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~ sol-ubi | ity Thid mvantiomty eoticorasa with 1HamIGbIBEghdWH!1 (2, 4lriddolbd etk Bib REmand 1 H- 1
,2,4-triazoles having the fornula 20 (err)' (err) Y-R 25

(err) t he phar pcally acceptable, acid-addition salts and the
. st ereochem callzl i sigrreric forns thereof, 30 wherein: Qis Nor CH Ar is
aryr3R is hydr ‘gﬂ or ClL -6 alkyl; and Y-Rl is a radical having the
___forrrula 35(err)’ err) 40 _ (err) or a
.radical having th ﬁorznﬁl\aAES 50 Rl V\/nerel -
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“Y-R! is a radical having the formula
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wherein
55 R' is tetrahydrofuranylCi-¢ alkyl; or Cy—g alkyl, Ca-s cycloalkyl, arylCi—¢ alkyl or (Cs—¢ cycloalkyl)-

Ci-s alkyl all substituted on the Ci-s alkyl and/or Ca—¢ cycloalkyl moiety with oxo, thioxo or with one or
‘two radicals of formula -Z-R'™%; .

~ said Zbeing OorS; -



©Xis 0,Sor NR2; 5 sai'd R2 being hydrogen or Cl1.6 alkyl; Ais CcC=0,
- NR3-or. nethyl ene, optional | y substituted with up to two radicals selected
- fromthe group consisting of ‘Clgpoab&ydsgnd aryl; .sai d R3 bei ng hydrogen or
.. Cl-6al'kyl;. Bis >C=0 or nethyl ene optionally. substltuted wWith up to two
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Tt epliac desegpmpounds @i bb Rkeent indachaf theia tadtorRdricifems.et rahydr of uranyl C1-6 al kyl, or
C3-6 cy cl"(ﬁ?i?"tzlc%’mﬁq vithinethe \iveriio e thase twhersip XyR' ipra rmcaﬁ obafotoydla (@) orafy | Cl 6

-~ al kyl -BBEein Xifh& Ay Biasd Ropre erdescribed heseinappvenisprided that A rand Riotelsn togethlr, dnest or  t wo

raUaf"é’“BFadf"B'rqfrf?Fma"'a @ dda, or where Rl is.substituted with two -OR -a

r adi 4galr S '°!F by °"Rﬂ compoungs within, the fnyentipn ersgﬁfwerrmmmm whergim¥aR'dip @
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wher ei aikyhboth SulishieRy lon $els  ialki tnastbty\ivith loxb WP witbrid oR vt edicald df oSl LERaeR ;o A 1S
C( CH3) #haye RCHE subBtitited @it tver -O}R'S radidals, Qe fvoaRt-2 Hhdidals, iaﬁdﬁ&ﬁgd‘ﬂﬁ@%é?&l’)m forma
T adi cabivdlen} radibal oformutalh€(CHy)shron eiMa-CR-OM may be repl aced by a nethyl radical;
- and so Especially preferred compounds within the invention are those more particularly preferred compounds
wherein R" is Cgg cycloalkyl substituted with oxo or hydroxy, or Cy.¢ alkyl or. arylCy.¢ alkyl both substituted
on the Cy.5 alkyl moiety with oxo or with one or two hydroxy or Ci¢ alkyloxy radicals.
Most preferred compounds within the invention are those especially preferred compounds wherein Ar is
phenyl substituted with two halo atoms; R is hydrogen; A is C(CHs)2 or CHz, Bis CHz2 or > C=0, or A and
55 B, taken together, form a radical (c) wherein the hydrogen atom may be replaced by a methyl radical; and
" R'is Cy¢ alkyl substituted with oxo or hydroxy.
In order to simplify the structural representations of the compounds (I) and of certain starting materials
and mtermednatas used in the preparation thereof, the 2-Ar-2-(IH-|m|dazol-l yimethyl or IH-I24-triazol-I-
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Rl s Cl-6 al kyl substituted with oxo or hydroxy.: In order to sinplify the
Cstruct ural - representations of. the compounds (I) and of- certain starting
“mat efi al s -and i nt er nedi at es ‘used BP0 238125/@par at i on’t her eof, the
2-Ar-2- (IH-|mdazoI-I-yI rrethyl or IH1,2,4-triazol=-l- "4 EP 0 228 125 Bl
yl met hylgg 3- di oxol an-4-yl. group, wherein Ar is as previously defined,
will her 5‘?‘!‘ ch3pslioxolarist el geyp.iersip Ariipasshraniyply Hefineds il hefeettar oo TepreBpraecc i UNds
- of . fornuf g‘(’ " can be prepared by N-al kylating an internediate of formula
“(1l) wi'th an appropriate reactive ester of formula (111). 15 R YH 1
;_N—alkygatlon (err) 20 I" _ , - _
cerrry (rr)y informula (11 has the previously defined neaning and Wis -
- a reactive ester residue Su as, for 25 exanpl e, halo, preferably chloro,
bronp or iodo, or a sulfonyl@gxy—groupgsuch as, for exanple, nethylsul-
fonyl oxy, 2-naphtai enesul f onyRogy 07“04 met hyl phenyl.syl fonyl oxy and the
li'ke. 4 n the particular instanc¢ whefje Wis connected to a > C = 0 radi cal
it may also represent a 0-CO-R group. Said N.alkylation reaction is
convenl ently conducted in a suitable reaction-inert solvent or a m xture of
gﬁés ol veithes confpoirtda lot rmuteait)tcad be pidpdréd BYON-dRYIting e intebrRYdia®Xa i Bla (IR With an
..a tlcammdmam:mdnmsteeofgormulbamzene met hyl - 30 benzene, di nethyl bénzene,
‘and thelike; a |lower alkanol, e.g. nethanol, ‘ethanol, I-butanol and the
like; a ketone, e.g., 2-prrpanone, 4-nethyl- 2. pentanone and the like; an

. ether, e. g., 1,4-di o = m - ¥t hane,, t et r aivatkylfathom and the |ike;
@ L g.N di et iyl Rbsani de (DVE) . N, KT -

'a pol ar aprotD-CH

di net hyl acet am dé ( Dy d th ul f oxi de (DMSO), nitroben ene

I -met Ayl - 2- pyrrolidinone, and the like. An(EIdmat i ¢ hydr ocar bon, e.g.,
di chl oronet hane, tri ch(Ur)orret hane and the | i ke may advant ageously be 35

enpl oyed when (111) is |n t he form of a reactive anhydri de. The addltlon of

~an appr opfibabe HRSE ae}‘g plikal |
o1 2 o o benen B, raag i‘g e B sﬁ ?ﬁ"f a§% '°x3§r'd : suﬁtf,ga
hydr oxi d@nyl&pt@%htgga ge,4_ %ﬁéﬂyHWo o m ﬁ ] aﬁ d the
|i ke or veHareONGddhiectdd ot $ fadical t%y%@ Sent nani ne,

N, N- di et s Raikpaionteagtion Is &hv@hieﬁﬂg bddy b u.amordaaaaﬁlm Elﬁ,eHPoY a%&&bﬁsﬁ& to
p.@ up dolvents SuithbiéQeadtidnaierti Bivérit BR[ B SAmEI) dn'orkd€ hydRéadsh, 8., bbiBereCABhION-
1t may Pisnzede, airbeligibonBne) ra8y the Uikd; ¥ Ibvidr @RENGE 6. h&tﬁanblﬂ&tﬁ&nﬁi?db@én& previ) trflek&lH a
{11) i ntkstogs. reat. &-premmhdne.f Hmethyi-2peraanbne gidafieciiadnyotridr, Sy il d¢doganb, )’ -oksﬂblsbthﬁleus ual
. ranner, ietfagydrofwyn randcthe ofikenfa (pdldr) apriotich salverkt ab., Neinthyioragmio ADMRA) hyET | de,
~sodi Um ?tWHOGFémidﬁ PNA)diméthyd sulfaxide (DMSO) altrdbenzsneli-methyit2-pynolidbenst arairthailikeh
(111 . 1A 2emeic hydaerthon, e.pe dighietpmataane. dfichioramsthante asiathe likqpmey edvaiithgpowsty tadl kal i
" i odi d&. ?@'%%’gﬁﬂ'l'ﬂi@thwmw%?m&% tenperatures and stirring may
énhance Y fan appiepripta bate sysh as dor exampiey, an alisaline @ gerthoeikaling rmatel garpanptec an

al so be @ﬁ% Eish :ﬁi |'?¥ "d%n :f.’ T’EP 'a'ﬁ@we w@f?qm dvg@;md@n@#slum

example i
]E g%j magr)nﬁne, N o anamlne or -(I-m;th);lethy )- -p%:zgnmne a:\zy bg suited to pick upwtgeh fc?t;
i berated dunng the course of the reaction. It may be advantageous previously to convert the

' intermediate of formula (ll) into a metal salt form thereof, preferably a sodium salt, in the usual manner, e.g.,
by reaction of (li) with a metal base such as sodium hydride, sodium hydroxide and the like, and use said
metal salt in reaction with (ill). In some intances the addition of a iodide salt, preferably an alkali iodide, is
appropriate. Somewhat elevated temperatures and stirring may enhance the rate of the reaction.

45 The compounds of formula (l) can also be prepared by O-alkylatmg an appropriately substituted phenol
of formula (V) with a reactive ester of formula (IV).

50 / l \ O-alkylation
D'C'*z'“ + Ho - y (1)
' _ reaction /
. ' (V) '

- {1IVvV)

85 '
in (IV), W has the prev:ously described meaning.

The reaction of (IV) with (V) is carried out “under art-known oondltlons of performing O-alkylatuons with
reactive esters The O-alkylatlon reaction is conveniently conducted in a suitable reaction-inert solvent or a
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.;}i(IV) (V) 55 1In (IV) W has t he prevr ously descri bed

. meani- ng . The reaction of (I1¥)..with (V) is carried-. out under art-known

.;_'"'Condl ticons ‘of per f orm ng ‘0- al kyEp0i228328\81 h react | ve esters. The

"Oalkylation reaction is conveniently conducted in-a suitable reaction
i'nert solvent or a 5 EP 0 228 125 B1 mixture of--such solvents. Suitable

1 eact i oMt of such Golvests; Suitghle reagtion-inerk selysnts areq for axampiet arcarpryadic dwdredaban. ec..g.

_ benzen®enzige. Rpiplenzensedimethyikenzane. sesh shefise; adener alisolj ¢.g.emethanplp gibandla Hiutanel|
e.g., 184 F'i'ar‘lbﬁ a k@?‘??a?r@rt 2'P’P9ﬂ5‘8’t°aﬂf5‘leth recpepipnong pnddhe lkey antatee 9.9e l:4ydioxane, |1 -

©2- gthang, “’ “ |?é’°5h%?"t“ﬁé°"f°m< g BN d@?%fm’mé‘“ (DMF)- EN‘
i EP%@ "°st"té’f"f Pgr'tr i locto
apr ot (,z %I?\e 'p 170 '"°"R1

AN PR Ry R 2 BRSE, GpimdrSHoreX da;fsré i ne
met al Gid, Hap8s Gl tarpegehma SN b {ﬁe : ernd%aaar he€- 0.
: sodl UM afeaRoP SR Rid ViR is iBefaid rdﬁ\ﬁrme%ﬁ St eEreaciol ey rdisRarhAbd 1M §fror§ @di um
ge?x rr@beuonsmﬁtuwrn,rﬁesotr@rdadaasmﬁ I 1 Faf w6l Edvdﬁiag’é&ﬂs préVvidudly toonvaft ti substififbal C
. S WphbhoB(Y) infoQl métid 3Bthereof oréferably 16 Sodum AR, in the Ysual Menhbrié &1 Bytheiebcrorasri ne,
: N (116 10 witiest gthldiadvysuph 2s Sudmchyaiiden sodiufh- ttiloyide TandHheOlike /d tdVidel thérabfter sald
. qur nol inmete! sditfih ihariresiotioo with (N)HFha sdid Q-alkylation eag altenativelydbe |carkier outrtaljowing attkhdwinzed t o
“pi-ck upomd'tlenaaofr aipheisé Ginsfes rdactionr intwhith duphasegtransier callystsetalySest the orgenke phaset. The
wat er anypousaphassyekction by extracting the ions out of the pqueeusphasd intuthe higk erbaniccbesesheref t he
ti gPpciRgycap epsueSifighle phaser féemfefe@tahme metqr@mqserm iPerfialiriwgier palublgycatalysts,
% -c*ar'kv %’tﬂ"ﬁ"ﬁlﬂ"ﬂ‘ﬁ"‘"“\‘ toF figispal qu @% eft%hsgf’fqge" eyiaPert t he
s ubst it %pr"éﬁlt? °‘E é'E?f e l?é‘ '%’B’Eﬂ"um

: PRSPy

ot e %‘r °aq3§5 T .:,r, A
base suo ong %’Nﬁﬁl oano Brﬁ?aﬁé’ﬁ yF R su tae g‘%}g
“thergaf ’k%fed ﬁgt he Iea u ds hat | ation
.y al tlr%rfhgﬁlét desqb en%' gt? %oléa‘ofphase
transf g5mligad ch a er cata _ cat ses "R organi c
 phase- aqueous phase reactlon by extractlng t he ions out of the aqueous
phase into the bulk organic phase where reactron can ensue. Suitabl e phase

ST @fer catal ysts are organic-sol ubl e, ipart [ aI I y water sol uble catal ysts,

ot hvdr z{;&gﬂ'ﬂpb. al'kall or an earth
al 'ca : ; y en Fl d f o
__;3,_'__s_ul fOXI afid tn %%f g’b pg%uc 8%0r. B@%%]% tLrtrg";g gerngcé %ﬂ%ﬁ%ﬁﬂw Eﬁl ke.

.e.g., trialkylphenyl methyl amoni m—kﬁ&yldﬁﬁon

“hydr oxi dee' eHg—tpiEagdw sul¥ at ul- Mw_e_s_n_aﬁ be
- --- sar d O al kylation afd nost

J-appropriate to w the reacti

_preferably said cal-gs carri ed out at a terrperature fromabout 80 * C
10 aout 130' C.(vibe coﬁpounds of formghy (1) may al so generally be
‘prepared by first Oalkylating a substltut ed phenol of formula (M)-with a
“di-oxol an of formula (M), In which Wand Windependently have the meani ng
~of Win 25 the formula (111), provided that the |eaving group capacity of
--Wexceeds that of W thus preparing an internediate wrmula (VIl), and
. 'subsequehlt +gH ¢goAsaid interneRliate of fornula J

I) with an ggple of
formula. (VIIT)® (erP) 30 (P\"Q o) 35 ¢+ ——4 (err)
35 ( )L((-e-rlg @ 1 (erH) |
(err) (err) 45 The sai dl’}a atL_ryr veni entIy(S%EIr)r ed out according

-to tlee procedures (\Fddcri bed her ei nabove for

_ The said O-alkylation is conveniently carried out according to the procedures described hereinabove for
the preparation of (I) starting from (IV) and (V).

50 The reaction of (Vi) with (VIll) may be conducted in an appropriate organic solvent such as, for
example, N N-dimethylformamrde or N N-drmethylacetamlde and the like. it may be ‘advantageous to use an
excess of azole or to add to the reaction mixture an appropnate base such as, for example, an alkali or an
‘earth alkaline metal carbonate or hydrogen carbonate.

It may particularly be advantageous previously to convert the azole, (Vill), into a metal salt from thereof by

65 treatment with an approprlate metallating - agent such as, for example, a metal alkoxide or a metal hydride.

~ :In some circumstances the addition of a:iodide salt, preferably an alkali metal iodide, - is appropriate.
Somewhat slevated temperatures may enhance the rate ‘of the reaction.
The compounds of formula (1) may also be prepared by reacting a ketone of formula (1X) with a 1,2-diol
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"'he preparatlon of (1) startlng from(1V) and (V). so The reaction. of
A with- (M) may be conducted in an appropriate organic solvent such
LAs o ‘exanpl e, "N, N-di met hy| f or grroi 228 126 BY, N- di net:hyl acet ani de and t he
ol ike.- It may be advantageous to use an excess of azole or to add to the
“‘reaction mixture an appropriate base such as, for exanple, an alkali or an
-~ earth al ¥amuedner the C@@Fmﬂw@%ﬂefh'}'dﬁwgﬁé-nn 2 stpln etalizing medmy particularly
_-be advantageous previously to convert the azole, (VIIl), into a netal salt.
- fromthereof by 55 treatnment with an appropriate nmetallating agent such

\_'/

.as, -for. exgypt® a netal al koxide or a netal hydride. I n sonme circunstances
t-he -addi t i eQ oy a | odi de sal t, preferabl y an' Bl kali nmetal iodide, Is

..apprqpriate what eTeva d npera - TEN e the rate of the

' rpact i on. ecmunds of - aadé ‘ PP b edqghing a

- 'ket one. of for a(IX) W|tha12 ol 25 Bl of formula (X),

“or the, corres di ng epoxide formt here?{, in a sui tabl e ketalizing nedi um

(err) (err) (®rY) (1) 10 (1X)
~(X) Suitable ketalizing nmedia are m xtures contai ning an appropriate anount
~.of “ope or - BTHable AGtaNting InfbdR die! imb@ldsCooRtBhiMG Bh aBPisRats amor® of 63dHthde addls @l&cONOI
or \ayr al supdpit doment sthias, )i ekample) bn SEoRENRF bt aliphyatlc-Palioydio or &orlatic Medrddarbbi K.theACi ds
~ whi chraar iise. poizks avhizh laye preferdbly nsddhie tiodatd Héaﬁznigwsmgprm-mmeng ahtgytiiovschaids,
..str.ong, .hemhydpkesaivabvederto havi ng a pKa-value inferior to 4. It may be _
“advant ageolisnay de @dvadiagsous feccokduttehe ketelization reartiont atelevailed tenparaiuresiand derpliswimateu r es
and t o ethossirgagion-produstawhichzars libeyates dwig the Sousdsi of the agagtion ber at ed during t he
se "of -feditionally.the eompoyndeipiiformpia(l) pay alsade pronpedipyyclising amintermegiateof foreula al so
l%f é"pa@‘@d’"’b?" yiee offormyla KA prRveyRli g 81 emipg offfesmpia OGN Mih an intesmegjatelot iopmulari ne
of for l<§()(XI ) or by cyclizing an amne of formula (XII1) wth an
Sinternediate of fornmula (XV). R (err) 25 (err) (err)

~reaction (XlI) _ (XI1) 30

(err) derr) -(cu-w (err) LR} cyxlizagtion

(XIV)" 35 The: rlelﬂ out HyHgl o the reactants(Th the
“presence of an approp e p@ﬂg CiyoWvent, eMes viat er repatimT xture with an
_--.*approprl ate wat er-m sci bI e organi c solvent such as, for exanple,

~ 2+propanol, 2- propanondXBhd the like, prefef¥BI} at an el evated

ot egature. Addition to the reacti®n m xture of an 40 ggg ri ate base,

_'_.“such as,. for exarrpl e, al kal'i ‘f)'rc“ oo t In—a ‘ﬂ'&l ? ate or
hydrogen car bB'ﬁ%sza M %L’eﬁ g aci erated
..during thecourse of s reactlo der TO enhancer g ate of the

“reaction a small ano(x®IIdf an appropr| dXaV) odi de salt, e.g., sodiumor
“‘pot'as®i um i odi de may be added -as a reaction pronotor. The conpounds of

+for mut a can al so be prepare a ating a piperazine o ormul a
f- Fa (1) I be prep d :by N-al kyl ating pi p f f I
( XV) wth pp reaction is carried out by stirring the reactants in the presence of an appropriate polar solvent, e.g.,

water, in admixture with an appropriate water-miscible organic solvent such as, for example, 2-propanol, 2-
\-—f propanone and the like, preferably at an elevated temperature. Addition to the reaction mixiure of an
40 appropriate base, such as, for example, an alkali or an earth alkaline metal carbonate or hydrogen carbonate
may be suited to pick up the acid which is liberated during the course of the reaction. In order to enhance
the rate of the reaction a small amount of an appropriate iodide salt, e. g., sodium or potassium iodide may
be added as a reaction promotor.
The compounds of formula (I} can also be prepared by N-alkylatmg a piperazine of formula (XV) with an
45 appropriately substituted benzene of formula (XVI) or by N-alkylatung a piperazine of formula (XVIlI) with a
benzene of formula (XVII).
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_ 'pproprl ately substltut ed benzene of forrrul a (XVI) ‘or. by N—al kyI at| ng a
|perazrne of formula (XVI11) with a benzene of forrrula (XVIl). 50 55 7
2EP.0 228 125 B1 R (err) N-al kylswtom'(zarm) (XV) .- _

XVI) . (err)- (err) -10 : (err) (Xvil) R : (XVIl1) 5
S*Sard’.N-al'kyl ation reaction may be carried out in the usual manner, e.g., by
~~st-t-rfi-Ag -t he-reactants, -prefegably at sonewhat- el evated tenperatures in an

-appropriate organi c \ eny—#\ch as, | q, N<H1xkpLdndonul f Oxi de, -
N, N- di net hy | f-aHyB0r Mre-Nt he INHket i r nce of an _app(ppri ate base
"-'_‘such as, ‘for- exanp aNcal/i et ar@ge or cesagepai €. /The conpounds
af - fo rrrul a (1) may al(ﬁp) be prepared by cy&{,&;r ng an Intermediate of fornula
- (err) (err) 25

"R (XIX). Said L in formula (OX) be®ng a radical -A-B-L or -A'-B -L wherein

L' i's ‘an appropri at @71 avi ng gr opl \30 T aﬂnﬂl&ybﬂiﬁatlon reaction

" can ,general |5rQge e ih @gui Qﬁ‘%n Lnert sal yefk) such as,
‘for exanple, an alcofo¥, e.g., b ol thehk’é""&%ther e.g.,
-tetrahydrofuran, 1, 4xdrpxane and the Ilketxvﬁt)hough the cycli zatlon

- reaction may be conduct ed at roomtenperature; sonmewhat el evated

" tegperatures are appropriate to enhance the rate of the reaction.

:Pr eher ablsyid t Nrsikylatiore teiaction intay Cidhehitiot it @t thé lngual mbrneiX elge rayestiaing e whctdnise

. .r-eact i praferably fat semevheti diavble¢ t@vbatuystis ae agproprixte Nrghnicesblagnk sdohpasr fodiexenplene, nay
-al so™ edimetﬁﬂsulfb)duacls.NtdthyMrmaruﬂe eridethe ka.cit the ipreséirice ofcaprapromTieits base such srufor. (1),

__Wher ei sxaiviplRlan|alkalometel dhdride ordarbbraterul a (b) wherein X is NR2, said conpounds

- bei ng r efhecwpounds pifomule () BRHAIdoe(Preplrpd bngyclzing gn intpamasiitenf fogmula
cyélﬂ'bdesulfurlzatlon reaction of an internediate of formula (XX) 40

._.(err) (err) D- CH - (err) (err) 45 (XX)
(err) D—cée-ro@» -@-m-c—nﬂ.

{XIX).

25

oy Said L in formula (XIX) being a radical ~A-B-L’ or -A’-B’-L’ wherein L' is an appropriate leaving Qroup
g L)w . The said cyclization reaction can generally be conducted in a suitable reaction-inert solvent such as, for
o example an alcohol, e.g., butanol and the like, an ether, e.g., tetrahydrofuran, l,4-dioxane and the like.
" “Although the cyclization reaction may be conducted at room temperaturé, somewhat elevated temperatures
- are appropriate to enhance the rate of the reaction. Preferably the reaction is conducted at-the reflux
temperature of the reaction mrxture Surtabte catalysts; eg N N-dtmethyl-4~pyndmamme. may also on-
“hance the rate of the reaction.
The compounds . of formula (l), wherein Y-R' is a radical of formula (b) wherein X is NR2, said
compounds being represented by the formula (I-b) may be prepared by a cyclodesulfurization reaction of
an intermediate of formula (XX).

D-cH '°® -@m-c~u-a'-n--mzﬂ cyclodesulfur-
ization reaction ’

- 40

50

D~CH

_ \_/ '"_(:—n' (1-b)

R
55
Said cyclodesulfurization reaction may be carried out by the reaction of (XX) with an appropriate alkyl

halide, in an appropriate reaction-inert. organic solvent, e.g., a lower alkanol. Otherwise, the cyclodesul-
: funzatton reachon may be carried out by the reaction of (XX) wnth an appropriate metal oxlde or salt in an
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- parts @p. gpa-icdinidrnedRfe2added portionw Se 2-(2, 4-

. dietl o2-{ainewvydphendiy-Cbthyl-2 dxcbthii-2, AaiRYdrd-4- Wl AR NoypHen-CHida2th snéhyiiBinoxy] ph
fi3d ~h2l4-tpazples-ana; myy 1215 e gnteastiate23); Upon ngl’-pﬂ;}e e nﬁ)fdl rri ngpwgps cyg‘r?t-l nued
“fore 3 mq.hmm{-mr[o(ymyu:exvpmm-wpyrazﬁwﬁhéawn-t-a-nﬁmy&-&o%mylsﬂﬂmQel-tﬁ’&ol- wer e
;'___:added S w2493 1 inteomediate24);was precipitated. It was filtered off, washed
WLt h 22 f3r(ﬁ'p@Wmhewﬂ&"ﬁﬁvh%nXﬁMﬂMm&WWthmbnyl)'Fhﬁerﬁir@l]lUCﬁherVW]-‘SH

- Cf it er Ed-tiazpl-3ane: voi- 8616 Cfistdmiediate 25k h| or omret hane. The sol ution was fiTtered

-overdsi I |"b%as"g'@f "‘E@'thgrefaamai@PQﬁeawﬂ trichl oromethane and nethanol (99:1 by
. vol ume¥ Evdéq ﬁ@ﬂﬁ"— exvshanél) koingeaginyiiphenyl:2-2-cxedyblensigi Stk kR -Hitrel- Boneent  WaS

evapor F 9 st allized fromethyl acetate, yielding 3.2
pagis [ﬁ[ 4[ T(J)glpbpnm ewlwhwp g—(zfx?qyplphfxyy-agll_ -,2,4-triazol-3-one;
trigy ﬁreate iyl ) -1, 3-di oxol an-4- 25 a

| yl] metgggﬁmghenyl ] - 4- (4-i sot hl ocyanat ophenyl ) pi perazine; np. 149.
~(intermedrate 15). b) A mixture of 1.5 parts of 2-ami noethanol, 11.5 parts

of cis-1 Al fidufe2of 87 4rartt O I1L-RLRRLAME Folyirh
V1 1o by i oo o Ll e 9”"‘°2’ZEL3£§§6’§E¥9& )91 e
. azi me w:&rﬂpan§3ﬂpdﬂéﬂ‘lﬁrﬁorﬂfhard¢a€5htal spbﬂnﬁﬁd?%ecafé@ﬁecﬁ Srhduh
. t enperihé watalyst Maé dierav i aidothé Atate (WS elapSrbiddl ETNY/ASSIdAE Iwaé wéd%? in #nfBRS 9
Af t er mwetlEnbingnd wéte gpnl abb aholeVavas hbdtialbe® thith faf scallfl KliioBsh cafbdRbel sBititiohl T par ts
(196. 5%preqirfitated producf was|filtered3@f and crystallized from 4-methyl-2-pentanonse. The product was filtered off
[ 4- [ [ 2and 2drigd gt 091" 6+ vipitiing \BI3) pats ((76:8%), &, M4-[4k(i-ayipdxypheiwinpibérsdinyipheryijdi@wo!| an- 4-
yl ] FPet'ﬂ?I%}e isteaetyiTi2-imidazslidineng hemiliydsate] mp.(i18cn ¢l (htetheti@tel2gidr oxyet hyl ) t hi our ea;

np. a similay manoeniaere waselse@yepared: A sol ution of 7.2 parts of thionyl
~ chl or i 'dé“’(ﬁ hygeoxyphenyd)- '-aiperwnvammwl@rﬁbmm&ommpma -imidazplidimonern impe - 8.6t Coat h. A
' __fsuspen(g'feﬂﬁed(?fezf 9 parts of

iy - (2 4-dichl orophenyl)2-(1H1,2 -triazol-1-ylnethyl)-3,3-

. ety pResd | pi per azi nyl | phenyl] N-(2 hydr oxyet hyl )t hi our ea
- in 3755(9,@ ke of trich- 35 | or omet hane was added dropwi se to the m xture
-at 0 C reaction mxture was allowed to reach roomtenperature and the
- whol e was stirred for | hour at reflux tenperature. After cooling, the

‘m Xture was - T : :

14



c ar bogoedLoe uafamsfophzanmrm& QazONY IR RIS RATTR

e

_hﬂﬁatféaa_mtth a sodi um hydrogen carbonate solution in water and 80-barts;
f -methanol ‘were added. .-The whol e was stirred till all solid entered the
fut-i-on- The - separ ated organi c Emgees ¥@sBtvaporated and the residue was

'S

-purified.twi-ce by col utm chromat ography over silica’ gel “first using a- - - ...
Cmxture of 40 trichl oronethane and nethanol -(99:1 by volune) and then a

/i xture; ofA M b2 8Aty ah EdOme-ZeTOstRNzone i As o giEHEKEI2(@r6diat 30: 20

by...vol Tttt et st 4fie Chelh e
o amor SO *’ e xgrrsgdgbn s
filtere e : ‘pyh o re a%eé'l}g 6 product was e

R ﬁuﬁrﬂr’r:r,tﬂtw

fé%ﬁ‘d}ﬁ Jﬂrﬁf p\'féine ) r&a& red off

4- ( AafBRlebrpstal 'éhleénQé:ﬁEaﬁdl :
ﬁJhe ]xppibggﬂ{m.t hane was

st 1 r'ed pRén BREIRRIo-8H-13 4-#zol-Béhe; mp. #BIH J (RRb&IEY. SOl Ut on. Stirring was
“conti nued i) asimi& nrymﬁwtrﬁﬁ, wate dio@rephrediper at ure. The reaction m xture was
.poured into 500 parts of water and 210 parts of 2, 2'-oxybi spropane were

added. The whole was stirred for a while. The precipitated product was.

t:fl ésed:off a ystalllzed froml-butanol,:yielding 5.2 parts (61% . of
~phenyl [4-4-( Lne hoxyphennl)-l-prperazrnyl]phenyl]carbanate np. 204.5

“Hi'nt er medi at'e %Su b) A m
--hydrochlorrde 5 part

e of 23 parts of nethyl 2-nmethylal ani ne
| -k 4-[4-(4- et hox-

-y henyl ) -I':pi per ar arate 12. 45 parts %?_59 ygm hydrogen

ccarbdfiate, 10 parts ﬁ g; |net ﬁyrk |/ nd parts 2

;1 4 di oxane was stir CH, ™ {Iu? er wa€*8dded
.not how at

~till: saturation. After strrrlng fo

tenperature, the
m xture was cooled to 13 EP 0 228 125 Bl roonttenpemﬂture The product
was. filter a aShec—wi e ‘ ——gytspropameyand purified by
collum chrgy 'igbgr aphy over silica get usi r;g a mse‘/ur emmf(‘c i chl or onet hane
and met hajo :

~and the eljuent was evapor at ed. The resi due was crystallizedq from

;.4r' met hyl - 3- Dentangne ThP l’)l‘ oduct was filtered off d—ci-dd, " yi el di ng
3;opart .‘(ﬁﬁ ' H ' base 151_.1 o _
;.3 [4- [ 4- (4-netﬁd&yp eyl ) - 1 pi per azi ny ]phenyIL *%ﬁ hyl - 2, 4-i mi dazolid
~. inedi one; g35CgH, C (i nter nedi atf 19)¢H '8 df 21.3 parts of

e3-[ 4 [4-(ﬁl bﬁﬁ 2 3 %I ) -1 -pipéerazinyl] phemyl ]:aﬁg 5 d2ose®hyl -2, 4-i m

dazo!l i di edroﬁe5 arts of 3-chloro-2-butangne. 6.0 padts of pot assi um

arbdﬁate and 180 parts of N, N- dlnethylfornantde was stirred overnight at

1007 *C. ‘After cooling, the reaction mixture was diluted with 10 700

‘Wparts ‘of water. The crystallized product was filtered off and purified by

ol um chromat ogr aphy over silica gel using a mxture of trichloronethane

f;anﬁ“nethanol (98.5:1.5 by volune) as eluent. The pure fractions were
"coll eted and the el uent was evapor at ed. After trituration of the residue
in methanol, the product was filtered off and crystallized from

4-met hyl - 2- pent anone, yielding 7.77 parts (30.9% of 3-4-

[ 4- (4- met hoxyphenyl ) - 1- pi per azi nyl | phenyl ] -5, 5-di net hyl - 1- ( 1- net hyl - 2- oxopr

opyl )2, 4-i m dazol i di nedi one; 15 np. 225.9 C(internediate 20). d) A

- mxture of 25.6 parts of

3-[4-[4-(4- nethoxyphenyl)-t-piperazinyI]phenyI]-5,5-dinethyl-l-(l-nethyl-
OXOpropyI)-2,4-inidazolidinediOne, 3 parts of sodiumdisulfite and 375

“parts of a hydrobromc acid '"solution 48%in water was stirred for 6 hours

at refol ux tenperature. After cooling, the crystallized product was filtered

of f, washed with 2-propanone. and suspended in a mxture of water,
“trichloromethane and |- butanol. The whole was treated with potassrum
carbonate (pH 8-9). The separated organic |layer was set aside and the

‘aqueous phase was extracted twice with the same ni xture. The conbi ned

;-extra@ts (see above) were evaporated In vacuo. The residue was crystallized
1[fron1|-butano| The product was filtered off and dried, yielding 21.3 parts
f:(8696 of 3-[4]4- (4jhydroxyphenyl)-l-piperazinyI]phenyI]-5,5-dinethyl-l-(l-

15



iﬁynethyl 2 oxopropyl) 2 4- | ni dazol i di nedi one; mp. .225.9- C (internediate 21).
. 7.25. " Foll owi ng the same procedure and using eqU|vaIent amounts of the

jfapproprlate starting nateri-alsgpioigesa2smie al so prepared: _
"~ 2,4-di hydro-4-[4[ 4- (4- hydroxyphenyl) - 1- pi per azi nyl'] phenyl ] - 2- (1- met hyl - 2-ox

_-_.,..'.Qpropyl) 3H1,2,4-triazol -3-one; np. 192.2 C (intermedi ate 22) ;

. .pi-per-diig

-""'f-_'-phenyl] 3H— 2__(_4_1_j_l_u_gr_g_henyl metihyl - 2- oxoet hyl 1-2. 4-dihydro-[ 4-[ 4- (4- hydrox '
i perazinyl ] phenyl] 3H 30 2,4-triazol-3-one; pp. 215.1 *C '
~(inter ITEdI atfe 23}“ -a-c2H N base 165
2, 45d| hydro-¢- é;,; A5-lcAphydr oxyphenyl ) - ,.’{_ pi pe§ amggge] phqrml } 2§ (1- et hyl = 2- ox
2. 0-2-; phenyl ¢t hy[)33H2 ® 4-triazol - 3-one; -C (| n ernedi ate 24);
- 2-12-(4-bro phS@%‘)o Mgt hyl - 2- oxoeth’§/l] Zr;E dllll}ﬁjro-
.e;--___.?y|% 1- p:jpe aznza Ogcgleqnyll 3H |24cﬁrlazcii Spawee; nnaolel |
-(i nt er medi- atle in a simlar ere ar o| pr epar ed:
© 2, 4pdi hydr o %- [Eslfsfqﬁﬁﬂoxyphenyl )-1 - ?& nyl 'ﬁ?enyel]"g E P- oxocycl openty
-I) 3H 124-t luizogns’i-oeasﬂ (i ntermedi at e 26) ; @hd base 150 6

|—1|_i

- (4- hydr oxyphe
1- C '

- 2,4-di hydro xyphehyl) pi p 2| ph - (2- oxocycl ohe
_.xyl) 3H—12€?tr|azo Qonaﬁ*l(lnterrred‘?ﬂaleZ E%JJ el 71A m xture of

' parts of12 4-Br C H -0-C_H CH' base 151 0

. - (1 - e h@f%)ﬁt 43 [4-[4- [M{hewl mep{aaxy) rmnyl |- 1- pi perazi nyl
..ﬁ] phenyl I -2-1m dazolﬁlﬁl i no e4and 250 parts of acetic acid hydr ogenat ed

“rat normal plessaTelSgH R Tl C 46 wifh 2 3t sPae palllad?u on- char coal

. catal yst 10%s Abter-cd hg-@@l ated a t ofcHydpga@en vm.sa en up, the
. catal yst wa éreﬁu e filt or at e resi due was
di--_ Lol ved | 1Ja hfit‘ﬁ‘? {)ﬂ" andtwat erhncb¥ite ?Iq s neutral i sed

with a sodi i hgdebgeh, wcgupate sol ution. The pbm pi tiled Pproduct was
filtered. off

h@an d from4- hyl -@2-p on The]product was
'flltered offmgng.@;l ég4at Z&) C, vyiel glaiﬁg 6% p:ﬁ%nﬁgqu of
- 1-[4- [ 4- (4- Hhr ByBgri9eRisMy - | - pi per azi ny®pherty | | 3bgse. (| -12894
- -rre ’hy| et hoxy) et hyI -2-fm dazol i di none heni hydrate; np. 178.3|*C
“(intermediate 28). Tn a simlar nanner there was al so prepar ed:
1-[4-[4-(4-hydroxyphenyl) -1 - pi per azi nyl ] phenyl ] - 3- (| - met hyl - 2- oxopr opyl ) - 2-
~i:m dazol'i di none; np. 196.6* C (internediate 29); 56 B. Preparation of
- fiiml ‘Bxangonds Exanple | 14 EP 0 228 125 Bl A nmixture of 2.8 parts of
LoMD- - bronoet hoxy) benzene, 5 parts of cis-4-[4-[4-[4-[[2-(2,4-dich-
S ) - A mlxture of 1.6 parts of (2-chloroethoxy)cyclohexane, 5 parts of cns-4-[4-[4-[4-[[2-(2 4-dichlorophenyl)-2-
~henyl )(lHZm(i#ZIGI 4yingsthyi)4.3-tiexotah-4-yrpétimay Ibhehy I} -Djp@racinyiirtmnyllR Hdiydiortmétp-gHpheny | ] - 1-
; u'hg ‘i spdigintydride -dispérsion 50%andriflanads. ofliretley} sulipdidepras stimedf '
ot #s 9o quoﬁié%faeﬁamct@ommv was eroled jandpawsd hato whieik Thie pragiust wasi extrastbdf or ' 4 -
" hout's " dicbierameteanpctha edragt wap subspquaptiyj wesheriwith water, dried. fillerad end everorstedather . The
'pr oduc ?s' &a%R‘t"F by é’:ﬂm W"'Ss"'cGlgE'H-ls'ﬂﬂ amlrmféﬂcmpme@mer%}éfnema@o' @%é’é uent |y
00

she glpent. yappratad, gn \5'2; Sidiecyes crysializeds frofy d-edyt2ur i f i ed
. oy -[ - ox 4] 4-dichlorophen 1)-2-(1H-
}Ew@"eﬁv' G il

'fractlon ] uent was evaporated. The residue was
crystal Ilﬁza\éﬁ{"?rr'ﬁér?'n :ﬁ% xture o gr opanone and 2, 2'-oxybi spropane. The

- product was filtered off and recrystallized from nmet hyl benzene, vyi el di ng

5. 2sparts (79% of cis-2-[2-(4-bronophenoxy)ethyl]-4-[4-(4- 10

[4-[[2-(2,4-dichl orophenyl)2-(IH1,2,4-triazol-I-ylnethyl)-1, 3-di oxol an-4-y

| - met hoxy] phenyl ] -1 - pi perazi nyl - phenyl ] -2, 4di hydro-3H-1, 2, 4-tri azol - 3- one;

nmp. 143.3 C (conmpound 1). In a sinmlar manner there were aI So prepared:

| zoEl-y me

50

65
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20 (err) o (err) (err) (err)
..-:ii(err) (err) (err) (err) (err) 40 45. 50 55 15 - EP 0 228125'Bl1 5

Clerr) (err) 3 24 (err) (errEP(0228)126@1r) (err) 10 (err)
c(err) (err) 12 4-Br-CH-0-C2 H4 CH base
.-.151.0. (err) 13 4-Br-CH-0-CH : CHS_ - N base

- 116.5. 6 '4' 2 43 14 g—G-ﬁ: H -0-CH4 _ H _ CH base
'~ 153.7 15 2-A-CH -0- 'H4J " R CH3 . CH base 150. 5
::‘_(err) ‘16 -1, 3- di oxol an-2™W<~ CH2 : .. CH - base 194.1 17
P24 CL-GBHA-0-C2 4 . N ‘'  base 141. 3 18 2-C.
- 0-CH cH S RN, /& & 147.4 19 C -

(err) 25 CH5-] C2 EXaTTDI ¢ 1. 67p'a'rw-azlof

='f-_( 2- chl or cet hoxy) cycl ohexane, CHi ' @

(2- 4- di chl or ophenyl )-2- (1Hi i dazol T\;_/ u

JI3 di @xol an- 4 yl]nethox]phenyl] 1- prperazrnyr]phenyl] 2, 4- di hyddo- 5- net hyl -

3K 1,2, 4-, -G8 e—O—d—paf-t-s—of—a-sodi-um-hydride di spersion 50% and
100 part spvof wdi net hyl sul f oxi de wasR§t| rred 3ge fpr- SpdMT S 3p.8% ] The
““réaction |mxture was cool ed and poured into water. The product was
- extracted with dichloronethane. The extract was subse tly washedfw th
~ water®s driied filtered and evaporated. The residue was purified by
Cofiltrati 51 ovef Sdlchca gel using a gi xturggof grighl met ha t hanol
©(99.5:0.§ by ®oPune)2as eluent. The filtrate V\c/tés cglvagﬁ)sroat ed 338 he|r esi due
" vas cryst agl iCig m 4-met hyl - 2-  CH, CH Cl Cl base 180.9
R |3 cpHgo-cu, CH; GH Cl Cl base - 136.0
24 CH,-0-CH, H CH Cl Cl base 165
' ]p® cHy-o-cH, CHi N € ¢l HO 148
S 26 C,H_~O-CH, CH, N Cl Cl. base 133.2
T P7 S HgS-CH, H N Cl Cl base  177.9
S {28 c,H -0-CH, H N Cl Cl base 137.7
N s ony-o-cw, H N Cl Cl base 171.3
% PO __C2H5 §=CH, CH, N Cl Cl HO 111.4
S <} 3'°"°2“4 CH, CH Cl Cl base 156.1
R .{.32 3-0--021{4 CHS N C} cL Hzo 107.5
i es . [P3 caa-o-cza4 H CH .Cl1 Cl base 142.3
L P4 (G H~0)CH, H CH Cl' Cl base 141.9
o . 35 1, :-l--di.oxolan-z-yl-tzu'2 . N €l Cl base 194.8
o 40 s 1. 3'—dioxol3an-2~y1€-c32' CH, - N Cl Cl base 169.5
-~ PT (cHgo)CH, CH, CH .Cl Cl base 157.3
38 1,3-dioxolan-2-yl-CH,. CH, CH Cl Cl base 195.6°
39 (CH —0)2021-13 CH, N Cl Cl base 162.0
4 :4_0_ (czns-o)zczu3 H N Cl Cl base 150.5
41 (c H °)2°2"3 CH, CH Cl Cl base 173.2
- |e2 (cu 0)202!{3 H CH Cl Cl base 153.5
. 80
o
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ent: _none y| eI ding 4.1 parts (69% of :
y 3-2. [::'2 (cyclohexyl oxy)et hyI] 4-[4-[4-]4- [[2 (2 4 dICh| orophenyl) 2- (I H
240 - “EP 0228 125 B1

'”"TT" 2,4~ di hydr 6 5- net hyl 23K 1, 2. 4- triazol-3:one; np. 160.2 C (conpound 20)-

I-a-r—-rma-ne-r—-t—he-r—e wer-e—a-l--s-e-p-n-epa&e& 45--50-55--16 LERP-0..228125 Bl

err). (err) . B D
_'.Ar,)_(ﬁoﬁqu-mcévgz-o- 2w N. Cl Cl baseH 152001 [d C1
s -0-CH2 . L - 3 cy c
I 22%%0— -0-CH2 i, o Nooa CIC:Hgase N 1! al base
( pr)cééq-lgp%g:-ggczl-gq -O CH CH3 (;:ir .22 cl blaz; C2HN 142.8] .01 base
147 trahydrofuran-3-yl-CH -l-l (o) a 176.6
0 Cl 20 .~ 2 107.5 (err) 35 sy 21 1)
- Bdtetsawf°f“““'3'ﬁ'c‘*z 1&'2 3 (&Hr) & ql 3baseyxol ark8E~WA g2
| (ne H.) -@-—c W se | ®.8 (enr) clerd¢) besd) (erypy.45 40
er - ,
Bl '__.n c3H7 o~c2u4 ' CH3 N Cl Cl1 Dbase 145.5
b2 tetrahydrofuran~3—y1-cu2 CHy, CH cCI Cl base  157.7
.B3 n. +CqHy=O~CH, R N Cl Cl base 141.7
\ o B4 tetrahydtofuran-3-y1—ml2 CH3 N Cl Cl Dbase 144.9
5 cyclohexyl-0-C,H, H CH Cl Cl base  165.2
6 cyclohexyl-o—c2 4 H N Cl €1 base 168.8
| _7 --cyclohex}(l-o-c2 4 cna N Cl Cl base 145.8
% p8 ciy-o-(cHy)eH H N F F base 141.2
7 Banpies

P A_mixture of 5. parts of- c:s—4~[4—[4—[4-[[2-(2 4-d|ﬂuorophenyl)-2~(lH-l i2 4»-tnazol-|-ylmethyl)-l 3-dioxolan-4-
.yl]methoxy]phenyl]-l-plperazmyl]phenyl]-z 4-d|hydro-3H-l 2,4-triazol-3-one, 0.42 .parts of a -sodium hydride
= dispersion :50%, 100 parts of dimethyi sulfoxide and 18 parts of methy_lbenzene was stirred for | hour at
-50° C. After cooling to room temperature, 0.62 parts of chloromethoxymethane were added and stirring was
‘continued for | hour. The reaction mixture was poured into water and the product was extracted with
o  dichloromethane. The extract was washed with water, dried and filtered over silica gel using a mixture of
\.« trichloromethane and methanol (89: by volums) as eluent. The pure fractions were collected and the eluent
40 was evaporated. The residue was crystallized from 4-methyl-2-pentanone. The product was filtered off. and
" dried, yielding 2.9 parts (54%) of crs-4—[4—[4~[4-[[2—(2 4-diﬂuorophenyl)—2-(lH {,2.4-triazol-I-ylmethyl)-1,3-

- dioxolan-4-yllmethoxylphenyl}--piperazinyljphenyi}-2, 4»-dihydro-2—(methoxymethyl)-3H—l 2.4-triazol-3-one;

mp. 154.9°C (compound 59).

s Example 4

A mixture of 5 parts of cns-4-[4-[4fﬂ[4-[[2-(2 4—d|ch|orophenyl)-2-(lH-| 2 4~tnazo|-l-ylmethyl) -1, 3-dioxolan-4-
yilmethoxyphenyl]-I-piperazinyljphenyl]-2,4-dihydro-5-methyl-3H-),2,4-triazol-3-one, 0.4 parts of a sodium
hydride dispersion 50% and 100 parts of dimethyl sulfoxide was stirred at 80° C till foaming had ceased.

.60 Then there were added 5 parts of 2-chloro-l,l-dimethoxyethane and 0.| parts of potassium iodide and the
- whole was stirred for 4 hours at 120 ° C. The reaction mixture was cooled and poured into water. The product
was extracted with dichloromethane. The exiract was washed with water, dried, filtered and evaporated. The
residue was purified by column chromatography over silica gel using a mixture of trichloromethane and

. methanol (99:1 by volume) was eluent. The pure fractions were collected and the eluent was evaporated.
56 The residue was crystallized from 4-methyl-2-pentanone. The product was filtered off and dried at 140° C,
- yielding 2.9 parts (65%) of c:s-4-[4-[4—[-4-[[2-(2 4-d|chlorophenyl)-2-(lH ;2 4-tr|azol-l-ylmethyl)-l 3-dioxolan-4~

o yl]methoxy]phenyl]—l-pnperazmyl]phenyl]-2-(2 2-dimethoxyethyl)-2 4~dihydro-5-methyl-3H-l 2,4-triazol-3-one;
' mp I552 ' C (compound 60). '

18
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; U2 4 (err) (err) 32 24 - . 3.46.. (err) 47
eI rahydrofuran 3-yl.-CH2 H - N = Cl Cl base - . S
176:6 .10.. .48 tetrahydrofuran-Ep ¢R284e5 B1 ' H CH C1 d |Dbase

-7185-2000 2 49 n. C3H7- o- CH4- o (err) .50 (err)

(err) 51 (err) 3 7 2 4 3 2

“"tef T sy dr df AiEVier mapner there was also prepared; 3 C1

b
e 157 e (&E 4~ 4-[[ ?zhl_qrophe@yl}-%‘ hﬁ.lbtrrgplé{wlng plWolan-# thoax'yslghenyll-l- "N
ClL C1 . Pips %nyl]phe yli}-2- 2-dTM{\o>g/e§yl %+Erpm%lr2 dnaégrqune, mp. 167.1° C (compound %

~.CH base - 165.2 6 cycl ohexyl-O C2H4 H
o SC%—"@& base . 168.8 7 cycl ohexyl -0 C2H4 CH

K g part sCl Agmmpé"‘ﬁﬁzo parts of 2-(3%ﬁbﬁlogroﬁ&p){e}ral‘%gro-ZH-pyr(aﬁrg 6 pﬁé%‘sﬁ—[i{ﬁ#ﬁb Eyr e of

' dichiorophenyl)-2-(1H-1,2,4-tri -yimethyl)-1,3-dioxolan-4-yllmethoxylphenyl]---piperazinyllphenyf}-2,4-

iS4 [ﬂ'ht b 03 ¢ 4rolohe S RARY U1 porm2iten Fycrorfiorind 4E 348 o NAABHRY) - 1. 3

L~ di-ox! #amflis was stirred for 6 hours at room temperature Water was added. The product was extracted twice

1] met heaty hRRerBithan - THe R8s dbkrhdtd) KBNS | Wastidd Ant Walsh T dRecs Htskec2 ard- dviporetiddl in 3- One
L 0.42 Raiub.SThe resiué b takeh DY Y hélyI50RzeRd SHIGRE DM vaid Yrapdiaidd Rirl. Thedisidlioriai Y |

- sul f.oxi garifiedBy ddlunfraghidinatdlrapfiyt dvpr Siied g& nEing\B fbxaire Gfftdiofobthineluad ethinob @8:L.

AR EF Cc bpivblame)tas elueraTTHe ueciraetions @sre GolbRied arid the eilent wheveipoEdieo Xheesithanas wer e
“addeds atrturatéd inmethgnoheTbe prodiict wasditlerédoff dnd keystallized fram methariol, gieiding Jt parte(8g%a)sof

~pour ed ' icist4d4- (el #-H2-(2eferdichiolvehqoyib2t (-2, Antiszobbyinmethy - diolatr4-aliredtosylphery’Hane. The

.. ext r.act. Pinerazinyiistenyil-2d-dikydigei raethyl-2H3-8etrabyseb-2H-pyrasr2ationyipeapylb -1 2:4trigzolt3-an8i ng a

U xt ur e meF 945 iCdpampownde®hane and net hanol (99:1 by vol une) as el uent The

" puge fracth8gmitamannes glerecneracaioreparedic el uent 40 was evapor at ed. The

© r'esT e SEAd+ 4G Iz 24 qichlorpphenyly2-iH-imiderl-vimetil S-ioolan-4-viimethor lohery{l--

Cfiltere PB‘F%'“V k3 iR Aoty -digolan-Gyiyagth 2(‘§!!T¥ﬁ"°'6*ﬂ"24"" 3-one; mp. 1048°C

I e e e

di oxolS p 0

-di hy - Tebs

59). c.sﬁzﬂ fto-1b dichloFdohdnG)-2H-PidkB5Hi-5imBth |)- 3-dioxolan-4-yljmethoxylphenyll--

cis-4-[ stk }élmlwar&m er[h&raﬂyé& aym% LybiyleRryRorH,2, X riBZek-Sile) - 1, 3- di
. oxol an- 4np. 135.6° C {(compound 65);
. -,ykLmst hesuliphiyb (2 4-dighorphengi- DY InidRas-Yimdinyichidryeliras- AmaBblyyphergti-1, 2, 4- tri az
*. 201 = 3- N Pipefazidylpnip2, @alhwrosaadetwrz{e«[d&radﬁrrdzrswn&-maqﬁﬁ%mmm ﬂ,@ﬂazpee-ﬁne of
' .-d| met hylmpsuhétn(cdepomees.tawred at 80 * Ctill foam ng had ceased. so Then

.t her e welseHeHl a2 4xdiffuooptehy22-Hil 20k dazbl: - irethpiit ddboxylet-hralimetrendoh@oyl--par t s of
- pot assi upmellaewl]m!anﬂh%l(2t6ﬂvexyﬁmw)-2;4-dqusiiﬂ-h2r4erb2bl@ronﬂ. nipo B8 Ccor@@nd*67)C. The
“reaction mxture was cool ed and poured Into water. The product was

- TeXt a6t &4eonle & di chl or omet hane: The ext ract vvas vvashed wth water, dried,

=filtered and evapor at ed The resid '@y co urm chrorrato rap y
“over. siljcAm °af1‘h fé-ltﬂz-?ﬁrdehhep'mﬂ @:h 4@! '25! ‘(“9‘9 A by
- vol ure) %’e PR “V“

evapor at2¥§_d -

Rl eférratﬂa.re’f@ﬁ ea?'fn i wﬁﬁ% é;ofﬁa[fﬁi e 3‘%

di oxolgms chromatography over srllca gel using a mixture of trichloromethane and methanol (985!5 by
| _yl 1 met hQihe)VaRYeubnt! THY BUtd Rectioht| ok 1¥chdd- atid (heNGi WasZovapordddl Pive/ REIR was2, 2, 4
di ydr @- qritieed ¥ mdtanbl. nd phodicd b filfer&N6k aerystdiRed frorf 24prdpai Ui (5.7 pdr
(64.2%) of cis-4-[4-[4-[4-[[2-(2, 4—d|chlorophenyl)-2-(lH-l 2.4-triazol-l-yimethyl)-1,3-dioxolan-4-yllmethoxy}-
phenyli}--piperazinyilphenyl}-2-[(2,2-dimethyi-|,3- duoxolan-4~yl)methy|]-2 4-d|hydro-5-methyl-3H-l 2,4-triazol-
3-one; mp. 109.2° C (compound 68). )
- In a similar manner there were also prepared: '
' 60 crs-3-[4—[4-[4-[[2-(2 4-d|chlorophenyl)-2-(IH-I 2,4-triazol-l-yimethyl)-| 3-d|oxolan-4-yl]methoxy]phenyl]-l-
: .plperazmyllphenyll-s S-dimethyl- l-[2-[(tetrahydro-2H-pyran-2-yl)oxy]ethyl]-z 4-imidazolidinedione; mp.
-168.9° C.(compound 69);
o crs-4-[4-[4-[4-[[2-(2 4-d|chlorophenyl)-2-(lH-lmldazol-l-ylmethyl)-l ,3-dioxolan-4-yllmethoxy]phenyl}-l-
_piperazinyl]phenyl}-2, 4-drhydro-5-methyI-2-(I-methyl-2-oxopropyl)-3H—I 2 4-tr|azol-3-one mp. 160.9°C
- &5 {compound 70);
-cis-4-[4-[4-[4-[[2-(2, 4-dichlorophenyl)-2-(lH-imldazol-l-ylmethyl)-l 3-dloxolan-4—yl]methoxy]phenyl]-l-
- piperazinyljphenyl}-2, 4—dihydro-2-(|-methyl-2-oxopropyI)-3H-l 2,4-triazol-3-one; mp. 1565.4* C (compound 7I);
_ :_:E-HH4-[4~[[2-(2 4-d|chlorophenyl)-2-(_|ﬂ imidazol-l-yimethyl)-| ,3-dioxolan-4-yljmethoxylphenyi}-i-
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. _:-_._.;-'.: EP O 228 125 Bl In a simlar manner here was al so prepar ed: '

;c|s 4-[4-[4-[4-[[2-(2, 4- dlchlorophenyl) 2-(1H1,2 4-triazol -1-ylmethyl)-1,3
;=g oxol.an- 4-yl ].met hoxy] pheny!.] -EP 0 228 125 B1 : |
p_er__aZI nyl]phenyl] 2-(2,2- d| rret hoxyet hyl ) -2, 4- di- hydro 3H1,2,4-triazol-3-0

, sz C co und . 5 Exanmpl e 5°A m xture of 2.0-parts of - . .
"i2-(3- bE 3 4-tkpzot Sone: o, 84.8%G comtpoiur 124-ahd 2- (2, 4-
~di chi OFB D ;nyl) -2- (IHI triazol--yimethy -1,3-dioxolan-4-ylmethoxylphenyl}- - . N
L2 AT Lazol P2 ’%"“b"rb%‘é‘al) AtH 2ok e190%8- T9HS Ryfeomppund i7Bler azi nyl] ph

':fi;'éfi:enylg &aﬂfp,eey hydro 5 rret hyl -3H 1, 2, 4-triazol -3-one, 2.0 parts of potassium o

_."hydroxrd'e-a'nd 45 parts of N, N-di rret hyl for- 10" manmi de was stirred for 6
“hours at A mRidlel & BRSaRt b Gs-3- was _extract ed twice.
- with dn-vlmﬁdﬂfoﬁﬂ'ﬂfemg%iper uﬁ%dﬁﬁ% g%ﬂ"“"' ?’E%g’g' FylmethyDiAdioxolany i e

:f4:| .t e ydridedlspeie 807 Shaits of (EIG-Hifhethy ﬁnarnﬁ&' ' medm?”ﬁ‘ nzenelqﬁs b Fﬁ”"benze”e L

- and ¢ ha 400! Thenathere WeRddad LSO PER &t 2-Bldfoniobrd wliws
- chr omatootnuapbvgrigticat 581 G. Watsr @& addésd. I‘ﬁﬂ: ﬁodﬁbﬁ%ag Bgaa ¥ [cla Jr 4n and

m3t haneimbined s@rably werd washyd wBh @il Rfied, filteted) BHE o apGtbd MaclE e ?eg ee% ed and
e .l RHfiRd yn solemm plworadtegthphyT loeer rsiiisa gelcusing Sa ixturd b ﬁlél‘ﬂd%ﬂ?ﬁueahep aftP
C(pembg Vplvreg) ead ebfofit. Ther pwre Yrattinhd ware cholfetiedNande the aslueht, wak! évhdbrdidd. + gﬁ par

( 8 5% $idue was triturated in methanol. The product was filtered off and dried, yielding 5.2 parts (62%) of cis-3-
ci s-4- !r" Af? 244'%&@ ‘ggerwbawuﬁ? ﬁ'@fﬁhh&r'lyditbyl)ﬂ.a-@iokélah-ﬂﬂlrﬁemg)dypﬂ%hw(llpnpb)\rdﬁﬁﬂjnyI )-1,3
o omig-0% 0] Ay Byl rﬂwerﬁﬂj]pyrgn -2-yl)oxylpropyl}-2,4-imidazolidinedions; mp. 150.4°C
'_.plpera XnLt 4d|h dro 5- rrethyl 2-[3-[ (tetrahydro-2H pyran-2-:yl)o
xS opya. i ' °d 94.5 * C (conpound 62). In a simnilar

e AL o -F4- 24- ] o ol I-ylmethyi)-1,3-dioxolan- -4-yllmethoxy]phenyi}-I-
manner yipneny

s oty ﬁ ﬁ{%‘? 1"8?'8%&'?19%‘% SErdimett- %wazqﬂdmdm el Ho.8r C3- di oxo
| an- 4- yl ] met hoxy] phenyl]-

. -pi per ambmpb Bphenyl 1-2-[ (2, 2- di net hyl - 1, 3- di oxol an- 4-yl ) net hyl ] - 2, 4- di hydr o-
-+ 3H-%, Z;4-Tr 1 azol - 3-one; np. 194.8*C (conmpound 63);

. The rg

" Ci S~ 4- [ 4A [rixtird of [2pdri, o 3hiBiaLouRRENE Y barke Jflcﬁ's' [ﬂ&iﬁg lz Ml%loropftnenyli ; -(IH-’ 3-di ox

- ol an- 42 yHtrareM-fimegiy 3Ryl imethoxylph | -
i per amicpidnpitary b-rarislofcholiidlind o b" o lubd 66 £ "39"" E o Hoarhie b QP OPY! 1
ree tlmes wnt dl:lll

Do le— 1 operdight rat 89 t¢.-ABte badling, Mater Was adkid

. .Ci 's¥4 Igropogthpng. Fhp pomtfirdd Hrgaiic liyars apd evapbr)atea 1n(Ja&bo| mﬂag“ﬁ,g Was Pl
.- 3-di "GF'EFPQ" Io orestibroge) lugingea yrituré of trichloromethans and methanol. (985 I 5 volume) as

p| per P'H clians warscoliaptéd @nd thetstuant! wa2 -efapofalell.Cthe abids Oraggblnﬁmédaﬁ a2-yl)ox.
(?Y;# 2‘" ZIPPE"%@G? amgl mvamonameahs pGdiot @ameuraebd Gbiathanol, yielding;

' '--CI s 4 étfft'& 3 E'Vﬂg dP-2 PR (45768 19 (Cle-3d4-[4HMII2-(R detiichiptophenyt)-2vpii-tayd-Yiazbi-i3t-di 0X ol a

A 4’5}/ I d thon]prgoy l-piperazinyl]phenyl}-5, S-dimethyl-I-(I-methyl-2-oxopropyl)-2,4-
i pra2| nyF '"ﬁ f ﬁl(??mﬂ?‘ﬁ‘dgﬁ)net hyl - 2- [3 [ (tetrahydro-2H pyran- 2-yl ) oxy
"']propyg‘;m 1, 2, 4 tr| azol -3-one; np. 144.8 C (conpound 66); and

ci\s~ 4- [4 [[2 (2, 4- d|fluor0phenyl) 2- (IH-l 2,4-triazol-1-ylnmethyl)-1,3

o-d |
pi L‘é?;ﬁ?ﬁmﬁgﬂé Y %E%ELUQ 62' (gf h'2"°ﬂ“°t"¥'l %’1%! 2'43 one;
Y 2,5 y

np.. 16&nskf paas(smréaﬁbﬁaé ris 9PN, N-
a ?\8 wa S l’ ﬁyl) 1 3
ure was p ure int

c:js 4*‘%:;3 htdreflut-tbrhpbratute dsisy & Watei SEBH&BB/
| OX@Rtamand the layers were separated {the organrc layer was set as«de The aqueou
4- Y] Wi tukacbipiaTopl ikt vis ool il 9 AN by an.’eu Jvasfi‘a ?ﬁ-{ s £, 2 410
i azol w&s wasked vith vatea tiexl, filfored and eliapoTatéty Qe Q&dalmsﬁrﬁb@& g, hpaf ts of
N, N dPYpe i gebupinarh dexivia ot sichiommeethdnerand miagiiol. e:l DY Vbiume)- aL J?u’é bt Sneburdt
-2, 2- df’?Fé?Wﬁy'Yefelcfﬂemdomltbmemamrmahmpdwamnhammw Wa ey Ralliz6F réh btniffel. Gmérdd
and_t % e'"twa% off andrdried] visiging 1.3 party29% tof SOB{2q4-[AT4 [ (2, S-GRMIbrBihenyl) BRIHC eact i on
nifu iz df"?ggy H*V!P’PH"'\MH’E?‘“OXYIIH@nmlmmlhmnﬂm-na}emﬁaionmwmz
~di chl orq 1 ,%r% M4 was dried, filtered and evaporated in vacuo.

' rF 8'° é 9PRH chr onmt ogr aphy over silica gel using a

2-(l ,l,@,%@;qlrgwagm(ng d@xolang-ydiyleﬂmdy]phm)/l] tvas el uent .

mxtu ] :Ih'
FE‘B ny hrﬁé

Thegs Pi- g_ cafp B MPvIBRS O ogmmoandstd);  The
resi d [ nyir2:( '"'°‘ Péﬂ!mc'rvllmataommwm ed of f and

' ifl
i) 9
~.cryst I ] zeI frygmsgfr plgﬁo °Pr3P g”S'"“f’ ?“E°§'°('%4"‘Eo/d54 536 (compound

Ci'S- dad drditdl ! | met hyl ) - 1, 3- di
Gt T

3 dloxolan 4- yI)rrethyII 2, 4 d| hydro 5- rrethyl 3H1, 2 4-triazol -




-3-one, np. 109 20 C (corrpound 68) In a simlar manner there were al so
"“"—pr epar ed; 50

€l s-3-[4-[4-[4- [[2 (2, 4-di chIoroms)fzaﬁﬂl—I-l 2, 4 trlazol 1 yI nethyl) I
. =di oxol an-4-yl | net hoxy] phenyl ] -1 -

-Pi perazl ng phen I 5-dinethyl -I-[2- [(tetrahydro 2H- pyran- 2-yl)oxy] ethyl]-

20 4-im Rl Bﬂ'é"hyd" (- "PBB' %O@I(Ybéﬂﬂ)éérndzoﬁ&yne mp. 170.3° C (compound 80j; co
Ci's- 4- [ 2T [ﬂr 2 wh!@fmhew')@r( midarpl-hyi-methyir)3idiexeknAclimethoiyiphentyl-) - 1, 3- di ox
“-ol.an-4- y‘f' ;‘_?‘ i%% ; |(Emeg1_ .52 ;:é)propﬁ) |24-imidazoludmed|one mp. 1i7.4* C (compound 8i); o
.-plperazi-Byl virpathyl)-. Breipxolan-4-limetts lBFF?gVI k3H 1, 2, 4-_ )
“triaz %I ok -?r z difydr g‘gq ‘g'ﬁat@"%@x’() ﬁd’ t"PB‘);?g’r‘]’B? S opogopd

. 'pggnf/fl ijl ? Lﬂ—r[@ﬂllﬁr& L—hlfll?bf(‘pl’l#yb mllq?%mnazol-lyylr%yn){% 2I|oxolan-4-y ,gé%x‘%gheﬁyli’ﬂ ] met hoxy]
iperazin

B ey b TR Syt 2 rogonysy 1A et S 765 C GRS B9 {0zl 3

= one; sdPeExahpieid- C (conpound 71); cis-4-[4-[4- [4-][2-(2, 4-dichl or ophen

I) 2- (I wimrdazol -1 -yl et hyl ) - 1, 3- di oxol an- 4-yl ] rret hoxyl phenyl ]-1- (err)

" (err )  ER nfixte 3825 Sakts of 3- cmoro-z-butanone 6.5 parts of c: {4-{[2-(2,4-dichlorophenyl)-2-(i

Pl pef azi 1apHIabo T AR oR IS BT a5 ity o SR A SRES D

‘18 .C dne.d@ypansnet sédigm hpdickide and I8 parts of N,N- dimethylacetamade was stirred for 18 hours in an oil

Ci 5- Afsd-Hath- 4t 801 G: Aftbi2coding] ariotner mpos oy bF Rt bi-b-dhioks-BbdnbRZM-0l6 iRt Bodlum 1, 3-

di oxol arhydroxide ware ladriest] Thia svhyib Jvad stirred for 24 hours in an oil bath at 80° C. 40 Parts of water were

. pi per aziaqged; Bhecproductowas-setirdaied mith 375 partsret tctoyontetihe) Thd-bxirack wés itishe Gith- waatedne;
np. 178.4RET ?S echd pveporatpyl. Theagesidue Waspuifigsl by Golumnichmomatogranby oGer Siligacget asingfa

ciesB:] 4'" H’e ’['02%92*'8!1@ #ndanatiend 94 Ry voluns) eq ﬂuent Thejpure fragtionk wére\cbiletbdignid) - 1, 3

- -'di ox¥l °6fTha fesyaﬂwmoae P 2REop s¥ieed pyernight plirecsy tampergtirp.
phenyl'] - I“E °ﬁ 2'% el és'ﬂ'éma eﬂfﬁf f{?&I'Q"S)f 37 pertsd3H%Iof cls- -
~_hydride:] \ °" ' t ycielendyimethordobandte 7 parts of
benzene '° pr '%ﬁ? oFF;npedoameopund SAk Ep lass@uigar t s
of 2- 453 ! "‘° “°'6IW ! eyl "ﬁg“wa%" 8 2 the Jptior
overni gmaslﬁﬁtvﬁ wuth atet. neﬁeﬁl vﬁf&lﬂ A 1!%1{ w C‘gasWI th
.. dichlor AR Piter cbBifig.CtH a?ﬂpér d, Yot 85 &n 1??3&01 g‘g).
Pl ter ecisaraeMaRes, ﬁg &ﬂbrdpﬂenW-ﬁJdﬂ-lzl o ﬁ‘y?nh k. xo&H—4~ eﬁgi
. chromat GierBMYIPRMEF2,5 tihjde2-RbthSLoRsbredyHBR AU-farBits- $nre'( e and
- .met hamol (98.5:1.5 by vol une). as el uent. =Thé pure fract |ons were col | ected

.. ‘and. -t he: Bxbyell. was evaporated. The 15 residue was triturated in methanol.

.The-product was filtered off and dried, yielding 5.2 parts (62% of cis-3-

C[4-[4-14-[4 mwe o 3parts ob busaio wsik anlfycifdet-# lpar, of ois 3i GEGH-H2-2Ykoichlofuphonyia- fh-di oxo

- an-4- ylnideeHyinsybréhgieiplan-4yiimathcavipheyy!H-piperazinyliphenyll-5,5-dimethyl-2,4-

= (er r)3; idezaidingg pnelz pg gft Tdmpyul-bpyzﬂinwmqamdzaq/bgrtsw]dphlaplyibt]mana whs istiredaz ol i
~di nedi or?é""“g“t aF\/Pﬂ“" t° o7 hole wasr $tiréd: withpa erdiuny Bydrogem carbariatei | ar
‘manner sal dled by .column chromatography over silica gel using a mixture of

Cig3- 'memyr_g fractigng were collected and the eluent
- triazg I é) %,
- pi peraZI L

' e ?"8

p ct yas filtered off and dried,
met hyl ] -(é, azo |

I- s H |m| ol -l-yl-methyl)-1,3-dioxolan-4-yl}-
igmidazpfidigediena; . rﬁ?oun PeRSG
Exarrpl e 8| 5s;ﬁ,,|gn,ggnhgrq,egfwele§so 3g.0f 3- chI or 0-2- but anone, 9 parts of
- Cis-3-[4- [4 [4-[[2-(2, 4- dlchlorophenyl) 2-(IH 1
~ 2,4-t4si azol - 1-yl net hyl ) - 1, 3- di oxol an- 4-yl ] net hoxy] phenyl ] - | - pi per azi nyl ] phe
' n-yI ]-5,5 di methyl -2, 4- i m dazol i di nedi one, 2.0 parts of potassium carbonate
" and 90 parts of N, N-di nethylfornmani de was stirred overnight at 90 * C

- After cooling, water was added. The product was extracted three tines wth

- dich- 30 | oronethane. The conbi ned organic l-ayers were evaporated I n vacuo.
‘The r%si due was purified by colum chromat ography over silica gel using a
. m xture of trichloromethane and net hanol (98.5:1.5 by vol une) ‘as

66
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' e_'nt The pure fractions were collected and the el uent was evapor at ed.
The reS| ‘due was solidified in a nixture of 4-nethyl.-2-pentanone and 2,2
;' oxybi-spropane. The product wasEPWiZ28rased i n net hanol yi el di ng after
~filtration and drying, 3.5 parts (46% of
e 3-14-[ 4- [4[[2 (2, 4-di-chl or ophenyl ) - 2- (1H1,2, 4: trlazol 1-yl- 35
smethyl ) - 1; 3- |ox an- 4-yl
CFE-( 1 et hyQ\ jxopropyl
Exanple 9 ' ]

=48). _

: of cis- 4c@r§—[¢1m
Trriazol-T-yl methyig =1,

- 3-di oxol an-4-yl ] nme Béra) )

agbenzenanlne 5 parts of po &SSI 1), ¢ Q%Q?

- Ny N—dlnBthyIfornanlde and 90 parts of nzen- st' gor 8 hﬂﬂﬁﬁ at:
~reflmax-tenperature using a water - separat or . After cooli the reaction
_nlxture was_jpour ed rnto warer anu tne1azFrs wer e separated (the organic

-2, 4- imdazolidinedione; np. 120.5 *C (conpound

'[orophenyl) 2- (I H-l 2,4 _ -
Y "f"ol i di nyI | dene)

“Tayer wi8: st aside). Th® aqueBBs(Cdyer was extracted 45 with ethyl acet at é.
-:-:Thgag act. was conbined with the-organic| l'ayer, which was set aside. The
_or I C, shed wth _water, drred, filtered and evaporated. The
.1 esiBue vvas&fsla\é% by col- utf chrdﬂﬁt%gr phy over silica gel using a .
m xture af arrr-col oronet hane awd. msuhart-'ol 99:1 by volune) as eluent. The

. pure fr -4gre collect eQHand HQE nt was evaporated. The residue
-i_vvas cry taI ﬁied from et hanol™" The "product was- flltered of f and dri ed,
91.93Hgz¥Qs (29% of CH 110.7

i 5- [ e[ z'h4-édl [[2-(2, 4- dluchlorgggnqp )-2-(IH— 50
1 2,;tri

| net hyt ) - 1, 3-di oxol an- 4-yl]] met hoxy] phenyl | -1 - pi per azi hyl ] phe
: _nyl]l n: g]- nTCaWi %P0l i di nyl |- ¥ but AR+’ fnp. 146.3 *C (conpound 77). In a
i: gl?;?r :fzr?;g-w{re ﬁe&?f ?Lmogﬂggs@eﬂz- (I1H1,2,4-triazol-1-yl et hyl)-1, 3-
- di oxol gn-4 In‘eﬁ oxy] phenyl [~ % Bazi nyl ] phenyl - 2, 4- di hydr o- 2-

“==met ho 9&”&]11 @d[utccz 4-triaNol - 3- 332 m:, 169.5 C (corrpound 78); 55
©Cis-3-[4-[4-14-] 3 (2,4-difluorophenyl)-24-(IH1,2,4-triazol-1-ylnmethyl)-I,
.~ ¢Oxol an- Z-yTTTET NOXyT PRany ==

Lpl. pé?a2| nyl]phenyl] 5, 5-di net hyl - 1- (- net hyl -2-oxopropyl)-2,4-mdazol i di nedi

rone: - 4.5 C (conpound 79); _

el sty Pemplei2 1 [2- (2, 4-di f1 uorophenyl )-2- (I H 1, 2, 4-triazol - 1-yl nmethyl)-1, 3-d
- i.oxol an-4-yl ] met hoxy] phenyl]-1- 20 EP 0 228125 B1

. ..pi perazi M ﬁéﬂﬁ | °f4?= 'mt RgoayL hiorides t4naits oF- ciniglGiaI2Y2, Btietlordbhdnyly2i azol - 3
on e;ss ._ lalg I]methoxy]phenyI]-l-plperazmyI]phenyI]-s 5-dimethyl-2,4-

uteglcﬁe nsgn qd [3pypartsi ofl dighidrorhetiyane wast dtiréd forl, 3- di O

of N N-dlethy ethanamine were added and the whole was stirred and

. Cis- 3- - o
: on an
| '% ‘§§' i3 ixpure ‘%asg yitha %?Ekﬂﬁr'wﬁfyw -carbgnafengolittiore Mhedi nedi o
ne 4Jmmet ﬂéln dorl by IC Eé:f: re coll gjlica g ng a mlxture of tnchloron_rrethane and
Vapor:
[2: (2, wasdmﬂeu%maaeaw i hetogtap - i ottt T e S Sebo Tt 4-yl ] m
e oxyr}mifuaay 1 yl af® and hexane (49.5:0.5:30:20 by volume) t. The fraction ol
- pi per o el dehona ebepdiatha AnB Y106 2 c?ys(ah.z Ay Ol e Sy tri azo
1 - 3- onitid, yipicingl 6.9. SAC (24960 6 Gl B44- E[2-§ ichloro, henyl)-2-(lH-l24:-tr|azol-l-yl-meﬂi\VHE?
. Ci s484- ormlérﬂw'M'{oadmhanm-ldapsrhmwmﬁwk mthGHL . -rhethyb-Gbdrbdy 44! hyl)-1
..., 3- di d%igezetidinediphd; mpt II@X § qompount Ps)1 -
-p| per aZIIHml-@[fHdﬁ%%hmmemmd 2- propoxyet hyl )-3H 1, 2, 4-tri azol - 3- one;
mp. 1483 (@rctlic®®iopheid)-2- i bapatigzoll Hiridthiyl-K3-di6xe! e othd: by Of
3-chl dP[BG"EZIl[ydpf}gnﬂ}-ﬁ&-dl@et!;yl-g&ﬂmlgazglfdmedlone, mp. 213.2° C (compound 36) Vi xﬂ&fe A
-~ cis¥4- %4 !4 [4-[[2-(2, 4-dichl orophenyl )-2- (1 H
1, 2, 4~ | -1- ylnethyl)-l 3- dloxolan 4- yI]nethoxyIphenyI]-I pi perazinyl]p

. henyl] 25 xgure % -triazol -3- one, 1.6 parts of sodium hydroxide
and - 1% iﬁ:{ f’ﬁﬂ; gd?"é[ﬂ’&wyrWé(Bhegxlklwrpéfezmﬁphem}%matbylﬂmm oil 15
I?E-n% Pﬁ

'i-_'-bat JE Qﬁﬁox . Lﬁ' gfpityﬁroahengl) 2 ¢+ triazoifylimethyl)-1,3-

3 chl QhRsridihd i ;t%@fm f P@W@%P&@s\mﬂé%amwf Nire whol e
Qﬁieé“ﬁ*%ﬁ“iﬁé‘ﬁiﬁé i R s Tkttt s
y off Bheedi

“extract Vas was hedlcwma?'ﬁawat er. r| e %r% e e?gar% 75'“8\’7&88?%@&’93%““}%& due

was- pur|f| ed by col um chromat ography over sili-ca gel using a m xture of

- trichl oromethane and met hanol. (99: 22by vol une) as eluent. The pure

- fractions were collected and 20 ‘the eluent was evaporated. The residue was
boiled In 2-propanol and stirred overni ght at roomtenperature.

nmet hoxyl phenyl ] - 1- pi per azi nyl ] phenyl ] - 5, 5-di me't'hy_ o

re of 2.4 parts of 3-chloro-2-butanone, 4



__The"product was filtered off and dried in vacuo at 60' C, yielding a flrst
““fraction of 2.7 parts (37.5% of cis- 4-[4-[4-[4-[[2-(2 ,4-dichlorophenyl
AR 2 ,4-tri azo |- 1=y EPIIIEEszZ!im 1,3-d exo | an- 4- y '] meth

ioxy} ph‘e"ny"l] . .

: p| per-azi nyl]phenyl] 2, 4-di hydro 2- (1-net hyl - 2- oxopropyl) 3H1,2,4-triazol-3

.- one (conyfisdrRy lpmn W#@@mawe siicangel juoing: aywiKture ca| tichlstopgthensclandhvetesnole nt
“was - evai¥hdeRy. volme) wasspluRnb The oura fragtions wergcellectesh anghihe elugstcives WéaﬂoateﬂeThBZS

‘was dec a{?ﬁ"é’a ey U@Pﬁé'r" a49t5wr9a?ft tma*vl#@@ 05% .% Ré M@roaaneahe @replﬁ@tqgu

resi due ﬁ A 4[,(% "ﬁ% (l The@ragy éll’ﬂ"r t;{;a
d d° .. % d - 13-
A]E ![ Zr c l' e i ?’yﬂ‘ g%?igg ?E‘ﬁ'y"’ Yl "g°;'3é’€8nd
f.raCtlon 0I és. g 9\99f SO pre .
oS [ng% a e f 5 i@iﬁny)o&.-yﬁ.;e b Gl 4R roHTE Y1) -1
Jbl per gzr ib\q%f Byl ] - ' g‘ﬁﬂ ydrld rg y|-2-oxoef}t1ny|]-2 4-9:?(1)%?6%3;!6!6;'-%:%!&0{9, m% I‘%:iral gé ol -
-one (comEpe 42,4-déhidropREHR)-8-(it.2, AriBoX L yihdnyBh 3-diokh 4S1R £ aci
an hydrl %ram&g];i—dléﬁ%ﬁﬂ-%ﬁé%&&blﬁ&%ﬂy%12;fﬂaﬁéi‘l‘ggh@g‘lﬁ d|3 (k& mp.

i nd dazolilobg (compduyid $9):1, 3- di oxol an- 4-yl | met hoxy] phenyl . ] - 1- pi per azi nyl phenyl
, ] 160 chse-{ A [4-B2-(4-fiBGophbinyl) BeiHe) b j4atatilyimetiyl)-1 3-dprdidnst-yilinethoxylphenyll--piperaziny]-
N, N- di mephény|1-34-nsshyl-2ioxopmopyiie-ididekolidi@ng) apt 182.97C @ongolmat i00)ymnttane was stirred
: pver ni:glvis-2ee-(4-wbrhapkerybirpethytorathy M- 4l#-{ €[22 4-difjvordphenyMadH .2 wirimzabtyimetiayd)- Wi t h
catsodi- uﬁﬁﬁg@mlaugiaﬂmambm&rl-mwa;mvllphenvlTH.é-dd)vgerw-bz.él-mgmlsa-ms popi f i BP° By
- coI um d?ﬂ"t?ﬁmd&@r aphy over silica gel u5| ng a mxture of trichloronethane
 an'dn¥¥t hanB[2 s{miier manpey thees eralgo prep @g The _pure fracti ons were col |l ect ed
‘and the _Efe'gg Hige 4 rgnha Yiig- Ot : ’F’%@"‘ i Himethexylpheny -
(298[%;) pa;?b% -{4- [?W) uorop eny'rﬁ -?m azol- -ylme?h!}% Sg?oxo an-4-y methXxyfaLenypp 4.0 parts

SRR ol e T T, MR

- lan- g (0. 3 -
et hoxy] ppﬁrazmgfllrhefyll 24-31?3&!5 2n (2|nrochlohe1()jl)-3‘Elr g&glazol 30m1 (chE%JPdr BO?)Z, 4-i i dazol i di n

ed| 0Ne; Exafiple 14166. 3 * C (conmpound 85). In a sim I ar manner there were al so
prepared—tﬁo 65 21 EP 0 228 125 B1 (err) (err) 5
(8 )30( erri nibacre ol G.7( a8 Jof kfa-[4-(4(rParbypRbhyl)-Ipipdragiflyllphenyl]-3-(-methyl-2-oxopropyi)-&dth-
;;j 124  ( edazglidiperter )8.8( parts) of( els-2)2, 4-@fiuoioptieayiy-2-(HB1,24-ti@6iFyimdliyl)-1,3-dioxolane-4-methaniol
: ) methanesulfonate(ester), 180 parts of N N-dlmethylformamlde and 135 parts-of benzene was stirred for a few
~-minutes at 165° C. After. the addition of 1.2 parts of sodium hydroxude. stirring was continued for -5 hours at
: ‘room temperature and water was distilled off azeotropically. After cooling, the reaction mixture was diluted -
96 with .water and the product was extracted twice with . dichloromethane. The .combined extracts were
' evaporated in vacuo and the residue was purified by column, chromatography over silica gel using a mixture
" of trichloromethane and methanol (8. 5:1.5 by volume) as eluent. The pure fractions were collected and the
“eeo . eluent was evaporated. The residue was triturated in methanol. The product was filtered off and crystallized
' A\, . from 4-methyl-2-pentanone, yielding 4.9 parts (50. 8%) of cis- -[4-[4—[4-[[2-(2 4-d|fluorophenyl)-2-(l_l-!-l24-
40 triazol-l-ylmethyl)-1,3-dioxolan- 4-y|]methoxy]phenyl]-l-plperazmyl]phenyl]-3-(|-methyl-2-oxopropyl)-2-
imidazolidin-one; mp. 163.6 ° C (compound 105).
In a similar manner there was also prepared:
- Cis-3-[4-[4-[4-{[2-(2,4-difluorophenyl)-2-(IH-imidazol-I-yimethyl)-I,3-dioxolan-4-yijmethoxy]phenyl}--
plperazmyllphenyll-s 5-dimethyl-l-(l-methyI-2-oxopropy|)-2 4-imidazolidinedions; mp. #55°C (compound
45 106).

" Example 15

A mixture of 4.1 parts of |{4-[4-(4-hydroxyphenyl)- I-pipera2|nyl]phenyl]-s-(l-methyl-2-oxopropyl)-2-|m-

50 idazolidinone, 5.0 parts of c|s-2-(2 4-d|chlorophenyl)-2-(|H-l24—tnazol-l-ylmelhyl)—| 3-dioxolane-4-methanol
methanesulfonate (ester), 3.0 parts of potassium carbonate, 135 parts of N N-dnmethylformamde and 90
parts:of benzene was stirred overmght'at 110 C with azeotropic removal of water. After cooling, the reaction
mixture ‘was diluted with water and the product was extracted three times with dichloromethane. The
.combined exiracts were washed twice with. water and evaporated in vacuo. The residue was purified by

- 86 column chromatography over silica gel using a mixture of trichloromethane and methanol (88.51.5 by
volume) as eluent. The pure fractions were collected and the eluent was evaporated. The residue was
triturated in methanol. The product was filtered off and crystallized from 4-methyl-2-pentanone. The product

was filtered off and dried, yielding 3.3 parts (45. 7%) of cns-l-[4-[4-[4—[[2-(2 4~d|chlorophenyl)-2-(IH-|24w
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T":""E"":':'Exarrpl e 12 A m xture of 4 parts of 2-methyl propanoyl chl dri de, 4 parts of -
.Cis-"3<[4-[4-[4-[[2-(2, 4-dichl orephenyl)-2. 35

'];:phenyl] 5, 5 di met'hyl -2, 4-" i m'dazol i di nedi one, 4:parts of -

NN di et hyl - Bér_l di nai ne and 130 parts of dichl oromethane was sti rred
i tpﬂg&'ﬂ'ymmhy' qigrelan-t-pisatheryiphenyli+-piperpzinylehenyll 3-metat-Arapronrdini ne -wer-e-

wxture R [2_( ‘ﬁe'%la'%‘&!_ -| en carbon&t e%‘ﬁostu?t on. The | ayer s
mxfurs?) %ﬁ b’ !ﬁg ?y p°"'f‘ gure
| o ro Bél azgf El‘é'ﬂ-% rfi %loxo ey? p %eéaz (%lé

: furt"heﬁg%J dr 53}' J2e N £ Sony 0\7e¥’ % g gel u3| ng a mxture'

.of trl%ﬂg%rret hane, rret hanol et hyI acet ate and hexane (49.5:0.5:30:20 by
vol wrey—as—el uent. The second fraction was col | ected and the el uent was

.- ~evapor at R Gnixtkd @ 5.8 phrAUR WRJ4-FL-E-B 4 dichRFbphdn HEBRbzol- Hiktriy) PHldGloaHAS
- #fd -t ereghmdinbxypRhyii-bipélazingiighbrid1 8 8- dglea\ypkﬁ- f®tr. #%%H-ﬁf'ran 2-yhoxy]Jethyl]-2,4-
- 'Ci s- 3-ifnidadofididediond, 3.6 (pdrtsof Gbrebiitated pfRstHiolic atid hdbaks 3f Methdnbicand 56 Yartsre it ) - 1, 3-
- 45, . was stirred overnight at room temperature. Water was added. The pH of the solution was adjusted to 9~10

- di \axo| veith -pdtessideirivoaty.] Thb @rogid whs piygaiized; ifittydd ofpdnenaken uibinTatiiorwmingre: The( 2- et h
Syl = 1- oxgapic dpypt yadbd; filtered cand levaporated iin Masuo. (e rdsidde AvaC ritwderhibunethadd) Thel N a

© si mi | aaroduetryee fitergrbofbandcorystaliized flometynsteydt2-pentanone, yielding 1.4 parts (60%) of cis-3-{4-[4-
oci -1 -[ade3A d"?)ﬂofq);lmw) -fit4.3. 4 ripzol-iragtayfil. 3 dieysiee ﬁ%]g‘-etmlphﬂnsﬂl"?mmpmﬂhzoI 1-yl me
thyl ) -phenylir2ydiosethy) FPW\EI“H@)@;}'P%@PF&MGPW"G mp. I73.4* C (compound 110)

R Q\ { are-w e : _ 2 -
E (C\gﬁceﬁrj%[:%“g'w?_ " there; wege alsq,prpRa(Ad | m azo d| ne hoxy]pherq})] ) 13.2 C
2 - i ‘2

h%"y.g('gi I %ﬁ F hyl - 2- 0x0
sy %gzg B g Eﬂ%:} m%.aw %° *’""th IT:nI FEL

- Cl st[ [( 0|
~.di oxol { um hydr oxi de
: pel | et%f:?e e ,%E“’L'lé‘;ﬁ” gﬁ&aﬁ?&' 'ﬁ‘*ﬁ E“ﬁ?%n‘ fﬂﬂ%ﬁgﬂﬁﬁ% iy g&e&%aﬁﬁd at 55
= C Unda[s) nit rogen at ITDSp ere. ter COO | ng t e reaction. mxture was

~wdiluted with water and 2 parts of acetic acid were added. The crystallized
phogiCExampis 17 i | t ered of f .and di ssolved in trichloronethane. The organic
layer was dried, filtered and evaporated. The residue was 22 EP 0 228125
Bl puri f Aeuixtirg 0¢6]5me1s ofheip#riati (i EREAY-dioMarophenyi)i2e(l-igiebzoblsyinmethy b Srdimiolan-g- Of
_ 1 ri chl viimetestylphere ! :-bpigeraziny fiphenyl]-2{ (@ .8-dBnethy B.3loxelat4yDaipthwha 4-dihyder3H-L2ZAe  pur e
ST act i ere-Gmme e228oatte of tetrhydnelurart; 90 pbrtsef wataand Gurapie o coecdntratpd dydreshlode ecidia s
-' ‘?f-'t i #urwasstivadrpvenight,ef (poe teypperpiuie: (The m@hwﬁ@mwemdizez Wlh BR%!U@ma@m The
,?,—fpr eci p(PT'&PEH'E’BrPGB%Q‘tW%W"PlaW"ér'E'H REduct v filkarad-qffa vasheds
s ent L Rutanoieiding | § parts Ggre) of cislt-iedd-tig-@ 4-dichlorphepy])- 2' a@"b!r' aghvi) '3 parts
. ( xolan-&yl]metho Iphenyll-l-piperazinyliphenyl}-2-(2,3- dlhydroxypropyl) 24—d|hyc|ro H-l24-tr| ©ol-3-
gl ‘grgl T"ﬂ “ar 2 ?;dvdv:glaségrgroe%henyl )-2-(1H1,2,4-triazol -1-yl nmethyl)-1,
met hox

. 4-dichloro hen h-2-(1 I trl 0l-l- 1)-1,3~dioxola limetho; y] he %é )
~ phenyl ,@, hy E%d@ J‘MF ;L ?!E‘)ZL ? %[ a?yaé-é,d%ng Lm&um m | ar
Manner g E;h EW(Q%@&O&B%@(@QaﬁnamF lmethyl) -1,3-dioxolan-4-ylimethoxy phenyl]l

Ci Sat-fifer pﬂer{yhi(s(h?dréxygaowntu;am&m Lm.aazéniaiﬂadlona fip. (8503 @omboudd M3t hyl) - 1
, 3-di oxol an- 4-yl ] net hoxy] phenyl ] - 10

' p| per apiamgblgohenyl ] - 2-[ 2- (4-f uorophenyl ) - 1- met hyI 2- oxoet hyl ] - 2, 4-di hydr o-
. 3H1,2,4-triazol -3-one; np. 143. 60C (conpound 98);
ci s- 4- [4A[M|xt[1r4-of RB-patls of-ai-SeiH{alqRAgICHIorddhéry2-IH-D2, dribzol-Bytrodthyl)- g-dioedany | ) - 1, 3
- di exo¥ ﬂmemoyy]mgmf}ply?mﬂgﬂepyl] H(2,2-dimethyl-I,3-dioxolan-4-yl)methyl}-5,5-dimethyl-2,4-
pi per aipidesd ﬁ'yﬂ‘i l“«ng}5 Pparttof di-Hipxine 75 pérts-afwatardnd B-pastoof Topsaatraield diydrgdhlori@didl | 2, 4- t
ri azol ‘”*5‘ Ytied ven h'e%h’??ﬁt'@ P°’ re. ‘Nﬁef @1@0@5“'"'(93 ‘('ﬁ!?lﬂdds‘b The prduct was
cis-1- ’9{’&’“ ﬁd g;;ﬂ- °d2°‘ f" osps ff_apd ET’%’EY'H?'PS L8 3-dio

xol an- ﬁ g- )é | 2 4-triazol- I-ylmethyl) -1,3-dioxolan-4-ylJmeéthoxy-

. pheﬁ5y| %’%1"'” %F P’°j’¥ Byhafrimisazlidinagione; g > Mg- « '@?é‘orrpound
err)(24d|fluorophenyl) 2(IH—124tr|azoI-I yl nmet hyl ) -
1 3 d| 4- yI ] met hoxy] phenyl ] - I - pi per azi nyI ] phenyl ] -2, 4-di hydr o- 3H-1,
4 tri afe&@o - np. 171.9* C .

24

"-"""(I F-1, 2,:4-triazol - | -yl met hyt')- Ep@-298a26BaN- 4- y|-] met hoxy] phenyl ] - 1- pi pera2| n

-' added: '@HGZWW"W@W\/&%@SWW%WMM refluxed for 1 hour. After cooling,. the....._.._..-_.-_-_



_Lj(conpound 101) In a simlar manner there are al so prepared:

- cis-1-[4- [4-[4- [[2 (2, 4-di f 1 uorophenyl)-2-(1 H1, 2,.4- trlazol 1- ylnethyl) 1

= Zadi oxokan- 4yl ] met hoxy] phenyl | EP-0 228 125 B1 E '

__*plpera2|nyl]phenyl] 3- [2 (I nethylethoxy)thyl] 2- |n1dazoI|d|none (conpound

T St 4[4 b utagfpropheny L2l Aoy Myl Appan 3. i ox

LGl ans Zgi} 42}41 enyl]23-d|hydr 2-(I-meth l-2-oxo-2-phenylethyl)-3 24-tr -0ne, .

Ll f 2T B - d 0 t re R

_.____.“_.:E)Icger gulrt s%g’t;% re wés acidifie wi ;‘8 oor%e trated%dgy}:rgéﬁ aéczlcf lgf’i’ 2 andgfnb?vh was s%? eJ‘ 3__ one S
X reaction. mixtur with. water and treat SS
cis | %—% % J? i 4..9&{ §,9 L) St L S N e i ox
o a4yl L5 X r wated cha filtor poate m VaCuo. B
-PiPET aZLLN, ]m-@tms n@?@%}féﬁifb et Ty gl - one;

S (-conmpoy [@@é}diﬂﬁ* y§-2 triazol-l-ylmet l)qh)& H{Ieﬁl—m methdxy ﬁJan -Merazingl :

-4 Aph A2y ds RRE Makoky-| -mm“m%ﬁezawam Ii-dihQﬂMthol% ond; TEIEDE { ¢ ZompoaRd iRy | ) - 2-

i m i dazoFéigwiRghe sarfle Srodedilird SndQdsing equivalent amounts of the appropriate starting materials, there

.. Gl S- 2- (wardlaish grépaaophenyl ) -2- (1 H 1, 2, 4-tri azol - 1-yl net hyl ) - 1, 3- di oxol ane- 4-

~onet =_anodus-mhﬂﬂﬂammlmaméwem)l2+1rﬁEb|-pﬁmét5yl)a;B-ded1éndwmmbhwyprMm de and

R JparfigeraahylpeheaytiiéR-weoxskmathylpebp§ips 5-dimbitiyl-2aHmidepldinatios 5-  @p. Af ti88.6'tChe
_”addlta(ﬂnnmbmmlm)parts of sodi um hydroxide, stirri-ng was continued for.5

_...hour s adis-4-Hd#i4tii2rdEdighioroptenyi@:(fldmidazolizyimethyB4.3-ditxeldn-dimethoxdeheoyiHc al | After

- eool i ngpirerdginylipbenyt-2.4dihydroce-(Arhydsmeysi-resithy ipropyl-BeethylBth2 hisiezol-3-on%  MhAe '?ﬁ%dﬁj

- was ext{Femroud B8 ce with di chl oronet hane. The conbi ned extracts were

: eygporated in vacuo and the residue was purified by colum chromat ography

r‘rover”%L@fEB_ﬁﬁ u5|ng a mixture of trichloronethane  -and nethanol (98.5:1.5

j'.":'-.’;; ??Egliéf e}“ Xy r%e y gi% - ﬁi—i hg- @g%%j ﬁ% 54-?}: R tjé‘-di & Pe.Qt was
S partg (& \ 'ééTére uﬁ&?g‘ Q) an &M&Bﬁ&g&ﬁ% i?f} ﬁ 20
aom Q‘% hufte temperature, After the addition of 300 parts of water and

_ ik bk
-yl ] net W&.m %mnhal mol Q@ﬁ&%@ﬁ‘olvmﬁfw\}s]amgé' (The PRAURY WasZmbrs® Bif @Rt érystafiized
1M daz okdnfl2-propdns; yidBing gﬁﬁarﬁ (84%%) (Of- EI-PHBEk- 1202 I-dichibrofheiyiyP-(HAMIdERIKAetiiyl)er €
Was al si- qwxaaac-ﬁwetmkmznﬂwpib&azﬁrﬁljphenyl]-z 4-dihydro-2-(2-hydroxypropyl}-3H-1,2,4-triazol-3-one;
[[2e(2m44mw1unemmmhmnm)) 2- (I Himdazol -1-ylnethyl)-1, 3-droxol an-4-yl ] neth
_.2oxy] phenyl ] - 1- | |
“%plpera2|nyl]phenyl] 5, 5- dlnethyl-l (1-methyl -2-oxopropyl)-2,4-imdazolidine
:g;dlone np. -115.5 *C (conpound 45 106). Exanple 15 A mixture of 4.1 parts
of. -
:fﬁi-[43{4 (4- hydr oxyphenyl ) - | - plpera2|nyl]phenyl] 3- (I - met hyl - 2- oxopr opyl ) - 2-
-im.. 50 i.dazolidinone, 5.0 parts of
cis-2- (2,4-di chl orophenyl )-2-(I'H-1, 2, 4- trlazol-l -yl met hyl ) - 1, 3- di oxol ane- 4-
. mgt hanol . met hanesul fonate (ester), 3.0 parts of potassium carbonate, 135
.upartgaof N, N-di net hyl f ormam de and 90 parts of benzene was stirred _
‘overni ght at 110* C with azeotropic renoval of water. After cooling, the _
~reaction mxture was diluted with water and the product was extracted three
times with dichloronethane. The conbined extracts were washed ‘twice wth
wat er and evaporated in vacuo. The residue was purified by 55 colum
chroggat ography over silica gel using a mxture of trichloronmethane and
met hanol (98.5:1.5 by volune) as eluent. The pure fractions were collected
and the eluent was evaporated. The residue was triturated in nethanol. The
product was filtered off and crystallized from 4-nethyl -2-pentanone. The
product was filtered off and dried, yielding 3.3 parts (45.7% of
cis-lo[4[4-[4-[[2-(2, 4- diChIorophenyI) 2-(1H1,2,4- 23 EPO 228 125 Bl
triazol-1I- ylnethyl) 1, 3- di oxol an- 4- yI]nethoxy]phenyI]-I pi perazi nyl ] phenyl ]
-3-(1-net hyl - 2- oxopropyl) 2- imdazolidinone; np. 167.4 C (compound 107).
In a simlar manner there were also pr epar ed:
Cis-4-[4-[4-[4-[[2-(2-chl oro-4- quorophenyI) 2- (I Himdazol-I-ylnethyl)-1,3
~d|o£%|an 4-yl ] met hoxyl - phenyl ]-1- 5
pi perazi nyl ] phenyl ] -2, 4-di hydro-2-(1- nethyl-2-oxopropyl)-3FL1,2,4-triazol-3
-one; np. 143.3* C (conpound 108). (err) (err)
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f;Exaane 16 10 A nmi xture of 2 4 parts of

- ci;s-3-[4= [4 [4 [[2-(2, 4- drchlorophenyl) 2- (IFLl 2 4 trrazol 1-ylmethyl)-1,3
<. 5%di oxolan- " -EP 0 228 125 B1 '

4-yl-] met-hoxy] phenyl ] - 1- prperazrnyl]phenyl] 5, 5- drnethyl-l [ 2- [(tetrahydro-2
“H pyr an- 2- yl)oxy] ethyl ]-2, 4- imdazolidinedione, 3.6 parts of concentrated
r;hydrochlo aprd 40 arts of nmethanol and 50 parts of water * was
stirred olerd] ght at goonrtenperature Wat er was added. The pH of the
.sol.ution’ adj usted Y0 9-10 with potassrunr carbonate. The product was
;crystallrze tiltered agd taken up in dichloronethane. The organic . -
;ulayef was df z; “t-‘ a evaporated I n vaguo. | due was

“triturated in %‘et haiol. ‘he a u f ere ﬁ»ﬁ(zﬂital lized from "
~4- et hyl - 2pent —°- Nof c33[4 112-
-2,4=di chl or ophenyl ) - 2- (| t - v- .1.)»,1 3- di ox‘b‘r aR‘i‘ yllnmetho

XY p}aenyl ]-1-pi perazinyl]- :
pheny| ] I /’) h\jrlr nV\lnf h\][] )- LWL dinet h\ll =2 4-im dr’-)?ﬂl Ldi nedi one; np. 173.8 C
__(eor_rp_oun o;LlQ)- |I’lga'SI m par nMegogr. there vverﬁal(&@)prepared

_ "[4[4[[2(24d|chlorophenyl) 2(IH—|mdach-I yl met hyl) -1, 3-di ox

32_] p:llenyll]c-l-2,4- dchydrou&:l-(S hydoxypr qpglo - 31,2 4- triazol - 3-one;
q;. (conpound 141); 196.
[ 2- (2, 4-di chi or opNERY1) - 2- (1 1 112 ®trijazol - 1-yl nethyl ) -1, 3-d

“'prpeﬁazr
mp. 238.
-Ci-s-[4-{

l—“

S oxol an- 2$'I thoﬂ}] phengH] - 1- (CH,),C-CO 143 6
. piperazipys ] @Ijenyl k12- (2 N- di hyél,; o.é“propyl ) - 2,145(3 hyqr o- 5- et hyI -3H1,2,4-t
"'rr_a g - 2 .8 C 25 (conpound 112):; and

Cis-4-] 1?§r Fa-[[2F(2, a- d!‘chr or%'sﬂyr) 2- (1 H¥P#aldazgl -1 -yl net hyl ) - 1, 3- di ox

ol an- 4-yp2mechoxy] ghenyl | eli- - N=cH 185.9

. pi perazij é]ﬂhenyl], 2, 4-di,jaydros 22 ( 2- hydroxyeﬁrgie& qmet hyl -3H- 1, 2, 4-tri azo
- -3- fne; 175 1°C (co und ’1 : 17|A m xture of 3.5 parts
Jof 7 jes F N 163.5 -

-':crs4[' [4[4[[2(24d|chlorop%1enyl) 2-(IHimdazgl -1-ylnmethyl)-I, 3-diox
- olan-4-

VI et hoxy] phenyl | - 4- pi per azi nyl ] phenyl ]-2- [(2 2- di met hyl - 1, 3-'di oxol an- 4-yl|
Ymethyl ] -2, 4-di hydro-3H'1; 2,4- triazol-3-one, 22.5 parts of
._--_---t__-et---_r-'ahy&imﬁruzran, 100 parts of water and 6 parts of concentrated
~-PAydrochT.orrc acid 35 was stirred overnight at roomtenperature. The
~.r.eacti-on. Ta at stirmed veaspenstant. pfa .7 zimels Wif tds-qqﬁﬂwemdimdpm»-e-(w-% Afiagol)yl- 150
Parts ohetiwi, %dlombn&v&rdetwylpﬂélnﬂl-lmimdmﬂlpmw]-z 4-tlibyaireei(-mbthyl-2vwacpimpsl)-8ti-t 34-wat er
= and: r yiazel{Stone, & phitsprhimethiend anddp parisi oé b dodiugn HydBxide saligionf 5 Mogerepddded 0. 160 parts
- ¢l s~ 4- [of-8¢diun] tgtrghydrotjopate; The whaleoyaspsiiaerd, first-for- 24 haurs @t tpam demperajurerandttien)fori243-

.di oxol dWQvrai Wé{ar'?(ﬁ( 99 hén Pre.of ebmiydiofwaniepd PA#fperts ptspdiom, t%fﬂhﬂdf??@rﬂ'e%r t9r opy| )

2 4 d| Pi:! ﬂ%ﬁfﬁﬂﬂ? 4t'l°1"§ri’tﬁ" off batp giA0° Fndhe mwrsmlxere(\taaﬁwarﬁadm
| ug vg‘hg HB (tirring for 15 minutes, the whole was treated
g d
ta

*F
}Teéﬁ% iﬁsgf W Rl (N5 G T2 O PR . oo

CI S~

_ oxol an ] : g @ |
- bper gng -( n %o ig%’ *" ﬁgﬁﬁf&@;‘ﬂgﬁp Hpleentil 5 4-triaz

p| pejsazgxa,y,lﬂé Q,Jﬂenyl ] -1 - (3 hydroxypropyl ) - 5 5-di met hyl - 2, 4-i m dazol i di nedi one
onp. (conpound 116). Exanple 18 A mixture of 2.8 parts of
_ Ci s-3- [ 4- i‘dla [stirel [rixtlr® oft2.2lipart3! o9 1, 2BtRaBMNIot, 3-plits b LisA-4-f4f#I8-LY-dichtodphEhyipa- ) - 1, 3
. - di oxol (pFmidadal--yimethyl)- 1,3-dioxolan-4-ylJmethoxy]phenyl}---piperazinyliphenyl}-2-(2,2-diethoxyethyl)-2,4-
4~y | medityaneypHinl emiakdi-3-onepang @6 partsroy bibipdrarmetiahe véra added 30rparta\ok mdthahesliienicodcrin- 4- v |
) et 4y | dhd BeSvhdie wes btiyréd Rr 2-hoursratdeaolemplératareli Thia @gactidb mjdauré @asfourbd thtcd mixmree, 75
- parts of potegsiom carhonal gud ictushed ficec Theaeoetuctanee extlagtett withidichlofomethaned Thecssirast wasr ed
- pver ni greshedtwith godtine caagiem dydrexide spiytian; diieddififtert asd pyaneraied- Tbe ssidueveasepwitided.

The pr dt‘j‘ﬁ‘?: PV W“fq“TWP@aP’UfOf’efaW@ s} yeing A mixtyre @f Yighignerapthang #ndimethapal (394196 e.
' ‘1°Ptt Ereewr%rm%rﬁ dferyrfrowed fnder ielygnt wag eypgeratad. Tsea%s'deer was

cr s- % [‘E'r ‘9 %; %ﬁ? %RP g Fwa"zedrir?rﬁ mmlbe'rzevr yiglding, , 3-d
“ioxol arP [2- dlch orop enyl)- -(H -rmrd ol-l-yimethyi)-I;3-dioxolan-4-yljme hoxy]phenyl] I-
_phenyl - |3| qor '"%) °£¥ i 8'ﬂ ?'}")"feﬁtyﬂ'z’é'd@?’q{‘glw WP e: 8PS 'sﬁiarrgt(ﬁ'iﬂm?‘% imd-

.azol i di nedr one; . 170 8 C (corrpound 117) Exanple 19 24

26



'EP022812581 A mxture -of 5. 5 parts of ' :
: SR 4[4 [ 4[] 2- (2,4- dlfluorophenyl) 2- (IH-l 2 4-triazol -1 - yl methyl)-'l,-3
widioxalian-4- . . EP 0228 125 B1

~yI-] met hoxyl phenyl ] -1 - plpera2|nyl]phenyl] 2, 3- dlhydro 2- (1 - met hyl - 2- oxo- 2- ph
. wenylethyl)-3H 1,2, 4-triazol - 3-one, parts of -sodi umtetrahydroborate
...and 12 QE?VWSCOMW#E'F | was sti rred overnight at roomtenperature. .- The
-'f.”f_'_f_?reactl on.mXxture was acidified with concentrated hydrochloric acid to pH 2"
~-and- t:he. \AHUI%’%%%“'W‘E“?"P&F"Y'BN the, compoypre (B tscﬂeéi‘)fﬁ"tdé Py ihedata otrtpiged: ia et | on |
o0 i xtur oM \‘M"f'hd%?’é ©only giyen foliusteatp WP iciobiph REopeeRofiall ey
7779107 ﬂ%'p q ‘°r‘Fl '% Ry (et Rt EoPRagt '8 °&?"§%§5’F‘2}°eﬁ‘°{°ﬁ"a"’s'“s
© “di-chl orSHEY H ect UL SBPLAME R Yer was dried (in the presence of activated

_'_.."'_'__charco math b4 tered and evaporated in vacuo. The residue was stirred in
- et hzg_ el opibh Heifbne YFRgihd Libeul Pl 2Nt OrTed. yielding 4.2 parts (80%

Ta-T4- 2Fe(n?ale4wf§ia; tatd QW © ROy Wby %elﬁﬂt 'ﬂ‘enjo u%ed'J'TFJy' Wé)&aﬂec%h'lm e Wstlaregtorﬁ*béaxm an-
- 4-y1 ] ednl aier nderkiskd of kacBveRE 108 4dg by bdst undec late in sesame oil was given subcutansously

-phenyl lonée 4-wabK1366 B Qoreebutive 1Webke XTYie lmm oudb:B8RLE ity ohtrolbt By Aicostdpicazol - 3_

- VERamiddlidn of -vdginaiC Smganll Febdldnd) watdFa»&é)mt NGailele a6 AKRMP ITAE &k | Wére AitettedSi NQ -
. q xsalmnt;agmmummse 10 cdil of Egnaide Ribicaisegrowron Satguramt Broth dor48 Holwe rak 37 endal so
co pr epar'eiilrjte_d with saline. The date of infection varies from day +25 to day. +32 after surgical. intervention, '
7 Cl S- 3- [dépdnding o fhe agpdardncel iot$igns wbipduesd pspudd-ofdtb: 1, 2, 4-tri azol - 1-yl net hyl ) - 1, 3-
-.-"-:'.:-d| oxol avire Arygs]undar Hovestiggtion) rygare] administered orally once a day or topically twice a day for three

o p per: azdopsprtivandays gterting] frqnpthi $hitd dwyeﬂbf 'nfefttlh'yIFpl‘r xperinest thirerwerp placepo ftedied dazol
L <0 | PHESls- T’F?pfes“"is’sfe@s”s@d by ta king 1 steilp gwabs on several days after the
: [4 [4 [lrfgcti

" The gwadh I'"B'Pcﬂﬂh'é‘ﬁ a?QU?(“F Profhrip aﬁﬁ'@l'ﬁheﬁ ;9‘* iResbRied e} 18 bouss G331 G- 4- y1
: met hox i}) P%andida albicans occurs, i.e., when the animals were riegative at"the end "of the experiment,
' p| pera F; . ih ’gfls" gl Bsez' 7500 picspes WF 5. et hyl - 3H- 1,
; .-_-Of 2£5|‘5| ngracuvg) :‘-143‘ aye er%’f:;%i: f%&? Egla%g;\éel‘% R W¥)?t ure
o 0 T GRS AR mz-nz:n%fae%, 2 TR 2. i oxo
-yl ] met hoxy] phenyl ] - | - pi perazi nyl ] pheMd,Z 4-di hydro 2- (2- oxopropyl)-3H1, 2,
't azol - 3- one, .0 parts of SO- d| um tet rahydroborat e, 40 parts of

rret hanol and

- 1 H\al t e, " Iroom 25.
. “tenperature. 'I'-é' B?#"glm L sg' ‘ s, 4 Yagnal a’“ﬁiis entrat ed
. hydrochloric fcid and th q‘?‘ﬁ% ?’Fc?ﬁserﬁ‘ﬂ‘%? d_\; 0 di nutes at
. roomtenperatyre. 28fter fhe additdson of 300 parts ‘0fi28rat er and |pot assi um
i ~carbemate, the prd@uct whs allowd§ to crygtallize. 0%¥e product jwas filtered
“Toff and crystalli28d from 2-prof#ol, yiellding 2. 1088 ts (84% |of °
" Cis-4-[4-[4-[4- [[228(2,4- di chl or(ﬂdﬁenyl)-z-(l Him d888 -1 -yl met Ryl ) -
-1, 3-di oxol an- § 63 R
-_-yi\]"rret hoxyl ph(=nyl ]321 pi pbrazi nyl ]l phenyl]42, 4-di hy P2 2-(2- hydroxypropyl )-3
H 1, 2°4tr|azdﬁ 3(g'ne np. 207.4 C (cenpound 172 ? 40 45 50 EP O
228125 B1 (erdt) Sg (err) %r) (err 10 (err o 122 Cl C1
o N-CH % 123 F Foosr N | NCH
196.5 124 C1 go Cl CH.25 (erd) 125 Cjoay C1 N.
(err)s (err) 130 1.25 0.031 |
89 - 0.063
68 1.25 : . 025
71 - 0.063
. 78 0.83 ' 0.031
50 ' 79 _ : 0.63 0425
- 123 1.25 : - 0.018
105 . - - 0.031
125 ' - 1. : 0.063
y _ . 126 1.25 . 0,031
55 : _ 77 o - 0.125
' 108 _ - 1 0.063




126 F . F N'-_ . (err) 127 ¢4 F - CH N- CM
1859128 H . F - cH NCH - 192.8 25 129

H F . - N (erEﬂOﬂBﬂE@ﬂrpl e 21 To a str rred suspen5| on of -

L2, parts of ..
: [ 2- (2, 4—d|chIorophenyI) 2(IH—124tr|azoI-I-yI

ci 5:4-
ﬂ'e'.t-:h-y ) VOImPgs - 4-yl | et hoxy] phenyl ] - I - pi perazi nyl ] phenyl ]-2
I hyd 2 SI-- -2 oxo ro - 35 trlazol one 80 arts of -~ -
“meth p “? °0.160
parts°l5fy t 8 dﬂ%ﬁg % P et g’]g{ 'f’" 24 hour s
Catt ,O;rgg ,gf SR O 6 opaA B S P, MoV
o of- te an and s of sodiumtetrahydroborate Were added.

~riAfter Esat,,{preré4n RACPREPs hour s |n an oil bath at 40 C, the reaction mxture

owas va-por—at—eg—r—n—vatuo. The residue was stirred in water and acidified
vw_ h acebh § oPhié AL whf siived th 05 i BIe-+yEio daﬁ%pgﬂoﬂ%iﬁﬁnd utsham@s%mm diycerdk ed 40
WL N 80-80¢ @ HtbUEBoR B D040 C e b8 085N pollydihyieh6 glyEdi afkP thel mitktiir8 Svas The

pr odusttrrewsn Frinbrd 8168 va® billded RGokitior ok 60 | 2P SodiufrOsBc@Naliain @15; 1 of p@iiet Waler and t er

dryi nghilenstiviag Werd @ére 2dddac2ss § obdocDflduor dhd Popahifishe (ghAS0q.s0to & ivelurde prisd ¥ -

. ‘Li}')[ pidvididg dn ohalcdibposontibre copplisiaty 0| nkg df the? Adl-pbrr MR redulting rseiiop | Was illed into

o, 3l sxtaﬂalamnthy\br]snet hoxy] phenyl ] - 1- pi peraziny-1] - _ >

§ "'phenyl] 2, 4-di hydr o- 2- ( 2- hydr oxy-1| - net hyl propyl )-3H 1, 2, 4-tri azol - 3- one;

- np. 16@@'9@5( OFAL 8QHINAN0) . 45 Exanpl e 22 To a stirred mixture of 2.2

'f-__;__parts of l 2 et hanedi t hi ol , arts of

% f-by ozytzgnfﬁa@ Hlpq) & piregpy byg[oxy-benzoata were. dissolved in 4 | of boiling

| C%\HQ gr"g acﬁlrg?tefr In 3! okt ﬁ@ﬁ;ﬁegﬁ%&‘oﬁ ant ?f@'PYRS ﬁg‘tﬂh Ec'dla "g yi nyI ] ph
] 7 OB» re
_par ts F’(S’J’ trE)bter an I o r and oose (§ssenoq bvzre?!ré a qsﬁtmla so ui E' on

- and tfe} Z& r..%o.ut. n%mt
LM Ubg e mpgeﬁree sa‘rénQparatas ,rr%‘ Ormtﬁ.gne i ce.

The product was exiracted wt he extract was washed W th-
a di | @il WAPSYI@soxi de sol ution, dried, filtered and evaporated. The
tesi.doe—wasTpurtiTed tw ce by col um chr omat ography over silica gel using a
m xt ur e.29fg dr ieCAN, @gOsHBILIM Ry Sultke, BB AN, 56 § thctasd) 0.8 glapioidal dilidsh dickiie Sdnient .
P 0 PUZ §- rhdgAsHiumORSaraté wére Gigolotishi &itred RigethdlCTIRI resiiliing Widure WaDubsigeeity filee
r-esi dingo 10e0Ssuitdble hardbried reibting capsuled, bgdrpnmgeéaahmma hicthgoacteblingredieats filtered of f

-..and.crystall.ized from net hyl benzene, y| elding 1.05 parts of
i Ci s- 4AExapipl 277 [FE-NfQOMEaleﬁLETISophenyI )-2-(l Himdazol-I-yl methyl)-13-di oxol an

L ands yl ] rret hoxy phenyl ] -1 -

“Upipr & hepi$ r32 [(1 3-di't hi ol an- 2- yI)rrethyI] 2, 4-di hydro 3H-1,2,4-tri
“azol - 3-one; np conpound 131 EP 0 228 125 Bl

Phar rraccﬁ‘ Bqtutaa“ QS‘H'F WefPixed "a‘ﬁ’,’tal“?/ 14

o Qg/pod’ By sq ‘I':,'ﬁ |°'s5 %F‘E‘&’P"I Wﬁﬁl‘ e p‘t"f’f V' !id°8 'f' qoﬁ?'[‘ “f%ﬂ)d"dwl ng
€X] %che Eﬁs table o ter whoe \Zas nrixed

| ant I ml(z; c I“E‘reh t&db?ﬁs 8‘5’@6 'mt the

Inventron elt scope o us ep croorganrsns -
nor vmdog\mbespect to the scope of fornula (1). Exarrpl e 23 Oral and topical
treat memt—of vagi nal candidosis In rats 10 Female Wstar rats of 100 ¢
bodyg wei @i sohRibe ofid @Ometify SaliulEy MeBSEd BE HGO)TIn 278 Uni N donatifaiel loffaikidP Heokbsand

af t er atidvd@csoloiviked 5 glof 61RY QalRIO6, (EhOES) 22 ds @f inAsShiIroR dibidromidisias. ThéH therb Wersesane

- 0i | waBdegi76aW of tibitaiérastanel sidy2.50MLIR,35propamdaidl a0 g 3f padethgiend giycel wisedoten ahie t hus
-1 nduceisqhed d 75 ok sit dichioravthanzo The latidr sdiutivy was added Ao fhe dorasaanid rtisdni thete @brevagi nal
snear sddeddilg ah thagnatien oviedecanbaéts grebpdiyabbylpyralitions &idt 30rmi of lvencertiated welpw

| nfaectsegperison (Opasprap/IGLRINR) sng the whelegvag DBnagenated. of Gandi da al bi cans, grown on
SabourTa® Hb'BerSf"ﬁ wpigrcoaiH Wit resthustobipedanpsiig in a coating apparatus.

Example 28: INJECTABLE SOLUTION

56 1.8 g methyl 4-hydroxybenzoate and 02 g propyl 4~hydroxybenzoate were dissolved in about 0.5 | of
"boiling water for injection. Aftercooling to about 50 C there were added while stirring 4 g lactic acid, 0.05 g
propylene glycol and 4 g of the A.l.. .

" The solutron was cooled to room temperature and supplemented with water for injection g.s..ad | | volume,

28



_ '-"'-I-.u_t ed W|th sal ine. -The date of infection varies fromday +25 to day +32
'5--,_:"__after sur.gi cal Intervention, depending on the appearance. of si gns of

...l nduced pseudo- oestrus. The drugp qum@erasigivesti gati on were admi nistered

- orally-'once a day or topi cally twice a day for three caonsecutive days
“'starting fromthe third day after infection. For €ach experinment there were

: %K?"l'erFOEYP'E@’?I e swabs on several. days after the infection..The swabs..

37 8 i da alblcans occurs i.e;, mhen the anlnals were
egaﬁtve at -the end of th ex erlnent nlstratlon

__ e(_:ause i f’ gr@ ﬂ BWPP '" "ﬁtg" %9' in
. secongd hnn A % ?Hd es t onc ntrat| on o the dru

.."'”-'-'.under |@,¥ﬁ.§ i gati on Whl ch i's found actlve at the 7th day after the Iast
m

-t opi cal nistration of the drug. Table I 30 Conpound No Vagi nal
~candi dogi A dnbmital bémpounéidligihe fofdkd dosi s in rats Lowest Lowest oral dose in
- mglrkg topical concentration (% 23 - 1.25

'-'-'051‘255 35 24 o 1.25 B 0.031 25
0063 N 0. 063 28 ' 0. 63

©.0.063 29 - i y 0. 63 _ . ~0.031 32

-.0.031.40 2~y 6 1.25
-#10.-063-35: (lzn ﬁ 0. 031 37

-..;0 6320, , . 5 36 '

\0’3931 60 O/l Tl 25 /"l"\ \_g. g1 5"

130 - 1. 25 CH,- Q @: :
. '0.063 68 : - 1.25 0.25 71

0. 063 78 : ~ 0.63 -~ -0.031 50

<79 T 0.63 '0.125 123

21.25

. (err) 1 2 5 a. pharrirs\a;e::v:éa':ly acoeptabB a9&§dd1n%§ salt or a stereochemically |sor(1)\er6;é§rm1tléeéeof whersin
125 . Aris aryl; 0.031 55

1250 106  Ris hydrogen or Cy.g alkyl; and _ ' 0 063 27 EP 0 228

‘Bl D) Covmoglatrgdmm ﬁ%mggﬁndﬂtef ol | owi ng f or mul ati ons exenplify typ| cal
.phar maceutical conpositions in dosage unit formsuitable for systemc

“admi nistration to ani mal and hurrﬁn subj ects I n accordance with the instant

-nvention 5 "Active Ingredi eyt_u(_él .) as used throughout these-
-Z-exarrp$ es relates to a conpound Qf for|rru| a (1)¢Ppr a
o _ \
g o
~ w0 - radical having the formula
X—B' _
-~ | (b);
45 : .lli_l\'
RI
wherein
§0 R! is tetrahydrofuranylCi.g alkyl or Ci.s alkyl, Cs.¢ cycloalkyl, arylCy.¢ alkyl or {Ca.s Cycloalkyl)Cy.g

alky! all substituted on the. Cy.5 alkyl andfor Cg cycloalkyl monety with oxo. thioxo or with one or two
radicals of formula -Z-R'~#;
-said Z being O or S;

: said R being hydrogen, 01.5 alkyl, aryl, Ca.¢ cycloalkyl or te’trahydro-ZH-pyran-Z—yl

56 or where R' is substituted with two -Z-R'~® radicals, the two -R'* radicals, taken together, may
form a bivalent radical of formula -CHz-, -CH{CHs)-, -C{CHs)z-, -CHz-CHz-; -CH(CHz)-CHz-or -CH-CH.-
CHz-;.

Xis O, S or NR?;

" pl aceboa'inocroliiond 4 ma;8Hppignls ThePhtonras Pedeadchy itabodcy SE:XWo. SMleriod i nal

. into Sabouraud broth in petri-dishes and incubat ed for 48 hours at-



phar ITB.CEUtI cally acceptable acid addition salt thereof—Exanpte 247 ORAL
DROPS 10 500 g of the A l. was dissolved in 0.5 1 anoi c
acid and 1.5 1 of the polyethylene glycol at 60-80-. HM“EHWE‘!“BMHW
30-40 C there were added 35 1EBf0 228 126tB#y| ene glyco * e
stirred well. Then there was added a solution of 1750 g of sodi um saccharl n
in 2.5 | urified water and while stlrrlné;there were added 2.5 1 of

cocoa I"ﬂ\f‘(fP‘B%ﬁ‘l‘cPfﬁ(ﬂ%‘f RS/1"ein Begpiytiag) wag sterilized, by, ingalipn, (> 1 <V - 41 ang 'B'W W ng an
or al- - P8R XBIMWS on conprising 10 ng of the A I. per m. The resulting

sol ut |§ @{% fédﬁ"ﬁg';bﬂﬁfg 15 suitable containers. Exanple 25: ORAL SCLUTI ON
9. g benzoat'e and | g of propyl 4-hydroxy-benzoate were .

di ssol veglglan & ]d Bvéaq lai g9 3 A8 diRURkanedidic 2id @25t sty yer e
di SSO'4U@¢2 sr;.ﬁiita (slﬁA %?;%kﬁb&& w . Gd QSS g 2 rﬂnp%tgﬂ‘ljﬁégfh&ezo
gof 1t Rgrermidure W8 nib@dk %ﬁ wittOthé! fokrd? s&@lﬁn uQ@ &Fécﬁhtagnoﬂla{s bt O

the f Qrigmgersué bit37088 * 8N6liokr 10D sdppésitdriesidashcdmBinihg ang 3fle Phredientbi t ol 70%
sol#tion were added thereto. 40.g of sodium saccharin were dissolved in 0.5

1 of wams and 2 ml of raspberry and 2 ml of gooseberry essence were added.
The latter solution was conbined with the fornmer, water was added g.s. to a
vol unmd. oA ciinidal gnmpeurdi haingathe ormaila sol uti on conprising 25 20 ng of the
active ingredient per teaspoonful (5 m). The resulting solution was filled
i ) Qui tabl e contai ners. Exanple 26: CAPSULES 20 g of the A.l., 0 g sodium

| auryl sul fate, Nstarch, 56-g lactose, 0:8 g colloidal silicon dioxide,
and 30 ..1.2 g égg-ngm um stearate were vigorously stirred together. The
resul ting m xtuf &Nas subsequently filled into 1000 suitable hardened
gel2at| ng capsul es,ecoup d sigg each 20 ng ok the active ingredient. Exanple

27:%F| LM COATED TABRE] Prepar at i on' of (tabl et _core A m xtwmre of 100 g
of the A 1., 570 g | a¢toseland 200/ X ark Xed yaftl and 't her eaft er
humidified with a sol ution ofia™j xadi thdod i fate and 10 g

pol yvi nyl pyrrol i done (Kollidon-K 900 in ut 200 m of water. The wet
powger m xture was Sieved, dri.ed and sieved again. Then there was added 100
g 40 mcrocrystalline cellulose (Avicel) and 15 g hydrogenated veget abl e

0i | ('St ea phatadditicallylaecaptable aciuvadiitioh ¥tichr weleteochamticaiy FUNRAS Bem thaieof, Whddéiet S,

gi ving 10. @08 NaleHet s, each containing 10 ng of the active ingredient.
Coating 45Arisarffio a solution of 10 g methyl cellulose (Methocel 60 HGD in
75 3 of ddhiahydregepdr @istalkwotndt here was added a sol ution of 5 g of ethyl

cel | ul ose (YERH®@ eadicahaingsthglprmyia 150 nl of di chl or onet hane. Then there were
added 75 m of dichloromethane and 2.5 m 1,2, 3-propane-triol. 10 g of

pol yet hyl ene glycol was nolten gpd disgolved.in 75 ml of dichloronethane.
The | atter solution was added to ®-ROrmer and. then there were added 2.5 g
of fmgnesi um oct adecanoate, 5 gnof ol yvi nquorrol i done and 30 m of
concentrated col our 50 suspensmlh-.@q)aspr ay K-1-21090) and the whol e was
honogenat ed. The tablet cores were coated with the thus obtained m xture in
a coating, apparatus. Exanple 28: | NJECTABLE SCLUTI ON 55 1.8 g nethyl

4- hypdr oxybeiva@ed RavidtheQeruld Pr opyl 4- hydr oxybenzoat e were dissolved in
about 0.5 1 of boiling water for injection. Aftercooling to about 50 4 C
there were added while stirring 4 g lactic acid, 0.05 9 propyl ene gl ycol
and 4 g of the A l.. The solution xase'tool ed to roomtenperature and

suppl enmented with water for inj ionlg.s. adbd;l volunme, 28 (err) EP O
2284125 Bl giving a solution of 4 Ng-8 . per m . The solution was
sterilized by filtration (U. S P. X}!(II.I p. 811) and filled in sterile

cont ai ners. : .

wherein
50 R! is tetrahydrofuranylC,.¢ alkyl; or Ci.¢ alkyl, Cs.s cycloalkyl arylCy.¢ alkyl or {Cs.¢ cycloalkyl)Cy.g
~ alkyl all substituted on the Cy.s alkyl and/or C;.¢ cycloalkyl moiety with oxo; thioxo or with one or two
radicals of formula -Z-R'™2;
said Z being O or S;
said R'=2 pbeing hydrogen, Cy.¢ alkyl, aryl, Cs.¢ cycloalkyl or tetrahydro-2H-pyran-2-yl;

56 or where R! is substituted with two -Z-R'~2 radicals, the two -R'—2 radicals, taken together, may
'~ form a bivalent radical of formula -CHa-, -CH{CHs)-, -C(CHs)z- -CHz-CH3-, -CH(CH;)-CHz-or -CH2-CHa-
CHz-;
Xis O, S or NR?;



'(err) Exarrple 29 SUPPCSITORIES 3 g A l. was dissol v ation of
-2,-3-di hydr oxybut anedi oi ¢ acid in 25 n1 pol yet hyl ene

Surfact ant . (SPANS) and tri gl yceer oless (38/Brpsol 555 : 0) ﬁﬁumaiﬂ(“i\“m‘are

‘nol ten toget her. The latter nmixture was mixed wel |- Mes

sol utioon. The thus obtained mxture was pour ed Into rmul ds at a tenperature

of -37~38 * e@&@wahﬂwgv F‘?G Yit ori es- each containi ng 30 of the active

“Ingreal ent /A0 XEsOriFRLr melblssaroelinal uksdtine R e Frsicpls solfed flamstpe

(~er ) (e rg}rgupconslstmgof(h..,alkylandary, i T (err). (err) 25 a..
phar nmaceut I Eaéﬂ 5‘%5‘%‘&? P’ Cra @Ry adg n, aI i tc\)m erle mcal | v
,-\'lasd ric. frr(‘)s| %ﬂ ‘J?r“’"?ylsé’ﬁ T] s'adé‘iatﬂhsﬁef ron; o pR_ls
ydrogen’ 0 aving the formula 35
( r)gB- Hﬂa gpfo ca‘vle nt?ad{cﬁgtﬁ%lu{a rmula (err) (err) RL wher ei n
50 N= Bi'i |s etrahydrofuranyl Cl-6 aI kyl; or Cl-6 al kyl, C3-6
; cyclpal kyI aryl -6 al kyl or (C3-6 cycl oal kyI)Cl 6 al kyl aII substi t ut ed
on the Cl- 6 ARV’ i BEnAdntifRavihg Qb sArd! ftashing el A tad B’lréshedﬂv)’e% of Hi 4 ®',Qlikod t h
/one or tv&&mdmhswg&mi@kmmrma—R' l-a said Z being 0 or S; sai d Rl-a
w&g hydrogen, Cl1-6 alkyl, aryl, C3-6 cycloal kyl or -

ahydr-a=2H- py(cpsr- 2-yl ; 55 or where Rl is-substituted with two
-Z_ Ri- a r-8Hd=CH s,(drhe two -R1- radicals, taken together, may form a
--pbi val-ent - radi cal of formula -CH2-, -CH(CH3)-, -C(CH3)2-, -CH2-CH2-,
- CH( CHB) -wibieipinghe niididen @pifin ﬂrebwenxradlgal ¢) issomectm NH2;9vherem|§Fe Ripgen p Bald
“(err) . (‘ermdicalickandwp do we hydrogens infadigal ig) "Ry be fepmadrwacfhe'kﬂ@pm'i on was
.st\e,/lllzdlp"is‘?dfhialtratlon (U S. P XVII : 811) and filled in sterile
‘cont®i ner s () Eheq g\hqr thary 3 bivgjprt gadicglf foympiay(c),

i T el

g wer e m)AaEI? pld %ﬁlﬁ elects b ?rom the group consisting of halo, Cis alkyl, Cy. alkyloxy, nitro, amino
26 -and tnﬂuoromethyl prov:ded that trinitrophenyl is excluded.

;&—-J—

S ) 2. _ A, ghemical.compound according to claim | wherein Y-R' is a radical of formula (a) or (b}, provided that
R _A'-.and B’, taken together, do not form a radical of formula (c) or (d).

so 3. - A chemical compound according to cla|m 2 wherein Y-R! is a radical of formula (a), and Xis O; and

wherein A and B are independently >C=0 or methylene, optionally substituted with up to two Cig

alkyl radicals, or A and B, taken. together, form a bivalent radlcal of formula (c) wherein the hydrogen

atom may be replaced by a Cy¢- alkyl radical; and -

. . R is tetrahydrofuranyiCy.; alkyl, or Cyg cycloalkyl-substituted-with- oxo - or -hydroxy, or Ci alkyl or-

36:.  arylCig alkyl both substituted on the Cy.g alkyl moisty with oxo or with one or two radicals of formula
© . .-O-R', or where R! is substituted with two -O-R'~ radicals, the two -R'~® radicals, taken togetier,
" may form a bivalent radical of formula -C(CHz)2- or -CHz-CHaz-. '

4. A chemical compound according to claim 3 wherein R! is Cas cycloalkyl substituted with oxo or
40  hydroxy, or Cy¢ alkyl or arylCy¢ alkyl both substituted on the C.¢ alkyl moiety with oxo or with one or
- two hydroxy or Cy.g alkyloxy radicals. .

- & ° A chemical compound according to claim 4 wherem Aris phenyl substltuted with two halo atoms; R is

. hydrogen; A is G(CHs)2 or CHz, B is CHz or 2C=0, or A and B, taken together, form a radical (¢)

45 “whersin the hydrogen atom may be replaced by a methyl radical; and R! is Cig alkyl substituted with
' oxo or hydroxy.

6. A pharmaceutical composition comprising a suiteble pharmaceutical carrier and as active ingredient a
-therapeutically effective amount of a compound as claimed in any one of claims 1 to 5.

7. An anti-microbial pharmaceutical composition comprising a suitable pharmaceutical carrier and as
active ingredient an antl-mlcroblally effective amount of 2 compound as claimed in any one of claims |
to 5.

55 8. A method of preparing -a pharmaceutical composition, charactenzed |ri that a therapeutically effective
- amount of a compound as defi ned in any of claims i to 5 is intimately mixed with suitable
pharmaceutlcal carriers.

30



wpEXture.was poured into noulds at a tenperature of 37- f _
“supposi tori es each cont ai ni ng - 30ePy 206 128181 act i ve r ngreﬁlm“m"ﬂ'lﬁimmﬂ, 1.

:A.chenical. conpound having the fornula (err) N (err) .20 » *

(err) (err) 25 aJ)har maceutical |y acceptabl e aci d-addition salt or a

at"té'r""r'ri"xt:'ure was mixed well. with the former sol ution. The thus obtaimed

stereocﬁenﬁé%ﬂ'noy" a5 Sivised én any ore efiegimed o S iahiee e amgslidiee. N or CH, Ar s aryl ;

=30~ “Ris hydrogen or Cl-6 alkyl; and Y-R is a radical havrngthe-

. abkyl

wher ein

it tar - ARTRLILP oot exlagecn gt cne LML P magREs, | 1.6 - -
ngﬁﬂy’g'f%g}(!{%?( J;‘%F% Y8 all substituted on the Cl-6 al kyi
nd/ or C—3 6.cycloal kyl nmpiety wth oxo, thioxo or with one or two radicals

iof faornmula -Z-Rl-a; said Z being 0 or & said R -a being hydrogen, Cl-6

Lalkyly aryl, C3-6 cycloal kyl or rg}zH - Bmn-2-yl; 55 or -
“where R is substituted \ﬂ.éﬁl.fo - Ay di Xl s, thety gz Rl -a radicals,
taken together, may forma bt vakeay radita\—g for mul a 2-, -CH(CH3) -

25 C(CHB) 2~ -CHZ CH2-, -CH(CH3)-CH2-or -CH2- CHZ CH2-; erO S or NR2; 29
EP Q 228 125 BI ' (err) said R2 being hydrogen or Cl-6 aI kyl ;

A\-s'l 15 . C =(or aiMethl suit-foia tieyeor Mith a PRgentoN Birthyla substituted with up to two .
radicals selected fromthe group consisting of Cl-6 alkyl and aryl; said R3
bei ng hydrodg¥Wor (81-6 al kyl; B is > C =0 or nethylene optionally
'substituted with up to two radr cals selected from'the g\rouB consi sting of
Cl- 6 al kyl - andwiereisWis R yaaplivg estesresidu, o wipre deé‘?i‘"?“éﬁjé? pef C=Pardieeldt manaleent
r di cBl of frerresents O-CO-R! group, in a reaction-inert medium;

akf -+ b) O-alkylating a phenol of formula

R

R mo/ VN @ -l W

' '-o'r_ a metal sait-form thereof, with a reagent of formula
. DCHW . (V)
- | o | wherein W has the meanmg of a reactive ester residue, in a reaction-inert solvent;

- ©) reacting an azole -

e . | ) - o | (vi11)

o
H

or a metal salt-form thersof, with'an intermediate
. 45

W'-CHZ_—- C S At
(VIi1),

wherein W' Is a reactive' ester residue, in a reaction-inert solvent;
86 d) ketalizing a ketone of formula

31
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(c) A" and B independently having the sane rreani ng of A and B
'y, or A, and B taken together, forma bivalent radical of -

-.in the bi val ‘ent radi cal (c) is connected to NRL;: V\fnere
“sai-d radical - (c) and up to two hydrogens in- radr cat: inm!l Hm by
-a’C1-6.alkyl radical; provided that 20 - (1)) when La wacgl cal of
Tifornula’ (a) wherein -A-B- is ¥ than a bival ent-radical of fornula (c),
.is other than Cl-6 al Bubstrtuted with Cl-6 al kyloxy; (ii) when

3-Ui's af adical” of fornul a (b}’ rﬂan R is othd®Xhan C1- alkyl =
5t 5 tt-ut-et--w-t-h-€1~-6- al-kyl-oxy;-¢ -akn aryl-i-s phenyl  or substi-tuted-—-
w.phenyl ;. said substituted phenyl having froml| to 3 substi tuents each
' |ndependently selected fromthe group consisting of halo, Cl-6 alkyl, Cl-6
srarkyl oxy, Qh,;gpz_d,@g;,g,g,u@ ~and trifluoronmethyl, provided that
trirggtrophenyl 1s excluded. 2. A chem cal corrpound according to claimlI-
"“wiherein Y-Rl1. Is a radical of formula (a) or (b), provided that A and B',

t aken together, do not forma radr cal o fornula (c) or (d). 30 3. A

g chemi cal conmpound ac rcﬁfhg to claim er g Y-R is a radical of fornmula .
- (a), ‘and X Is 0; and gn Bnar e ly > Gy 0 or nethylene,
'_'."opr)DnaI |y substituted?w t h %rp o0\ Cly 6 Tadicals, or A and B,

- taken .together, form a bival ent radi cal of tormula (c) wher ei n the hydrogen
_atom may be repI aced by a Cl1-6 alkyl radical; and Rl is
g, etrahydr of-uranyl C1-6 al kyl, or C3-6 cycl oal kyI substituted with oxo or '
- “hydr oxy, or_ (S1ihg cgregpqndipg 993’!9‘5‘9 formyhereetiin the pregerice pianacid inarerctionientt siventhe C1-6
Calkyt noi eP\N-AlaInGLAme i PHibne or two radicals of formila -0-Rl-a, or
~whéfe Rl is substituted with two -0-R - radicals, the two -Rl-a radicals,
‘t-aken together, may {Qg mabbﬂ;}val ent radical of fg |l a - C(CH3) 2- "or
T-CH2-CH2-. 4. A 2\ 0 rdj t whereip, R is C3-6
cyclpal kyl subst.rzma' th oxg%r) 469 bﬂ‘%ﬁgo &Ql- G{thbl or
-?_-aryI2C1 6 al kyl both Substituted on the Cl-6 al kyI" oiety with oxo or with
- .one .or .two hydroxy or Cl-6 al kyloxy radicals. 5. A chenical conpound
.accordi ng Wim &leagem ctroi@sei N Ar i s phenyl substituted with two hal o atons;
..Ris hydrogen; Ais C(CH3)2 or CH2, Bis CH2 or @ C =0, or A and B, taken
‘'toged her, forma radical (c) 45 wherein the hydrogen atom may be
...repl aced by a nethyl radical; ang R is Cl-6 algk substituted with oxo or
“ hydroxy. 6. ‘A pharnaceutica 1dion co ng a S abl e
*_phar maceutical capLigl-o3 Na%(g!tre\%eﬁr ngg,_edrﬂg&% %'H NLLE¥R |y effective
“anount of a conpound %s -I-a Me¥eg Doy one glcg _@hn;sfl . 50 7. An
"_"""ant & m.crobi al pharnaceuti cal cor?pos?tr on: corrpr% sifg a suitable
~“pharmaceutical carrier ankm@s active -i ngredr ent angawi - microbial ly
effective anmpunt of a corrpound as claimed in any one of claims | to 5. 55

- 8. A net hod of epari harmaceutr cal conposition, characterized in
_that a th ﬂi"c p:' 'ﬁomma anount of a conpound as defined in any of
cl arns WS |9n% mxed with suitable pharmaceutical carriers. 30

. EP_ 0 228 125 Bl (err) (err) 9 A conpound as clar med in any one of clains I
- to .5 for use as a nedicine.

' _D-CHZ-ON 'WH (XV) or HN N@Y-R . (XVII)
4% —/ ' ./ .

" with a reagent of formuia

y-rt - |
w-@' TR (xv1)  or n—caz-o@w (XVII)

~ respectively, in a reaction-inert medium;
g) cyclizing an intermediate of formula

§5
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_f-jz_-corrpeund as cI ainmed in any one of clains I to 5 for use as an
A yi‘al” medicine. 5 11.A process for preparing a chem ound .
s el ar---rred |n any one of clains prgzé;zs:bar acterized a N-aI Kk
inter nedl ate of formula R 10 mm
[t ' salt formthereof wi.th a reagent of forrrula
resi qhue

or. where Wis connectéd to a> C.
a_60-CxR---greup, ~+n-a

: %01: t?f f or mJIEQI
ch A ert’ sol vent _ ')' reactlng an- azole (Rzrr) 40

- {err) Hwar a netal salt- formthereof with an i nternedi ate 45 (err) 50

lerry(ern) . V\h%e%ws_\éémé 3 ré‘dicraﬁcéi. & RY L o3l 1" S todyfly BoliE3F R i

oivent 55 Két'one of fornula

. rr),o(err) ,sgg‘rc[a),es(,ﬁr"g,) gn,;ﬁ ‘;,egﬂglrn{a]a of fornula 10 (err) (err) or the
..corr.espondi ng - epoxi de QOrm ereof; In.the presence of an acid in a
reaction-inert solvent; e) N-alkyl at | ng an am ne of formula with. a reagent
.of formla. (err) (err) (err) (efr) (err) raspectively, in a reaction-inert

. iredi f | ky Lating a\pi £ if la
me k./lx u1r5n ) -a )6 E in @. era gn-c-?qr-gy—sq-mzn xm)

& (err) ._D.CH2-' W

e/ 11

in the presence of an alkyl halide or a metal oxide or salt in a reaction-inert solvent, thus

20 ytelding a compound or formula _
S gt
e R ' 4 t \ NTA
s D~CH -o@ -</_—\>-N-( | (1~b) 5
. . N—B'-
T .. . wherein D represents a radical of formula
CH,—— C— Ar .
2_0( \0 o o,

and if desired, converting the compounds of formula (I} -into each other following art-known group
o ~ transformation procedures; _
. 45 and, if further desired, converting the compounds of formula (f) into a therapeutically active non-toxic
"+ acid-addition salt form by treatment with an acid or, conversely, converting the acid salt into the free
 base form with alkall;-and/or preparing stereochemically isometic forms thersof.

12. A chemical compound having the formula
.50 '
' R
1

| _ I-R
ora stereochemicaily.i_someric form thereof wherein R, Y.and R' are as __,detined'in claim 1.

33



"-.‘Iff(err) el T NH (XV) O HN (err) with a rea mrrula
.50 (err) ‘(err) (err) 65 'respectively, in a reaction:i mﬁ %
“cyclizing an internediate of foEpol2as3®% el EP O 2283 1 erein L
-being .a radical -A-B-L' or ~A-B -L' and said L' a leaVi ng group, in a
reaction-inert solvent: or 10 h) cycl odesul furizing an intermedi ate of

+f or | d3:2A prycess for preparing a chemjcal)compeund @ glaimed el 18 fcharactesibddytly deaiotediingor  a

pound or. fornula (err) (err) (err) 25 - . (err) 2
’--(err% il 8F°F °'\ﬁhere|n D represents a radi caLI offf]?rrrulft N(l()err)t(err)h40
(ery nd L t he conmpounds o ormul a into each _
(Lbe -iol f'&"\tﬁrong%éé' ueré ° 3 Eﬂ')'g'fl? ansformation procedures; 45 _and, -
ff if further desi red, convertr ng the conpounds-of formula (1) intoa '
therapeutlcally Ne non-toxic acid-addition salt formby treatnent with
“an agid or, conders ly, converting the acid salt into the free base form
“Wwith alkali; andl preparing stereochemcally isoneric forms thereof:

- ‘A chem cal corrpoura;ﬂ hai khe formula 50 R (err) 55 or a.stereochem caIIy

' BCG R

- is ic f t her ebfgWwherei n R Y R1 e a efrne in(Elaim1. 33
_ |e@er|e orm o I X /—11\ !_9’

L, Wiggn i CH N\ /.N

-sel d'addition acide pharmaceutiquement acceptable ou une forme stéréochrmrquement isomére de
" .. celui-ci, formule dans Iaquelle Q représente M ou CH,
- N0 . Arest un radical aryle ;
B - R est un atome d'hydrogi&ne ou un radrcal alkyle en’ C1 -¢ 6t
S :-Y-R‘ est un radical de formule :

E | 25 l.. | . _ _ | . y—.'ﬂ"R

x .
-N : l . (a) -
- 280" -~ - .ou un-radical de formule :
- 8'
. -u-( (b):

o N...A
. . dans Iaqualle R! est un radical tetrahydrofurannyl-alkyle on C1 -6, alkyle en Cj—g, cycloalkyle en Csz—s,
\od- arylalkyle en Ci—¢ ou (cycloalkyl C3-g)alkyle en Ci—g, tous substitués sur le fragment alkyle en Ci-¢

" 40 .et/ou cycloalkyle en Ca-¢ avec oxo, tthXO Ou avec un ou deux radicaux de formule -Z-R"’

ledit Zétant O ou S ;
ledit R™ étant un atome d'hydrogéne, un radical alkyle en C1 -5, aryle, cycloalkyle en Cs—s ou
tetrahydro-2H-pyran-2-yle ; ou bien R' est substitué par deux radicaux -Z-R' les deux radicaux -R'®
conjointement pouvant former un radical bivalent de formule : -CHz- -CH(CHa)- -C(CHa)z- -CH2-CHz-,
45 -CH(CHs) CHz' ou 'CHz-CHz-CHz- : .
- Xreprésente O, S ou NR? ;
ledit R2 étant H ou alkyloen C1~5 ;
A représents >C=0, NR® ou méthyléne. facultativement substitué avec au maximum deux radicaux
choisis parmi un alkyle en Ci~s et aryle, ledit: R® étant un atome d'hydrog&ne ou un radical alkyle en
50 Ci-s
' B représents > C=0 ou le méthyléns facultativement substrtué par un maximum de deux radicaux
choisis parmi alkyle en Ci-s et alkyloxy en Ci—s ; ou bien A et B conjointement forment un radical
bivalent de formule -N=CH- ©);
A' ot B' ont Indépendamment la- méme signification que A et B respectivement, ou bien A' et B'
66 - conjointement forment un radical bivalent de formule ; -N = CH- (¢} ou ~CH=CH- (d) ;
: dans laquelle I'atome d'azote du radical bivalent (c) est relié & NR', un atome d'hydrogéne dans ledit

_ radical (c) et jusqu'd deux atomes d'hydrogéne dans le radlcal {d) peuvent &tre remplacés par un
. radlcal alkyla en Ci~s,

xi 1 cQsresnonging oppung @biprmulg V) wherein thechhorohfunctierhia grofgted. yieldinga .



3 A"process for prepar| ng a chenical conpound-as cl ai rred
characterized by deprotectlng the correspondi ng. conpound of for mul
~wherein the phenol function is pEPwe2Bads BRevendi cat a“

...chi.mi que.repondant. 1 a formulfo: 10 R~ ~ ~ - . sel dva
phar rraceuthuerrent acceptable ou uns forns. st~rdoch| m*qu&rre‘nt |sonbre de
cel ui- PHoondiionguhs | aquel le : Q.reprdsents Mot CH Ko Ar est un

radi. cal ar yl @-quged SR ?fh“'hfaﬂ'ﬁﬂ da fespulp dr) dFns lepyella 1Ay eRt é‘&fe qfup yadicalpivalentdes, et ..
L Y-Rest: un 'PEQH'PC,‘ ka"{! R*??Fﬁj!} (u'un radical glkyle ep, (1 Substif pag pn alkyigpehBl-es  dans |
faquel] & TRtk 8ﬁ|“86[1’ Tab?er QH‘Wﬁ *’ﬂ“’?rﬁlﬂ"t afte\Auan Gdical; alkylg s“%ﬁ"?k‘f/l"é’oen Lo

G -6° alky |
-rs) gl k;%’gko(r)mul }% S le ra ?él ksYIe {:1 yé:n g:% ﬁnf%fﬁx P@%X a%: C:jiode | )
'am F‘B“"g “5” B ke e ﬁ“ﬁs |

wEEFOU cycl % ]
“formul e - Z- &y Fg‘dft
. g __hydi'qogpn@omblﬁé Eﬁﬂhﬁ@éeloﬂhé‘éébéﬁd@ﬂlopl dafs le&few R esFNrPIIa&@JI % kﬁmﬁ’dq(a)cau R
“er adr-2H- DinaRiorqué |a€et B BshidteRiant o féthbnt phiinlrhdidaMbRRN@Ieux radi caux:

o ZoR181;j's "deux radi calx -RI' conjoi ntenent pouvant former un radical
bl | ents, dGorhpusEohiMiqud#ditn la rekenlitation 2, dansGéduel¥oR st un-radiéat dd1drmuledd et X est O ;

CHs) - Chihs 16quel- A2 BGhiédehiant  indépenasnimisne Nt €=0, ouSnahyléhRZacultmbntenﬂR%smant H
‘ou aI feyl e evecGh maimémrdebdsmeditax plkle en Oy -¢ NDienLA ettt topjolpeeentfiamenttua radicelme nt
“substitud bvaent de famasié o) darddenuel Tatdme akhydrodboe peuw i@ ramiplacd par|uk yradicabalky®i en- 6 et
caryle, .| edCi-sR3t Bt estun radicaldetehusirafirényidikdg & Gres ou cxsivalkelerc@d-« avtisttideaves 090 CO- r
‘B epr 6S 0N P hydroxy; au bign @ltyle en -+ ley tylebyle an gi-setpuaﬂemvbst@ébgqr it redicl 1!1‘84'9 e
rra i num do Cere BYeq @ o8 AYpe uaﬁgbﬂsqx wnde fammuelp|-@-RbT ofR' et sybstited pay deycyadicauxci -
i ¥n A RRE. e ApwirpricareR ™ Fpiol H‘P“"tPﬁ“"P'éfd‘P’E‘a'l unijpdjce] eiyplentyds fogpie iGN =

| CH- (c) AU &He ﬁ“’ont Inddpendarrrrent l a ngms 5| gnlflcatlon quo A et B

_ respoct |4ve nt | ue elA‘n - g P |
bi val ent® d&°TR3® 'B'q dﬁ—l—e calien 3. dﬁg Q H'é 8”“’ %
5 Al %%1 TR Y%E? e,

~d' azoje dus"bs" ,gﬁ
eux -atorre o~n i"E%1adi cal (d)

“hedit” 5radl car (‘C"

peuvent 9 "Cgmﬁ&g%iﬁ Sis%rla herdid oﬁq éﬂé mﬁe?me&t g-raﬁvcal pﬁé}myle sut':zsﬁtug) pg'%gux]-ZS
o  atomes nehd Inf‘ IH ; A st ECHL b Hj Bt SPDEY DI 40, Wi BienA ¢t B) corfdRBMent; R

eSb un. r.adigimént U rediRaIn@) aant(naaamdamﬁrégaweéut Stre” mplacs @ urPidliE? minyib o RAWsC 2l

- bival: gnt. den ket & - Substita® gar skolBl hidxy. autre qu' un radical alkyle en Cl -6

..substitue par. un alkyloxy on C-s (ii) quand, Y-R est un radical de

-f or.mul e &b)Compdsttiors ptidrmagaitiuescsimp@nant! unl WShicald ipbarinambticyéd borseralsis iet, Aditrp dr ingré- 5

:.al kyl oxy edie| actif unb qrantiéé disiragleutiguelrestcaative (s corapos@shland’linecqugibanqessdes kevepiveny | e

.ou phenyl etienst8:t u~i | edit phenyle substitud portent de 1 & 3 substituants

_choi sPs chacun i nddpendanment parm |es groupes- halo, alkylo en C1-6,

“al kyl oxy7 offoxmpogitign phwreqoetmqmrﬁwcm@?mprcpmpre@nbvﬁr\téhw%phaanchngmww of,

" d' excl.ure |ég|trp e wgrﬁqh% ﬁ?ﬂ‘ry{"% quantlté antimicrobienne efflcace d'un composé selon {'une quelconque

- o des revendications 1 2 5.

40 8. Procédé de préparation d'une composition pharmaceutiqus, caracténsé en ce qu'on mélange intime-
ment une quantité thérapeutiquement. active d'un composé selon I'une quelconque des revendlcatlons
1 4 5, avec des véhicules pharmaceutiques convenables.

9. _Compo‘sé selon I'une quelconque des revendications 1 & 5, pour utllisation comme médicament.

10. Composé selon- 'une quelconque des revendications 1 é 5, pour ut:hsatlon comme médlcament
antimicrobien. :

: 11. Procédé de: préparation d'un oomposé chimique selon I'une quelconque des revendications 1 & 5,
50 caractérisé en ce qu'il consiste:
a) & N-alkyler un intermédiaire de formule :

S R : o
L K : | YH
- n-cn-o N N - (I1)
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2. Oorrpose chim que sel on | a revendication 1, ‘dans | oquel Y-

.__-.radl cal .de fornule (a) ou (b), h la condition que A: nlﬂmmumm“%“t no

~forment _pas un radical (c) ou (Ep o238 18BPos4 chini que

. revendi cation 2, dans |loquel Y-R est un radical de for ful & (a) et "X est 0;

_'dens ‘| equel A et B representent ind~pendanment” Gz 0 ou m-thyl bnr,

facul tati veawsnselsméitaliaie degoelulsci, avec unyéactifida famawe nidirW de (e ux: r adi caux -al kyI e en

Cl -6, ou Ifaas,laguelly V\Be%@mrﬁwmmmfmud@wem eptefiéchbn teidigall é6=Qdé pPer nul e

L+4:6). -dans. | g‘?g@ﬁe"‘P" r Yigaeinsiup piifleu werted lagdagionc6 par un radical

“atkyl oen @ 'a"é’{”l‘(lp’lgg‘i"’ "t‘“'a‘lfl cal tetrahydrofuranylalkyle on Cl -s ou

ccyci®al kyl e en Cs-g substitue avec oxo ou hydroxy, ou bien alkyle en C -s

QUG aryt alkyl-e en-Cl-6; ‘tous- deLB( substitues sur le radical alkyle en G.-s. ...

2C-.0X0. 0U avec un ou de ux@or mul e -0-R14, ou Rl est substltu6__‘_.'_
de

par deux radi caux .20 HO regilcaux - Rl gyconj oi nt enent
pouvgnt former un radl cal nt d mul e -C(CH9) 2- ou -CH2-CH2-. 4.

. Conpos4 chim que selon |a revendl cation 3, dans.lequel R est uh radical
..cycl.oal.kyl e en Ca-S substitu6 par oxo ou hydroxy ou alkylb en G -s,. . N
_arylal kyl o gannGhl méfaliiqheddbScedEdi avec UnTédchr 46 Sorhls : b-SH2H fragment ai kyl'e en
-G \~6 avec NdlaquéllcWBsighd umbsdemtemsutma.ue@ﬁwﬁrsamm Fi\bheg ik ydagtiW ; en G -s- 5.
- Conpes6 chidyaadgire réagit aiazola: r evendi cati on 4, dans | oquel Ar est un radical
“_phdnyl e substitu4 par deux atones halo; Rest H; Aeot C(CHs)2 ou G-12 ;
~B.est-CH2-ou ) C =0, ou bien A...e_t_;B conj oi nterrent forment un radical (c)
. dont' | "atone .d' hydrogbne pout " Str iy enpl ac@viEm un. radl cal nethyle; et R -
~est 30 un alkyle en Cl -6 Sohe ‘i tub par oxo ou hydroxy. 6. Conposition
- phartfacout i que conprenant un vdhigul e pharmaceuti que convenable eti & titre
- d .|ngr6 dient actif, une quantitd th~rapouti: quenent active d'un conpos6
~selon | une ueI congu es revendi ca |ons 1 5. 35 7. Conposition -
© phar macout |°d' 4]“’&1'1“ ‘??o‘ie!é'h‘?ﬁé"eﬁéfﬁﬂp ®un vWhi cut e pharmaceut i que

. convenabl e et, f titre d ingr~dient actif, une quantit6 antim crobienne
- efficace .d" un cqppegb-sel en.l'sgne quel conque des revendications 1 a 5. 40

.. Procdd6 de prepara®i g d™vge conposi t| o har rracoutl que,(vg@y Acteri sa en

- ce qu' on nel ange inting men une o ut| qgemant active d'un
- cqmposW sel on ' une que conqu€ e w avec ‘des vWi cul es
+phatgrcout i ques convenabl es. poaW ine’ quel conque des _

- revendl cations 1 a 5, pour uti I i satl on comme nddi canment.

e cdans lequel WY dsbun eaeyestie réaekf o sbin A seitant uﬁeatequuaéﬁtm&n revendi cati ons |
A 5 pour ut)nélcétaltsbmmaoétmmbfoﬂdecarrent anti microbien. 11. Procdd4 de

L opr epar ation d' un conpos6 chinique selon |'une quel conque des revendications

“1a%, 50 ° caractérisd. errr:e’!]u il consiste: a) a Nal kyI er un
“Inter medi-aire de formule: VH 5)5 D-CH -0 ' ' '
(11) 35" EP 0 228 125 61 ' 1101111111 Silir 11

ou,un sel netallique de celul @';g _camac un reactif de formuls R-W(I11l)
_.dan\ahlaquelle West un reste d ester r~actif ou lorsque West reli6 A un
,___r_ad_|4c,° | C=0, il peut reprosenter un groupe O CORl, au sein d un nilieu

i nerte | Iﬁd&%—&i&%fcﬂ%e.a 0- al kyl er un phenol de formule:

45
' OH OH R
\_/
. 50
. ou-son époxyde correspondant, en présence d'un acide au sein d'un solvant inerte & la réaction ;
e) é N-alkyler une amine de formule
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'04N N o Y-Rl .......

e CFYou un sel metalli que Heoczettltsal, avec un Umnmn mu ‘ u
..D-CH2-W_ _(1V) dans |aquel e W desi gne un reste d*est in
d un sol vant |nerte & la r~action; 15. - c) Afairér aglr un azol e:

- |1 lgc ou un sel mtallique, de cel ui- avec.un - - -
il nt er m~d| al re 25 N- @ R % o @ ,@I G
2o 2 _ (¥II) og D-CH,-O- v A‘ W

: ~~CH 4N Nt tVvIIl 2 _ _ :dans.
est un reste d ester r~actlf, au sein d' un solvant inerte | a
F"-'.?'r"dactlon . ~~d) a d~taliser une, dtone de formule: -
i Q ( I1XL1 CH-CGAr 2 -40 avec un 1, 2-diol de
mil e 46ﬁg?ﬁ$""éiﬁ“’d°f°"““'° ACHC _H -0 00 N
R 0 -0u son epoxyde correspondant ‘en pr6sence d'un acide au sein dun
'solvant inerte Ala react N-aI kyl er Urf,' am ne de fornulo: 55 36
111 1 @ on . CICH o Og.g D- CH2 - 00
EOEY; avec i 2r ﬁu\ﬂe xfdw—cn ‘c”z/ .
_._'..:~~¥D€HZ oD .. rN HXI') ol L y4/ W CH2- CH2- W
: «W CH2-CHJ " ( XI) : ' : I\/3 dans un mlieu

j.n'erte h Ia r~action; f) ~ N-alcyler une pip~ ra2|ne de formule: 20..
" .dans un milieu inerte & la réaction ;. _ ,

_ f) a N-alkyler une pipérazine de formule :

R
]

R | _ .
oo T . m m Y-Rl
T . D-=CH,~0 —N NE (XV) owm HN N - (XVII)

" avec un réactif de formule : | . _
e w-@’ (XVI) ou D-CH,-O W (XVII)

o 'f’-dans un milieu inerte & la réaction ;
©_ 'g) A cycliser un intermédiaire de formule :

e
dans laquelle L est un radical -A-B-L' ou -A'-B'-L' et ledit L' est un groupe partant au sein d'un
solvant inerte & la réaction ; ou _
- h) & cyclodésulfurer un intermédiaire de formule :
60 '

D-CH -o@- -@-ux-c-u—a--a'-unza (XX)
86 _

en présence d'un halogénure-d'_alkyle ou d'un oxyde ou sel métallique au sein d'un solvant inerte &
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RDCH-0 [/

'a.vlec.' un reactif mmmmNH?,'IIO (XV) W
.~ (XVIl) 35 dans un nil m‘\\\"\ﬁk\“\\\&\\‘m

"fr~act|on 7)) a.cycliser un interm-diaire de fornute:

y -CH -7 réaction, pour obtenir ainsi un cpmggsédejformule : - (XIX). R 45 dans
aL L;e§tmun radical -A-B-L' ou -A - B-L e ,Iedlt L' est un groupe -
~partant:au-sein d-un sol vant Wi negte h la r~ar ionvr ou h) a cyclodGSulfurer_.mu
BN 8 |nternrd|a|re de fornule 50 R S-D-¢cH -Qi

en N L INNR 2. w12 Vs
—X0enprdsence—dOaRH ‘ ‘g""d-‘,’-a ot ginoxyde-ou-set—ndt- aH*r-que* o
.au.sein. d.un. solvant |nert- a 3 228;}2581I N I ractlon . -
“:ﬁobteﬂ1r“aln8| i conpos4 ‘do- fornule ‘RR .5 S R
. - B '- B.4 dans Iaquelle D -
) epr. ~sont edaue :anaiefb%prsk@mmﬁ AT do %m& A 0

L e e .et, 6ventuol |l enent, &convortlr | es conposds de formule |
,;Ies uns dans | es autros par des pr f2s bien connus do transformation : et

AUSSH, ‘dvent uel | enent, | convertiyr Iq . conpos~s do fornmule I on un sel
;;d‘&ddltlon avec; un aci de non t off t h~r apout i quonent actif par
~traltoment -avec: un acids ou, 25 I . au contraire, A convertir le eel d

* aci.do en une base |ibro avoc un al & ,,sz %‘pr~parer des fornmes
:5st6r ochln1quenent .somres. de ces .onPos' s® da. so cimqu de D formula R
' 2 s(V)4 ¥~ ~ ~~demaed o a-- _ettvnul eet
'j rr?e opsd on1 e n Rin Iso autes prds que d ni ou uno fornes
"”St%ﬁch|n1que onbr es e ce
revendlcathgE md ontch

b us ea}r%lafprn}a?réf ?_?? e@ entI(fv.:onvert:wrega[gompoe}ﬁ Je ule | e?l on |

i evend| catl § ﬁe‘iﬁd atdition avec un acl © non oxique m;}rapeutuquement actif par traltement avec un acidé ou,

as_" " au contraire, & convertir le sel d' acide en une base libre avec un alcali ; etlou & préparer des
formes stéréochimiquement isoméres de ces composés.

ans | a

Q

L queoﬁé_ .ch!m.rque de formule :

| ‘R |

/. \ /—,L'\’ Y—RI
‘ou. une forme stéréochimiquement isomare de celui-ci, dans Iaquelle R, Y et R‘ sont tels que définis
dans’ Ia revendication 1. :

, “43. Procédé de préparation d'un composé chimique selon la revendication 12, caractérisé en ce qu'on
N enléve la protection du composé correspondant de. formule Vv dans lequel la fonction phénol est
protégée .

Patentanspriiche
45 1. Chemische Verbindung mit der Formel. ‘
h__yu. .
“

CHZ-—- =A

o - (1),
eeho
55.

- - ein pharmazeutlsch annehmbares Sﬁureaddutlonssalz oder eine stereochemlsch isomere Form hievon,
worm - :
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K .o -::enl.~ve la protection du conpos6 correspondW
l:oquel: l.a fonction phdnol ost prot~g-~e. Patentanspr e 45 1. Choni
Verbi-ndung ‘mt dor Fornol 5.0 50gp 0228 125 B1 \“ﬁm‘\L une

oe stereohi ngqueent sonteR. nmec Rsontels Fmhien ; .

rc~edeprprain u cnps cii q"e'Seo'nI rvndcain 2 cri:trl n38qE|o L |"EP 0 228~~

_=.12- Sl Q zH. 8rNodpr CH stel . o** L. Q .. fOr N odor. CH steht-. Ar
Tfor. AryI ‘steht: Rfﬂfﬁwlst%sserstoff oder G -sAI kyl bedeutet; und Y-R1l '
“ei nen-Rest rrFt de Wepsgrsipffjoder G -5 Alkyl bedeutet; und - 5. L X xN-R
L H(alf'"&'b“”b’ﬂ'é?"’@'ﬁ@h Rest mt der Formel 15 . -- - o |
RUTEANEAIIANL - S ““‘"‘“““"““‘N( (b) R bedeut et, “worin R - - fU ~ - o
-Tetrahydrofuranyl -sal kyl ; oder Cx.-sAl kyl , Ca-s Q/cloal kyl, Aryl -
.. r-s-alkyl oder (Ca s Cycl oal kyI_)O’ -sy R steht die jeweils am G .
L8 ALKYI- T und! odQr C3-s- Cycl oal kyl - <Mei | Wurch O<(33) Thi oxo oder mt einem .

ler ‘gjt zwei Resten der Formel -Z-R13B2& substi t ui ert

“si'nd; welches Z fOr 0 odor S steht: welches Rll fOr Wasserstoff G -s-Alkyl,
Ayl C3- sQysleman Hast mREs Forhil F @hydr o- 2H pyran-2-yl  steht; oder wormm R1
~durch zwel -Z-Rl1-Reste substitulert |st, wobel die bei den Rests -Ri - 30
‘zugahmen ei nen zwei wertigen Rest der Fornel -CH2-, -CH(CHq)-,-C(CH3)2-,

- CH2- CH2-, - CH(CHs)-CH2- odor -CH * CF12- ausbi | den k6nnen; X

<far0,” S oder NR2 st eht; wobei. d@¥®genhnnte Rd¥®) R2 Wasserstoff oder C, -s
Al kyl bedeutet; A fu C—*“GGR" NR3 oder Methylen steht, das
“'-gegebenenf alls durch bis zu 2 Reste,gl- S. . .35 ausgewahit aus
-"der ‘aus ‘Ci" -sAl kyl und Aryl bestehenden G uppe, substituiert ist; wobel der
'-gem@nﬁfte Rest- R3 fUr Wasserstoff oder -Cl -sAl kyI stehtk B : fOo ) C

0 odor MbpIgyIeLMOdt eht , das gegeben enf aII

'auS gewi hit afls dert {% %’l;cloﬁﬂ;gy :g;kyl stght od'era\g.qlls Yl%ﬁ_s_ﬁg 2l “g' %‘Egﬁmmn

substituiert |st

-'-'-'el nen Z\Ael Wert | gen Rgit g:%brw oder mit :?nem oder mit zwei Hesten er ormel

welches Z fUr O oder S steht;
weiches R'* fur- Wasserstoff Ci-¢-Alkyl, Aryl Ca—sCycloaIkyI oder Tetrahydro-2H-
pyran-2-yl steht;

k/ oder worin R! durch zwei -Z-R"2-Reste substitulert ist, wobei die beiden Reste -R'®
0. : zusammen einen zwenwertlgen Rest der Formel -CHa-, ~CH(CHs)-, -C(CHa)z-, -CHz-
BRI : CH,~, -CH(GH3)-CHz- oder -CHz-CHz-GHz-ausbllden k&nnen;
X fUr O, S oder NR? steht;
woben der genannte Rest R? Wasserstoff oder C1 -6 Alkyl bedeutet;
Lo E A fir 7C=0, NR® oder Methylen steht, das gegebenenfalis durch bis zu 2 Reste,
.8 : - ausgewihit aus der aus C1—sAlkyl und Aryl bestehenden Gruppe, substituiert ist;
I wobei der genannte Rest R? flir Wasserstoff oder Gy —¢Alkyl steht;
B fur - > C=0 oder Methylen steht, das gegebenentalls durch bis zu 2 Reste, ausgewéhlt
S aus der aus Gy -gAlkyl und Gy -sAlkyloxy bestehenden Gruppe, substituiert ist,
o oder
T 40 Aund B zusammen einen zweiwertigen Rest der Formel '
-N=CH- (c¢);
ausbilden; :
45 A'und B'  unabhéngig vonemander die gleiche Bedeutung wie A bzw. B aufweisen oder A’ und

B’ zusammen einen zweiwertigen Rest der Formel

-N=CH-  (c) oder
. -CH=CH- = (d)
80
' ausbilden; g
worin das Stuckstoffatom in dem zwelwertlgen Rest (¢) an NR! gebunden ist; wobei sin
Wasserstoff in dem Rest (c) und bis zu zwei Wasserstoffe in dem Rest (d) durch einen
Ci—sAlkylrest ersetzt sein k8nnen; mit der MaBgabe, daB
56 ' () denn, wenn Y-R! einen Rest der Formel (a) bedeutet, worin -A-B-sine andere
Bedeutung als einen zweiwertigen Flest_der Formel {c) aufweist, R! eine andere
Bedeutung als durch C;-sAlkyloxy substituiertes Gy —s Alkyl hat;
- (i) dann; wenn Y-R' einen Rest der Formel (b) darstelit, R' eine andere Bedeutung
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= CH: (c);. ausbil den 45 A und B “unal nel nander d| e
i g__,el che. Bedeut ung we A bzw B aufwei.sen oder A und B

. zwei wortigen Rest der Fornel- - NP0 288 125 BT) oder -CH = mﬂﬂ\mwﬁ“ ‘“‘
~ausbilden; worin das Sti ckstoffatom i n dem zwei wertige mans

* gebunden ist; wobel ein Wasserstoff in dem Rest (€}:und bis zu zwel

. V\asserstoffe i n dem gedyrch G )-s Afgylownsubstiiaetr —s Al Bejil r'est arset zt sein
::‘k6nnen m.t der MaB’Q'EHbéW” & iRhenyl oder substituiertes Phenyl steht, welcp s@gqtmerte\ﬁ@myl R

“=gofief-Rest -der-For- r‘ﬂ?l "Q?t"‘lﬂé'a’éLﬁwél's ungfiingig voneipander qusgg 486 B HE0RRN. -5

2 t “°"P8‘hyé}”?§é9h%mﬁ'é CEepR #BUt ung.
:: genuﬁ\é\ﬁoger_ Isgdeﬂy'le'ﬁt}(wg?fﬂ\ﬁﬂ?etbﬁl%?gé@g%ﬂysaﬂﬁgﬁiﬁ""ﬁg‘f'ﬁ (ii) dann, vvennu:]/?]Rl

el nen.. esé F\perﬁ%lu lp&hg@\sr m$ n n erF%rné?fl%geP{%?béﬁum 'mf?ll s | _.
e B e s

TS Ublgt '3.t u(':lf% fsEroRRsdirigtnach Aﬂ'spruch 2; worm Y'-R‘ éinen Rest%uSFo%necl;‘{QWs{ehl%ﬁ %ﬂr o
~evell’s unae A bt A/GHIS BrabHaRS R0 odeFMethdhSstehon, ldRs Gigeddnen- -

oot AL kyl - hilb- @uPdnkid Qaweul\b,t_mkyurgm Q&bs!&ﬁléh Tk, | dabruR URE 1 Ydsali R eirfeh UPDeE,
- auf- -6 - - zweiwertigen Rest der FortBli @&} ausBilden,détin Mfww&oﬁadﬁBdﬁFéH Sihda OPbRKNbst

B _':aus_geschlgasgmmlssﬁkana unghem sche Ver bi ndung nach Anspruch 1, worin Y-RLl

el nes ResR' fiTotrElgtiotan{ial) -saly loddr s -0y claliiye substithidrt dledsh Ova ogaHydrodaBdeftir und B’

-+ ZUS amTe N gRREARYE nden iAGHC: e blkyk stelReBéideda@n ClraAikpiisil darkh Oske pdef dirciaetsi bdbe awel AO-

0 39 .. ChRastesds@olviiel EO-RUUstehtreteh wiins BT diéh Zwei -QuBH+Resty_sibstibieridsl, Webet disler

- For el ﬁ@ar%‘t‘tﬂ%ﬁ @uRammEngehomrienseinen tzweiwerigencisehden Farme! G(GHakbloter ngigy
yspildekdmaen. oder Met hyl en st ehen, das gegebenon- falls durch bis

'Z.-'Zﬁﬂg?na 6Al k | reste SUbStItUI ert I St ode A und B zusammrengenonmen
i nen fvxe‘?’!%‘fsf"? ve% : %a@bqsrﬁaﬂmm ibgluesaue, DEp 86 o orn
dureh ei | oder Aryl-C1 -5 Ik% %gatarg&ﬁ tml] durﬁlh gxe/ gder Rl
f ar - Tet.rafty rWGF%( r°xy§'“5‘?°R)9F°'&dd’ &‘-y[?s'ﬁ? SRS substituiert durch
- Oxo gdar Aoy 9 4 AS.H I L o mzasem.r Adfinde am
-*’%Jkeof’.énv' i LK'F&cRiHE %&ﬁ; 38 H Tporind
0 Rl zdéﬂ%éhg %Re Wedt (). e]1 dds vﬁéé&b?étéffa{dh ureh! shlen VWODEI
. die bei demetgﬁ?e s%m&uﬁ.aurmwaﬁ@ sfRht 1848 GG DNEGdel 19)aFox riléH isth-Or el
.= C( CHS) 2-- oder -Cl 2- CH2- ausbil den kénnen. 4. Chemi sche Ver bi ndung nach

- ANstiueh  BiarviRéutischi Zudeimeh@izigy Ginfaadelidy binenSgueighdtdnnariiazditidchdh TREGer Qe is

“Hydr oxy,  whlsoftfelle tRarapsilstty Wirledmed MéXgy leinbi Veiisinddld; widl i lBinem dleCARRBILEHR BT &

*Ci.r.- sAl kybeagdptucktur ch Oxo oder durch eine oder zwei Hydroxygruppen oder C,

..-s. Al kyl oxyreste substituiert sind. 25 5. Cheni sche Verbi ndung nach

- Anspru@h Antimikmbielie- prarrazeutiRthe rpbanwnessaizung] aniaseand reinenvgesigralon pbarmazsntischen

- 'subs®i t ui Erigerjugd ais fVirkgemer Besteridfeil loingl @ntimeikroblel, Wiksame( Mgy eiveroYeridang; ishin, B

S flr CH2 oﬁW?efmf‘b!‘%h‘?'séaﬁnsW%hd B zusammengenonmen ei nen Rest (c)

"hilden, worin das V\asserstoffatom durch el nen I\/Eth | rest ersetzt soi n kann;
und RI '8¢ pYeriahren gk, teliungosifer pharmazauisehpn By thPb ?r? i st.
* L 6. emeﬁqgm% fwirksam wk nggp%uﬁ wle W fche, 1 bls 5 definiert,

geel"dnet efRrig i oReignalgp P'éaé'ﬂaéﬁ"t'ﬁf pery, Heém'ﬁ rkstoff ei ne t herapeubsch
- Wirksamge %ﬂ%nghd%@&n%ﬁp&';\ﬂ pfls%zhr’kn%l&ﬁ@q]{ﬂse aﬁﬂe%%f Uche 1 bis 5

‘beanspruc har maz usamenset zung,

unt assqgdv&anfking ARR bHEHE H&%%W%ﬁ 'Stzhrsﬁmbv%uanls antimiRrobidile/ MEaIzinund al s

wi rkgamen Bestandteil eine antim kroblel sanme Menge ei ner Verbi ndung,

: .Wl e | N 11. Verfahren zur Herstellung siner chemischen Verblndung nach einem der Ansprliche 1 bis 5, gekenn-
zeichnet durch
a) E—Alkylieren eines Zwuschenproduktss der Formel

/\'\
p—CH -o@ \_/ " (11

oder einer Metallsalzform hl_evon_-mlt elnem Reagens der Formel
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-ei.nem.der- AnsprUche 1 bis 5 beansprucht. & Verfahren zur Herstel I ung el ner
'pharnazeutlscheh Zusamenset zung, dadurch gekennzelchnot daDeme————
‘therapeutisch wirksame Menge oi neEP Ueebii2siBng, wie in ei ne @'y@ rI che 1

O . LU

“Anwendung -al sRé’Yne 'Rbdl zin. 10 Ver bi ndung nach ol ngm der Anspr Uche bfs 5
zur Anvvendun ?Na]ntl kro I | e Modizin. 46 11.. Verfahgen zur - -

“Her st et | ung eauia%e Fﬂ&‘ﬂ'ﬁ der JoHn W, WeRly #cqinepnd G=Ocipst gebuden,s
~gekenn: zeic PR o'rl?neﬁ?l ?"??E‘sreﬂ?@'f}ﬂ@ﬁ%@ﬂﬁkt es der For el
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-0- (\\ N N4\°!§!‘ W.de Qedeutunme'ws reaitivey Eddprrestes pubesiet, i elpenExseldiprsinertond dsunpetit:
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25 o gewt]nschtenfalls Oberflihren der \[erbmdungen der Formel (I) melnander unter Einhaltung bekannter
"~ Umwandlungsverfahren;
und, falls weiter gewlinscht, Umwandeln der Verbindungen der Formel (I) in sine therapeutisch
wirksame nicht-toxische S#ureadditionssalzform durch- Behandein mit einer S8ure, oder umgekehrt,
o - Umwandeln des S&ureadditionssalzes in die freie Basenform mit Alkali; und/oder Herstellon stereo-
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S . | HOQ@Y-RI | ‘IV-’
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