily to _1'

Subjsect sTiarprepatakign ofghd intermdiialestobforiila (ipis desefised|in Biitish Ritbrt Numban 1558205100 ny.

20 » the fol | owi ng exanptes are intended to illustrate and not to limt

t he s@oﬁ@a'gf“f“ﬁ% present inventio nLgss otherwise stated all parts

therein Abfadhd o gk o 1ﬁmhgo%p Eﬁﬁﬂﬁf iFRddkdh Gfetianione monbhirdthBRAE ki on of

t hegl Nb pértsRE pentaBlo@phdspliotdnle as dtirkd arfil refRied folarbut. Thededctiortrixtdal vead lalidweaber

1 553 17 69! arid treied with ke wate (The wholewed reuttalifednwitht potagsiunh cz{rt‘m amt\d;thsfproduct

oo TR D f"‘r"%gf&%ﬁi’ﬁ?ﬁ%? R TR o

The 3 GihofmdHoNitrate Sm¥a81. Q@).C00 t reat The
whol e was -neutralized vm t h pot assr um car bonat e and the product was

extractedtvvrce vvrth -ox brs conbi ned extracts were dri ed,

filtere ?&w P ?,galﬁés’ o4 ane %"{‘ "‘?“?ﬂ“ ll'ﬁ@“?ﬁze'?apgg salt in
PRl a1 e%arh B QURBEL ph ok Wb ohraciEsitniap
et han@ans i £4' diydigph ep‘ﬂi’et(ﬁ) rc layers were washed with water, dned filtered and
(2)- 1e[léboratﬂdomjdlﬁg (2‘4 M|otﬁi-b&@ph@%f@,ﬁdichlewphénvlldwenﬁmH-lmnuiaa!cvImp 59.1°C
nononil®MPe¥d Ay [err] (conpound 1). Exanple 2 To a stirred mixture of 20.2
parts of (Z)-1-[2-chloro-2-(2,4-di aggphenyl ) et henyl - 1H-i m dazol e nono-

i TTat e, 1ol QQtiRed tnibae G205 paRsl of (F)AR-dhfor&-(24-dlchtoRopREHYBRAEWANE VB8l added 5
parts mﬂnoammzmmdsyzd watet ghel. 70ztensTdrfe,2r/Mbspmme sieieraddell T.Hpard of ahmortigs. The
I ayer divgrexide. 3 \uap stirrerbt kalgave 3%@9”%6(%’!’%!’3‘?@5 he\pqugousph %r"!as of

er,

dr ' %E@e@ s;gggr%,ggﬁg edWrﬁ dﬁé&%ﬁ Eg?%v& yg%’?f.g 8?4 parts of

(2 - 111) [mbﬂraaa-(z.s»érau&oﬁhea\hrbmmnhenyh)mmhﬁanph\}dr&hionda dfpz 88°C (¥pmpduad r |
(corrp@hnd 2). Exanple 3 To a stirred m xture of 12.76 parts of

(Z)sﬁp [ 2-chl oro- 2 (2, 4-dichl oroph $ jhenyl]-1Him dazol e nononitrate,
120 a”ﬁn% 9 sRARhIbRpMY é-n H“H?&XI&I f{fetHARSH: nYIRbIRartiiAl parts
of ampo rphcwraf ﬁosp Srana\Nusyl dgrrﬁ%ﬁidﬁﬁﬂdxétﬁﬂr B hI:Lr THersoR BdHEWAEdiluté: eemE

vver e tarcmeedne i-rdeaoa amomfsw awea ageled mnmaa:dtedg Wi 1thouBgeripd.rThe whble was

G u%g"ﬁrrﬁg PR B x@“’f’ See o

ayers

Sédn 6 the nn snah pen&rnarhaaaa RQ"o 4. THESaltfwab t er ed
of f \iifteriad offf wnd dnysth t‘ah@'d yitldinga 4.6l oartsymnhd:r (Eg+ )-BR-chlarots of
(2,6 dlchlorophenyl)ethenyll -1H- rmrdazole mononitrate; mp. 122.3°C (compound 4).
6 ~ Inasimilar manner there were also prepared:

6




(2) 1,[,2 cFrI or o- 2- (2, 4-di chl orophenyl ) et henyl ] - 1H-i m dazol e

monohydr ochl ori de;

np. 178.8C (conpound 3).

55

Exanple 4 A mxture of 10 parts of
I- (2, 6-di chl or ophenyl ) - 2- (1H- i i daER 01142 180nBlone nonohydr ochl ori de and

20 pafts of ‘pentachl or ophosphorane was st

rred and refluxed for 3 hour.

The

sol ut™hen was diluted with dichloroneth ne-and 300 parts of water were added

dropwi se during a 1 hour period. The V\BQJ
The product was extracted twi}

car bonat e,

extract 60 was- dri ed,
col umm chr omat ogr aphy over silica gel

was neutralized with potassium
e o#th_di chl or onet hane.
filtered and evapOrateg. The residue was purified by
usi ng di'chl oronet hane as el uent.

The

The

pure fractions were collected and the el uent was evaporated. The resi due

was convert eCedpfi O the hitrate salt in 4-nmethyl- %n,raaporeséggr mp.
2,2 - oxyb.f Sipr aane 'E'he sal t pnas|filteredarof f an Cl’fgyi-ﬁ{ aI lli zggle from ¢ . -
4- met hyl - 2- pentanofe; et-eh-Ag—4H-6—parts—4699——o — +—2—chiroro—2
(2, 6-di chl of opHeny )E't'hnnb'l |- 1H { mi #G%He mononi raﬁe“z ["hﬁqo] cotddunc
4). 65 Inja afpyMANRgr thefe o0 pr-epar 0142 B1
A [orr] 0 Zdorrp tn TRNER! WEE—@,HE ?‘12_ HNO, 4139
| soneric Base prcCH 2,401,—No 4-Cl—CM, R— HNO; 1643
form Salt 5 . CeHsCH: H 2-Cl-[err] E
Zz [ert] 111,46 [err] _ ] :
E+2z 2 [er8r] N H112.0 a gﬂc'@m [err] lerr 148.7
. : [érr]e "CH [l6f. 3 [erf] &B—Cy~CHS N— .. Idase 102.2
[exr] . [erf] 145.7 9 CH H. .
[err] 10 XH | H bape 4C—CHs 102, 2110 —  xHbase 4 1026
[err] . & 1 H H Das 102. b 25 1
[err] : [..err'-f CHs ‘ﬁ:’l?'r_l‘:c'H TIIJ—DEZ ](C(B?.ZG ?Z_st's
CH H 12 CH 5{ CH- 2- t hi pny$-Cl-2-thienyl B [ @iNO} . 148.6
148. 6 -30 13 . - CH H _ [err]
[err] 0 | 11?0. 1 19 H cH ﬁC"f“‘F—cﬁHa [err.‘] HNO, 140.1
[err] 1p6.4 1y | v CH PrcH, [erc] HNO; + |8 156.4
[err] 135. 3 16 CH H ' - err] _
[err] _ ®/0.2 ¢ | H CH 2-61,4—CH30CeH; [ Ar ~ HNO,4 1353
lerr] 35 163.5 1 CH [err] ' '_
[err] 166. 4 264 | W CH HBr—cH, [erc] HNO, %35
[err] 168.7 45 p1 (CH_ H 4 [efr] E
[err] P 1¥0.d 2¢H | ¢H H 24-Cl—CeH;  [prr] E | HNO;Z 145.1
[err] 156.9 2 . H . [err] i
[err] 145. 4 5§'|E alrlrple 5 fro 8B 9T e ni xf ure®of 1. QHBlg?ts of 1661
(E) - [2 ch| orm 2-j( 2c4- (li shl or ophengé-pietb@pyl ] - 1H i mzdazoll e Hwogo- | ni teat e
ina mxtgrp of 54 part$ of watglr) and 75 parts o tr| chl oqonet hang¢ was
added 1.0 pprt?lof |potths$i im car bonat®2—@eCeimol e| wasEstirfedNC:si | |a BPRar
‘sol ution wap, -opf aijnegy (pHy8. 9) . [The, prgank e, | ayel was 60 |separat ¢d, 15651 ed,
filtered anf evapdrated| The resf dué vvag—%"onvert ed into the hydro hl or 1 de
salt ip 43 phetahg| -|2- penfanone, 2,2 -oxybr spropang and 2-phopanol . |The sal
-was filteref off gnd, dried, yieldrn % arts(86% of :
(E)-1-[2-chlor®- 2-(2?'%- i ¢hl or oghen ‘f‘ éT?PEth 1-1H i nidazolle "NOs 145.6
m)nqhydrochl oride; nmp. 203.2C (conpound 24). 65 7 '

55 . ' '

Example 5

_ Toa stlrred mrxture of 1.9 parts of (E)- 1-[2-chloro-2-(2 4-dichlorophenyl)ethenyl]-14-imidazole mono-
nitrate in a mixture of 50 parts of water and 75 parts of trichloromethane was added 1.0 part of potassium
* carbonate. The whole was stirred till a clear solution was obtained (pH 8.9). The organic layer was

separated, dried, filtered and evaporated. The residue was converted into the hydrochloride salt in 4-

methyl-2-pentanone, 2,2"-oxybispropane and 2-propanol. The salt was fiitered off and.dried, yielding 1.5
parts (86%) of (E)-1-[2-chloro-2-(2, 4-dlchlorophenyl)ethenyl] -1H-imidazole monohydrochloride; mp.
203.2°C (compound 24).

65



EP 0142190 Bl Exanple 6 A m xture of"30 'partS' of -
1- (2- met hoxyphenyl ) -2- (1Hi m dazol - 1-yl ) et hanone hydrochl ori de and 60 parts

of pent achl or ophosphor ane was r | uxed for 3 hours. The
reaction mixture was diluted wi |5 @882% sﬁi)f di chl or onet hane and 100

parts of pot assi um car bonat e were ad&edlple‘men wat er was added 5 dropw se
duri g %}% & Raggof Tifrenetho gqgmz%wwmmeéwdmmgemqaq parts
hlor snu

di chl or o 7 The geactiqn mixy filyted t ed.
The resi d’Uﬁm&@-&urﬁH ra' %m&&g gbm i}‘g: rﬁr\‘?gf ﬂﬁfﬁ'&: tﬂ Eﬁ%
- tri chl or combiried nextrags oVene riried, Tfilterqdu mj feﬂﬂﬁtdtéﬂnSThWeﬁd&O & Chudi

el uent eg:) apgdslhqgg upleg;tjrlmigﬁgar@p ggqm [Tg fl"act_lxmsldwer_e’ collec:ed ar;dthe

2,2' - oxy {ppora i }y :spropane,yle ing 7 parts (22%) of 1-
[1,2-dic 1@{5‘03’%;%%@%“@? a’2'1’ T ‘d’é"?@f’%“""ﬁﬁ’ [err] (conpound |
25). 10 In a simlar nanner there were also prepared: N [er]r Conp. "
| soneric  Base or mp. 20 G;J No. Ar
form Sal t [err] 26 r] [err]
153. 0.5 27 [err] 3 A (CooH)2 139.0 25 28 [err] ;-
E+ Z [err] 130.5 29 ciferr:}\u ' _ _ [err] .
131.4 30 : 30 5-ch| or o- 2-t hi enyl A [err] 2
143.1 31 ‘5-c¢ I:cUI o thtetryt If |B_| 1 142. 3 32 [err]
A B :Pyj 1 35 33 [err omenc Baseor _| mp. [err] _
136. 234 [er{] N Ar f<Sr"|’1 Saftiorlr] Gnd 40 35 lerr] E

I [err] 261;15 3-Clip—CeH, f HNO; - | 153.0.
Exan‘pe?AmxtJreo 0O parts o
yP‘)CI'Zg

1- ( 2- r onp- 4- chl pr opher| etld H-i mi dgzol=1-
pent achl or ophosphor gne 17 parts of p
refluxed for 4 h)urgd.1 ‘Ihgq"r’eactlon m tﬁ'gi
parts of dichl or pneghangea-rHeiH sol uti on was adeenl dr gpwéisie,| during a 2
hours_period, tofja sol ytion of 300 pafts of potassium carbgnate in 500
parts¥f water. F0 ¥he \Nﬁ‘d\"%"’\ﬁé%‘e'yflrred BvernfiPst at| M3dm|t enperature. The
product was extrpctgd §wseRomizldleds 2 { OX¥ DI Slpgapane.| {438 qonbi ned extracts
were dried, filtpred and evaporated. The resijdue “was [converted into the
nitra‘%e salt in pth$d gcdéBaCsl.and 2, 2] - oxA/bi spr-opane ™a dalt was filtered
of f aftd purified| by, reyersed se ch omatograp over Li Cir oprep. RP 18
using a mxture pf et hakd %T%d'ﬂt aining 0.1% 136.2
met hyl et hyl ) - 2- pf opgnali ggl,agh,Wat er | (caaot ai n(bagH)Q “Vmg_gocammni um acet at e)
(65:35 by volune) as 5% eluent. The first fraction w?smd)llected and the

t

ol chijo was stirred and
AN F o0 o ed i th 260

el uer? was evapof ated. {The resi due wag converfed in the nitrate salt in a
m xture of ethyl|ac® afe3&fl—S¢h _oxybi spropafOsthe |sYWPE Yas filtered off
and crystallized from 4-nethyl -2-pentanone, yielding 2.9 parts (10% of
(E)-1-[2-(brono-4-chl orophenyl ) -2-chl oroet henyl ) - 1H-i rri dazol e rmnoni trate;

m/[ﬁr ] (corrp und 36 Thg :secondE’F y% d an% yent
e e o

and cr y&fo Plvise, ﬁﬁhg arzﬂiaihlépéiﬁid la-s@uisdirof 300@as of poweistlinn@rtidnge [pHoQ sar !!fL erof
(2)- 1] n thdde msﬂr:qmmrmqm ehyqo)n mmatym Thetprvé

T dees o 4 asmrwﬁddm
ro
ronor  paver '*% o gg an, Eﬁﬁa “ﬁs 2%}"&%‘*"% 3&%&“& al so
prepar eﬂhasl‘?é ?% Red pd(y 1%'[.9 D AR b | lcodtBming o %Z& -
nmononi t Fn%{hQIethWPZ- oB4naini Q‘lﬂpﬁdlﬂ' cohtanin %lladarﬂmomum acetate) (65:35 by volume) as
55 eluent. The first fraction was collected and the eluent was evaporated. The residue was converted into the
nitrate salt in a mixture of ethyl acetate and 2,2"-oxybispropane. The salt was filtered off and crystallized
from 4-methyl-2-pentanone, yielding 2.9 parts (10%) of (E)-1-[2-(bromo-4-chlorophenyl)-2-chloroethenyl)-
1H-imidazole mononitrate; mp. 162.9°C (compound 36).
The second fraction was collected and the eluent was evaporated. The residue was converted into the
60 nitrate salt in a mixture of ethyl acetate and 2,2’-oxybispropane. The salt was filtered off and crystallized
from 4-methyl-2-pentanone, yielding 3.3 parts (11%) of (Z)-1-[2-{2-bromo-4-chlorophenyl)-2-chioro-
ethenyl]-1H-imidazole mononitrate; mp. 167.8°C (compound 37). _
In a similar manner there were also prepared:
(2)-1-[2-chloro-2-(2 4~d|bromophenyl)ethenyll -1H-imidazole mononitrate; mp. 162.4°C (compound 38);
65 and




EP! 0142190 B1 (E)-1-[2-chl oro-2-(2, 4-di bronophenyl ) et henyl | - 1Hi i dazol e
nmononi trate;, np. [err] (conpound 39);
(2)-1-12-([1, 1" - bi phenyl ] -4-yl)-2-chl oroet henyl ] - 1Hi m dazol e
jnoni trat'‘e; np. [err] (conpound .
(B) - f[- 2- ([, 1' - bi phenyl - 4-yl ) - 2- ché& Beﬁgﬁw] Bl inidazole nononitrate;
). \err] 5 (C(EWPQU:Hﬂro421(),}4-.dibromophenyl)ethenyl]-1H-imidazéle mononitrate; mp. 170.4°C (compound 39);
(2) - 1- [ 2- chl or oZpi-RRKghbiphrepyiid-yib2-thjdrgrttenyll- Weinfidarojd | -mddonitratdaz ohre - 186.5—187.2°C
42

nononi tr at e; {compgund 40); apg oynd - and. . :

(B 112 chl qupre L}Eﬁ?’ﬁ%‘ﬁ'ﬁgg&ﬁw Yl PErier | moneiEn, o 1567860
nmononi{rate;  @P1-[2-chloRY3-(2-ckiGRARAEMYbhEr))etheriyi] AL RAZB1e 8 hoRbaitraid;© Ghp. 20 153.6°C
parts of ' 1- ( 4eobwpowra-42); @aid or ophenyl )-2-(1H 1, 2, 4-tri azol - 1-yl ) et hanone, 40
parts of pent acll-blZshiatesdRoblionad-roathyirdetyllethenyt-1tiimidazole Ji aienenitrte:hamep. wad44.4°C
stirred and reEMPEY¥ESbyerni ght. 300 Parts of potassi um carbonate and 650
parts of di’chl oromet hane were added and WRdnGle y@s added dropw se 15 '
carefuly till aAwkuideof@ pako ot 1-1E616mE-2-6RiGrophbhy)-BOIHA 214%rig2b1a5MethBons X0l fafts Rf
wi t h di chl or eemtedhivraphospharaneanth Bld@drtsof §a-dictiofoathenesvasstireed radiatikedwvenight BeD Parts

dried, filteCbeeiesimerasonats pnd 50 pas ofclchigramethiane Were iapdaddng waiee was added dropwiee
chr omat ogr&pfy; %ﬂgﬁf o %@h tZ%‘§?19 SR dnd Qv deed. Pho g@"k%:’;‘ﬁ;mﬁ
met hanol  contdvbrash @hPdmategrabh REfYChko mam_ahmxta@if__ Q:f);:ethanol
wat er cont ai romanitg 8.9% aff Ne(frmathylemhyiRZ propdn@mind @nd 25% bhwatbn dostaining @St afnammonium
(E-isoner) waeeatsl [ected and the el uent was evaporated. The residue was =
crystal |7 2ed f aﬂ:@ﬁé&%ﬁg P prede il "%%?ﬁ%"‘ b o ibling 75 thrs ) of €17
vacyo at [er 52(4% djé-&ﬂarxh yﬁ-@fcﬁlﬁrow 1-1901 2labwiazd1e; mp. 84.0°C (compound 44).

[ 2= 4- br 0nmD- 2- Ciiesetl cHtion- Z-isohief) v tdarettelt |and thel eident wiak ieaaiotatd. Ms rekidid vas
(conmpound 44¥yryst3lliaed o dexiné atH0. Tarpr¢dact wag d offand duidd ie vacealat §07G, vididing=0.36patts
was evaporat eﬁ‘?;-‘;;ﬁé*w @p3shlorpgkenyl)-2-ehlorpthenull ’f-t?%ﬂn"ﬁtee&gr;@- aﬁ-""ée?"%@dﬁﬁoduft
was filter edt&;fwﬁgm ,F,gg;a:dffﬁcvg'@ 4pings pRuIValontAmeuRs opihs apprapriste sartinggmateriats,
(2) - 1-[ 2- (4- brono- 2- chl or ophenyl ) - 2-chl orget henyl ] - 1H-1, 2, 4-tri azol e; np.
96. 0C (conpound 45). Fol |l owi ng the sang[Prpcedure and using equi val ent
amounts ofethe appropriate starting matgials, there were also prepared: 3

Ar Cl 35 Conp. L, _A Isonmeric Base m. -
No. Q | Ar 617k  Salt 46 CH  [err]
E [err] 133. 8 40 47 CH [err] : Z HNO3

149.0 48 35 CH( lﬁ- \'92.- ;hcul i)c‘ﬁ'nyi ;) ptreryd F rjc. f eBl m 833 45
49 CH 4- (2-lp bt pheny E ‘{%(8.-5 CH
4- (phenyl et hyl ) ph nvﬁg' 2}/ [errerr 14 Zg‘g% S "3@

4- (phenyl net hyl ) phgnylsg EH 2-Br_[4.e'_|cHJo..c,H;L4§. 1 BO 52 HNO, [CH1338 [4rr]

E Jesr] - 134.9 53 aH [err] Z HNO3 140.5 55
In a simlar manner| t ¥8re] wed A Hoiplharats L4 HNO, | 1490 _
(2)-1-[2-chloro-1- (|2, 45di £hk@riophs! -« 4-f) Jor ophenyl )'#en - 14 i m daz
F ML AR B! PNeRTIOPAEBkdnbedhviicholvt {07 ORNETY luk@ NeMYdsls
(BE)-1-[ 2-ghl oro-1- (|2, 49di £ hCEar|ophepidnyletbylfphedv Jor opher}LyIH)slea hieny28ls- 1 i m daz
ole; np. 146.2C (5%). 60 Exgnmpl e 9
A mixture of 18.7 gdarf® of SH (14 Pharystivirhenyl )l 1- pheny Pnanot®’ 31. 4
parts of phosphor pgentsach} ogjide LprbngiHmpihesvi 4f 1e2- di GiNoprjoetdygne jwas
stirred amd refluxgd for # hodrs. The m xture gas diluted w

di chl or omet hane. THi s 520l Pt Fidr] viiB4a@H@d-Cetopwi(se, Edur} mdiOa 2 Msdr s [peri od,
to a solution of 390 partp Qf |pojass) bondte [n 5 arfs, pf. wgter.
Upon conpl etion, stlirrtng wg'g cginfl?—n%% 'Og/i-[él‘ ni_dht £The g'lNga | dyer was
separ at edsand t he aqueous phase was extracted with dichl oronmethane. The

conbi ned or ganilg a similar manner there were also prepared: .
(2)-1-[2-chloro-1-(2,4-dichlorophenyl)-2-(4-fluorophenyl)ethenyl]-1H-imidazole; mp. 104.4°C (54); and
(E)-1-[2-chloro-1-(2,4-dichlorophenyl)-2-(4-flucrophenyi)ethenyl]-1H-imidazole; mp. 146.2°C (55).

: Example 9 .

A mixture of 18.7 parts of 2-(1H-imidazol-1-yl)-1-phenylethanone, 37.4 parts of phosphor per_ltachlon.de
and 240 parts of 1,2-dichloroethane was stirred and refluxed for 4 hours. The mixture was diluted with
dichloromethane. This solution was added dropwise, during a 2 hours period, to a soluthn of 350 parts gf
potassium carbonate in 500 parts of water. Upon completion, stirring was continued overr_ught._ The organic
65 layer was separated and the aqueous phase was extracted with dichloromethane. The combined organic

9




9 "EP 0142190 Bl |ayers were washed with water, dried, filtered and
evaporated. The residue was converted |nto t he nrtrate salt I n

4- et hyl - 2- pent anone. The sal tgpag % ggqof f, triturated in 2-propanone,
frltered of f and cry stallrzed%rom - prop anol The product was filtered

of f, Lh@vwﬁi e ths'éwzt ﬁ'lq;fa VaB‘B'?ta‘?nTb‘h’PE@-P?a’!aéfﬁ?'UPmdr iin tfmrmrrate

ext I’@Ct §m'§f d o ’{@ rg carEO%‘gsysﬁq

evapor agrdCxtrddtdd wighSti . THaUdxbrbct areoc

silica gmrewcargmcmmhmgrepwfovmmmdehsmmmm rﬁét nsteaiené %et'ha | 8 yr 5
vol une) byaslusiel eaaiuenty fiks rpmfeacf ong wereanqliected raed the leluens wasl evanerateth The Fesidng waw s

evapor a‘ffgﬁﬁieﬁo"“’%'éﬂn S i) sf""#ﬁgg ”Yr’é”‘%'gf"%%“" terih oft ane dhiodk
2, 2" - X Vhcol oo gt ermrhwr L 0 L iRy F A
cryst,,@rl 144 pedsd).r om et hanol whol e was al | owe tand overni ght

pr oduct \Nasaélmlld_rmaadardiefeuml_aldvprenhredn vacuo at [err] yr elding 4 parts (140/<)
of (Z)-1-(2-chloro-2-phenylethenyl)-1Him dazole nononitrate; np.. to [err]
(56). In a simlar manner -there Wal so prepared: 15 Ar [err] 20 Conp.

Q

I som;;r C Base np. No. Ar form
Sal t [err] 25 1 57 A CH  2-d [err] o E+ Z
[err] 145.0 58 N [err]cu-c E - Jerr] 124.2 59

N [err] E base ' 92.1 30 60 N  [err]
E [err] 114.1 61. CH [err] z" [er]r
125. & 35 Exanpl e_10 A mixture of 35 parts of ) :
1- (2, 4- di br onoplhegomp. alz (1H 1, 2, 4-triazol {1gyrherRt haaede] Hp.Pprts of penta-
chl or ophosphor ame nd018) parts af 1, 2Jd|fbhrhor esdmang Wa:s stirred and

refluxed for 4 urs—AFter oot dichijor re—wap—acdeyl. The

react on nixtur¢ et - HRSwsiOfes g + speriP | to a sol ution

of 350 parts of |pog@ss)i un chiskenate ¢ R, 500 pagts piyneat rgamh| e stirring.
Upon conpl etion} stirrfing was conti nded oyer ni ght} The product was :

extracted with i chd orjonét hpi2d-BrAHHext ra¢gt whs dfitese {i1929r pd and

_evapﬂ’ratedtod -resi gye was onverted'nto?_.g n telsalt in '
al | g(%'/fé’_ﬁﬁ‘ filt Eredéoff ﬁ&i' >efa s|'de) and the

2, 2' - oxybi spropgne.
f| Itrate was concegfr gt esh Tg.d,:p.ec pncentrat ez Hadgell gsapl | anmount  of
i e+ed=efHH—{the—H | trate was

I’ll tl‘ c aCl d Th r_taj‘:_ nrnriugf WS *IELJI -af

set aside) and purrfred toget her with the salt, which was set aside (see
above), by reversed phase chromatography (HPLC) over Li Chroprep RP 18 using
a mxture of 70% of met hanol cont arEm . 1% of

! A T e
e e e AR <o
evapor abm By pafSdt PokEssiibcafolisté M5 Ja&go fiwatdi)whild stirhg) o‘ﬁl&ﬁrﬁﬂ&fbﬂ, str

pr oduc twasmentihuddtogeraightoTiie pmddctWaee:&naétbdmitrainchtongMI’raae The éxtradt lnas ﬂrieldtfmatee whi ch_

was s etandeyagerated togdry é' b regidyemag. cWVF'FF p thegitiate seihini?@irevbisprypaae Jine elfwes was

s G

si | i ca.18gsihg Mﬁimgeafmwdfufe&a rcdsmar meaazem-raétdyrab &fin a:tmomifurre
as eI uermer cBBaining OWeoffamreqnulfém ggrtl;tqaﬁ'h zunesfmn) wn%ﬁ:?g&:’t;e%ﬁguz al%dlttwae _
el uetd rag & @c ehareyal . The
| at't er % GFW%?{ 3.1 afra? Eﬁ Zn asr was ne rallzeﬁ wgsdgaé: ezﬂgﬁraf ,qu’ngms

conver trarhule Wa® plikfrd lnyw&m cﬁa.lnstog;rapw owr&hca asrmun@ aeﬁm&ezr metyiBerzeeqipane and
hexane ethibhe (99 chayi Iutruteobhpnt)duct was stirred over nj?% It was filtered off

and @i i edThafio g @msr)ve eliant wpeeveRaratech Thyosilus wosireated gy o
R rzrz““"’r‘g ”%’%gi}? e

are
nmononi tsﬁﬁécﬁwemght whd fii te
col | ect(®d-[a2dichitre-2d2, uemtommaenermpavlmdz 4-:T‘aio|e mesonﬁnee,ms gB1Ealcardpatini h

acti aoatséblﬂt,gfamé &Pctlorrt}iezqrm t~e$ cafieptedfang t*ereb'gntga\faf eypnoratefhdhé relsTgne\ews@ :watgd
cvapor LR e BT, SIS %ﬁérr:g,:gﬁrz tnitge a4

ampunt rog
st i rr edempeedtite, ghtd.rigta ﬂras-aa‘nb aﬂmﬂnerb%) 6ft(t)e [{,2-bickievo2- (wanbﬁ:ﬁi‘opﬁb‘ivl ﬂpd
dri esd i1T-1R.4etrigzoleimminonitrate; mm 320.3°C (compound 63).
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tenperature, yielding a first fraction of 3.7 parts (7% of

(E)-1-[1, 2-di chl oro-2-(2,4-di bromophenyl )ethenyl ]- 65 1H1,2,4-triazole-
nmononi trate; np. [err] (conpound 63). 10 . EP 0 142 190 B Exanple 11 A

m xture-of* 29.0 parts of EP 0142190 B1 -

1- (2-brono- 4- met hoxyhenyl )-2- (I Him dgzagi ieri7Y! ) €t hanone nmonohydr o-

chl ori.de, 58 t f Heq A-imiB&oPAfifethatine monohydro-

1, 2-di chl q;,g‘éa e ézg%fgiér?ffph ,‘?;a%% nhuaﬁiﬂﬁnﬁg@mmmgﬂmsﬁmem thf:Jxed

M Xt Ure Wder Ahoodss ewadnodhinuﬂredamoblhd ghdalited withedidhloramettghe Th@sw'ttnsngiutmlmsl on
was 5 addddeddirenwidesduringla howy saef@drHQ)ElF‘E’% %i?w of B P g e B T vt

300 par ts pgtf::%me wp_g'I m?mﬁg%fn Q:: Vv, m&\ om tem rature

freld wit Wa{%r,QF? .|€‘Jréd%d
stirring by defumin &Faﬂﬁio’giddﬁyeoveﬂ_klﬁ:a@b ihgla riReEre of
extract ed rﬁmywana&hé dhddlichlvkranietianég ha.ns:by vbhagnet axndiients Thedfixst frampswvmo@ecmgh@tue
Wi th waberejuegtr wwevabodatee»rm msiduecwageanyerted  inty|the It'l

re iz S i
by, ol ralﬁgﬁg@%’é %E%yf:f”"‘ s Rt Lt

col l ected an ent was evapor ated. The residue was converted into
the nitgate salt in et hyI acet at e andEgansble 120x y bi s&ro ane, The salt was

filtered of f Aanﬁurepy%q(bnarts 4 'UH‘?’E‘( Pg' t1-(Zpanh l?""' uxedrfgf ‘;?oﬁ, fﬂﬂw |.£‘33

s O

d a
over ni ght \535 %i ;i’z’ﬁ% melt::ne and 300 parts of potassium carbonate
1-[2- ( 2- br, q’:e reaﬁrgﬁ#%{:o sﬂ?ﬁ\t%a? r ere %QGIH’&@@! Ihburk birbﬁhtgaﬂﬁdememly more
moNnoni tz atvaiterWas addd wg.a lbu,rbtlrrﬁé as Emti overfigt afrioptmieraperdturg.(The predudt s
of 2- (| H iwrs@stragled Ml_r,elvylth::.ﬂ {;ﬁ qzt\qefe a'eshed .J“ nge;mf‘gegn c;'f;fgf’
pe\-/aChl orae Y?f“ sliiltereddgt?il :fw all ?m t?s Eorﬂglﬁ)
stirred a 43 12%’- -?hm& D-2-na ny VIR O-indi Eblé En6rionatelN mp Ur180 ’WﬁS
di | ut eoLs o di chl or onet hane and 300 parts of potassium

car bonat e vvere added Then 250 arts Ekammplg e added dropw se, duri a

2 h Agnixiyee 399 fazolAcylliP-agp ,
o e S e ﬁgﬁaﬂf i
extractgd Jolbddopi "} i

ﬁoﬁ%ﬁmngpon ribEr sootp@aﬁfs;vam wereVidadueahd
Wt h V\ﬁt erstirrfg Mﬁdconﬁthdeﬂeﬂ& tigift! Tthe ARG VA e)drat:tﬁd Vlall: methyiBéngeneckhe drganiq tayer was
converted drnd.(ﬁlmrhttandrevapa-tat:dsadaww Ti:z | }gf&'@) aims ?_r"@hro pgg)? .é"E ;fgggelThe
sal t was f“s'"gé"@&"'af"r an gl T Thad o Caa

t
e b i e e

Qift&e ) r vy yigldi 8 pa - - a -
[err] 2s (amwbunduﬁ@le mEv(Qlitpteemb313A01¢i(mnoendﬁ6) 30.0 parts of

2-|1 Himdazol - 1-yl)-1-2-napht hal ehyl)(Ethj}%ﬂ‘j,}ﬁIl 60.0 parts of phosphor .

pent achl orid woh{drbcRibriad\dh
refluxell 1y oﬁfnf]umépw 'I‘&f?fml 'ngo& aheaaﬁ:fgﬂﬁm ?fﬁm‘ém.‘é.; ] ib exdctiont h

di chl or onethikaravas Bmttas\&tmhbmmm 60 O\Bmtsaﬂmswm aamm@mmdwome@v the

dr, OpWI se diopviisecp ddltlQn bﬁoeﬁtg e'l'e dhbpurs,) rF‘CQS taPQfH an d
i i s o ° s Wﬁ:;
oxt ot 8¢ Cgﬁ% ,ﬁgﬁ’m e a.,me. ool oyl it

evaporate sﬂ:oM%&thintoT Hr S st 4-iaBylRpentanand abdy 2, z'ezlxumsquphmeomsza?v%ﬁ edver
silica geloﬂmdngstalhzedfwrumedfvl 2psnteporiveviolding3.Sparts (27 o bof (Bt Srighremeré (% °-py
vol ure) aspheniletheny!)ffdmigarole mangpitrete;fap-1&4EC EBrPHREEY- and the el uent was
evapor af®ed. The resi due was converted Bxdthfle id1€ nitrate salt in 4-nmethyl- 3S
2- pent anone  }Hixtdredf 153 Ydns SP1-RAURAlorophény -2 1H-ikvRiazol-1-ViletifaGhediy drochgiide and 31.2

t rit ur at edparts ofbhpsphpreeotairomible erapsticediatd refluxed fprl 4thoyra.The fepction thixtyre wes.coplpd and
from 2- proq!:bttedm}hd 'I"e"PmPﬁ elTh@*F'aF? agpddertta ajse &ﬁﬁg ‘{9"‘2°f gﬁh‘{

wesHo
Y1) -
ethenyl f& | rﬂ"gﬁwas ;;':, AN §"%§E?ed %%GQB ﬁ%ﬁ rg
A m xture lumn chromatography over snllca gel using a mixture of dichloromethane and
1-(2,4-dic wmh&a}do)sa %y (olldrhd) 56 dil@dtOThe firsytr) ceodwascoonectad)m mh\raewad@raimd

20. 0 par t sTiefrespiga tvasroovertpdi n@nmalsmmeéu' g 'g
After cevl fat as?'ﬁ’éedpg E‘H’\Gr"ﬁ?‘%{;%ﬂém g" ﬁftfﬁ ,§E§@ ﬁ FLemsh o
Parts of p orR ey Pes e G I TR ropw se addition
of water during 2. hours. Mre water msmﬂdded and t he whol e was
neutralized A trixtyretof 3810 Lparts aof el dtighlorSpreny - Hdmidepais -digthanane dgnat

di chl or esresutfanste (1 Thand e A parsetPhesherrantebiayas wes stifie apd ’eff“\"?‘ffg?"'e'l?uﬁh e’°a°"°"
evaporated. The residue was purified by colum chromat ogr aphy over silica
gel using di chl oronethane as eluent. Th¥ pure fractions were coll ected and
the el uent was evaporated. The residue was converted into the nitrate salt
in 4-methyl - 2-pentanone and 2, 2' - oxybi spropane. The salt was filtered off
and crystallized from 4-nethyl -2-pentanone, yielding 3.5 parts (279
+ Z)-1-brono-2-(2, 4-di chl oro- phenyl)ethenyl)-1Himdazol &
[err] (conpound 67). 50




Exanple 15 A m xture of 15.6 parts'o'f ' ’

1- (2, 4-di chl orophenyl)-2- (I Hi m dazol - 1-yl ) etthanone hydrochl ori de and 31.2
parts of phosphor pent abrom de was stirred and refluxed for 4 hours. The
reacti.on- mi xture was cool ed Efhd dd42ut90l Bit h di chl oromet hane. This sol ution
was, Aader s afbwid ltéJéo'opd?udQilutgnqpthqg%j@or%thBagt'ﬁ\ﬁss'oﬂmrpﬁgsl%g%ﬁodvﬁ%egg’uﬁt ot

dur { g Rours peAGH, To HEUIRA of AdD Bt FBlaGNiUn® Barbonblelin 500GaMEEE vhekds
at r ctmed evamighbiatuisaen tefiperatore) Thegirodawasekitatk adth Wichlorothethahe Mhe@alactivas The

ext r avasheg bviepr with water) (deieds ofi "&f?é eﬂﬂa ata@d Ttmeeq-@swdmpwafgdeFﬂmU by

CO“%" @rﬁﬁ’f@%% '{ SWI,Q?? & ﬁ&%““ean%'@fha“e

€§ree dse

col | errt1e suﬂg"ldm'iﬂnﬁ'e eﬂmmﬂnomamuapadsawduma erpaﬁdf nmre&enaeeataedithbnto t he

R,

4-di chI orop%enyl et henyl ] 1H-| m dazol eet hanedi oate (1:1); np. 183.4C
npound 68) Exa |l e 16 A m xt Ukxagmplé 185. 0 parts of

1-%2, 4. ﬁl'ﬁ?ﬂ F'ﬁ'?‘ 8&"!9}"‘!'& hy t‘?ﬂ'@?ﬁ%ﬂ' 65
suf’f T e s M@%’E
refl Wd§ &dde pWiSedur |h@5'2 hour Hﬁl&tdﬁas‘ilr

Yt

cool cemithuet dvainigtit. The groduict veal bnrmmumlorihamambmte B-6M0)VEh8 ofydnie G pvvl S e
dL¥PI lzfdznf?twp r. Fﬂ-oﬁ!‘erqdoafﬂ S‘@meﬁé nn UPGUQOD" eastdse was pytifiedsbypelymn bonat e

) S e e e R

tvvl cehmiagmﬁye(r-lﬂuﬂbmduchfbpdeb eaedn@nﬁh.maamatoedmh diwcdrmmﬂbm%twpurl fied
b scmq;hﬂvttﬁrl)-me- [3R3 obwater @ntamm of ammepgiumecetgteSEhe peredragtiong | uent .

Th N ) 8rara The é’aéfmtzemgmé yigidin
regl Y Eﬁg y Vngz S?BNP'PF@ 7d'fer" -UHmigazolp W°ﬂ°%¥ﬁﬁ%ﬁ%ﬁfmg§and -

2,2 - oxyb| spropane. The sale was filtered off and purified by reversed

eth areé&nbmsevqpatategt Etotlt ihm% aemmaélbm?&d andéon Wmtrﬁh e 60
% offan n-: A
S a ot %on g af:e (E} p.?g 'geomo- - {dﬁﬁf roghena)e%-réenylﬁ midazol el di ng

phas@lamhsorrat ography over LiChroprep. RP 18 using a mixture of methanol and:

wat er (35:6 bé vol une The pure. fractions were collected and the el uent

was evab&'ﬁf"@
again into the nitrate 10 seﬁh-ﬂn a mxture of ethyl acetate and

2,38' - oxybi spropane. The salt \gas iltered off and crystal l'ized from 4-

nmet hyl - 2- pent anone, yielding 2. % payazs of

(E)-1-[2-brono-2-(2, 4-di chl or ophcng_ﬁ) et henyl ]-1H i m dazol e nononi t rat e; np.
144 . 4[ err] (corrpound 69) . Exaﬁ'pl e lhaly A mxture of 35.0 parts of
1-42, 4-di chl or ophenyl )-2-(1Hi m dazol - 1-yl ) et hanone 4- net hyl benzene-

sul f apadrtmageiitica)ly acrebtablh deidpaidition gt oplacstephcmn]inam isdmeicifae thersofswiereied and

ref | uxe@isf@torMN:hours. After cool BﬂﬁéF{] action mxture was diluted with |

di ehl or ﬁég’?f,&?f’é‘ lowercaliiv|, vl Arviigwes @ pot assi um car bonate in 500

pagt s Gy W@ Shéif] el bk REIVp RV Wablﬂﬂaléhylz sBuktutddC hapghthalehyl) hisnll 6F | NQ.

Upon smfmieettme:m, Wwiterdini isél@ suistitutsdNhadphthelenyd \apd Bulsskituted Tthieny) racel naghthateayl,

ext raqspwvm thhn\dd havihet enzasqhan@en(qmﬂ[ le¢ @nt!x})elecffﬁ&morﬂyeﬂw@ q° %ﬁ“g\ﬂhs 20

'°“&H’ i 5}2@4 )3' i Hh?? :1 due was

n fﬁﬁn roup corh Io Iowe %Welr I l

p% fﬁf EAZ‘} §$§n9 5@ M STtk A e as

el ueRlbstitl hlhal d/&cr&wallkwfiﬁroﬁ ta&twedn&admah tae kt&di&nt Yesidsub@iited ed in

VaCU(Dhen"y'he a wtcalut?, wenodowqrratlleru isi ensmalgltwr rbratnptwﬁesawdtttd hydroeanppx tradical of

1"0'29f ﬂt“aﬁeﬁﬁn - OX . y ‘% Ltefed of f and
pu;sm B et bR Etatz i e s g
a mxph |gra§,ng 0 0 cont ai ni ng 0 %0 O 25

met hyl ed.Aydhgmidal gb@paund Btdoaiirgrtd cidid?/s wfterwattlercompmmqnfdmgule {IbBo1d2-cldorn@ni um
aceteﬂ@dchMmP mr*)ethﬁmvadt"fr'mmmhere coI | ect ed and the el uent was eva or at ed.
The neskd t*}t’f?g %‘ﬁ '?%‘%335?, o ?ia LEEW‘";\%@ om0 6 ek Tocs

(EF- I hita \23 38: S{0h GompHR . eteaemngﬂe&.o@t e; np
[err]am(cﬁﬂlmﬁhtﬁ ol $duid BScldime n(‘ahﬁﬂhéla’iclammum having the formul a
[err] 4D Amqnmuohmwuhg getlahnyaceicd sorabrisition chiachcmiati ini that a Swfapewically effective

st er ApEYE mf@%L ?gpop%ﬁw'?@eﬁ dP 1#PY RE? ebFlaimghb it ({s itimatelymixpd yith gujtable

hy@ir GEmRacery "M%kyl, aryl, aryllower alkyl or halo; and Ar is aryl; 45
wherein aryl is phenyl, substit ut ed phenyl , napht hal enyl, substi t ut ed

napht hal enyl, thienyl or substitut®d thi enyl wherein said substituted
napht hal enyl and substituted thienyl are napht hal enyl , L

"'cﬁ?‘B‘fﬂd%W‘?é’“?@glfﬂﬁ'éa the free base was |iberated and converted

F o



respec¢tively thienyl, having 1 or 2 substituents each | ndependent |y
sel ected from the group consisting of halo, |ower alkyl and |ower alkyl oxy

and wherein’ sai d substituted henyI i s phenyl having from1l to 3
substjtuents each i ndependent P 6142188 Biom t he group consisting of halo,
| over,” ahilile wak Qiaed & do¥il R HitutedQuith edichlohetHIRE. ik SOIJHOI’I Was ad%ga Q8pwikd) 8ihAy | ower
al kyl'\ahoarspefed; & a dohition omo 6ar{sQf bdtasaia tgrbphitsIn 500t GNRAthry Tieltole vidst €d

wi t h hatiedgveinight 4t ooy tembérgtu (wqdde avas Bpeviactedwitmdichiprorhetinenes Toe sx;tasttwas uent-

on sal (vashads twig mwed r'eq sf'tafeF weq- T'Wneﬁ dien s \RuFified) I°°'P na -
P A R s;a «3@ fo 6

car bon o iKpropa sﬁﬂawsm edfbﬁmm ecﬂﬁﬁgfe Fﬁtﬁ}opﬁé IS
© phenyl RPUBS&indg umedxrmftniatﬁnnaran&whtarl (85: abpvutumdﬁa'he purafraoﬁonsham cbaécteuan@msnd

accor déﬁ “‘t‘@s@YQ'gpmi% mgﬁlrﬁ' ﬂn%fre@lhaﬁmsmew |lt?r "95’@93'0 !@Wedtrﬂet h l-
or 2%h ! t he
Compou Rt :’uﬁ TRk st R A
Himidazole. 5. Ap har raceut | ool conposi tion conprising a swtable

phar rraceutlcal carr| er and as an aéxamm;e B0 i ngredient a thera eutlcaII

Bl e e e

I ngr edisBddarts b r% added @Bdwi rgﬁﬁmm ile |rr|ﬁg QQMH\B |éh$stfr' t@m In
any oneomfnuad c&erlmghflTﬁeQJrcﬂiucﬁwas Actnmédmdw loponaeizant (ptf >c0-pI0R Tineeceganicilayer was

P siwashed withawater. cdried, cfilteted @Ha&vamrqtmrna |T¢'a|r uefwascpyrified amsdhmn of a
'COfTOngE bR A b %Wa: ety ﬁvw;efmﬂ i

ite
al I owe tbﬁlaﬁ@ﬁbhﬁﬁﬂ.@ib\};tlheﬁomﬁ hs ns"ngd‘:hm.mmhaaﬁnet bl&o&dhugom oV\H-$1 added
dr oped swethyiethyl)2¢ rtma-ihnhmnd of \vater cpmalams @ﬁ‘lﬁtof gnmorfium 8@tatem Thepugd fragtitnassi um

fZLBSPm S OE B S R R

was was ed tw ce W|th water, dried, filtered and evaporated. The r.esidue
was spurcidimed by col um 5 chromat ography over. silica gel using

nmet hyl benzene as el uent,. The pure fractions were collected and the el uent
was evapot ﬁ‘@&“'cﬂ‘ﬁ%"‘?‘@glhaﬂ'ég%?@ﬂﬁverted into the nitrate salt in ;
4- et hyl - 2- pent anone and 2, 2' - Mi spropane. The sale was filtered off and °
purigkied by reversed phase chrog:tyﬂgraphy over LiChroprep. RP 18 using a -
‘m xture of nethanol and water (35‘{6 wrvol une). The pure fractions (tyere

coll ected .and the eluent was eva ed Fromthe residue, the free base

was |iberated and converted aga®n i ni*baxehe nitrate 10 salt in a mxture of
ethy) acetate and 2,2' - oxybi spropane. The salt was filtered off and '

cr yst aklphardceliticany dbcap&lel’#ﬁ-aﬂdlmﬁfﬁam pof@eregtharhicaily gsothedic foaum thereof wherein

(BE)-1-]2- %rscﬁmﬂv(Z 4-di chl or og}heng/ky)l et heny -1H i m dazol e nononitrate; np.
[err] (cdfi uﬁaneggtywer%hwleaq or Rl P94 ure of 35.0 parts of

1-\( 244~ di llh G QRN iR -slildifikddl SRR ndpritlaleRfi albeited maBichdnDE RGHE or

sul f ongdiRtituted tHignydh 7351 Caid uibisHtul nalNAREIPN ariesubsthutadTiidyMas naphtialel, and

r ef | ux espdctivelylthiemylihayinghf Oté?rsut;s!l@ﬂenhgachtlmpmww|56¢Ptmfm}hegmcm$tu‘9@ﬁ with
di chl ondﬁféemnw c'nd k g@% % og'gﬂl ‘;fqg';gyagh tf@ heso

par L3 w ro. e§ m&w g ﬁm zcah saﬂéﬁ Qﬁjng r\'aw ng.

Upon' cgiBatiiaiels hh&B hﬁd’ldrrlﬂve%ﬁyl'cﬁmdeﬂﬂﬁ né iRk theH $ d3Gtuprit @A Hﬂ sub&&uted

extrac de'tyWstd’]radical FR2pwhereit hawee a(kpiHs [aestlra]gheerlar)mcha'm eatmgamvdro&taa;oerram 20

was hed coftaining\ferp A to §ledriean atqms; ¢ er ed and cuo e r SI due was
puri 1 ed B Sme R sl Ry g

el uent haib &t ctron was’ co ec e was evaporat ed in
vacuo. The A'dhemidal @ompund adctumding eslclaimt mﬁekm thi boragoand of formula (B isTi-[Ricklpe-20f

4- met hy2.A-gichiqy mﬂewﬂeﬂhenvaﬂd-"ﬂ!d@oleox bi spropane. The saIt was filtered off

and- pur i ¥ lﬁe hzg E'g %“ﬁ?" 'Eﬁwﬂms%'g’r%fgw aﬁ%?t% %ﬁ;&'&g}, ﬁ’bp?"é?) 18
usi n d& ﬁf s ﬁg & 0 ﬁggﬂ{:@t't Bdrfid? n effective ;
net hyl %m)s tsantraﬁfam%am&ﬁboa ¥Rt e of Qdlindh k6 19 0. 5% of ammoni um i
acet at e. 7TAeneghod of drepadng arhame@catedrﬂpeetwcbhmertzmn thatadhrrapsaticaliveffpativat ed. i
The regmgunt qhascomg;smh@q plaimgd fir g onepplogiaimelt, toyA i8] iptimRiely Mixegatithssufpble

( E) -% - Pharppesiticabesriers, i chl or ophenyl ) et henyl ] - 1Hi ni dazol e mononitrate; np

[err] (compound 70). 30 Cdains 1. Achemcal—eem&nd—hav-l_ng_t_he_fornula 35¢

ferr] 40 AT O 0 e




aLphar maceutical ly acceptable acid addition salt or a stereochem cally
iponmeric formthereof, wherein Qis CHor N, Ris hydrogen, |ower alkyl,
aryl, aryllower alkyl or halo; and Ar is aryl; 45 wherein aryl is
phenyl , .substituted phenyl, naphthal enyl, substit ut ed napht hal enyl, thi enyl
or substituted thienyl, wherein sdE® @742 19QtBd napht hal enyl and
substj-ut ed  t lti RBohpcAhE s\ aRRbA AR e of LS ! having 1 or 2
substituents @asluommluaqnesnd&méd‘yiaggdarﬁ(w aﬁtﬁﬁgﬁﬂtgﬁggfﬂ{s%ﬁ%}ég‘#ﬁiéﬁt'%mﬂ@ hal o,
| oner al kyl rl? PrResss tor kipbaning a sivthisshe@nmeoundsaiclingdbs tainUl e@rapletie by | S
phenyl havi ng F%?ﬂeia"f‘ga?&a@lﬂ‘ forpylent s each i ndependently sel ected fromthe
group consisting of halo, |ower alkyl pver al kyl oxy, 50 trifluoronethyl,
hitro, am no, phenyl |ower alkyl and E_J?idl cal R2, said R2 being phenyl
optional |y substituted with halo and/®w- oser al kyl; provided that not nore
t han onegsubstituent on said substit _dcg__pﬁg,gyl Is a radical [err] wher‘%i.p
| ower alkyl is a straight or branched saturated hydrocarbon radical -
cont ai ni ng cording to
clai m 1 wheruC it ndock g dodt F Bt n by SRRLAS e SRR £ 105
A chem cgl conpound according to cI aim1l wherein Qis CH and Ar is phenyl
substituted with 1 or 2 hal o atons. X chem cal conpound according to
claim1 wherein. the conmpound of for a)(l is 1-12-chl oro-2- _
(2, 4-di chl orophenyl)ethenyl]-1 Him a?ol q‘2 5. A pharmaceutical conposition
conprisipg a suitable pharmaceutical ceigiearand as an active 60 ingr(aTé'r’e’nt
a therapeutically effective ambunt of a conpound as claimed in any oné of
3/ 1 t owith a @itabig halegenation wgent dfiresitednfp @8 japArentiategagstionsinertysalvent, Hp prepating jaer
as an dOMPREdidiiBYPent an effective anticonvul sant amount of a
corrpoundzas claimed in any one of cl N1l to 4. 7. A nethod of preparing a
phar maceuti cal conposition characteri e(ﬂl n that a therapeutically -
effective amount of a conmpound as cl al rfed in any one of clainmg 1 to 4 is_
intimately m xed with suitable 65 haph-s:ramcart ical carriers. 12 EP (T-a242
190 B1 8. A conpound as clained in any onejgf, claims 1 to 4 for use as a
nedi ci ne® 9. A conpound as clained-in any one of clains 1 to 4 for use as
an ant i con\eod,Stddsired; domienieg tﬁbOcomﬁo\mdscoessmﬁle i) im:epalrelrapgut&allymmecmn-t

as cl ai ned al"i’ft'% -’&l‘ "I‘ bydﬁatmﬁ ERPI9 "%ﬁ acFi’aP {yregnvg ma Iaé' d'ﬁ%‘r%‘ﬂﬁl a
5 [err] WI t"ﬁ° d’&? "l‘ig’e %ﬂfz °Fh 15 iﬁm 90" ipt g
reacti on¥i rbﬁ&;na&a flsoce @Jéaﬁgr é’-&er@&!ﬂ rﬁn Ay i eof characterized -
[err] withbg rsactuigab mdimloogma&mzng-l axytaiadl-1-yi)éthahesd oeal pharmaautmaqnpacmmabm &id-

react i on- i redditionssgit thereof withra syitahieghlorinatip 9&9@9 d"m?n #mrqmeere c@m- eram!rlenin
desi red, cdﬁ‘?fégufr'ﬁ:fg Ete it g’ﬁd%“?ﬂ"" ‘?5? ‘EF" EP%I“

o a acge e non- ch Ol‘l sait . trea men Wlt 8{1
active n'@n brﬁateaé‘cl iy%naﬂf.% the dclbladditi :{ &ﬂ H%F{Ne fridd €

acid, or converse y convertlng the acid-addition salt into the f ree ase
form wi th atg@‘“.s fgl or preparing stereochemcally isonmeric forns thereof.
35, rocess for. prepari ng -

1-[ chlﬁro 2% c&erﬁsuﬂéubrbmmhﬁnqdrratﬁaenyl | -1H i m dazole or a
pharnmaceutical l'y acceptable acid-addition salt or a stereocheni caI |y

i someric formthereof, characteri zeq_ﬁ'y“ reacting

1- (2, 4-di chl or ophenyl ) 2-(IHim dach yI ) et hanone or a phar maceut i cal | y
accept abdpe acid- addition salt thereo W tar a suitabl e chlorinating agent,
if desired, in an approprate reacti on*F€rt solvent; and, if desired, (F.an
appropriate reaction-inert solvent; Bind, %¥esired, converti ng the thus
obt ai ned 40 conpound into the therapeutlcally acceptable non-toxic acid
addi t i 0NgsS &lnf pHafhdTbdti¥ch! dnReHnTBRRE S%ﬁr‘éﬁhdﬁ’i@ns@ﬂp&@? relnats?eré'%%eq\daﬁ 1soﬁ1@|[3\'f%l:r§ flevon,
convertingwdie acid-addition salt into the free base formwth alkali.

. Pat ent anspr ucﬁéu"AJS oder N gtehtCheni sche Ver bi ndunlg mt der Fornmel [err]
: R Wasserstoff, Niederalkyl, Aryl, Arylniederalkyl oder Halogen bedeutet, und '
Ar fiir Aryl steht;

60 worin Aryl Phenyl, substituiertes Phenyl, Naphthalinyl, substituiertes Naphthalinyl, Thienyl oder
substituiertes Thieny! bedeutet, worin das genannte substituierte Naphthalinyl und substituierte Thienyl
Naphthalinyl bzw. Thienyl mit 1 oder 2 Substituenten sind, die jeweils unabhéngig voneinander aus der aus

- Halogen, Niederalkyl und Niederalkyloxy bestehenden Gruppe ausgewiihit sind, und worin das genannte
substituerte Phenyl ein Phenyl ist, das ein bis drei Substituenten aufweist, die jeweils unabhéngig .
65 voneinander aus der aus Halogen, Niederalkyl, Niederalkyloxy, Trifluormethyl, Nitro, Amino, Phenyl-

(T
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55 ei-n pharmazeuti sch annehnbares Sfl ureadditi onssal z oder eine

st ereochem sch i soneré Form hievon, worin QfOr CH oder N steht; R
Wasserstof f, Ni ederal kyl, Aryl, Aryiniederal kyl odor Hal ogen bedeutet, und
Ar fur Aryl stéht; 60 worin EPyIO ﬁtmmb Balubstitui ertes Phenyl,

Napht.hal | n , SUbStItUI rtes Napht s L o er s t|tu| ertes
Th efq *”‘"ﬂi T Eﬁg e st i o Tt
subst le.?% ok b&%t 3?.a=lhbﬁw Gl TufRd bl Niedetal e.he m,aéruenten
Si nd, veizWeijtengésktigten REHNAGSsgrsiofifesd miain bie 6 Kﬁhlsnsd:ﬂfbtoﬁurs bddaltegen, Ni ederal kyl
undsNi ed&r%bdnysbrmwruwgnemm desprggh Upperlraellsfgeﬂmnvlt dasimit]! odend Hatogénatomes
genanrﬁ"&“‘ rted Phen e| n P en 6§Ir cmgshtelng Atl?lelsn %urt%% Setb%;[ve!it uent en
auf weipg %‘,& "" Pd' rES'nel'flander aus “Gér Aus ogen,
he

Ni eder af°ﬁ dayd, AIH AnI.srthl uWonRuiaWerb.d&mg“ Ber FOHRENQ) 1-Rloniy-LA2,4L3. |
lll;allﬂch[bﬂphérivl)étﬂénvl] -1HERd£64&1 90 Bl | siederal kyI und ei nem Rest R2

best ehenBidharma Bepgetzung, gipe
4§§e§ Ay e e oA

MaBga es'"" on Viiidhe ZUBdMmeRsstzuRl, lurRbsbshi ek AbreA TradB na Wh WirkiarrieR BbadhaRReNy
ei n,sRefme aRﬁtoh\mlsyv witksanveOi@ige Rinerdrtiddkiyd nazh Bidem ger Ardpmichedddis 47er zwei gt en

es at tigl e\hrfﬂum ambastelivngt eifer pharmazeitischenpfusarameqsetiunacdadpich gekenrreledbut et . 5

pnag,gings YRIP ndung pach; eipemy.der ApspRighs, Y, pis 4 innig mjt
cer S e ﬁﬁ*ﬁf‘% e v o h

ny‘é:é? 1b§ ¢zu§%dun§ alsthgiamedie Ver bi ndung nach
Anspr uchg, Verb%ﬁﬂd’ha@t ihd srtidhe U B 44r Aiwentrlg afi aftikedaisivesMedikimdengienat omen
subst it uioevcr&hreﬁ’hmtwstallamg embr ci@missheVeebindund nashl Ansprush d hgekeroprichnét darch wor i n
di e Ver biliialeagpieten sinssAaels der Fyrmel [ 2- Chl or - 2- ( 2, 4- 1o
di tHl or phenyl ) et henyl | -1 H-i i dazoly i st.
| 5, Pharmazeutische Zusamensetizun unfassend ei nen geei gnet en
pharmazeuti schen Triger und als Qe samen Bestandtei |l eine therapeutisch
wi rksane Menge ei ner Verbi ndung l{lé@h.b,@em-der Anspruche 1 bis 4. (81
Anti konvul si ve Zusanmenset zung, unt assend el nen i nerten Triger und als

wirksanen Bestandteil s eine antikonvyls rksa I ndung
nack G GoRctey e g s el el S e iR EnareR

phar ez &f ?Ha% Ser(biRA RIS a&tiFei, dadurch gekennzei chnet daB ei ne

t her apeutlsch wi rksane Menge einer Verbindung nach einemder AnsprCche 1
bis 4 innig mt geeigneten phar@z-eunschen Trigern verm scht wird. 8.

Ver i ndung nach ei nem der Anspr ey bis 4 zur Anwendung al s Medi kament .

20 9. Verbi ndung nach el nem de‘f‘i‘ AnﬁprOche 1 bis 4 zur Anwendung als
anti konvul si ves Medi kament. 10. Verchagheesr zur Herstel | ung einer EHaM schen
Ver bi ndung nach Anspruch 1, gekennzelichnet durch a) Hal ogeni eren eines '
Azofs der Fornmel 25 R-CE- C-ArT 30 mt einem geeigneten

Hal 0gawii @vermagsigheterchialoggrioranasiiittel aewinsahtdnfalleinginamentsrrpenandea frakipnsinerten

r eakt iLEsrepsaittelatter Aushil gietereYerindung der ST er en ei nes Azol's der Fornel 3s
~~~~~~~~~~~ ' OCa2 GAr 40 nit am geei gnet en Hal ogeni erungsm ttel,
ge\hﬂ’ﬁschtenf alls in einem entspre@uJ den reaktionsinerten L6ésungsmttel,
unt er Ausbi | dung "ei ner Verbi ndung @B Formel QV hlalo-C = C Ar '

l--) so Halo~C == C-Ar Hal o und  (z-a)
gewunschtenfal I s Coerfuhren der Verbi nqgg gen der Fornel (1) in eine

t hePPapeuti sch wirksane ni cht- toxische "Siureadditionssal zf orm durch

Behandl ung mt einer entsprechenden Siure, oder ungekehrt 55 Ooer_fuhren
des Saw@aumspmm'salbz'quweweebwqugs@ dsa@etm'&? mew'ftthemp fsgh pht-

oXi durch Behandlung mit einer entsprechenden Saure, o er umgekehrt
Her St € ?‘ uhren ?;sggurea tlgr?;g;lzes in die freie Basenform mit Alkali und/oder Herstellen stereochemlsch

lsomerer Formen hievon.

11. Verfahren zur Herstellung von 1-[2-Chlor-2-(2,4-dichlorphenyi)ethenyi]- -1H-imidazol oder einem
pharmazeutisch annehmbaren Saureadditionssalz oder einer stereochemisch isomeren Form hievon,
gekennzeichnet durch Umsetzen von 1-(2, &chhlorphenyl)-Z-HH-|m1dazol -1-ylethanon oder einem
pharmazeutisch annehmbaren S&ureadditionssalz hievon mit einem geeigneten Chiorierungsmittel,
gewiinschtenfalls in einem entsprechenden reaktionsinerten Lésungsmittel; und gewdlnschtenfalls
Umwandein der solcherart erhaltenen Verbmdung in die therapeutisch annehmbare nicht-toxische Séure-

. additionssalzform durch Behandlung mit einer entsprechenden Siure oder umgekehrt, Umwandein des
Saureadditionssalzes in die freie Basenform mit Alkali.

65 _—
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i gomer er *Formen hi evon. 11. Verfahren zur Herstellung von

14[ 2- Chl or- 2- (2, 4- di chl ot phenyl ) et henyl | -1 Hi m dazol oder ei nem

phar mazeuti sch annehnbaren Sgureaddi t i onssal z oder einer stereochem sch
[ $orrer en Form™i evon, gekennzel chn ?We&fen von

1- (2..4- D chl or phenyl ) 2-(IH1m daz 1 yl anon oder einem 60
phar‘rmzeut | Revendigstiohstbar en Si ureadditi onssal z hievon mt ei nem geeigneten
Chl ori erungsm ttel, gewnschtenfalls in einem entsprechenden

r eakt i onsi ner t bifoTBes ThEYAUp pYant POYREPTBYRLNscht enf al | s Umnandel n der

sol cherarts erhal tenen Verbi ndung in de— her apeuti sch annehnbare

ni cht-toxi sche Saure- additionssal zf ogm durch Behandl ung mt ei ner

ent sprechenden Siure oder ungekehrt, Um/van(}ekn des Siureadditionssal zesin

’

die freie Basenformm t Alkall. 65 14 =< 1111z et
11111 111311 1111 ; “halo ~ EP 0 142 190 B1
Revendi cations 1. npose chi i que ayant pour for mul :

5:C= CR- unNel 'ﬁ{l‘bd'a‘i‘fjescéﬂveﬂ"‘é&aP'laF’B?F'ﬁf“dﬂP fpsme Gﬁvéfﬁaﬁ‘?f“@}‘r"'ﬁ!‘f’aﬁ"’rﬁb‘r'@' Bu
une forne i sonfg Qumaws.ﬁ&e&re{.mms'm aﬂm] Qe%{m% bh MiogBhdZ 8t N
hydr ogbne, un a} L.earw orieur, un aryle, un ar eln 6r| edr 6u un

hal ogéno; et 18 Faryldresean phénylar phédyle Gbbstituss yépety&shaphwlephﬂiujthée thigiy@engd ehiényle
'substitu6, rfd tugJ%'esﬁ@IEﬁ T‘@@ﬂb@ﬁt"@eﬂe Uiyt Pet 'Yﬁ"!m r@aelmdsetuug U‘!}émgb S
lesdits, napH’ﬁ’ 5@$ ﬁﬁ Y%PME gE’Jé un %\g’ﬁ iﬁ%ﬂ&ﬁmoms '

- naphtyle ¢f o uFl n?éri%urc iférieur, trifluoro-

| nd6pendam~rmﬁthwkanmrol amg:s,(wmlamwtférteueemarram mg&awa’ abdtmh@hénvfe&aéuﬂaﬂveﬁém'

al.coxy i nf Greubatitué par hadgénocet/ou gliktvierinfrieus sbustréserve qeanas alus G sup M% sun fedit pigin@e
subgtit uant mégﬁ"gu e#'@h'&c%" alfvis [peariau ety fedleaydmeartnng digit o, i8S qoptngrs i &
hal oano y} &h Eue s%loﬁqg( Vevérmcgﬁdneluéﬁ Alt 5s't LJ) HﬁUn%’g s@nﬁg lpgr 1 Q%Erag)mes :
am no, phen)d' ogdde€ | Nforieur et un radical R2, et ant phenyl e

facul tati venens. (bmbesélctmﬁmpaelomaquygﬁthmt 1 cm,naitlcylleeAnesf @7 phéoyle swbsxlmé prabs eu 2

quo pas pl ustemegdhaig 1tuant sur h substit U6 Soit y

k2, ob) un o Jﬁﬁg il lmvepdiiohy. ihoRmER IR O a1 il £
cont enant *41 A ecorgﬁenantt%vém%nmbmﬂ% e 3€Ldniind iRgrédient
revendi cat i (mtnf,']uredudhtlté&ﬁérapsmqnbel’ﬂgdced‘&m&mﬁnoﬁé,ﬁlopaﬁnehudbbnﬂue&ie@ ne¥@ndications 1 & 4.

d' hal ogbne. t%%lgeswncmm ulgvasltel Q?ereaantemeﬁuwmnemetlc%m "zssédlem—la@-f use
§Z|t Oﬁnl gh6n>ﬂ“é“ Qﬁ :L ? EE ‘a ﬁ% |035‘{ m celsﬂ 6?91;& é en ce que on mmngee
1-[ 2-chl oro- 1&—4&9&3’3&&;‘1@;}2@ pﬁsreﬁmm 3—5@ Him dazo e gue Nor rr%?)nsd fcatllog?l
phar maceut i ques.Compeséselnt 'une quéitingusl des cayendizations 1@ pobrcifutiisationabmmeanddizament.

i ngr ~di ent act?fcmmﬁ% sq\eahvnemelsm#agws\reqﬂeaﬂsmsﬂ %ée@" dutifisation ppmme medicament

I IC"O t
e, Qo R SR EAPa kvl LA SRS Lo

anti convul sivante efficace d un conpos6 elon |t une quelconque des
revendi cations 1 a 4. 35 7. Procheﬁ_gur préparer une conposition _
phaf macou¥d que, caract6ri s6 en ce quoyon g16l ange inti mement une quanti {m)
‘t herapeutique efficace d' un conpos6 sglhn I¥ yune quel conque des
revendi cations 1 A 4 avec des vb6hicul es phar maceut i ques appropri 6s. 8.
Conpos6 sel Ofyet undyBnt@HRlogEHAGHAPPRBrM, §\6R RlissiRtdaf i sbivant dpHdepsié inertelidnk lagedctian?
conmmo rrBdlsa:amemll'ha&gér@ﬁdsrpd)mﬁazelelderormulane guel conque des revendi cations 1 a
4 pour |'utilisation coma nbdi canent 10 .anticonvul sivant. 10. Proc6d6 pour
pr 6parer un conpose chimque selon |a f_—v| ndi cation 1, caracteris6 par a)

' hal og6nation d' un azole de fornuls % A AR 1 45 -
Q) D' (ssR-CZ - CGAr ‘I:‘z‘ é:-u (11-2)

avec un agent d’halogénation approprié, si on le désire dans un solvant approprié inerte dans la réaction,
pour préparer un composé de formule

60 - ' r— )
- halo-c = c-ar ' (1-3)
65 . . “1310 ]
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avec ‘un-agent d' hal og6nat i on appropr}G,'si on' | e -d6sire dans un sol vant
appropri 6 inerte dans'la r6action; 50 b) 1" hal ogbnation d'un azol e de
formule N 55IF- csC Ar (I'l-a) avec un agent

d' hal og6nati on appropri 6, si OEP @ 142190 &fs un sol vant appropri 6 inerte

?i‘nz’;ig g‘i %uagnt le A&kire qa convgrsmt[\) grsec%mggség 9%9:%& g)eenf u?\rngJ m gscg%vren?sr: ot::x(l’?’uzez:

ctivité thérapeutique par traitement avec un acide approprié ou, inve
1111111 lilabiditidnld:dcide en RFbasblitbrelddee dalucert et/o6 la pedparatior(tRs fokrAes uioméedaetéﬁbaimauaes

conposb&odewbmhn@#e (I') en un sel d' addi tion d aC|de non tOXI ue a <
activet 6, t ibrl Pq\!r'e ia?'eft ea?+ rﬂ-z-‘a#&ﬁ[‘ ' % pu un sel
I nverse df aﬁﬂ n‘.aaﬂ@ ey #hm n-iguﬂw J’a |§1”"% ﬁ&ﬂ"@a avec
un al caldunessﬁfﬁa éwsc&e Ve dAFer M Brnabib 0 Geild-8 @IRRIuR Sgoht & cIORRIbAAABHIAE, si on

COr r eSpae daité @ghs ub solvant apbiopri®ineaedbms [aorddctip; @p airoarle dasire, la conversion du composé

1- [ 2- whlainsiebreng 2n Ip s¢| E4ddision h@#ma)'eﬂam;?m’!"ﬂﬂt emthérapeytiquepar yaitement avec un
d' addi t i3\4e APRERAriELPuC BYRFREMER laganvsision fy spl o agdition g aaideen la,bpse, likee avsF 4B alcdlin ey e
st 6reochi m que correspondante, caracterise par la reaction de la _

1- (2A-di chl or oph6nyl ) - 2- (1H-i mi dazol e- 1-yl ) 6t hanone ou d' un- sel d'addition
d' aci ge convenant en pharmacie de celle-ci avec un agent de chloration
appropri 6, si on le d6sire dons un solvent approprie inerte dens |la
réaction; et, si on le desire, la conversion du conpos6 10 ai nsi obtenu en
|l e sel d'addition d'acide non toxique convenant en therapeutique par

trai tgnment avec un aci de appropri 6, ou, inversenent, |a conversion du sel
d' addition d' acide en | a base I|bre avec un alcali. 15 20 25 30 35 40 45 50
SR _60 65 16. _ :

25

N AT O ) VA T
* ¢ L M s =%




