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preferred enbodi nents This i nvent| on is concerned with novel t Himdazole
~and- 1 Hrdl ‘Dedsriptiba bfathe lpesfatedievtibdimestswhi ch may structural |y be represent ed
by the fornul Fhis Wventipn-is concerngg witisnovel TH-imidazole and 1H-1,2,4-triazole derivatives wh[c@ma}'
and t he. pf?é’PWH’@B‘UP‘? EeRTeESr et ethe AWME'3aci d addition salts and
stereochem cal ly isoner forms thereof, wherein: Qis a nenber selected.
fromthe group consistihg CHand N 30 Ar is a. menber selected fromthe
. group consisting of phenw t hi enyl, hal ot hi enyl and substituted phenyl,
- said substituted phenyl g‘\él ng from 1 to 3 substituents each |ndependently

selected fromthe group C of hal.o, |ower alkyl, |ower. al ky1 oxy and
trifluogponethyl; and the ra Y is.a menmber sel ected fromthe group

‘consisting of al Hpyrrol- ‘radi cal of the fo rruI ] 40
() wherein [err] and [err] each |nd ende |y M ed fromthe group

- consi sting of hydrogen, |ower al pd” alyl /Io aIkyI 45 a _

- 1H-pyragol -1-yl radical of the f ot ] 50

~(b) wherein [err] and [err] are each mependently sel ected fromthe group

consi sti ngpndfthmgfdrmg:emcallmaptwd(gdq adamyh saitsdnastydee«trEmallva‘sdo}dﬂp f@@ds thereof,
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wherem R*, A% R® and R* are each mdependentlv selected: from the group consnstmg of hydrogan lower
alkyl, aryl and aryl-lower alkyl;
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S . [err] 10 ' a
(d) wherein either of R11 and R12 is ‘sel ect ed fromthe group consrstr ng of @
hyer_gJen hydroxy mercapto, |ower 15 al k§| thio and aryl -1 ower alkylthio,
t he remai ning being selected fromthe gro QeI Lt | ng of hydrogen, | ower

al kyl and aryl - vagveih Ralslsybcteciroftthd grdugcdnkibing @k hydiragbn, ok SR, nf¥fcabRSolvet aliyhiio and

13- 20 -~ aryl-lower alkylthro and R® and R'® are each independently selp@éd fro Iha\Gr@GE kdhsisting of
[err]. is select B‘q’ ‘faegyg?‘t’ (p r'%*@'qfrﬁg(vbf hydr ogen, nercapto, hydroxy,

| ower - al kyl thj o AT Io?iRt RY PR A BYRand [err] is selected fromthe

gr oup consrstrngof hydrogen Iomer aIkyI ~aryl andsaryl- lower alkyl; 30. a

[err] is selected fromthe group consisting ower al kyl and aryl -1 ower

2, 3-di hydro-4H1, 2, 4-triazol -4-yl radical of th Rornul a [err] 40 wherein-
al kyl and [err] is selected fromthe grouchonsi sting of hydrogen, |ower

al kyl; and af§l-lower alkyl; a1 H1,2 3,4 @zol -1 -yl radical of the®
formula 45 [err] 50 wherein [err] is'- sel pzted fromthe group consisting of
hydrogen, mercapta, |ower alkyl, aryl ard aryl- |ower alkyl; wherein said

aryl as used |nwlnelfm enmrecgar' d Bi4 selectedfrem ithe gsqup sensistingfaf Hydragk hyfireyy,mercapto, lower
consi sting of® pi} ag‘ﬁf, S v},al"l/'g:\‘é % EheSRFIing baing wlectan SPTthr RHRsREsSne REArgen:
froml to 3 sub t sel ected fromthe group

consi sting of hal o, i%ov@?& cﬁ] %ﬁf%%r oxy and trifluoromethyl. 55

It- is understood that radi cals of f or mul aéla(c) and (g) wherein [err],
respectrvelyz‘[err] stand for nercapto, as Llyas radicals of forrrul as (d)
and (e) wherein [err] or [err], respectivglly [grr], stand for nercapto I
hydroxy, may al so exist in t hei r taut omeri c\.higxo, respectively oxo,

forns. Such thioxo and oxo formns,. althou ot explicitely indicated in

the above steuctures, are naturally intended to be within the scope of

formula (1). 60w rein ‘Jp?eeg{ ff h' QHQQ. ? ba hf?ﬂjl t}l, Fhacit i Q thio and
where the 4- phefliiaid ahpeidiind o kS e ?:é’&uéé Sﬁb&'ﬁﬂ%‘g e aRnihio and
noi ety in the pewsar @esi tion. As used in the oregornga in follow ng

defini ti ons thea RSrdivydteadtb . 2idgtrigrelrdyi radicad of thedpamutachl or o, bronp and i odo;
and "l ower al kyl" means straight and branched hydrocarbon radi cal s havi ng
froml to 6 carbon atons such as, for exanble mEFtﬁyI ethyl, 1

-methylethyl, 1,1 -dinethylethyl, propyl, ﬁ met hyI pr opyI
2-met hyl propys, butyl, pentyl, hexyl and e I 0006711 In order @®o
~sinplify the structural representation of t\g z*lorrpounds (I') and of certain

starting materials and internedi ates usegdgi/f the preparatron t hereof, the
2-Ar-2-( 1 Hinidazol- 1 -ylnethyl or 1 8L 1,2, 4-tri azol -

-yl met hyl) - 1,3- dhGdinRans Sated Gom s grm%ﬁg@nfﬁf lbﬁer%&ylﬁh@!hﬂ%&r%lﬁﬁn& R®ds selected
- Wi I her el naf t efrorb@he’ grpupeconsibting db YiydrbgenSipwoaikyl):and aryi-lower alkyk:
' a 1H-1,2,3 4-tetrazol-1-yl radical of the formuia .

N-N-
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s5a wherein R'7 is selected from the group consisting of hydrogen mercaptu lower- alkyl, aryl and aryl-
- lower alkyt:
wherein said aryl as used in the foregoing definitions is selected from the group consisting of phenyt:
and substituted phenyl. said substituted phenyt having from T to 3 substituents each independently:
selected from the group consisting of halo, lower alkyl, lower atkyloxy and trifluaromethyl.

55 It is understocd that radicals of formulas.{c) and {g} wherein R®, respectively R, stand for mercapto,
as well as radicals of formulas {d} and (e} wherein R'' or R'?, respectively R'3, stand for mercapto. or
hydroxy, may also exist in their tautomeric thioxo, respectively oxo, forms. Such thioxo and oxo forms,
although not explicitely mdrcated in the above structures, are naturally intended to be within the scope -
of formula {I).

60 The preferred compounds of thrs invention are those where the 4-phenylprperazmyl function is
attached to the phenoxymethyl monety in the para position.

As used in the foregorng and in following definitions the term “halo” is generic to fluoro, chloro

bromo and icdo; and “lower alkyl” means straight and branched hydrocarbon radicals having from 1 to

6 carbon atoms such as, for example, methyl, ethyl, 1-methylethyl, 1 1-d|methylethyl propyl, 1- .

65 methylpropvl 2- methylpropyl butyl, pentyl, hexyl and the like.
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N [err] Q=CH or N The conpounds of fornul'a (I) wherein Y is as previously
defined, but other than a radical of formula (c)-or (g) wherein [err],,
respegti vely [err], is nercapto and atq&{tﬁan a radical of formula (d) or
(e) -wherein [err] or [err], respectively [err], is nercapto or hydroxy, .
said Y bei ng 'ﬂi'aéifgefs@rﬁi@@lif\by'e\ﬁruaml regiiesknR@ion ©b teaumeeunide (INgndr efersie Btatthgby

t he for nul F3ieralg anddintermedialeh usad inthe proparation Kheresf. thecr-Arr2-Hbhimésiardl-4 twimeshas poTH- of
fo(ranuf);m(Jl E;{&g "ﬁ:}:ﬁgﬁﬁg 'gf"é‘ﬁ’?aff’“‘f'dr _ 'h’l*'("gf’j Pfeﬁc?#‘glv fingd; wiH?'F@i%?f}ero
[err] (lsl) o © 0 (I11) 30 [err] 35 (1') In formula (11),

W has the neaning of a reactive es N esi due such as, for exanple, halo,

- preferably chloro, bronmo or iodo, "r d]'sul fonyl oxy group such as, for
exanpl e, met hyl sul f onyl oxy or 4- et - 40 phenyl sul fonyl oxy and the |ike.
The reaggion of (Il) with (Il1l) is darried out under art-known conditions
of performng Oalkylations with red&thive eatersp The reaction is generally
carried out-in an appropriate reacti Qn-)% organi c ‘solvent such as, for
exanpl e, N, N-di net hyl f ormanmi-de, N, N-di §&t h}® acet am de, . '

hexanmet yl phosphorictri- -am de, di met hyl sullf oxi de, 4-nethyl -2-pentanone and
the like, optionally in adn®xtGirer Mith other 45 reaction-inert solvents
such as,. for Eheacquipeundaradfatiula (hydheatay koasSpredodly, deffaZ ButethedBiaRyd RaBaeRe,
di met hy| befrasreckardel mherein RerespRetiveln 817, is meicsptadedwthergimizgadical ofdemuta (ive (e)
react i op @gg%}nn%s@g;gggﬁg g%g@g %rgar;?czi@&g s 8aid &bl rasreseiecinkkland seid ol
hydr i de” orphead 139 Ridnida (Nl §dachit érﬂ}_% i Gy AT BV 8 Y@ Andppropriate

O herwi se it nmay be advantageous to first convert the substituted phenol
(I'll) into a metal -salt thereof, preferably the sodicumsalt, in the usual
manner, e.g., by the reaction of (I111) /wt\h nfet ¢ bases 500-atkyédtioas sodi um
hydr i d&€° sodi um_hydr oxi de and | idee! e t her eafter—satenet al
salt in the readti%a—Mith (H9 dmewha fd tenperatures are
appropriate to enh?nge t he readEROn rat 8 I‘gnd nost. preferably the reaction .
is carried out at from 80C to 130C. The & |

i s as ‘pPeviously defined, -can generally be .prepareg.by cyclizing. an .

internediate of fornmula (1V) with an apprgprizstg subst.i tuted am-nobenzene
of formula 55 (V). Y [err] 60 | ZaIN on s-@ 0006711 The reaction is
carried out by stirri n@-t:hg_m ts t\ag.éth n the presence of an

approprifate pol ar sol vent, “e. g) ter, in adm xture with an appropriate
wat er - mi sci bl e organi ¢ sol vent suchl'bs, for o :

In formula (Il), W has the meaning of a reactive ester residue such as, for example, halo, preferably
chloro, bromo or iodo, or a sulfonyloxy group such as, for exampie, methyisulfonyloxy or 4-methyl-
40 - phenylsulfonyloxy and the like. _ . ) .
The. reaction of (If}) with {lll) is camied out under art-known conditions of performing O-alkylations with
reactive esters. The reaction is generally carried out in an appropriate reaction-inert organic solvent
suqh as, for example, N,N-dimethyiformamide, N.N-dimethylacetamide, hexamethylphosphorictri-
amide, dimethyisuifoxide, 4-methyl-2-pentanone and the like, optionally in admixture with other
45 reaction-inert solvents such as, for example, aromatic hydrocarbons, e.g., benzene, methylbenzene,
dimethylbenzene and the like. Further it is advantageous to add to the reaction mixture an appropriate
base such as, for example, an alkali metal hydride or carbonate, in order to enhance the rate of the
reaction. Otherwise it may be advantageous to first convert the substituted phenol (lli} into a metal sait
thereof, preferably the sodium salt, in the usual manner, e.g., by the reaction of (Ill) with metal bases
50 such_as sodium hydride, sodium hydroxide and the like, and to use thereafter said metal .salt in the
reaction with {ll). Somewhat elevated temperatures are appropriate to enhance the reaction rate and
most preferably the reaction is carried out at from 80°C to 130°C. '
The compounds of formula (1), wherein Y is as previously defined, can generally be prepared
by cyclizing an intermediate of formula (IV) with an appropriately substituted aminobenzene of formula

55 (V).
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_alkyl and wherein. Wi

-wherein Y stands ernf Yokt
- previously-defg g

.al kylthio or aryI-Iower al kyl t

io bacterial substances they constitute an additional feature of this @

i nventi.on. The conpounds of formul a (I) wherein Y stands for. the radical
(b), \y\/nerer n [err] and [err] have t ﬁéef/f yusl y defi ned meani ng, said
conpounds bei ng represented by the 09 fl_-b) can be derived from an
appropriate hydrazine of the fornula (VII1-b), whi cgsr s usual ly enployed i.n
the formof an acid addition salt, by cycliZi helatter Wwith an

~appropri-ate dione of formula (X). 25 ". [err] 30

35 [err] 40 The reaction of (VI W\ s ¢arried out follow hg the
same procedure as for the-p epar ti %—ﬁ\artrng from(VIII-a) and
(I X-a)." When [errd_ct_,s_a Be™, t\oe/adj car bonpt group of (X) is

prefer- 45 any acetal i X pr|or to. reactrng said (X) with (M1I-b) in’
or der 1,9 obtain a pyrazol e derivagiiyg wherein R is unanbigously located at.

the 5- posrtron M xtures of position isomers which can otherw se be ob-

tai ned when uké Rgctioh aERAIR) inite diXa) Babiyeientp carket Guh By stdngfand FBAlxng (1O reBddAtsde

subj ect ed tagethstinan anmbnﬂstelsdtlen@m ga A dbven alkdriotath aretimnolaed thedike, pefesablyabnet t he

" pure consn¢aesaarly.dn fhe@rﬁse'g J&Q qfv?eerrlam‘éase&prGErrﬁ?f§xQﬂP'q‘ errﬂtﬁ'-ane(fq'yarmreream Y

st ands 'f oP8% ﬂff& aoﬁ;a {an)[lseﬁrgfLraaiQ QETLIQJ &]t i dﬁolﬂ§ol9§n§§ 9%@&’(1).( aég) and

defined agg pferern [err stands for nercapto, sal oun
repr esent ed b}hetcblﬁp(ftmﬂs‘rbﬂ farmula (VH(LY), used s tmenpémasr mleubwrsaw bﬂra\rgragufaﬁgar and’
appr opr i aeetibacteriadh proogrtisethemssives andrpgthcas Lsdfyl internedipteh herein apsias@ptifuegaband anti-

e e t%i??iﬁfg?ﬁrﬁtﬁa el msﬁ"‘% i iy g

stirring, frBﬁ\% &b lat Rkind\&fahé foEmuld Wﬂl lB)eﬁﬁiEtaa'QM&ra l&@ﬂ irl e forki 6F &

‘organi ¢ sadditant saltShyceyclizihgahd @vver wiah ambnﬂrqpnetegtrqne&fpdrrmphﬂnl in the pr esence
of an &ppropriate base such as, for: exarrpl,@_Na,n al kagi- org earth al kal i :
2The cprpoypds  of forrrul a (I)_ _

met al ‘carbonate or hydrogen c

radidal e preim [ erg 3PaceC-a0-+A% are.a:
"-'I"'ei""ri £drr T nds f oP Ry dr ¢ bfl, said corrpounds
bei ng eepresent ed zpy Neefformula (1-c-2), can easi |y _be obtained by

desul furating a corrpound Vil a (1-c-1) in the u§ ad manner,- e.g., by
treating the latter with Raney .nickel or _gith di 7ut ed n|tr|c acrd The
conpounds of formula (1) wherein Y repre@
and [ess]. are as previously 10 descrr bed

erein [err] is |ower

formula (1-c-3), can be rep ed _
of forpula (I-c-1)- to oTTaRr d/S- 3 | atian vvrptshasurtable reactive -
ester @ the f5Chgt wherein [err]: is |l ower al kyl or aryl-lower -
prev Qys!y. defrned In turn the conpounds of

forrrula(l.- 11} ngg\ﬁzvfg 't rated Id t he co rao %
(1c-2). g PRI LE: o e Ay
20 45 ably acetalized prior to reacting satd (X) with {Vlii-b) in order to obtain a pyrazole derivative wherem Re
a(l --c-is \.t’h)amblgods[yebd’a}ed at the 5-position. Mixtures of position isomers which can otherwise be ob-
. tained when using unacetalized aldehydes or ketones of formula (X) may be subjected to standard
isolation and purification procedures to separate the pure constituents from each other.
. The compoundg "of formula (1) wherein Y stands for a radical (c) wherein R® and R'° are as previously
50 defmed and wherein R® stands for mercapto, said compounds being represented by the formuta<{l-c-1),
can be prepared by ‘cyclizing an appropriate isothiocyanate of forniula (Vill-c) wrth an appropriate
amino-ethanone or ammo-acetaldehyde of formula-{X}).
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[err] " TR ‘desul furation ' @

[err] (I-s3) 30 desulfuratlonN N'35 [err] [err] (I-c2) 40 The .

compoynds-~bf formula (1) wherein Y is the_r (d}, wherein [err] : |
regtrkegents XH, X bei ng O or S. and wher QQO?S*fT i s hydrogen, |ower alkyl

or aryl -1 ower al kit réa@iich df NI-4) VAl (D isTcBREAGRIN kbR byestFrng, aidler@ii dhder heating, the
conpounds’ by tréeetaher togstiser (ih acsuitjble crganideolyane pacteds byoveey ldolidlngg.a2-propanol, in the
hydr azi necar batdsemsaref ge aewm%{'aFWhﬁsaﬂWe@af%melﬁé“@FkaF ar ﬁ‘HFhaa'(al/I 'F?‘a'cFa'bﬂ‘ate or

with an appro f“aﬁfé' <‘@n§ ?M Joqrﬁc(i w m Ugt% JsQorQl'Pe @éj(r%‘% whierein R? and are as previously

0 [err] # defined and wherem Re st enasa dH3mboAE Eprisdhied gy ?Jn% (1-c-2),
such as, for esAeRdiE be abtaineyby liaahlfual&mg ardomP6undrof fedulp lfied-Brialheyusaa rhatnék: e.6.0by
am de Of t he ftozating rae mer ith Raney mckel or with diluted nltnc acnd XI I1-a). 55
recctans (ot é'ﬁ“%gli‘l# e el s
reactants- t(S’g 'éﬂ pol yrabier
actl is Seﬂfﬁd"lﬁsprﬁ XII wgerel ower alky

- sal kanol such € is lower alkyl or
tconpounds ‘of faaﬂ-llﬂshleaa(drl-add Iv%emywakhebneibwswedleﬁnhe prepared by first
racyl ating (VI - dinlthmwhe domppuralp pf foromulai-e-3hmhy i desidfu(axéd) vieiingsthe emmmhdm&mbfplmula '

hal i de Xl | t& die-2Herj ved from a car to obtain an
- I| nt lar rm((tll ate o?ch'PrflﬂVT'ﬁ%e@‘}m"ﬁﬁﬁ s°§elﬁ%°§'é§ha]ﬁ‘ﬁrvig(ésy{??"?"ﬁ ng theI | atter by

Istirring and heati ng-6en (XI'V) in an al coholic alkaline nmedium 7
‘0006711 [eryr] The intér ates of formula (VIIl-d-1) used as startlrggts
,material s herein, may|be prepared byg e reaction of an alkali net al
sl 'sot hi ocyanate, e.g. potassi umN sothi anate, with the.
thydr azi ne derivative ¢f fornula St II anot h
the conpounds of formyila (1-d-1) is : :
af fornmula ga/I11-b) with adewHpelend.
S. . in NN-diethyl- ethanam ne, washing.
- evaporating off the s¢lvent and. thereafter stiring and
in a mxture of dichlgronethane and ethanol in the ps
N, N di et hyt-gg hanam ne{[err] 40 .
di chl or onet hane et hangl

corr espon

ating. the residue
Seht®-8F al kali. 350

'desul.furatlon

- N\_/ _’/ .
(1—c—2)
40 The compounds of formula (i} wherein Y is the. radlcal {d), wherain R represents XH, X being 0 or S,

and wherein R'? is hydrogen; lower aikyl or aryl-lower alkyl, said R'? being represented by R'2 and said
compounds by the formula. (-d-1), can be prepared by cyclizing a hydrazinecarbothioamide or a
* hydrazinecarboxamide of formula (VHi-d-1) with an dppropriate carboxylic acid of the formula

45 ' .0

A®, ——(,g-—OH . c oy

-

or a functlonal derivative thereof such as, for example, an acyl hallde an ester, of preferably an lmid-' _
50- amide: of the formula . :

P |
B L OREC—NH; - - (i)
. 55 - The reaction is convemently camed out by stirring -and heatmg the ‘reactants togethdr in an

appropriate organic solvent, e.g., a lower alkanol such as, for example, 2-propanol, butanol.and the like.
The compoundis of formula (l-d-l) may alternatively be prepared by first acylating (VIll-d-1) with an .. -
appropriate anhydride (Xil-b) or an alkanoyl halide {Xlll-c}, derived from a carboxyhc acid (Xli), to .- - .
obtain an intermediate of formula (XIV), and, subsequently, cycllzmg the latter by sttrnng and heatmg
60 (XIV} in an alcoholxc alkalme medmm _ .
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'~ Qugania solvent, e.g.,

.The:compounds of fornula (1) wherein Y stands for the radical (d} wherein. @
[err] is [err] and wherein [err] is hydrogen, said conpounds being _
repfesented by the fornula {1-d-2), ily be prepared by de- .45

sul 15\u/fat| ng a correspondi ng corrpour%lagg fgirrul,a (1-d-1) . wherein XHis SH,
sai d conpounds being represented by the formula (1-d-1 -a)follow ng the
sane. procedure -as for the desulfuratlolh' of (1-c -1 to prepare (l-c-2). The
conpounds. of fo  NMHstntsNHor the radical (d} wherein ferr]
I s [ err p-aRg-oMg : gy al kylthio or (arny+a>| ower al kylthio, said
corrpouﬁds bei ng re&e.n-{ed o/t he formula (l-d-3),\can be 50 ¢ ned by
S-al kyl ating. ~a §onpound of fornula (1-d-1-a)- with ] Nestep of

fornul a (XVi'a), edilpdwhas the previously defi rein
[err] stands for Nower alkyl or aryl-Iower ) /pare
proced’ﬁre as for the preparation ofb-<{dH,e0 and (X 1I).

Fol | ow ng the sane
corrpounds of f or mul
(1-d-2 I Th
foll ové: 60 f@ 8halo
[err] I s. XH, bei ng
aryl -1 ower af kiyl—) sai
"by the formula (I-d- 4
(am ncar bonyl )- or (ar§
with an appropriate carlk
thereof, e.g.. an acyl

reaction is pr efRrGaty

esul furating procedure ‘&= ibed.herernabove, t he
(1-d-3) may be converted injy0 tthd-tionpounds of fornula
foregoing reactions are schermatically iltustrated as
006011 (RELCG. d’hexme-ﬁpoun - Otycfiemionl @ (1) wherein

) or S, and mherern [eri]i s hydrogen, |ower alkyl or
[err] being represenfed byx[err] and sai d conpounds
may- be. preparedy c zing an appropriate .
not hi ocar. ' ?r%@‘?ﬂ“ﬂﬁ)fornula {VI11-d-2)

' c a functional derivative

f preferably, an i m dam de. Said
e'preéﬁpce of an appropriate

-mer @Jkanol such as, for exanple, 2-propanol,
butanol and the |ike. 45 [err]

| Vi d-
V2 e mepiesot o O a"d““‘t"@'mrﬁ%?éﬂm'%zwﬂge““‘.‘;ﬁh“’

- radi cab (lﬂ)irariﬁeﬂeivmv[zefrfdrmula (’W;ul:l ogen and wherein [err] has the rreanr ng of

[err], said 31@ m‘ wﬂrusav amuss)wdrm

pr epar ed OQI?anammgP Evngz{eactl Yy ITHX :lég rg:n o%fheksoﬁent ali }E&é{%
(1-d- 4- a)2 %3 %y.,&,g

nitri c;sacsru he corrpo%nds of forrru a wherein Y represents the

radi cal (d) V\/nerer n [err] is |owegy al kylthio or aryI -l ower al kylthio and
wherein [err] has the neani ng of ferr] ;NSafathyistiapdoinels bei ng represent ed by
the formula (I-d-6), (Witybe &%@dﬂﬁmwaﬁﬂ)ﬁpound of formula

(I-d-4a) Wwth a react ive ester XHI-c) dwh,ommemane

ethanol

The compounds-of formula (1) wheram ¥ stands for the radical {d} wherein: R‘z is R'2, and wherein R™' is
hydrogen, said compounds bemq_representeé by the formula (I-d-2), can easily be prepared by de- -
45 sulfurating. a corresponding campound of formula (-d-1), wherein XH .is. SH, said compaunds being. -
- feptasenaed %f the formula {I-d-1-a} following the same pracedure as for the desuifuration of {i-c-1) to
prepare (I-c-2).
The compounds of formula (1) wherein Y stands for the radical {d} wherain R s R'?, and whereinR"is.
lower alkyithio or aryl-lower alkyithia, said compounds being represented by the formula {l-d-3), can be
s5c. obtained by S-alkylating. @ compound of formula {I-d-1-a} with a reactive ester of formula: (XV-a),
' wherein W has the previously defined meaning and wherein R'", stands for lower alky! or aryi-lower
alkyt, following. the same procedure as for the preparation. of (!-c—Slt starting fram (l-c-1} and (Xli}.
Following the same desulfurating procedure as described hereinabove, the compounds of formula
{I-d-3) may be converted into the compounds. of formula (I-d-2).
55 The foregoing. reactions. are schematically illustrated as foliows:
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of fornula (XV-b), wherein Wis as previously described and wherein R12b is([%/
| ower: aIkyI or aryl-lower alkyl. follow ng the previously described _
procedure for the. preparation of (l-c-3) starting from(l-c-1) 10 and

(XL1). Following the desul furating proce@@@édektri bed herei nabove, the
-conpounds of fornula (1-d-6), may in turn be convertgd into the conpounds of
formula (1-d-5). The foregoing reactions are sche trcally'illustrated as
}{olroms: [err] [err] 25 T=Tma _
“lerr] [err] Jerr] 40 desulfuratri.a—ilm_wv?‘ [err] (1-d-5) The corrpounds .

. of formula (') wherei.n Y stands,for ad Normula (e) wherein [err]

has the -previously deftngd Wedar nd regre Rl stands for- nercapto or
hydroxy, said [eP+dHsb@i TN rgpresen- ted by XH 2wherein Xis 0 or S and said
conpounds by the formula{T-e-1), can be derivedfromag inter- nediate of
formula (VIP-e) by cyclijing the latter with an wpprdbridte [X¥-chani de of
formula (XVI) or an 60 acild addi t(te#-1sai t t hereof. \g5 10 0006 7111 [err]

10 [er] 20 The cyclization nay be carried out accord\ng to nethodol ogi es i
known in the art, for exanple, bysie¥izaghnand nmelting \he reactants SR,
tqgether. ivsdesired, in tthe presence of an approprrate reacti on- |nﬁrt

organi ¢ sol vent having a rel atively high boiling p0| 4 chh fohr
rmul a
=/ ;ﬁgly

exanpl e, 1,1'-oxybis(2-netfhoxy- ethane) 25
hio of aryl -l owergi2

(1) wherein Y stands for tfhe radical PepH

defined andaaherein [err] |stands for |ower al kg

alkylthio, said [err] being represented by . [err], whefein [err] is |[dwer

dl kyl or aryl-1ower alkyl | said conpounds. being reprg eg ? the formul a
(1-e-3), car be prepared hy S-al kyl ating a conpoung/ of f a(l-e-1)
Wherein [ered is -SH, (1-¢-1-a), with a reactive gster of fornula (XVII),
wherein. Whas the previourly defi ned neani ng, foll ow nigs@hrizat®d known
orocedures. The conpounds fof formula (1) mherelr Y stands for the radical
ée) mherern [err] i s as prevrously

30

d (1—c-2)

The compounds of formula (l) wherein R" is XH, X being O or S, and wherein R'! is hydrogen, lower
alkyl or aryl-lower alkyl, said R'' being represented by R'', and said compounds by the formuta (I-d-
4), may-be prepared by cyclizing an appropriate {aminocarbonyl)- or (aminathiocarbonyllhydrazine of
40 formula (VIll-d-2) with an appropriate carboxylic acid {Xlll-d} or a functional derivative thereof, e.g.. an
acyl halide, an ester or, preferably, an imidamide.
" - Said reaction is preferably carried out in the presence of an appropriate arganic. solvent 8.g., &

s lower alkanol such as, for example, 2-propanol, butanol and the like.
) 45 . . . < ' X ~NH,
5 : o o . ' S B i
) _ N—NH o
' 50 o Rt 8 on
) . D—CHZ-O \——1
! _ ( XHi—d)
55 (Vlll-d—2) . or a derivative thereof
' i 11
-R b

o ll',/
C .D—CHZ—()@/

s e (l-d-4r'



defined and wherein [err] stands for hydrogen, said compounds being
represented. by the formula (l-e-2), can be prepared by desulfuratl ng. a ')/')/
corre%-pondl ng conpound of formul a (I ©Cods M 10r a conpound of “fornul a

(1-e-3), foI | owi ng standard desul furation reactions as previously described

her ei n. The'HﬂE'P?*U‘ﬂE UP aﬁ'ﬁf‘iﬂhg represents therredicat llvyermhIFUss hatregen asd

ein R :
;Olr lagyvcszal [% e\ &E,F . ,,a{,y :‘E‘ gr orid) Ug'dt'ﬁ@' hﬁ'FE’\gn 865 %’gﬂ%%ﬂ;%g&%f%t S__

sai d conpoundsTHe Qbmgowne@dsfe&mnraa whdfeih 1 @oprd@bibiing rddlcall(d) wHeath RO8is BVl HEMNHLPM
an appr opr |a&{1-@v\@0 []|n dmbfvhefrgn Rlllhas the mariu)g of\Ric:rseidl ﬂor?&dusdlsaﬁﬁl@ rdpegseritdd by the .

(I- : 6( 'i' by %ﬁ",‘\éﬂ“"%l‘:&"@%{wﬂaw o So (&t}-éli-a? Mlillawqpetngstter
of forrrul a ey allkylqriapyklgwer
meani ngse. [sfd | ?n' '" ol AT BN o TS e par 1)

nmanner, e.g., Rojlowihg !h‘el dagnfandndwraéddu@ dekuabécﬁﬁeéu&%@ Q@S cIdd & tefhula (1-d-6)
appropri at anayrig) 4ih Se sonveded intouthh carspounds ofefieamd @d-50li met hyl sul f oxi de and t he

like, in the plhedereqingreactions,pipshamagieally lysteated ashfoliws: f or exanpl e, an

al kali netal hydride or carbonate. The compounds gf fornula (I) wherein Y
stands for the radical (g) wherein R17 i's as pr \ﬂotusly 25 defined, but

ot her than mercapto, said conmpounds being repegSented by the forrrula
(I-g-1) -and said~[err] by [err] _can genergify Be derived from an :
internegjate of formula (VI I'I--}a)_w kT ziga-fhe latter with an a2|de
preferably an al kali N _arNde, /674 sof um azi de, and an appropriate
1,1, 1"-tri (| okeeHA y) - al e of orsmla (XIX) in an appropriate
acidic nedium e.g., ass#¥ic acid, preferably under heating. 30 - [err] -
40 The gpnpounds of formula (1), wherein Y s{ands for the radical (g) :
whérein [err] stands for (H-‘tﬁﬁrcapto sai d npQ um S g? nlg repr esent ed by
the formula (1-9-2). canrlbe obt ai ned by cyclizi\ng aﬁ i sOFhT cyanat e of

'forrml a (Vill-c) w th a d@QWu%BEA ate azide, pr&ferably sodi um azi de, R1|1n .an.
appropriate organic sol yent, ‘a | ower al kaNol such as net hanol, b

et hanol 7~ 2- propanol and|t he I|ke inthe. presenckg of al kali. 5@,__;( -
[err] 60 Said cyclizati¢n reaction -may also be carried out bynStinring
(M1ll-c) with an azide ifn the presence of gmy i dqat exna :
~lammoni um sal t, preferablly N, N, N-triQetGigt+® eremet hare Jum cATo de, in a

~isuitabl ¥ sol vent system{such as, for exanphss ralgh;ﬂbi n

‘adm xture with an 65 appropriate organi c sol vent uch as, for exanpl e,

1, 4-di oxane, to better $olubilize the reactants./12 .- 0006 711 The
.cconpounds of formula (1{g) wherein [err] is hygfolfsA™®)(1-g-3), may be
iprepar e by desul fura- {ing a conpound of forplila (1-g-2) following art -
tknown procedures. ' desulfuration

\-N

o @/ D“@f

~ {1-d-5).

_The compounds of_formula 1) wherein Y stands for a radical of formula {e) wherein R has the
previously defined meaning and whersin R'® stands for mercapto or hydroxy, said R'? being represen-.
ted by XH, wherein X is O or S and said compounds by the formula (l-e-1), can be derived from an inter-

mediate of formula (Vlil-e} by cyclizing the latter with an appropnate amldamlde of formula (XVI) or an
go 2cid addition salt thereof. ,

55
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[err] 1 : The i m dazol e- andtrlazole derivatives of forrrula(l) . :
obt ai-ned;”i - ase formin the foregoing pre- parations, may be converted to @
-thenut he apeutl cally useful acid addition salts by reaction with an

appr opri ate acid, as, for exanple, an i Q&PQ&Ft¥acid such as hydrohalic

gacid, i. hydr ochl oric, hydro- bromc or hygroiodic acid; sulfuric,

enitric or th| ooya~n| Cc acri d a -phosphoric acid: jan organic aci d such as

'®acetic, propanoic, hydroxyaceti c, _2- hydr oxyer-apaRaiie, 2- 0XOR[0panoi c,

et hanedl oi'c, ' pr: opanedl oi c, 1,4 Wfedi oi ¢, (2)-2-butepedioic,

"E)-2- but enedi oi c. 2-h ~N 4-plrlinedh oi ¢, 2, 3- di hydrelfrcing, —_—

wout anedi oi ¢, 2-Onati,eR , 3- p opanet+Car boxylic, benzoic, =
#3-phenyl - 2- propen0| c, dr oxy- benzeneacetlc met hanesul fonl c,

et hanesul fonic, 2- hydr oxyéf’ br?isul foni c, . 4- et hyl benzenesuf XY

,-,2- hydr oxybenzm c, “4-am no- 2- hydr oxybenzm C a2~ Phenoxybenzoi ¢ or

2- acetyloxybenzm c acid. The salts are int converted to the

correspondi ng free bases in the usual manne‘r§_eNg , by reaction with alkali

30 such as-'sodi um or potassi um hydroxide. Ag¢numper of the internediates and
st,arting meserial s used |n the/fo g'.- aLgt i ons are known conmpounds,

ot hers nmay be prepared \ g tA no met hodol ogi es of prepari ng
sim | ar conpourféeCrind ong of t ar &Hova™ and consequently their
preparation will be de bﬁd her e- after. 35 The internedi ates of
formula. (idkl), wierein’Y at the previously defined nmeaning, can

general | y be: pr epineegkiifatiommbbe canied: arding tavebiiadojogies Badwrt io thedn: npamplisby
of formula (xmtxlgf@mmﬂhm agtants- met @7 desrred in 1P preence gt aregppropfiate geaction-inert

hydroxy group g™ PiYEh aYIRA - § Sqitively inigl) Betliag paiRtSyeB Rs0RY BagPify T rh PEYPiSR-RRhery-

such as, fof eXariNe@ombtbObH Bifhufa: MOUHKbedid Y 3taA8d Rk tRGEdiLaE (of WhbheinFO & G5 bleviously
(rer) 45 3 Thesefinaét endWithrad R'S stahdsifer1enar aik(Rig) or abyE-RAetdkyRhio, shidRIP H¥g Gdpradbiited by.
herei n, can béﬂﬂbt\ﬂ&pm(ﬂ“b}s! qualkzhcngrvalower alkyl, said compounds being represented by the formula

N, N- bi s(2- hal BN of fppmuly { TT-SH, (l-e-1-a),
appr olpfl(at ejb % i i 'T"8 mﬁ‘fv"% w"%ﬁ'y @""ﬁﬁ’g\}f"ﬁ'ﬂgfv

defined neani ng :9 Phurds A8mRAE MRt Y WRdefor HRSadidaP @S whatbinld eis as previousty
preparati on oOfdefiried asdt ﬁiet-eumg" §ﬂam§1fcﬁrthro@§ﬁdsa(d\é))mpéﬁnd555mg represented by the forfn@la (lje-2),

60 The prepar & bmprgbarechiey desvifuniingls cglfreSbmdinﬂ qw ofrfcsmdbdbﬁ? {3&dr & pordpound of
' Chem Soc., J1%rgua é"e‘:” f°"°“"“9 standard: da ﬁf %WM“FW-WI a
(XX) can al:{ ernat | vef?'ffg%'@ '5?%'8’5%’8 sf)r? I’“ﬁprl ate inter-

medi ate of formula (XXII1), wherein Ais a "hm ne group or a derivative

thereof, with an appropriate 65 cyclizing aﬁ?&&Nand i f desired,

- introduci ng_appropriate substi tuents into t pus obtai ned heterocyclic 13

~ 0 006711 co‘ﬁ‘pounds foll ovm ng t reyi Sl an bed nethods for the

preparation of conpoun Wn Hm k 11). _
D=CH,-0 - '

45

1 pl—e—t—ar . AW (xvi

' sa‘s

: _ ' ’ ' - N"R“’
: . ' D—-CH —O
, .5 2 (l-e-3)
- o R ' . _ 45 desulturation '

i desutfuratiom

.
Qz
v

.65 ( l—e-?)
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A[err] i S
' (XX) (i ntroduction of substrtuents) (XXIII) 10 The internedi ates of @
forrmLa (XXI'11) wherein A stands fg&ﬁg no group, (XXIIl-a), can be
prepared by N-al kylating a conpoun Ia (XXI'V) with an appropriate -

- chl or o- ni t r olygNERRRUAREY Yarmiyal(l) Mivera@. Y Febasshay & radialalf kyHeddid RYY apd Atade B8,
and subs egresdasly ydefined Lraeaniga.t dael ¢omn9urtdbtbalngre®re$amted)bv tf@ fRdi-0.)C4y|bp dedved. |

by catal yf!"?"@:a'h etnaememmri ﬁffamr%%re II;efr %ﬁgﬁ g-Rgg@hbgg\ka'k Yigging
exarpl ¢, 49,481 e;%b SBRgRTace e e S8R Eo BT fI‘I“S’ﬁI" 20 R Do g poviioly
paIIadlu on ¢ arc@al [err] (XXIV) (XXV) _
(XXVI') The internedi ates of f/(')TTIru IIP wherein A represents an.

i sot hi ocyanat e group Mved from an appropriate
conmpound of f 1 -a)\-En/ tr [ n N he | atterramt h car bon di -
sulfid®in the prese of dicycl ohexyl car iMm de preferably 1n the

- presence of an appropritaeet-dngani ¢ sol vent §uch as, " fxvmexanpl e, pyridine.

(XXI'l'l-a) - [err] 50 (XXIII-Db) 55 helnterrredlates of formula

(XXI'11), wherein A stands fo y hnecg bot hi oanmi de group, (XXIIl-c-1),
can be'-'derlved froma, rrpou x a NL.thb) by stirring and
heating the IDarChe_ovm yar a I]e presence of an appropriate
sol vent such as. 2 for anpl e, 1 4- d| oxane n.dNthe like. 60 [err] (XXIII-Db)
65. 14 0006 71 1The i nt er medi at es’ of. f Ia(XXIII) ‘wherein A stands
for a prydraZI neca bonam de group XXI I I - e- e can be derived froma

conmpound of H Eﬂ 7 %ﬂca"ﬂy é;ﬂﬁ; y[ﬁ\%?q e‘?ean‘ II'B
pheny canfigs @I"og;p I,Iiﬁmﬁp At 9%% I’groﬁo ’fa.ka tat bt %%L ane,
in the presefes po@fﬂjs%lplﬂfrﬁ&lﬁ (iR WherdM e stants fordthe ra%QEl( I@R"I?éléd buidusfnd
t\he | i ks, dedimsd, Butlasieq mntnhejcabmasaid cognpobdsthaing répresefxtedibyiehe fdrikilal(i-g-al) andi shild
hydr azi neq‘hw At eaniganerdiiy b rle'yechwgrmemm ¢ offpimuiadVilled) bremchzmst Iatter with

1, 4-di dPrefseably; gncal A {fenp)a. ﬁ?’ THde. i2nd ap pRita i
VRS T e f‘sfm"efEI’Tz R Py s i R %W’

wt hh aazd eactive ester of forrrula (||1)7 foIIo t he sane procedure as
previously descri Hey -2 [0—('0werakyl)13 —_
(XIX)
35 ' - L =,
40 _ - D-CH -0.@/ / _G
(1-g-1)

_ The compounds of formulg (I}, wherein Y stands for the radical (g} wherein R stands for

45 mercapto, said compounds being represented by the formula (I-g-2) can be obtained by cyclizing an

rsothrocyanate of formula (VllI-c) with an appropriate azide, preferably sodium azide, in an' approprrate

. organic solvent, e.g., a Iower alkanol such as methanol, ethanol, 2-propanol and the like, in the
presence of alkali.

: - ) 4.. .
50 ( Viti—¢) N3 —_—

D-CH,—0 _@/ \_./
: ( l-g-2) . '
60
Said cycIizatidn reaction may also be carried out by stirring (Vili-c) with an azide i in the presence
~of an appropriate quaternary ammonium_ salt, preferably N,N,N-triethylbenzenemethanaminium

chloride, in a suitable solvent system such as, for example, water, preferably in admixture with'an
65 appropriate organic solvent such as, for example, 1,4-dioxane, to better solubilize the reactants.

12



obt ai ned’ corrpounds of formula (XXVIl)-with an appropriate dihal oethane
foI I\ryvl ng‘the. nethod described in J. Chem_ Soc., 1949. 183-191. [err] 40
45 The internediates of formul 0006 ZM the starting. materials of
fOFmJ' a (XXI1) coie @apeink bbfolsuldli-8r whRER &170Y nydRIZEE 1003 m&Pbd ;Fb‘?éadd Wsutfura-
,nl tro conpourtthgaf cdvponnd af ForO0A (l-b)z-?fdue@mg@hl MO‘}J;?%&Q@% i ? & /
jcatalytic hydrogenation in a relatively polar sol vent such as, for exarrpl e,
tart al kano, in the presence of an appropri ate)\&at al yst, e.g.,- platinumon

l 60
N 65 ‘ HE“'S‘ﬁ?aang

charcoal . %0 [err] (XXVIII) —\

(XXVI11-a) N N(

mat eri al s of forg%mr‘e_s_géct y 6 I11-a), can be prepared_
2 0006 a

30 herell n. for the preparation of (I'), and subsequently re'actl'ng t he thusO
QS

starting from1 5 ppropriate precursors, follow ng art-known -
procedur estoas previously escpr.@aepl herein for the prepara- tion of
corrpounds of fornmula (1) starting from(VIIl) and an appropm.alue cyclizing
agent. The internediates of fornula (VlI) can be_obtained W | kyl ating an -
appropriate compound of formula (XXl X) W|th a/r_e_éﬁ @ _g}‘ formul a

- (11), foll®wi ng standard O-al kélatlon es. (V1) arting
materials of formula (11) wher ¢Ha00 s for 1 antd—Tret hods of preparing
the sanme are described in Belg. Pat. 837( 8313[) I'n general " the reactive
esters of fornula (I'l) can be prepared aI ong 1 he foll owi ng sequence of
reacti ons.zAn apmhgipidadsie- dnd Afazdle-bérvamnes breraeiuea (f obtanieB i iRasé ¥¥)n 1he foregoing pre-
1Subj ect ed t 0 perdtionsmaychie mvmaao ithwit theraeutically Bseful @pslraddltlomkaltﬁcbb'lreml with an

et ?ﬁhes”m"’ﬁaf‘gz o o W@:&mﬁ ‘63’?:%"5; s s é?f &

tk/QEt her far By héddid; M xyL 1B adedlolt, 2!B-dihydroxy-1.4-
: Iappr opri at e omganadicics OZ-\henbx,y-lm m—bmpa{ekrgparbmyﬁd)e bptizeRe NB-ph@iyl-2p@péenplce  a-hydroxy-

ral cohol , suc hbﬂlseﬂeﬁasﬁc %\ %llfo@t reatrpoesulfen # i dt:;/eb‘memmmc E’FLtMt?I;z a2 Elgg;fw}ae
rli ke, and in % ) engzgic aci salts
4- met hyl begbze m'ﬁeop‘gggssmﬁf %%%:ﬁree gs% T/?g%loténarmer, e.g greagtlog wi h alkalu

aromatic hydrocar AiSber SHEHE iMSrnieaia%s ARd sfsatnaﬂmwsaﬂed mdihare&rbgd.r#ae;na&m.owﬂe -
the like and saircatpsliniy dihesara b prep@erCdtcarding yocarteknewa methoddiogies of priyearitditibilar

obt ai ned di ox@?men@wlusym# of thppre eryek and ophseRudntin theip |pre@mamn ‘d‘é be gesstjpagi heren

benzoat e OL 5 mtl éﬁgXXl Ifgrm%ﬂqm re%t‘; as S Seldrp)t?s 838 Dot i)

v 'defipe mg, can ene Ily

1 Hi i dazd] euparﬁ &i i t@lﬂ&i serfSrﬂ'ﬁx f&»ey SHhubiti the

-.out by St |1 ri Agthakych F tha Gatdery amraexa&b:a, rsup b a6d Folﬁsi@ uSingalitiond &-&fc&ﬁi@lnﬁneral
sol vent, ‘e.g. aclcr\I;tth!snfet Emampler meimbcbenic aeid irhglaqial @emin@eidof an appropri ate

strong rret al base, e.g., sodium nethanolate, to obtain an internediate of

_'theforrrulé”(XXXIII) The deswedreactrv-e\es of formul a
CH3~O \_—/ . ——— .(Hl)
“ : X0 |

W oW e =

The intermediates of formula (XX}, used as starting materials herein, can be obtained by cyclizing

a N.N-bis{2-haloethyl)-4-methoxybenzenamine of formula {XXl), with an appropriate benzenamine of

sa formula (XXII}, wherein Y’ has the previously defined meaning, following the same procedure as.
described for the preparation of (I} starting. from (V) and (V).

55 /CH ~CH,—halo
CH3-0 — (XX)
CH -CH -halo
S XX o (XXI)

- The preparatson of the compounds of formula {(XX1) is descnbed in J. Chem. Soc., !949

3 183—191.
The intermediates. of formula {XX) can altematwely be preparad by cychzmg an appropriate inter-
_ ‘mediate of formula (XXIIl), wherein A is an amine group or a derivative thereof, with an appropriate
65 cyclizing agent and, if desared mtroducmg appmpnate substituents into the thus obtained heterocyclic -

-
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al'kaline .mpdi um and thereafter converting the hydroxy group of the thus
obt akned (XXXV) into a reactive est%fﬁgequf accordi ng to net hodol ogi es
generally known in the art. For exanple, nethanesul fonates and

30 (11) are then conveniently prepared by first hydrolyzing (XXXI'V) in O

-4- et hy| bexmeounds,. Jellovingabesreviousiycioserivert methbds for the arepatatipp. of henpogadst () startoh

 phosphor pent achl or i/ Ql\_P}.or
the |ike. \WertHyh@ T live ester i

~the al cohdtemMIl-~ret hanesul fonyl chloride or 4- methyl benzenesul f onyl

chloride and halides may be prepared by, &he reaction of the alcohol with an
35 apprgpriate hal ogenati ng Eg[g_eﬁf fucl”as, for ex%ﬂy zg‘hothl onyI chl ori de,

tabrom de. pnosphoryl ch 8ri dexqand
an- i odi gRuodybrid Sﬁf%ﬁg‘tﬁlfents? l'y prepared

fromthe correspondi r(-.}( {Jlde or bronide byt ?‘le ren acenent of that
The 0

hal ogen,wi t h i odi ne. egm ng reactions nmay be illustrated as foll ows:

[err] 50 55 EtheGiteffediatesOR Obrmkilal (RN Mherbth Altdnad €22l fnifd grblib, kRxW-al, e BO| €
25 30 40 4ieprmdby Nvatkytatinges cdmpoanst of 6amBia DGV with anﬁpmmriam’d'fblrcam(rdb)enzehe IXS(V)

evi dent . t H%!P:’i!)ﬂq?‘d N ‘Ulatsgﬁtpws%dﬁrqufm is'éhﬁ?gta;\?;& W%%o'%ﬁ'l: Sﬁph ?af r?da"ZP'e
car bon at t
~ positi off dre haﬁm' d‘ a%rge’rilagc Lg mp"i?é 3& sgo’tﬂlenn 7 V' 1 hey aécé’ﬁ exi st under

di fferent stereochemcally |sometr|c forms The . st o- chemcally | soneric

‘forms of (1) and. the phar mAcelt i cal | y accepfale aci d adgifiifskeaal ts

it hereof are intendeg
di aster@orrerlmsr_ @

.separation. e.g. col ury
-configuration i &:bgl-o ;
0006711

t B¥h t het scbh

: his invention. 60 4 The
s of * , denoted as

T¥sand trans forns
respectively, accor t=ag to the rul es describ in C A-, 76. Index Qi de
Section IV, p. 85 (1973‘ y be obt ai ned. sé§§$ Vit el y by convent i onal

net hods. Appropriate methods which nmay advmﬁ ageousiy be enpl oyed therefore
i\acl ude?® for exanpl e, Wzat1on angychfpmat ographi c

65 Since the,stereochem cal
of internediate (':orrpounds 17

P ' " ooxvt)

e

txxm-:n

The intermediates of formula {(XXII§, wherein A represents an isothiocyanate' -group.: {(XXili-b), can-
4¢ be derived from an appropriate campound of formula (XXlil-a}. by treating the latter with carbon di-
sulfide in the presence of dicyclahexylcarbodiimide, preferably in the presence of an appropriate organic
solvent such as, for example pyridine..

(XXIil~3) + CSg N=C=N L —
- _

50
( XXHI=b) _ _

55 The intermediates of formula (XX}, wherein A stands for a hydrazinecarbothioamide group,
(XXMll-c-1}, can be derived from-a compound of formula (XX!{I-b), by stirring and heatiing the latter with
hydrazine hydrate in the presence of an appropriate solvent such as,. for example, 1 4-d|oxane and the
like. . :

S-- '
60
) NH—-C—NH—NH
{ XXIti=b} + NHZ—NHZ — CH (o] —.—— —@/
65. e _ o {(XXll—c=1)
14




T |nterrred|ates of the formulas (I1), (I1V), (V) and (VIII) IS
aI SO -{rossrble to separate cis and trans forns at this or eveg an earller
st age, vvhereupon t he correspondi ng foppog§zid) may be derived there- fro
.in.the previ ously |nd| cated rranner The separation of cis and trans forms

b e e R gtf'ir)

Tt is evidegdpr Sas2fofl ekdrallss pHidhed SHLAETIKe, Gndi AGIRERIe e thus

- further rsesakitaimsl (6itial) titkihydragitel hyettate is oimepresence d(an)apprcpre(egogverttra@s 4
' _trans( ) byanditbe Hko| i cati on of met hodol ogr es known to those skilled in the

- - oestradiéF undecyl &t—@Hbﬁwsesanm
- for 3 consecutive weeks. The thus

“art.:“The conmpounds of formula (1) d t. phar maceutically-acceptable acid
-add|t| on salts thenggfi_are .10 gsef s in conbatting fungi and

"bact eri aso For exarrpl e, sai d corrpounds a Acid addition salts thereof were
found’to be highly active against a wde varigfy of fungi such as, for-

exanpl.e, Mcro- sporumcanis, Ctenonyces ment rop.. Trrchop toen
9

rubrum Phial ophora verrucosa, Crypt 0- coomus qreaf 2 -
“tropical i, Candida al bi gag _ pecyes, Asper S t—uﬂ'r—g-at-uv—’Spor 0-
tricum schenckii ?‘d _ : §, and agai nst "bacteria such as, for-
:exarrpl e, EryS| pel ot r¥ X Aphyl ococci such as Staphyl ococcus
' : treptococcus pyogenes. In vi ew. of
nt, I'ocal as well mc, antigcrobial activity the
'_nds of this invention constrtute usef ul fItools for the destruction or
fungji__and_hact aNH-Z-BRENApre particularly they
\ «0f subjects suffering fromsuch -
m cr oer gapi sns. 20%3° _ , crobial activity of the corrpounds
i's clearly evidenced By the data obtained in the follow ng experinents,
“data are only given t@"f'\‘t‘ﬂ'szt‘rate the useful antim.crobial properties
t he conﬂbemmwréteaoﬁomma 1\ chn be prepdred bynQ-alkylating acd-smiec-pinbhoffespict
- to the sc0p€°%ﬂ"‘ ‘?r‘ﬁnm ol Seflowingr thevsame p t,etastme\qqtrelv%qs dof
~the for ndf ay rei for p paratron Ofdlhl h se?t:tentlv reacting tt;le éhgs ob t?"de 'ﬁnés?gf
Acti vity of 1§@m§gun3" af?mp"am ' a?etvaga‘r n 7W"<‘:gath5|m(§s? S ersﬁ' Tat's 4¥ar
rats of + 100 ¢ body weight are used They are ovariectom zed ann
-hysterect o- ‘'mzed and after three Net; recover 100[ err] g of
9 gi ven sub- gu? 8&¥%8si y once a week
ficed pseu ntrol | ed by
30 nigroscopi c exani hltion of vagxmut) snears. Food and water are |eft
avail'able ad libitum The rats: argginfected intravaginally with 8.1 05
~ cel | s*of «€andi da al bi cans, T oy orf Salamsgxd-dH ohflof Or 48 hours at [err]
‘and di'l uted with s@FHg-OTHE dite of infectidn Varie es, friom day +25 to day
+32 after surgical intervent¥®h, depending on the appearance of signs of
i nduced pseudo-oestrus. THe®dtgs under investigation are adninistered

‘oral |y omee a f E%i?éeé,:"% o XA %%} Al &’%‘E{%g%atenré%f § uraotf;(xlr)"JaﬁSéAe%ﬂv be't p%-

t hei r;
prevehtion of the growth o
can effectlvely be u_eod

‘each- EXperl gg. il il 1f-a) e.q.
assesged by caaliciydiogehia msrraacrvsry\bbrh#ko%arsu&rﬂassrdammﬂa a‘irelketidilm wHe pesak ée’r
the i'Af ecti emappFomiatvakayst rea.. piatinam oo cBarbalir aud broth in petri-di shes and
mcubat_edafor 48 hours at 37C. 1§ no growth of Candida al bi cansyoccurs

. i.e.,ghen the anlmals are—negeative at the end of the ex t, this is
'.dueté’ drug admi ni - ; _
contrgls. 40 The tzab bel ow gives the | owest ora
dneestigation whrch i s found active at the' 14th ggy after i nfection.
ent B: Activity R3iad (Ebrrpounds (1) against crop candl dosis in turkeys.
' Turkeys of 14 days old are infected in the crop with 4.106 Candida
al bi caps cells, grown on Sab- ouraud broth for 48 hours 3 ' and :
dilutédl with saline. The/uoNfe of the inoculumis 1,.nd. W drugs under

i nvest gatlon are pré’F?iz'x n 500 gy o+—|—arct-m'r-?nd tﬁ‘er’-e tr adm xed in

_ (xxvm-a) o _' I (xxn) _
The stamng materials of formula (XXVIII) respectively (XXVIII-a) can be prepared stamng from
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the neal is expressed. in ng/kg. 50 ° = The-aninals are given the nmedicat
lfee«i/for 13 consecutive days startin @H&%H% day of infection.. At the end
of. the experinent all animals are sa At aut opsy the crops are '

renoved, . eipiopedle praclrFd, UGEng Brt-Riows grécddrel dsprevibuaiPdesthbed Rerdih fod kheSgrépiatal ©
sal i ne. Cdloort{acvnmw{dm fp@l@owles:wm'smmq dvidluand aar‘:&?%(i’ate elizimsadens Qi v%(r;f in
Hthe table ulaj(Vipcan fg?ﬁ aliyipdin Wﬁféb’?mﬁ’ﬁé‘ ops
of 50% "gée 8“"&‘1; 'e‘%?e,f?’ ?‘g‘j \9wing sangeg &‘%‘8 PHPEEILesEs5 -
The corrpounds listed.in the tabl @ nded to_illustrate and not to

WIthOUt any addi tives. The concentration of the drug under investigation ;@

limt the scope ofo-ichg-wresento i q 65 18-°x aG)‘G’O6711 [err] Vaginal
candi-dosis in Crop candidosis i tS\___qwest effective ~turkeys: [er]

inyY o Q (dose in rrg/kgpo«xily ng/ kg in feed [err]

CH 2.5 [err] . N (V1) 2.5 [err]

{CH _ - 1.25 [err] ' N 1.25 : 18
{[err] - Starting materialslof formula (1l) wilar@3 Q/stads fio] CH and methods of prepabing the same are

0. 63 [err ]descnbgg.m Belg. Pat. N028§7 3r [ngeneral the mepctive esters of formutadil) can be prepared along

5 “the f ng sequence jons.

31 [er r] %ﬂ”é pnﬁte | A{Zgb oet angn fZ u}a aibﬁ&e !todg %éhzatnon %c(tlgn
candi dosi syiidly,54 p?opa Qﬁ@%llo Fle Ho\’i o é%r gl\ﬁ&ous &thbse deScribed in Synthesns, 4, (1,
udoseln nod3kg orally ng/ g in feed [err] "

[ er r ] 0 63 [ er In|a preferred manner of carryirlg out the reaction bﬁtfﬁ'e{mr\ts]are refluxed togetherl‘{or several

hours with\gzeotropicyvatesy rir%qvpl]m an appggRriate organic solvent, preferabiydp the preseQEq of a

’0 63 s(znil%flgi‘ ol, suchygs, for example, eth gl pr 'ﬁg butanol, pentanol and the like, and in the pre-

g ls e of ah appropridte strong acid such hylenzenesulfonic acid. Suitable gr anic solvents

! are, for example, aromatic hydrocarbons, such as benzene, methylbenzene, dimethylbenzene and the

’ like and saturated hydrocarbons, such as cyclohexane.

i -2 The thus obtained dioxolane (XXXI) is then reacted with benzoyl chloride to obtain a benzoate of

: . the formula (XXXIl) and the latter is subsequently reacted with 1H-imidazole or 1H-1,2 4-triazole. Said

; reaction is preferably carried out by stirring and heating the reactants together in a suitable organic
solvent, e.g.. N,N-dimethylformamide, in the presence of an appropriate strong metal base, e.g., sodium

- methanolate, to obtain an intermediate of the formula (XXXiH). The desired reactive esters of formula:

30 (I} are then conveniently prepared by first hydrolyzing (XXXIV} in alkaline medium and thereafter
converting the hydroxy group of the thus obtained {(XXXV) into a reactive ester thereof according to
methodologies generaily known in the art. For example, methanesulfonates and 4-methylbenzene-
sulfonates are conveniently prepared by the reaction of the alcohol with - methanesulfonyl chloride or 4~

~ methylbenzenesulfonyl chioride and halides may be prepared by the reaction of the alcohol with an

35 appropriate halogenating agent such as, for example, thionyl chloride, phosphor pentachioride, phos-
phor pentabromide, phosphoryl chloride and the like. When the reactive ester is an iodide, it is prefer-
ably prepared from the corresponding chloride or bromide by the replacement of that halogen with
iodine.

. The foregomg reactlons may be ||lustrated as follows

|l : o _ "G- T OH '

I
' Br—CH,—C—Ar + HO—CH,—-CH——CH ~—OH -

- XXX
! a5 .

55

65
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[err] - . N - <2.5 20 0006711 Vagi nal candidosis in Crop
candi-dosi s~ ‘A orats: | owest effective " turkeys: [err] inY < Q /
dosen nmy/ kg orally ny/ kg in feed aéggrj" N

[err]O. 63[err] - 16 [err]

CH - 1.25  Br-CH Ar 31 20 25 Br—CH, [err]Ar - CH
'0.63 [err] AN N><<0 63 ?'Hdoc' ' NS 0.5 Jerr]
N [err] 0:16 ) 3 0 S 1.25 In
view of tgeir antifungal t Lant i bact erial pr opertl esl thlE inyention -
provi des val uabl e conpositions ~eamgHi sing the subject co unds of fornula
(1) or acid addition sSalts thereof as the 60 active i ngre nt in a sol vent
or a solid, sem -solid or liquid diluent or carrier, and, i_n addition, it
provi des ap effective nethod of conbatting funqal or bact & i al. growt h by
use of an effective ant®hgal or antibacteri al int of Such conmpounds
(1) or salts thereof. Antifungal and antibacterial conposi |ons corrprl sing .
an effective amount of an active conmpound (1), either al oresHor.

conbi nati gp with other active therapeutic ingredients, in 2 xture with
suitable-carriers may be readil ared accordi ng, to 65 conventional -

phar naceut i cal techm‘ﬁ"@‘édaf"ﬂf”’f ﬁ'é‘“‘t?s‘g'é?azl"fﬁﬂ es fpT_gdministration. 2 1
Preferred conposjti orrs—a're—l-n—dvsage-um‘t'—f'brmq ﬂgrl sing per dosage unit
~an effectiyve quantity of i goM¥e i ngredient 1w admi xture wi.'th suitable
carriers. ~Al though the anount “of the active ingrddl ent per uni't dosage may
“vary within rather wide linits, dosage units combsi ng Arom 50 to 500 ny
and nore particularly from 100 to 250 ng:of the acti i ngredi-ent are
.preferred. 5 The follow ng exanples are intended tp illustrate and not
fo limt fhe scope of the present invention. Unl essgotherw se"tated al |
.parts therein are by weight. A) Preparation of internediagass_c Fxanmple |
A mixture of 13.4 parts of 1 -(4-nethoxyphenyl) pi perazine d?hydr&cﬁl oride,
7.9 parts of 1 -chloro- 4-nitrobenzene, 10 parts of potassium carbonate and
90 parts 3 N, N-dinethylformanide is stirred and réf‘?ﬁ&‘éd overni ght. The
‘reaction mxture is diluted with water and the prooduct is extracted tw ce
“wWith 75 trichl oromethane. The conbi @xtracts are dried, filtered and

. evapor at ed The resi due Q% trlturatgfid.

© o > o
'CHZ—OH .
48 - )
' £ XX XLM)
. reactive-ester formation

50 -

313}
55 From formula (I} it is evident that the compounds of this invention have at least two asymmetric

carbon atoms in their structures, namely those located in the 2- and 4- positipn of the dioxolane
" nucleus, and consequently they can exist under different stersochemically isomaetric forms. The stereo-
chemically isomeric forms of (1) and the pharmaceutically acceptable acid addmon saits thereof are
intended fo be within the scope of this invention.
60 The diastereomeric racemates of (I}, denoted as cissand trans forms respectlvely, according to the
- rules described in C.A., 76, Index Guide, Section IV, p. 856 {1972}, may be obtained separately by
conventional methods. Appropriate - methods which may advantageously be. employed therefore
include, for exampile, selectwe crystallization and chromatographnc separation, e. g column-chromato-
graphy. -
65 Smce the stereochemncal conf‘ guratlon is already f'xed in a number of intermediate compounds.

17




.2, 2" - oxybi @Béé?.ﬁ@ﬂﬁw
‘The- preci ph\teat:@dcqastnatumtsefmaocﬂs ro't Gfeeﬂstﬂfcflomdarﬂlémkph@f the Zemivth phiangl andbbdtydria 2-

_pent anone. andiTeorg mwgd!rlw t!;evf ¢anteffectivelp bp uagialn rthex treiatinentrof sebigcks sufferingrfeam such
1,4-dio an’@'cmg gé‘l“iﬂ‘%

; agt nds )i rly evidenced by the data obtained in
: S E mn he f

" 4- et hyl - 2 pentanone. The product is filtered off and crystallized from
.1, 4- di oxane yielding 10.5 parts (67% of o ~ .

1- (4 pret hoxyphenyl ) - 4- (4- ni t rophenylg po® qql ne; np. [err] A mxture of 12
parts of 1 -{4-nethoxyphenyl)-4-(4-nitrophenyl) |pera2|ne 200 parts of .
met hanol :{aﬁm&‘ @Dﬁgﬁ:’s fothetfet"rtdﬂsyuir%@:#ﬁ:]dvkmnq B’"h E!?m tOé{;;&ﬁ%%ﬁ'&Fﬂd "}%s
pressur e A g@f o d&eagl
catal yst féh?fg.ﬁ“ﬁ;f' L éﬁ-r%a: T HRkcrih b aee&thase L

cat al ys§ |f5mfs| oftthe hdsand was ed wth N, Ndi.nethyl acetanm de. The
filtrate i s pous eddeonthet thaicerand Trams msm$quretlat®a*nptesdla\cbe fusthéri resolveed it their and

|crystal | i zaeticd isomere. cifr). e, t'WSM’GPﬁg"’BS"p)a‘M e @pojiggtiogrof methpdelagies known to
1met hoxyp hethgﬁe*heicﬁozl Qgi‘%%# QXJIJIJ)(E & 91 %\ t.rcsgtal‘ﬁéac dition salts thereof are

Exanpl el 1ysdf aftn flﬁﬁparﬁldoa t'eﬁ@? sﬁjl&B@ nd®ard¥dcidSadBition salts
N, N - net h&aabatwaykdnhs k€ p€ highly aetive ngginstal wudeﬁar%typarfmfg- afch(“a&rfbroexadplsqucrcde

and 40 pardpsruof cqnis; iCtino®yces eneathgehBesy drichopluftond rubrun, Lhialpphdrw

oty e e fﬁ%@%ﬁi@%ﬁ%&%‘;&er,e:iz‘::sczs

ez, antmictdblal wfyqrse pBlridy behis

Jeigtlasvit N e GeRIF atiiRcrobiel bfoperhes of

1- (4- |sothgh§1 %;édﬁ %(i
'm xture of sithe BoRpdunds O andl not to limit the invention either with respect to the scope of susceptible
- (4-1i sot hi mtc;oamh:srphemwvu)h résgedt tmhewpphemel fomytetlazi ne, 100 parts of

hydrazine hydrate and 400 parts of 1.¢4 E eis stirred and refluxed for
X hour. s-rhﬁ:tl(nﬁya&tdo%o@ﬁsmXéa‘i”s?végﬁapm‘tiﬁ iidag@our ed onto water. The

-pr-eci pi t at ed - péneuidIWistarSats iof E-20®Gl body weiyhd SFLGbet They WRldearieatathized bin NBteP RO

‘and dri ed, mrchbdrm aftgr m&e kssof ré994ry, d00 ,ug of oestradnol undecylate in sesame oil is given sub--

._Erngm l[‘e‘aéf?ﬁ"”ﬁ’l*?sw A %@%%fﬁ %“2""*‘1% et Mgt AR C il 2
h)sa b

rown on Sabouraud rot f r48 hours

mtrava
N-[4-[4- 3@%& IJmaPTiQQfa?ebeﬁ o) fFORE BAZ + 28 60 | d}ter SUFY

23 parts dﬁtewemtrmanumm aletha @ppeatadce oidsighs qbardheedcﬁset&:!obﬁﬁtaﬁol is sti rred
tand refl u>2<ded ﬂ’hﬁr drggsrmder mvalsrcsamaare aqmnmemunﬂv pscemv&t tunda csenm ftmt tbe
wat er ay

of f, Bl E%a w’"g's i s“*”:az‘f”é&.r%ﬁ% ?5:@3 ﬁ%?%%% ’T:% %ﬁﬁ’% Y’eaihfa Iﬁ%‘éﬁ’aﬁ'

reT§{@ P

yi el dl ng 1<7cc17rs a3l w&en@fheﬁan experiment, this is due to drug admini-
- pi per azi nsplatien}bbciysd, ivindvei kappérs- usprahabohreamp cortiolg err]. Follow ng the same

procedure andThestable below giyes the lawest asgtdesss otbhe dug arqemnmmﬂen wpigh BlPHNEaFEYE i n

pl ace of tHardthLay afterdnfeetioracet ate used therein, there is obtained.

4-[4-[4-(4-nethoxyphenyl)-1 - Experiment B:

pi per azi nyAdtpineofydompburiae it whairkticrbp 2antidokis a7 furi@ys3- t hi ol ; np. [ err] 50
Exanpl e« V A iTiurkevsob14faye oldardsfected i m the crop w:th 4.10% Candida albrcans cells, grown on Sab—

s s e

till all s@bk enters sol utlon en there are ad parts of i met

.sul f at es@nd sThe animgs are giventhe machtédfaecﬁoMusteamtwa dmtaemrp e thie dayof mThﬁon

reacti on riyheped ¢fsherxperimenbalt aninpls ase sacm A avtdppy the ceods erpmed lexpfied andr ed
of f- and 559"6"F’ 'f‘éf‘ u etd"?"r ?‘%’ in 15m} rile "er fe 2’1’% 'ﬁh@'" dfqane gn Sabouraud agar
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"in. view of their antifungal and antibacterial properties this invention pr'ovid'es' valuable

compaositions comprising the subject compounds of formula {I) or acid addition salts thereof as the

active ingredient in a solvent or a solid, semi-solid or liquid diluent or carrier, and, in addition, it provides

an effective method of combatting fungal or bacterial growth by use of an effective antifungal or
- antibacterial amount of such compounds () or salts thereof. Antifungal and antibacterial compositions

comprising an effective amount of an active compound (}), either alone or in combination with other

active therapeutic ingredients, in admixture with suitable carriers may be readily prepared accordmg to
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o Example X .
A mixture of 20 parts of 4-[5-methyl-3- (methylthno) 1H-1,2,4-triazol-1-yi}benzenamine, 15 parts
60 of Raney-nickel catalyst and 400 parts of methanol is stirred and refluxed for 2 hours. The Raney-nickel
. is filtered off and another 15 parts of the catalyst are added. Stirring at reflux is continued for 4 hours.”
The reaction mixture is filtered, washed on the filter with methanol and the filtrats is evaporated. The

o residue is crystallized from a mixture of 4-methyl-2-pentanone, 2,2’-oxybispropane and petroleum-
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- ide : 65 . vl)benzenamme mp. 145°C.

23
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56 heated for 3 hours at 130°C. The reaction mixture is cooled and poured onto water. The precipitated
product is filtered off, washed with water and with methanol, and crystallized from NN-
dimethylformamide. The product is filtered off and recrystallized from 1,4-dioxane, yielding 19.5 parts
czafg 8.4 %4-d|hydro—4 -{4-{4-(4-methoxyphenyl)- 1-p|perazmy!]phenyH 5-methyl-3H-1,2 4-triazol- 3-one

: Example XIV '
19.2 Parts of 2 4-d|hydro-4-l4-[4—methoxyphenyl)— -paperazmyl]phenyl} 3H-1 2 4—tnazo|-3-one
are dissolved in. 450 pants of dimethyl sulfoxide at about 100°C. Then there are added 3.1 parts of
] - sodium hydride dispersion 50% and the whols is stirred till a temperature of about 50°C is reached. 8.2
I | 65 Parts of dimethyl suifate are added and stirring is continued overnight at room temperature. The
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equi-val ent amounts of the appropriate starting materials there are al so

pr red:” 10 ci s- 1=[4[2(24d|chloroy§§ (1 Himdazol -
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[4-[2-(2, 4 .s% o ) erd 5 parts (65%) of 2.4-dihydro-4-{4-{4-(4--

-yl met hyl ) -1, Mo@&év&hﬂ%g&rﬂ!ﬁﬁlﬁh&)ﬂ}@ﬂbﬂi& 14‘! zoi—3-one
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-d| oxol ar¥5409¢ &y - pi perazi nyl ] ﬁ) @%}
? 2, 4-di hydr o 'P’ ﬁy#'hvgqnﬁr 2 (ﬂ"’i‘ﬁﬂ?“é%f”“yﬁ Tonirerazipyiinhem-3H-H2.Actrigzolr3-one; mp.
't4[2(24d|c of'ophenyl ) - 2( 1 Himdazol- 1 -ylmethyl)-1
, 3-di oxolan-4-yl met hoxy] - phenyl 1-4-[4- (Rehimélyi-1 H 1 ,2,4-triazol-
- -yl) phenyl |3pi per akinmigyrengs. 1215 garts FON.BiHds{2-chick tw%@mwmh"zsiamﬁaemyﬁa)%%(ulw

nitt | M dazol - 1PY Fcf'rét HZ‘{"} mw@ ma famtass frnigdifit |2 wepa frone apd 100 parts of
1i6®- met hyl - 1H- | | Ctl esprgf:l itated product is

1 gf y ﬁ (th an m fane, yielding a first crude
it [4-[4-[2-(2, |6CHaHP - wi m carbonate solutiony -
_ rog di oxol arbs4-a &t&w roihethane The extract rs ‘dried, filtered and evaporated. The residue is

B pi per azinyl ] tri h p@pdnqﬂﬂhymomcﬁlﬂ-ﬂkp@f,i dffamd aasbed Sittomethanw)) yiel2ihg. a&é;ond crude

e s- 4-[ 4-[ 4- (Afﬁr " g'g es § #ddh pastst ar%cggwtﬂwwz b;tanol

ol ovolan. MGG s T
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,,_,23 di oxol an- 4- 1y II]A— methoxyphenyllpiperazine; mp. 255—256°C..
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1 np.
1386.3 C, 40 ci e f‘h(ﬁ hw'ﬂ @%ﬂ! 1g1.1°C.
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resi due |s crystal
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§ enyl}-1-piperazinyl]p

Jized fromi-butanol. The product is filtered off and dried, yielding 3.8 @

equlvalent amounts of the approfnate startm?I materlals -
S-4-[ 4- Landdated T Op ,4-triazol -1 -yl met
1 3 di oxol an- 4- yl*met hoxyl phenyl ]-1 -pi per azr nyI | benzenani ne; np. [err] 5

';_Exarrpl e - 20X| 4-|4-[Act1 H-ppitakatt eﬁipmwhupmaraﬂﬁynﬁhmrt s of

1B-[4-[4- (1H- AHt"F‘qda@b[l-vth pﬁ #lr:;/!}rnl QMZM henol in 100 lparts of
i met hyl su f'V sihon 78% and -
R e rng"ﬁz“ T 22R8R L, L0300
8.7 partgs pozss- - |c I'or op

PT(1H 1, 2, M4 raerzerwetﬂwpumewmmm GZditrdanaYI}pHenylMHﬂdiydﬂnv’}nber’Wanesul fonate"
and stirri {4- "émtl’w‘n]t‘d Mrtrfaeq*-T "hhﬁﬂ" 1 e'PZ'Oﬂbhtj’hé"?éﬁl:ﬂf%n mi xture is
tool ed and

o oo e el if‘gef SRR S e S,
nydr oxi de sp Jdthlya}B-A (@rfs @l hydrddySHRARI -BREraBMAPVNAL-2 BropiteH-1 2 AL tH4kR1-3-Sne;
frystal | i zetH4-Mel@rristiwi! HeimidazolF heliphenditicipérazirylibheesic aipo$ 30036d dri ed,
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Syl met hyl ) -1, 3-di oxol an- 4-yl et hoxyl phenyl 1- 4-[4-(1"Him dazol -

-yl ) phenyl | i Fseaacasipm gf fingf comapgndsc. ci s- 1- 4- [ 2- (2, 4- di chl orophenyl) 2-( 1
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Ci s- 1 - [4- [ @medyldsutioririel 20¢ aqafe ema partd -of akodhhrii hydtidd -dispérsigro 50%.- The vettoleyib stirfed at
i 3- di OXOI anSQf il ieam epthere are added 4.1 parts of cis-{2-{2 4-d1ch!orophenyl)-2-(1H—

fi4- [ 3- (e hfgéﬁ‘?ﬁ" ! ag%.ﬁrgn?.x Ijr'fé?'?l'hﬁ (“1""’1"” r ﬁnﬁ%ﬂé’fpi 15 s#?‘"%?'éé" ek 5%33353.?* ‘
:' s- -1-[4- %Te 9’9&%%‘?& th d s ydrékide! soluion; }ﬂré’de :
3- di oxol aneﬁpah@&thraxfyé.d@rrerp)ahﬁed apRy (ormtmb tgal Gdingla Irhixture of
' L 2. 4-tri azmbhldrom hbnehaw B&Zlbmer lu asldﬁﬂnﬂ.ﬂ@ pure fractions are collected and the

IR g—;ﬁs o T e R
di oxol o ALy ryimethylil Sxélofo-
2 (ot hy ??'ﬁ. 0) "%@‘ : "aﬁg‘% E %'6 |

M s-1-(4-[2-(2-4-dichl orophenyl) 2- (lHExainp& )(betrl azol -1 yI et hyl ) - 1
13- di 0x0|69_n 4- b aselttionyf B2 oand of B-{4-[4~(1H-pyrazol-1-yl)phenyl]-1-piperazinyl}phenol in 100 parts of
% dime yl su!foxlde are add 0.32 parts of a sodium hydride dispersion 78% and the whole is stirred at
§0°C till foaming has ceased. Then 4.1 parts of cis-2-{2,4-dichhorophenyl}-2-{1H-imidazol-1-
- yimethyl)-1,3-dioxolan-4-ylmethyl methanesuifonate are added and stirring is continued for 3 hours at
100°C. The reaction mixture is cooled, poured onto water and the product is extracted with dichloro-
. 65 methane. The extract is washed with diluted sodium hydroxide solution, dried, filtered and evaporated. '
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(4 [3 mathyl 5-. (rrethylthl 0)-4H 1,2, 4-triazol -4-yl | phenyl ] pi perazi ne; rrp
- Jerr] . C|55 4-14-[4-[4-[2-(2. 4- dlchlorophenyl) 2- (1 H1,2 4-triazol-
-yl et hyh 1 . 3-di oxol an4-yl met hoxy]
phe\rrf/ - 1- pi perazi nyl ] - phenyl | -2, 4-di 93&967515 di rret hyl - 3H 1
m 2,4-1 J‘ i azolrhe3resiage WROGHY @Y @&l@mn-ﬂﬁomaégraﬁlﬁrdbér silica gel using a mixture of trlchloromethane :
j-Ci s-4-14- [4a{:dﬂm§tﬂar(o]2(,98-2d:y@blhme)(apIalemtl'me Bur fradtlobs a2e ebilédtedaunO khe klughtii®éviaydrited, 1
3-di oxol. an 4y [Thg[ehlg punﬁed agam by column-chromatography over silica ge!l using a mixture of methyl— :

.;. pheny1] - 1- p Fl'l eg Zolgmg) We arf coliected and the eluent is

Y 0 al f: cfs-1~ [ -
f. 2,4-tri gzo wl'g r§ nyl% i ufc ol- g )f{tg l'rrd? Z;.@‘{%?ﬁl'(? I th 1
,_ 2,4-trtazo ”‘pi\eny 11983t oxo hoxyl ph en

[4 42- et hy| Falldwing tde.ianie-p]:oceydra\ phe.rsy!bpqmmazanmntsrqbthekpﬁﬁprﬁfh@;a% materials

ci s-4- {44( 4fh&ﬁ(3le @@&fedﬁfe‘ﬂil orophenyl)-2- (I H 1-2-4-triazal -1-yl methyl ) -1, 3-d

I oxol an yI )

4 Phenyl ] 1- phmﬁﬁzﬁ? ‘W r° y ng', “éa..‘g'f &g‘c’;"y'?etn% e foxqlan4-yimptoryl b -4 ne
s snp. 193.8C; cSi15a4214a rcﬂué(b hendt )-41w|-ﬁm&&6109haamyu) 12 dioxaukhl-ym?atmoxwrdhamu (-
s-yl net hyI) mH-Bz dit I-’avl)pﬂe llmr#lim tnpphrasA
3, 1

REBAC)
pl per 4%i |-2-1 "&mth'aﬁ drt}msthviﬁt%gpmi?w&vlmethoxvl-phenv!}-4-l4-
-tri azogﬁzl ;mo = -‘(’?rpiheny”pgfgame t:lp) 1g-dloxolan-4- ethoxylphenyl|-4-|4
e ltﬁm ecny \ipdraghicl eih gtk bR

CIS 4(4 [4

, 3- di oxol an:Aﬂy(MHMuﬂuoré&enylpMﬂ-y n].d ol 1pyn|aemaz| B dxolahwyﬂe}h&vllbhmynwdtmo 5
- met hyl - 2e ptSep vla-{rn@thvzhidl-tl-r—i AAdazel- biphemipihereainet ep. 188.9°C.

g dagol(1}- ip1, | -{14-
ol s-i gnrs B
phenyl [-1- pﬁ: -4 ﬁ_Zh- V- -dlcl]a enyl) ~2- LHgml az I ethy&ﬂ_ﬁ:ug::gfn-#glmethrzxy\l}phewl}-
Piverbzi - o
. 186C;25 ame-4cind4-{4-12 -(4! 4[-&3: |cﬂophe -uHQﬁ. fb)u)yhﬁ?enﬁynélﬂ-d.axo&nM {ime R iphdnyl}-
-yt met hyl ) - 1- pl? nﬂkmﬂeayﬂ. -2} dglj \24-{riazdfy3-one; mp. 186.7°C;

4-] 4- 4- (5 pfis % &ﬁngwﬁ 'grt;gﬂ h%ﬂ&z?'%4-vmtq°é¥lﬂerzﬂéniﬁr e

XXl V 55 e o gﬁi ﬁ 4 ]
Ci s-4- [ 4- 35,4'{'1_5.35‘ m. ‘da 'ﬁ%’ﬁé&e\m& ' aZ°' 1 i |3 ioxolpn-d-yimethoxylohenvil 443
di oxol an- 4- ytk#ﬂmﬁ#})k aingit ordph eQr-aEle dsewwmrmdnoﬁjdi LHyintBogiphsmdi um
azi de, 1.081pipe " )-2 ‘d 4?' 3-@(305(?) 12t$°i¢$et hane and .

parts: of af¥fi&h lé g _‘t't?: f e U‘“SthﬂéYfPE‘S“VHf |
sodi um azjsdgisa °’d”‘£4 a%ﬂ phz.n %A’E’.m '?ﬁim&?’% ‘gw.meha@s hane
are added aad;nm-nrpweragmﬂrph -2l 4 dikyard-6-Heeili-2-Bfopyi3HD mm&nazér orle€MEidhPdtate;

m xture is owol@HI¥nd poured onto a 60 m xture of potassium carbonate and

water. The g; ga%gp Ei"ﬁ?’o; 2wﬂ w" ol mtﬁ@ﬂ;aﬁpxowwvmnoaﬂphenw “nifed,

filtered gng o ' 0 y
over sil |A(F5:l (;ﬁ Sropyild 25 éﬁ.’::?& fecl ?ﬂ,qﬁ gﬁ ggox m¥ eztir?olm'(egg %%:

vol une) as ek4ddnts- W hze(zpua.en rdip’tGWl)Cmﬂ Hame:afmn y&ﬁauem 1aaldio;td1ha4ehmembxylpaenyn-

evapor at ed. I'ﬁmrameﬂlpdml -2-9thglr/4-tibvdro-Dek thvi-0H1 112.4-riata3aing mphafydiategma. 1]35;53& S.

(489 ‘)5 cis-1 -[4-[«2-(2,4-dLc hIor henyl) 2-(1 H,2,4-triazol -
-yl met hyl 1 3 At AR pdrsdrsodisn s A%t B w Arolala H imid-
- yI ) phenyl ]&bpéﬁ(lﬁrlﬁfdﬁaxolgﬁz-yfso h&ﬂ:he?a&l l-pq:Q Ibal:z (2 d%f SE@’C& ['rq.l!re?;f?:1 '

m Xt ur e of @yn}trpepm)hnsfhane and 50 parts of acstic acid is stirred and heated overnight at 70°C. The
Ci s-4-[4-] 4 zmatum @kﬂO@'Pé f;ahzed( with |aqu!w'91n @rqnhate solution. The product is
et hyl ) - 3=d x&gﬁf tl:‘tr?lld er l%a% 's ﬂ i etgaz1 angqsﬁ,éf'e ﬁdr'ﬁ
parts of aCghie gtna"‘rﬁl @J:x d?@ raqtiddl’h Z'M&s

at [err] 'ﬁi’t@dﬁhﬁ IﬁbultditoS'ﬁbd’d’r icEiB ltJr I'l @Kne ing 318 &H ED%) b @

‘mxture i i s qwumad\emmu@mmwumawm J-Hexmm-ams\ombmwm-me(dHmrtdaoial -yl)—
sodi um hy8r erdieireEring: inem 29095C.The - product is extracted with -

di chl or onet hane. The extract  is treat e ctivated _charcpai.:_f. The I att er
is filtered of froandmédgoidtioh bf ebengsfmam vILEBipbasilbkenbiin 66U 3hdd delaz.ed
from 1- . but sewit, sulfoxitdedird1gddad 3. Wrﬁs&f wiride dispersion 50% and stirring is continued till
cis-1-] 4- 5[’2f0€'2maJ16$ ceasest dhencth reza d&tl-l-lz mmlazoﬂ cig-Ry(R2 #edidnid phényﬂ-z -(1H-1.2, 4-tn-

.di oxol an- 4- fan=4; Peutionate. an apdihgated fopd
5 0 e e B e e e

sofution and treated with actlvated charcoal. The latter is filtered off and the filtrate is evaporated. The
65 residue is purified by column-chromatography over silica gel using a mixture of trichloromethane and
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“ -yl net hyl ) -1, 3-di oxol ar - 4-yl et hoxy] phenyl ] : N

' [ 4- UH-pyrroI 1-yl) phenyl | pi per azi ngy 088 7 rr] 15 .

- Exanple XXVI-A m xture of 40 parts of etham m dami de hydrochloride, 20

- { parts of wethane! [9:T by v ° ezuewt-T O'Gﬁed "dt E'UPFUs%VﬁWQﬂ%t%bl"h& 1

. y| met hyne;adue lfcg1 '!Is h %“talild yi I 4 [2 ﬂpﬁ F henyl)—2 (1H- -

} azi nyl ] phengﬁ Tﬁiydré(z"?ertl og’é‘l’nq" mﬁ °x ' ® erJneé‘(z:e TRd' 8PS parts -

;of N, N—dl rrethylform am de is sti rregkaaq@;é)bemted for 4 hours at [err]. The
i reacti on m xtraraestirsed smaﬁoacbfarnhrti(aﬂtt-p&ftt—a Hef2Waﬁaeol-'Qﬂ)p&erwllaemmdazmwﬂmenol in

'.CIS- |-[4[2(24d|chlorophenyl) 2-(1 H 124tr|azol - B @

‘ preci pi taﬂ%lp g@ﬁ@mﬁ's;:ﬁ;ﬂ#e@regg;% ; ; ded 7é1"ﬁ? fggsg?qg E;e whole i |s
. 2- pr opanof’ '?Z gfﬁ%i ort ?‘ lgﬂ’%
| ci s-4- [ﬂa at "ﬁiiém&s ﬁﬁéfr'}?lﬁ '33&?2 Lyas Riteﬂﬁe p'r'Sé‘.?ct' 's extracted
1% per oo a";u"%a hdmr;dl uez & mu ph 5 Ttet hgid 3ma§°3§§2§d§v ™ stokandh, G produce s
1 - pi per azi itdfgdla rate rasidue s@lli qm an product is
§2-pr opanoﬁ'&ﬂf lel P3¢ﬂ7§%b‘$_g’i% f4- ﬁﬁéﬁc“! E"V 12l 1Ht Ishyd-triazol- -
:ﬂ prepar eg q!% 'f"ﬁ" -+ xvlphemylls "'?‘?‘1‘ {pegezing: mp.
1Y re P %éprxéeaavamér@%w&lm shou 055 f.tax.l.étpawg matecils
i ].- 5- et hyl &Aa,matgqf@a ,4-triazol - 3-one; .
Ccis-4-[4-] 4 dlchloro henyl ) gl H-|mdazol 1 -yl nmethy
{1, 3-di oxo -f : a CE‘%WE ‘éﬁ;ﬂ -[h2 -tr;s b ﬂ&%tWHﬂ-ﬁﬁw*ylmzwﬂwlmwﬂdPBH— |
1,2, 4-t¥ | AY] e ts of -
‘2 br onopr qu_I ari.‘a{a ,éll.,{e b1 423:@}@ tgyn? %h?é%] 6‘?’5%&‘%&“’ hg'%}

" H i m dazokis-h-{4\p®2 dlc ieroibh e q el 1m—tnazol-1 -ylmethyl)-1 3-d|oxolan—4-ylmethoxy] phenyt}-

-ylneth H t-m-! i2fetriazol-hylid h\d‘h B qu 4n: 1@6 - '
qj/ an t%@ ﬁ:{%ﬂ%\v ﬂe*m%ymgv qg ,, ']az ‘:t l r ¢ "i'%‘l'é'{efhﬂ‘lé‘d‘e&\t”-‘f err]
and 0.4 p% S[m w zq gl%p n ES-;L ol et J]%{\enéll -4- :

-1
stirring @fs-méth QiJ(fm g -@QQL:hﬁ‘{ol- m%rpta Opane an
par ts of gisd i&t&pﬁweavtpm-(ﬂm/xzmﬁm an-dmolang,-wmetamtl nued
for 1 h®u ph%‘l-[‘sme}'aﬂﬂ‘i‘ tm@‘n’thmb(‘l'trﬂ@ mammw

. The pr odu g“ % l?m_‘rﬁ'f ﬁgﬂ %M‘@aﬂ‘% kg ‘V'g?“\%‘g?ﬂ?ﬂ'/'
| vater, {4.[ 2 bl &ﬁn‘ﬁff A ‘%fyb.%;ﬁ bl cm-
i chr omat og me%ﬁyusm 4-triak

nmet hanois- (mi)sic,by voI urre) as 40 eI uent The pure fractlons are coI I ect ‘ed

and the ek phevﬂbz-ﬁ%i G&éﬂﬂs*- {H1i3zdekofandryimethoxy]

ZE Ehmc/lhl or % 17 g m“f 4‘13?3;_5% 56:?50%; E olln—4—-y1m: ?\oxyﬁp%\enyli-
41,3 d O“Ok@“'—w{mmwkﬂ i) mpewaﬂvt&mewhmmanawanw

L 'net hyl et h)ayeﬂw-smm;ﬂﬂ-bhena&-m%ydmez methyl-3Het 2]4-tridzol-3-o8e; mhd. 49388GNer t her e

jare al so e tH-1.2 'y“ zpl- ‘Z‘Wﬂt‘ﬂ)'d kﬂ'g?’@bhén iy 71‘;‘3*;1 e
§-2- (1H ".{4. 41 z} %&a}y‘;z 2 Ime hyrg){%-d KS?WX» imethoxy]
1'1- pi peraz 93;%; 2 3501-31bhe marohyarataNd
'*C|s4[4£¢; -dIC

-5 |-
oropheny 11’ H I m dazol -

' _g’--yl met hyl )758% {Gribibl
i1- pi per az P8

m#tbi }on -ylmethyl)—1 3-d|oxoi%_rét-4éy!methoxyl '
d ¥ mp. 1867 one;
tmp. [ ers] Z'_s’iQ =£e¥£‘ \Eg? 3 ﬁd% apga -y %’b‘?’ylﬁgﬂmﬁ"q@ lrrpl e
£ Xl X there areaso'prepare - - rom)2th|enyl) 2-(1
‘H-i m dazol -1 -yl nethyl) -1, 3-di oxol an- 4- yI met hoxy] phenyl ] - 55 1 _
- pi perazi nyl ] benzenam ne; :
F47 141 451 2° ( 2 eiphees @f -gams ayaalaqm.)ﬁidsﬁi‘ﬁe&emu.n@.zpi Anath OByl

oxol an- 4- yﬂomadmydethopﬂmwl -Jmpenramﬁselbaﬁermyﬂ- OEZ parR NN diudh- dzitte| 4.0B Jaftd. of
H. i m dazolf-1.1"- acetlc acid Is stirred for 5 hours at 70°C. .

hytid

: th h dded

R a:,.gia "pt. g Paﬁ@ *g*éggém Sy i
Sddiuf ith dichloromethane. The extract

-yl met hy sci'n,e3 R4 8 cﬁéifaﬂmatbdm&ﬁ&&de'@ Iﬂ lumn-chromatography over silica gel using
a8 mixture of trichlforomethane and methanol (98:2 bv volume} as eluent. The pure fractions are
collected and the eluent is evaporated. The residue is crystallized from 1-butanol, yielding 2.1 parts
{48%) of = ¢is-1-{4-[2-{2,4-dichlorophenyl)-2-(1H-1,2,4-triazol-1-yimethyl}-1.3-dioxolan-4-yl-
65. methoxy]phenyl}-4—[4—(1H-tetrazol 1-yl)phenvllp'perazme mp. 192 5°C. _
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~pi pera2| nyI ] benzenam ne. 29 0006 711 Exanple XXI X Followi ng the - 34
procedure gdescribed in Exanple XX there are al so prepared: ci s- 1 _
[4-F2 (3-‘et hoxyphenyl )-2-(1 H'im dazol - QOOﬁI Feghyl)- 1

td| oxol an- 4-yl met hoxyl phenyl ]-4-[4-.5 p3e rr;t hyl -1 H pyrrol - '
) phenyl pl peravu lesurrAa [zt ) i . |
8% hyl ) d:oxo&ndm-ﬂmeiép:ausﬂm .ﬁ} F@ ,;%%W o '°21?P'['°3'¥'( -3 9¢Z9I-1:I:y_l-.
H pyrr oI Elpp'@ ef2étrabydrb-2 BRAdimdtho Pi?g g&o)m ux;'g fac'g-
2 4- azo '" t'°" "‘tlgedﬁmshantoébrqshm‘ehw he W ne fral f i
ol -1 -yl bk k .sp'?e "‘1"‘*" "~“‘>"*[@G*('““f‘"‘twt‘-"@ma Prel AHrd ) remted uitn
.e,wn 2 4-tri aZﬁbtaﬂol ,;,g, ﬂ (5,2 i ie is crystallized from 1-
4! (2 5-di et ﬂ?*danﬂ-ﬂﬂﬁyﬁiwlﬂheﬂyl}# 4).(p ggﬁ g 1_’|_" 11 'ﬁyﬂ'met&vn-I 3-

ox: yrazol - 1°-yl) pharsjmifar "@"“e[“‘he[f%(a?sotdw%w aZOI[ [ 2-(
met hyl ) -1, 3., I met hox henyl - pi per azi ne; trans- 4-
?gdi)r omp-2-thi e oo (3)12 ﬁ f‘ i :}f zm¥"£ %‘!r%qghwwmeﬂm) -1 3~dxoxolan-4-ylmethoxy]pheny!}-4-
mp: di oxol an- 4- yI met hoxy] p 5 p[ et hyl t hi o- 4- phenyl -
H i mi dazo-| "yl )phenyl ] pi per a2| ne; cis-4- gxgm‘@xg{,lh - 2- mer capt o- - 1 Him .
éiazol - 1 -yl )ph re 4E2na i oh ol nydroctlofdel 86 Pard- of cHNIALNh L3 1ol
, 3- di oxol an- 4- Tenyr "“ b-r’azvlmethvn 1.3 - dioxolan - 4 - yimethoxylphenyl} - 1 - piper -

e[ 4- [ 2- (4- erarm @{,r 'a Y ediust adetaty lan: 901 phe}s: of IN,N-dimethylform..
3- di oxol an2al- éaﬁhhd’hyhd&hﬁ p‘r&fuc f’l rea 3wt ';":11"'2 'WPM’ B.'Zrbiml:artsofwater
I} yI )phenyl] p|I @#ﬁtzmrlebutazel 'tnalipn? 91;3&3;](4[4 3 b f % ° ",Enﬁfg:ztz:-

-triazol - !n- Yo timox hba”mym—ud.;m&iz g}g}g d _5 " -
¢ (3 met hyl t hi Oneozmy ??q ann ‘ A1) a2 yv| ) pheny! ] pi pera‘bmne thy' -3H-1.2.4-
,;{3/[4 [ 4-] 4-pR2-( 2, 6 d| et NoXy PR yr-‘)areza'eo Rrepareds dazol 1 -ylmethyl)-1 -

di | 4-cjsk-4¥Bt-lacs L - i
Mo 4 8 hydr oo uﬁﬂpféﬁ&ﬁi’.‘ g ey ”ﬁ‘eé‘m’%&sﬂ elenrvimathoxylohenyl-

2-(2-thien -gdiciylo P'I'Qazlbz-ﬁﬂ:vmnydzﬂfﬁ- yl)- .3-dioxalan-4~
3[ di- oxol an,o4)zy &%/TZHW@H ﬂvﬁ)Zf-d!!Qgro%H-I .2.4-triazol-3-one;. mp. 'g;gfg vimethoxy]
IHZI.L per azi nyl ] phenyl ] 2 4- di hydr o- 2- met hyl E:'E_hn%he ket hyl -3H 1

,2,4-triazol -3-0n& m'Exra 181 Xx0Xs SFl-brombgitgpanbls rtQ%PELHL . |
Exarrpl e XX t ggla?lﬁ' %rvigtst M amce@ranseﬂmet&exﬂrléﬁn%ﬂ(ﬂméjam m Ry 3‘°“%"3‘; §-""§;22
_dflp

Wiy m dazol - are ﬁg thu} otirvadain 568d dnd iurm hydride:
dd er . & 3 - y :
i dazol g bR gggﬂ % ;ée(adgg s dosert o

-[4-[2-(5-chl G?asﬂﬂlmhtum‘ybc)ol&- éﬁ%

ll- 3-di oxol an- 4 %fsnmﬂ? hmllvyw ter zundd (Fiteqald iy | @55, téd ﬁh'ﬁ ﬁl ;2 eu‘rhe-
phenyl ] pi pgr §2hen. mf% erac.o Hicas ﬁ":s‘"g“‘"‘!“"’“ itk raﬁ‘ﬁi
the group consdewyi-Bg \,ﬁoéféﬂf \Henr qrmd Wwﬂtalsékﬁstallczedfromtl—
[err] 50 55 andllrh&tﬁwphaamm.w ichloraphenyil-2-f tihihidazol-

razm h -2-(1 -
c;st er eocheni caBHyl.2. mwm—oﬁeomzzz T¥iiphenylj-2.4-dihydro-2-(1 - methylethyl) -
In-a similar manner there are also prepared '

. 45
@
crs—Z-butyl-4—l4-[4-{4-[2-(2 4-dichlorophenyl)-2-{1 H-imidazoi-1
- -1-vimethyl}-
phfzy[li };pnperazmyﬂphenyll-z A-dihydro-3H-1,2 4—tnazoi-3-onev m: »{;Jg;glo:zgn-ll-ylmethoxyl
_ f,'vs -{4-[4-{4-[2-(2 4-dichlorophenyl)-2-{ 1H-lmxdazol-1-ylmethyl)-1 3-dvoxolan—4—ylmethoxv]phenvl}-
i- | _ —psperazmyl]—phenyl}-5—ethyl-2 4~d|hydro-2-prcpyl-3H-1 2 4-triazol-3-one; mp. 170.4°C.

ol ' ' . Example- xxvm :
owing. the procedure descnbed iy Example XIX. there are also prepared:

 trans-3-{4-{4-[2(5-bromo-2-thienyl)- - -1~
1a | - 1-ptperazmyllbenzenamme neny) 2- (IH imidazol-1 yimethyl)-1 3-d|oxolan—4-yimethoxy}-phenylf--

;:trgcat : 60 Dlgzralzr}\zﬂ]?;:ze'gz;?;l:h'eny“-z tnaas oxyp eny) 1 3—dloxolan-4-ylmethoxy}-pheny[; 1_ |
1sing Dlperazmy” benzenamine, - - ~ nazol-1-vlmethvl) 1 3-d|oxo!an-4-ylmethoxyj-pheny;} 1_
;Jaar:: ' -
Ay 65
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60 Qis a nenber selected fromthe group consisting of CHand NN Ar is a ,
%r sel ected fromthe group consisting of phenyl, thienyl,. halothienyl H (
a Bubstituted phenyl, said substitujedeieqyl having from1l to 3

substituents each independently sel ected from t he group consisting of halo,
[err] alkyl, [err]. alkyloxy.and trifl (Rspopie - and 65 the radical Yis a
nmenber sel ect e'EP"P‘f"BPn"E%Bm §ieodeserirer 4 F’f‘?@""éﬁ theshdB 5P REgRA%s e XXI X

Fol | owi ng t, el- -RY8 MR di\@&}hfi h?ﬂrﬂl&z@ﬁmLﬁylm3mBﬁnﬁtﬁh%§@ -PRerpRage.

cis-1 -[s-[13n Blhuaw emydhnpeﬂazuhtlmdazol-l yl meth
, 3- di oxol an-i38-IgH hidirhidazel-1wimetiyl)-2-(24thjedy!)- 53 {dBxolen-Ay Imelhdﬂvbghemdl-4 43-(4-phenyl-

e e A ol Tyt S0

“yl) pheny! Icgm 2o ma.n -2- Tnﬂr{zn(tﬁszbmmbﬁwI@a.axoﬁakaﬂ-yuanemoxy].phenyn;-
2 4 tri azal-[4£|(255dn6mﬂhyl-mrral 1-Qiptiemxlpiperazide; y| net hoxyl - phenyl - [4-(I
yrrol - 1;-[3 1aﬁrph|qryl] ﬂel4-[31(%-1hudgyl)-2 {1H-1,2 4-tnazol-1-ylmethyl)—1 3-

3 2-(4-

,% d.[oxf;; a% { gfgi }f&éﬁS pffi?% % Bt e gthotioneny-4-

-yl) ph eny ﬁwﬂuwnwez- J‘msp mtaza: zahenwlz)t@heﬂz/hlmako:-x-

-[4-[2- wmemwn 3-a»o((olantuune;rﬁmanenwamaraame | met hyl ) -1, 3-

di oxol an 4-@;‘ *‘/p e'm)-ﬁe( ] l]nqqlezol«ﬂ wjmpghy_]_) -1 3-d|oxolan-4-yimethoxy]phenylI-4-
4-1 2- X

AP e Xﬁ it T T Mkt

Him dazol 14144-[;1[ ke PNoRINERA) 2E(1 HOmftasoi-1 41 hﬂr-hslm&olm%ﬁétﬁaxﬂphenyn 1-
H-i m dazol pibe +2I 4-d-1w ro-2-ghgnyiin +3HZ4 43triddol-3-oBe:4-t ri azol -
v
1-

t hyl Tis & T?E(t1 Ho‘)( S @qq@n—4-ylmethoxy]phenyll -1-
Fe [)2/ %4H?FE?&'BYT§"§IV é‘?{wzy '2‘7@ I*5rpher 'W!F“E;Ez%? A-UiggolAioRe ) - 1

i oxol an-4-yl met hoxyl phenyl 1-4- [3edamphhepy! -1 H 1,2 4-triazol-1

) phenyl ] pi psmna@ingehe B.chdureamh&cribed[u&ﬁia&rpiéxmhh%are?amlp&aydea 2-( 1 H1
triazol - I met hyl ) - 1, 3- di oxol an- 4-yl met hoxy] pheny

(33ﬁet1h§§ggj 1_91»?9 g,éf glyd:lertrz{wrfyﬁdﬁﬂo appﬂm'ﬁserhmlmﬁﬂkﬁﬁ%ﬁ 4-
[4-[2 [ - th qi’én@o??fyﬁetlﬂ]yl) ¥ %&QXA l—ypmethoxy]phenyﬂ-

i oxol a [4,( |- -yl herm]
4- di hydr o- 2- phenylrrethy -3H ,2,4-triazol - 30ne cis 4-]

[4°12-(2-thienyl)-2-( 1 H 124tr|azol 1 -ylmethyl)-1
| oxol an- 4-yl net hoxy] phenyl ]-1- 25 pi per azi nyl ] phenyl ]
- di hy dgiginds met hyl - 5- phenyl met hyl -3H 1 , 2, 4-triazol - 3-one; Exanpl e XXX

, 3-
-y
, 2
4-
4-
3

|

(
[
2
[

4-
di
2-

, 3-di

]

4-

d

4-
4-
4-
4

, 3-
_2,
Fol |l owi ng the procedure described in Exanple XXI there are al so prepared:
30 1-[ 444 2- (41f Ashepishicaogippur@l selettedtfiom thaodup consistingwf Ry lajole derivative having the
, 3- di oxol dA™MIF| net hoxyl phenyl ]-4-[4-(5- nmethylthio-1 Htetrazol- 1
-yI) phenyl ] pi perazine; trans 1-(4-[2-( 5-chloro-2-th ienyl)-2-( 1 H
1,2,4-triazol- 1 -y, tphyl )-1 , 3-di oxol an- 4-yl net hoxy] phenyl ] -
4-[4- (5+phenyl et hyl tetra%ol -1 -yl)phenyl]pi perazine. 35 Clains 40
:1. A chem cal corrp(ﬂm el ected fromthe group consisting of an azole
der| vative having theﬁ'fornul a: N
) CHZ Ar
o 50
; o7 o

. N/—--\l Y
L—kc»-iz-o_@/ \__/ _Q/

and the phammaceutically acceptable acid addition salts and stereochemically isomeric forms thereof,
wherein:

60
Q is a member selected from the group consisting of CH and N;:
Ar is a member selected from the group consisting of phenyl, thienyl, halothienyl and substituted
phenyl, said substituted phenyl having from 1 to 3 substituents each independently selected from the
group consustmg of halo, C,—C, alkyl, C,—C, alkyloxy and trifluoromethyl; and

65 the radical Y is a member selected from the group consisting of

55

30



Ot g Vg

iélf

group consisting of phenyl, thienyl, h oth| enyl and ‘subst !t ut ed phenyl

onsi sting (@ -fme f-1H+

Hlal kyl t'hiz ‘ialrgfq
{Ihydr ogen 4l:[
of

‘N [err] 50 55 and the phar maceutical ly acceptable acid addition salts and

st ereocheni cal |y i someric forns thereof, V\/nerel MMEII(HM‘WJI“"}“L sel ect ed
rorut he group consisting of .CH and i ] m t he

ai d substituted phenyl- haV| ng from 1Exaoe® XX¥stituents each i ndependent |y

rifluor On% h1y [26}9% yé:%% - 2r( kﬁiﬁLzom &ﬁne‘%yﬁﬁ@ﬁ oﬁﬁ-ﬁﬁ%&qﬁiyr @‘m'lyl H'GF4 group

-1 -yl dical mula [err]
a) 10 whertef3d2 em-r daaleh {;leiefh}/l)-ar(z-tmaom1Mepmndaa1mbtyo>qb;bren\tlied-[:§-r4em1ehﬂe
roup . consﬂtlt-n Nohgay ?Fm %err al kyl; a
pyrazol - Zp rg{ 3 '°'B1’p|] b ‘rf‘i ?é“'['aéP'r’J'V'("BV’V'k(b 3\/9@‘["@1‘ Vf'%‘?‘?‘]"yla‘?'n’a"‘[' 87 r]
re each, i REHRNY aﬁﬁ%@ §§-ﬁi|ﬁ9"2{-9@:&%%%&@”15&-%&:{‘9‘-9%@ HORPGRIy 1

err] al kyls{sapyld nei\ﬁvlimlpy rol e,rnb hengiididerazing> a 1H:1 m'dazol -

he formul at-3eAmjetiiyIH 35raxdnery9prfen{|bt-r{¢} [z-&-tsehm-adr-f 2. émidzble! -gmethpl)-1,3-
liconsi st i ng disiel d X‘l Ipranyl} -p'a fR?M'
AT e

Nerr] alky
| he grou'% cﬁj‘;%eth

thio a

@' éa&rrthV[‘I %'ﬁ’eféwﬁ y)mgep’ef?q?'ew' F4om-

g,g,e. dabg rf],,péﬂ %er i 3s?é xﬁenf\rﬂg@rtb’i alghelial kyl; a
- U ylnet )113-Nrbxdla'=hd4—ﬁaubth6i§y]dh &\ dsara] na [err

-4 ?e ?-f-t

j-2-me

d) vvher ein- [@k[ﬂhe-broofo- -mo)iyplaamd) @é‘rH-imldaiolsEMmemelm Brdinyolbind-yimeashosylongli-g+ i ng
Hof hydr_o rﬁ3< % 'tb msenv[lew zing} kyl t hi o
t i0-5

o < | )éé afgrh#p @gﬁ }bﬁ'ﬁ'%ﬂ%’é“‘&ﬁ%"ﬂ?heny”-

ph
'pb(ényl QI’({ X -yl
the f e&m ]phenyll 2 4-d|hydro-2-phenylmethyl-3H 1,2,4-triazol-3-one;

- cis 4~[4-[4-[4-[2-(2-thienyl)-2-(1H-1,2.4-triazol-1-ylmethyl)-1,3-dioxolan-4-yimethoxy]phenyl}-1-

w 25 plperazmyllphenyll—z 4-d|hydro-2-methyl 5-phenylmethyl-3H-1,2,4-triazol-3-one;

Example XXX
_ Followmg the procedure described in Example XXl there are also prepared:

30 1-{4-[2-{4-Ruorophenyl)-2-{1H-imidazol- -1-ylmethyl)-1 3-dloxo|an-4-ylmethoxy]phenyl}-4 [4-(5-
methylthio-1H-tetrazol-1-yl)-phenyl]piperazine; '
- trans 1-{4-[2-(5-chloro-2-thienyl)-2-(1H-1,2,4-triazol- 1-ylmethyl) -1 3-d|oxolan-4-ylmethoxy]phenyl}-
4-{4-(5-phenylethy!-1H-tetrazol-1-yl} phenyllpiperazine.

35

Claims

'40 1. A ohemrcal compound selected from the group consastmg of an azole denvatwe having the
-formula: : .

R W

55 _ .. CH —0@/ 3 _

and the pharmaceutrcally acceptable acid addition salts and stereochemrcally nsomenc forms thereof,

wherein:- .
60
Q isa member selected from the group consisting of CH and N; '
Ar is a member selected from the group consisting of phenyl, thienyl, halothrenyl and substituted
- phenyl, said substituted phenyl having from 1 to 3 substituents each independently- selected from the
. group consrstlng of halo, C,—C, alkyl, C,—C, alkyloxy and trifluoromethyl; and.
- 65 the radica! Y is a member selected from the group consisting of

30

| sel ect ed from foHewigg W%H%’Pﬁ?"ﬁ@e"op Examele XXtherp arg ¥sA prepassdi | 4l kyl oxy and: -

Batidholah4dfhdindeyibhenyiddL cal |



[err] ed. he ' wherein [err] is selected fromthe grou ' _

~consi'sting,of hydrogen, nercapto, hydroxy, [err]_alrlml“r*n Im Mﬁ [err] ).(

al kp-thio,*and [err] is selected fromébgég;gyp co i Bgen,
[err] alkyl, aryl and 65 aryl [err] 4 13 0006F11%a "

2,.3- di hydr o- 4”HigyRpldt-virradizlof dreyibrmiudi cal of the forrmula 5 _ '

[err]. (f) wherein.R15 is selected fromthe group consisting of [err] alkyl

and aryl [err] alkyl -and [err] is sel atted fp&mthe group consisting of
hydrogen, [err] alkyl, and aryl [err] al k}LL.: a 1H1,2,3,4-tetrazol -1-yl

radi cal of the fornula 15 [err] : _ ' (g 20

20 wherein [err] is selected fromthe grogp_fonsisting of hydrogen, o
mercapto, [err] alkyl, aryl and aryl [ert] a yl,; ‘wherein said aryl as used
.in the forggoing definition is select ed?from t Re group consisting of phenyl
and 25 subst ivhseRKRPRERY and RA ' i I i ran. t '
subst i t uent s CeacChalkynckry and ard E%Hgf'ﬁé ‘}e”%aﬁgyelg)%%?gcr@fy&%% °§Egéﬁ%9 'oph%mgen’
consisting of halo, [err] alkyl, Terr] al kyl oxy and trifluoronmethyl. 2. A
‘cheni'cal conpdifRyrazelisdresticat plote fer@ulgr oup consisting of cis - 1 - [4 - [2 -
(2,4 - dicBloro- phenyl) - 2 - (1H - '1,2,4 - tptazol - 1 - ylmethyl) - 1,3
- dioxolan - 4 - ylnethoxy]phenyl] - 4 -[4- (A H- inmdazol. - 1 -

-yl ) phenyl | pi perazi ne and the pharmaceut i oA Ty acceptable acid addition
salts and 30 stereochemnically isonericMor t hereof . o _ (b}
3 3. A'chéfical compound sel ected from th¥gh\oup consisting of cis - | - [4
- 12 - (2,4 - dichloro- phenyl) - 2 - gH - inhgdazol --1 - ylnethyl) - 1,3

- - dioxol an - o Y. - o - 1.2.4 - . trigzol - 1 -

yl ) phenyl | pi gg%%m@%%ﬁ;ﬁf%%ﬁ?ﬁ‘?éé{f‘i“i/d fg°<]§'lc#e“8195°b‘f’ Sonishitg ‘%ﬁ‘&‘?’??eé}nc'_ce
sl ts and 2t ereochenical ly isoneric forns thereof. 35 4. A chem cal
conmpound sel @dtdmidezabhvl radicgiraf e toomda sting-of cis - 4 = 14 - [4 - [4 - [2
- (2,4- dichlorophenyl) - 2 - (1H - ingglazol - 1 - ylnethyl)- 1,3 -

di oxolan - 4 - vyl nethoxyl phenyl]- 1- pipgrazinyl]phenyl] - 2,4 - dihydro -
2,5 - dinsehyl - 3H-"1,2,4 - triazol - ¥ =M8ne and the pharna- ceutically
Iaccept able acid addition salts and st ew cally isomeric forns thefgof. .

5. A cheni cal - conpound sel ected fromthe p consisting of cis - 4 - [4 -
[4 - [4 - [2- (2,4- 40 dichlorophenylge® 2 -Ngfp H- 1,2,4 - triazol - 1 -
yl methyl) 3s &netein rélisQ¥RLENrom the grolh TN me&ﬁg dnl e 5{" Ikyithio
pi per-azi nyl ] piueamy I, —cC, Bkylthio, didrﬂfdﬁd)R“a%,;é{h'ih pQ%fgWsela“a ' ?;r a%éb?cf@s?s‘%? |
- 3 - one nohwimgdnL.eGratkvt he! pidaaryred;etl iatkalt | y acceptabl e aci d.'addition
salts and ster.eo m.cally iso ic fornms thereof. 6. A chenical conpound

wsel ected wogn@ﬁ’gggi%ﬁﬁ%"é%ﬁ%ﬁ?rg{l efymuds - 1 - 14 - 12 - (2,4-- dichloro-

t phenyl) - 2°- (1H- 1,2,4 - triazol - 1 - ylmejhyl) - 1,3 - dioxolan - 4 -
yl met hoxyl phenyl | - 4 - [4 - (1 H 4s tetragol - 1 - yl)phenyl]piperazine
and the pharmaceutical ly acceptabl e aci 'd-,“&a{ti on salts and - '
stereochegical ly isoneric forts thereo+N 7. chem cal conpound sel ect &
fromthe group consisting of cis - 1,- {4=N2 - (2,4 - dichloro-
wherein either of R and R'2 is selected from the grdup consisting of h;/droger':,' hydréxy, mercapto,

s0 C,—C, alkylthio and aryl-C,—C, alkylthio, the remaining being selected from the group consisting of
hydrogen, C,—C, alkyl and aryl-C,—C, alkyl; ' ' '

@ 4H-1,2,4-triazol-4-yl radical of the formula |

R : S - S '
of, . o . ) | N ' o o . | (e}
“ed _ : o R _ - :
he _ wherein R' is selected from the group consisting of hydrogen, mercapto, hydroxy, C,—C, alkyithio and

- aryl C,—C, alkylthio, and R'* is selected from the group consisting of hydrogen, C,—C, alkyl, aryl and
85 aryl C,—C, alkyl; S ' o B '
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phenyl) - 2 - (1H- 1,2,4 - triazol - 1 - ylnethy an -

.yl met hoxy] phenyl] - 4 - 14- [3-(nethylthio) - )—“III“ lﬂllﬂ! "lﬂmgm

'-yI ]1.phenyl ] pi perazine and the phar macqagb y accept a acl addl t i on

salts and ster eochemi cal | y isomneric er eof 8. A chem cal conpound

sel ected er.hm.gnqm.ﬁamw kddikalodt thé formuld - [4 - [4 - [4 - [2 - (2,4-

di chl or ophenyl) 2 - (1H- 1,2,4 - triazol -_ 1 - ylnethyl) - 1,3 -

di oxolan - 4 - yI met hoxy] phenyl] - 1-opi pera}ﬁ nyl ] phenyl] - 2 - ethyl - 2,4

-dlhydro-5-rrethyl - 3H- 1,2,4 - zol - 3 - one and the

‘phar maceut i cally acceptabl e acid add_g\I salts and stereochenicallyif

i soneric forns thereof. 55 h.e.rr;‘llcal conpound sel ected fromthe -

group consisting of cis - 4 - 14 - ﬁ 14 - 12 - (2, 4- dichl orophenyl) - 2
(LH- 1,2,4 - triazol - 1 - ylnBthyl) - 1,3 - dioxolan - 4 - _

| yl met hdRy LWabsiRYA' is- selbeteBiHRRT @8 ighdib BTN bf €,-2Calkyl dhmydro—c,&IWlamth'ylns -2
propyl selethbd- fram Zhe4graupt dfdnﬁitﬂig of hﬁdregenné,-HOnijliv}'dné.taai SpaCy blkyl: :

phar maceutical |y acceptable acid addition salts and. stereochemcally "

i soneric fothh2 %He‘PEBP“B‘O’ad'“‘ of 19 forUaheni cal conpound sel ected fromthe .

‘group dénsisting of cis - 4 - [4 - [4 Ndf - [2 - (2, 4- di chl orophenyl) -2

-'(1H-124-tr|azol-1-ylmet 1,3 - dioxolan - 4 -

-yl met hoxy] phenyl] - 1- piperazinyl] pﬂ%_ - ethyl - 2,4 - dihydigb - 3H"

- 1,2,4 - triazol - 3 - one and the ceutlcally acceptable acid

t,'addl ti#A salts and stereochemnicall yRI sorrerl c fornms thereof. 11. A

- conposi ti Qe RTRBRBERH FEmitheg@iPvdnbisty o hidrédedOmeraapits 10, S€)|, arilcdly!fahe st he

" group 65 cgrsjakying of fungus and bacterium conprising an inert carrier

. material anhereinSaid Arybsst usedinitiforegoingdefiaitior3ia selectef ffoerCthe greumetnsiéting gBpheoyt and

ang i baczsesutatrtumuunnvlomhsmwmea\dd@wm mt b te Py substituerits €pal 'néenaneothrlo
17 A cheﬁ?' gravm gtorﬁ I  C,—Cs alkyloxy and tnfluo ert!L 5 and

it he phar R& 3 %PEI)ZWGFQ am{ ecte frm thx ﬂr?up consast nF of cls il %n Qél?fﬁy
i soneric tm mam fhar-epof yl)p“@lﬁﬂﬁbd?aznr@ah& thd pHaAMREutalyeeted bferae hsﬁorgéamhlland
fconsi stmngtemfuct@tﬂuan\d:sb&nerkrfom theneefiber sel ected fromthe AEroup consi sting

.3 jof phenyl, mich'aHOG‘Pm@r?y'Iﬁcfemﬁms mvsqrwnnoeﬂstm of ‘{meh 4-12 244 - d'°“'°"°'
substi t ut qg%“ (1 qa\)p { i rgjzmt%% the Ql#rﬁx%eﬁlcalls ) Pabe aci g s lt and '
sel ect ed §EADE i rha'f A oneT Y ARV GWeT '1( Y10Xy and

trifluggonet hyla cnla ica oﬁ@ametemfr&@rthé:gramwns.s@gtdne;sgw,cwmh #f (a2 - (z 4-
m cr oor gamcblmooladneitt-eﬁd { Yromintitazolgr buyiroomdli st B @ﬂaﬁ ur@uslmmxxmmm\ﬂh &m

- conpri si ngPgssE Q“Y'% 2% eF'h\MEﬁ efdal! raﬁavl &t yigzo {5) tharqharma-
ef fecti ve "B 'R@igﬁg < m “’ °E’ égg 0 q
daimlg. di%ﬁl? henyl) ﬁg mdﬁg&fé{@ 1p ﬁE 6‘:@ qaq [{? pﬁﬁ%‘y‘ &_ ?_

. laccor di ng piper. ;a}pmnsa } ctzat adihpie z28 -hs;ma)wtr-emcu 24 - anawrrps)uacb rﬁfmo’hhﬁzté andrul. a
S\ [err] vmtltehptanw iydacoéptabiipcadicdh additiog salts and st@m@hﬂm\ﬁlly isomeric forms thereof.

al pu lgcsed from the group consisting of cis - 1 - {4-12 - (2,4 - dichloro-
_(I 1) 35 Whﬁeny) 2 - I-F V‘fmp rmqﬂz!gi 1 - ylmethy - 1,3 - dioxolan - 4 - yimethoxylphenyl!} - 4 - [4 - (1H-

45 tetrazol - 1 - y!)phepyl}p:peraz?ne and the pharmaceutically acceptable acid addition salts and
‘stereochemically isomeric forms thereof.

7. A chemical compound seltected from the group consisting of ¢/s - 1 - {4 - [2 - (2,4 - dichloro-
phenyl) - 2 -~ (1H - 1,2,4 - triazol - 1 - yimethyl) - 1,3 - dioxolan - 4 - yimethoxylphenyl} - 4 - {4-
~ [3-(methylthio) - 1H - 1,24 - triazol - 1 - yl]phenyllplperazme and the pharmaceutically acceptable
s0 acid addition salts and stereochemically isomeric forms thereof. _
: 8. A chemrcai compound selected from the group consisting of cis - 4 - [4 - [4 - {4 2 -(2.4-
dichlorophenyl) - 2 - (1H - 1,2,4 - triazol - 1 - yimethyl) - 1,3 - dioxolan - 4 - ylmethoxylphenyl} - 1-
pcperazmyl}phenyl} - 2 - athyl - 2.4 - dihydro - 5 - methy! - 3H - 1,2,4 - triazol - 3 - one and the
- pharmaceutically acceptable acid addition salts and stereochemlcally isomeric forms thereof.

55 9. A chemlcal compound selected from the group consisting of cis -4 - {4 -4 - {4 - [2 - (2,4-
dichlorophenyl) - 2 - (1H - 1,2.4 - triazol - 1 - ylmethyl) - 1,3 - dioxolan - 4 - yimethoxylphenyl} - 1-
plperazmyllphenvli 2,4 - dihydro - 5 - methyl - 2 - propyl - 3H - 1,2,4 - triazol - 3 - one monohydrate
and the _pharmaceutucallv acceptable acid. addmon ‘saits and stereochechally isomeric forms

thereof.
60 10. A chem:cal compound selected from the group.consisting of cis - 4 - {4 - [4 I4 2-(24-
- dichlorophenyl) - 2 - (1H - 1,2,4 - triazol - 1 - ylmethyl) - 1,3 - dioxolan - 4 - ylmethoxylphenyl} - 1-

plperazmvllpheny!l - 2 - ethyl - 2,4 - dihydro - 3H - 1,24 - triazol - 3 - one and the pharmaceutically
acceptable acid addition salts and stereochemrcally isomeric forms thereof. :
: 11. A composition for combatting the growth of a microorganism setected from the group

65 consisting of fungus and bacterium comprising an inert carrier material and asan actlve ingredient an
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Wis a reactive ester residue; Y is the sane as Y ml ned, @
but other than a radical of formula (c) or (g) V\/ner Wm“n mﬂ trvely
[err} s nercapto and other than a radi cad00® d e)s wherein

[err] or [err] Cl vely err IS rrercapto 0

prepare a corrpouﬁgwgtamﬁ‘ge?‘ai E:ﬂm edfﬁg ﬁfh‘%x ?@8?‘1‘"8%?5’@?%1’" aﬁYP %e%ﬁ?"s it fo 10--
an appropriate réaction |nert org , at elevated tenperatures,

and if desired, first co rN|ng the substltuted phenol into a.netal salt

t her eof andsto: thereaft 4{Ise said netal salt in-the reaction with (I1);

&# 33 0006711 b)- cycl g a conpound of the formula [err] 10 with a

conmpound. of the formula | [err]

(V) the reaction. being cardH,ed 0 Br by stirring t he reactants t ether in

t he presenceoof an appropri at ol ar is sol vent ﬁ 2h an
BBfs opri ate wat er-ni scible 0Pgani® sol vent ng a conpound
of the fornula [err] 25 vmth\a cd@a_nd of [err] sai d
N-al kyl ati on being carried out by sti r2r| n reactants together, in the

presence of ajg appropriate base; or 30 d) cycl i zing a conmpound of t he
formula [err] whethei nhaomepwﬂaatlvamemablgraoldpdd)nomaesjartdadﬁreocummaﬂataomntt foemsethéreof,

with an- appropr“Yha[\‘? X ent and |f de|||r‘ed I nt r oduci ng
Slbstituents into X/ffesfH %a é sﬁ ﬁJr@Wtﬁ@ | DB W Fyblidio
in 40 formulg (pwérlyl Eaud@@bswﬁte pRén eﬂ"dlﬁﬂ}see ted $rom the
used in the cygkdupabhdsting oEpalo, d@mn&vrn@mpawmenmmbna@em LY in

dewf red conpounds 13.)A co.i)t sa lom i oowpttion ds WberoofnuInachdrganwhesqtacmd\frm aredgroup
for the radi caI“% '"9 %%ﬁc fu r?ﬂ"‘ emg a“h‘?f\?‘ecat’ e’"E'ﬁ yfg@reu"reé?ﬂ'em an
fha'%l ng; - bei g?actgi ﬁ%{ﬂé cParactenzed by a)
NLferr] by cy%acardﬂgc a conpoun

E5) [err] 60 or acorrpoudof theforrrula 65
[-e{M] 34 0006711 i n order to prepare a c -

un e formul a -
s and )
30 -
HO '/ \_./

sloro- -
- (1H-

s and : : ' o
_ with a compound of the formuia . D—-——CHZ—W _ ()
(24- 35

-t wherein D is ' —N

ama- ' rJ .'

-(1H- ’ : ' :
3 and .. 4 - L——'L

aloro- - i
- |4- : W is a reactive ester residue;

stable. Y’ is the same as Y as previously defmed but other than a radical of formula (c) or {(g) wherein FE;
, 50 respectively R'7, is mercapto and other than a radical of formula (d) or (e} wherein R'"" or R%,
{2.4- - respectively R'3, is mercapto or hydroxy:;

J-1- .. . in-order to prepare a compound of the formuia

d the .

2.4 s - S \&
F-1- o \"@/

" drate ._ D‘CHQ“O;Q/ \__/

forms

)

(2.4-. @ S )
}-1- _ the reaction being carried out in'an appropriate reaction inert organic solvent, at elevated temperatures,
tically and if desired, first convertmg the substituted phenol into a metal salt thereof, and to thereafter use sard :
- . metal salt in the reactron with (ll) or
Jroup P -
s ntan ) e
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' N
[err] the reaction of (VIIlI-a). with (I1X-a) being ‘) tirring ¢
and refluxing the reactants together in an approp mﬂm\a !“ulm ml the ]’('
presence of an appropriate base; d)(br%%?ei orrpo Sc0 orm#d a* -
wherein Y stands for the radical (b) [err] and [err] have 15 ‘the -
previ ously ddiicpeieingraaompeundaifiige fdenrwiaed from an appropri ate hydrazi ne of

the formula [err] by cyclizing the latter with an appropriate di one of

- fornula 25 /{'E'r’ﬂc"iiﬁ*‘?'h order to prepare a
‘conpound; of the fornula 35 [err] eaction of (M I1-b) with ( )ber ng
jcarried out follow ng theosam;(_@ re SH%-GOH -hato pr epar at i o of -a)
jstarting from(VIII-a) and (1X-a) d when Terr] is hydrogen, .t he adjacent
{carbonyl group of (X) is 45 preferably acetalized prior to reacting said
(X) with, (VI1I-b) in order to obtaina Yol e derivative wherein [err] is.
upanbi guowah)a doarpairetiofahe fdmauld- POSIY i )(iii) the conmpounds of fornula
(I') wherein Y stands for a radr cal (?c rein [err] and [err] ‘are d¥)

ands ner ca bei n

._Erevr OIUS| y dgfr ned and ﬂ? err b hec) : &an g%r r\%ﬁaﬁ’?ﬁ‘é
comou ¥ 8 w" ﬁ' g %u,azgﬁtgﬁggﬂqon i T !

" conpoun® ﬁ,rpg,,l,,d Uer to prepare a

conpound of the forrru a [err] the reaction of (VIIl-c) with (XI) bei ng
carried out by stirring the reactants togetheﬂ'_’\n a suitable organic
solvent, in the presence of an approp {se, Mthe compounds-of formul a

() whef®in Y stands for the o-a cal 3 e+ [err] and [ery] ar@Mas
previously defined and wherein [err] ands for hydr ogen, bei ng obtai ned by
desul furating a conpound of fornmula (l-c-1) in order to prepare a conpound

of the fornula.15 20 [err] conpounds of fornula (I)
waer ei N2y withis compaung efifhe famiblaal (c) n.hec‘ferr] and [err] are ag,

~ipreviously described and wherein [err] is\fefr] alkylthio or aryl- Fvljr]
tal kyl t hi o, f

Por it o ¢ el B B B M oG SR A0 P PR
_’_of_ t he $°orrruld-{yeﬁzh}za(eétdp)zundvmhefm{nerr] is [err] alkyl or aryl-[err]
al kyl and wherein Wis as previously defined, in orde&« to prepare a

jconpound of the formula 8 | N/: \E _ - - VI
. .‘ / _

35 . U-.-CH'2—O'

wherein A is an amino group or a suitable derivative thereof, with an appropriate cyclizing agent, and if
desired, introducing substituents into the thus obtained heterocyclic compounds, the nature of A in
<o formula (VHl}, as well as the nature of the cyclizing agent ta be used in the cyclization step -depending
upon the meaning of Y in the desired compounds (}, :
d}i} the compounds of formula (1) wherein Y stands for the radicatl (a), wherein R' R% R3, and R*
have the previously. defined meaning, being derived from an appropriate amine of formula

s h NH,,

- (Vii-a}
sa

by cyclizing the latter compound with a. compound of the. fu.rmula.'
o
had R*-—r!‘};—'cr-r—gﬂ--g-;-nz “ xea)
60. or 5 compound of the formula
5 fixeb)

65
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[err] 35 and, if desired, the conpounds of formula (I-c-3
'desutfurat ed yielding the conmpounds of formul a (IU ‘ P-Em‘
pregaring!conpounds of formula (1) \/\/696 r,Ylsth erein

. [err] represents XH "X being 0 or S. whereln [err] |s hydr ogen, [err]
al kyl or a'nwde[fé? P'jeP%tPléyqompgmddof[tleﬂO]rmhiel ng represented by [err] by
cyclizing a conpound of the fornula [err] 30

' with 55 or a functional derivative thereofR the r §ultant product being a B

conmpounds of the fornula [err] 65 36 0006. 71 d reaction being
~conveniently carried out by stirri and _h iNlg tlhe reactants together in
an appropri ate.organi ¢ sol vent or/ e)\(-,' CONM nds of formula (¥#2ab-1)

may alternatively p7 7‘\__5& eAg (VMRE-d-1) with an’ _
appropri,gt e anhydr$§ep‘$ orrru a b h - [err] or an alkanoic
hal i de of the fornula [err n order to prepare a conpound of the fornula
[err] 20 athe reastidnsa (\Nibakwi (m:gtcblem Pavded due by sxtrlinsrant!);eﬂ@tmgrth& m@temsjtotmmr nrnagl

(XIV) in aPPP@ eﬁcﬁ"\"?,"ta'r‘lé %ﬂr?PPmP” 9; pr nds of
o B e e LS et e
(VIII-b) vvr aco oun % mﬂa[ th hanamne
washi ng the reaction mxture Wit h vvater evaporat Np[gNgff the sol vent and
thereafter stirring and heating the resi—u[ue m xt ufe of di chl or onet hane
and ethanol in the presence of ka orN ) preparing the qm ounds
of formifa (1) wherei p_¥ysSid r.t adi (d) wherein [err\f [err]
and wherein [err] is hydrbgen desulfuratlng a correspondi ng conpound of
fornula (I-d- 1), 35 wherein XH is SH said conpounds being represented by
the for mulby og¢izing the fatter with FOPAPERATI#H ‘dighe of f5@uAr ocedure as for. t he

desul furtltion of (1-c-1) to prepare 6I-c @ the product being a conpound
of the forrula [err] :

Il I _ .
' R’—C-——CH.——C—-—-R‘—» o {X)-
30 : R .
in: order to prepare a compound of the formula

6
R RT_

o ant
w0 - D=CH,-0 _@/ / o5

_the reaction of (Vill-b) with (X) being carried out follov'ving_ the same precedure as for the preparation of
(1-a) starting from (VHi-a) and (1X-a), and when R is hydrogen, the- adjacent carbony! group of X} is
45 preferably acetalized prior to r@acting said (X) with (VHli-b}) in order to obtain a pyrazole denvatwe
wherein R® is unambiguously located at the 5-position;’
- di{iii) the compounds of formula (I} wherein Y stands for a radical {c} wherein R¥ and R“’ are.as
previously defined and wherein R® stands for mercapto, being prepared. by cyclizing an- appropriate
ssothrocvanate of formula

- 55 with a compound of the formula

)

R O

P (X
H,N—CH—C—R®

35



E S

A

50 55 e)(iv) preparing conpounds of forrrul a (1)
radl cal.

(d) wherein [err] is [err] and wherein [mqllmgllﬂ““mﬂjmﬂ hlt geor

ryL/ err]: al kylthio, by S-al kyl ati ng@eé6@¥bund of

th a reactive ester. of fornul -a), wherein Whas the previ ousl -
o 1 ned noRririRG FLAPD AREPRRY ¢ e Frtea, ) : /
al kyl ,

armal an( s

nds for [err] alkyl or aryl-[err]

follow ng the sane procedure as for the 6§H37' ~ preparation of

£onpounds of formula (

25

38

55

‘60

. 65

fI-c- 3) starting from (l-c-1) and (XI1), the prod bei ng a conmpound of
he formala SR a [err] 10 15
esul furating procedurd-as;-4
|-d-3) may be converted into A\
reparing conpounds of formula (1) wherein Y sta
ereinsperr] is XH, X being Oor S. and wher ei n
I kyl

t he same

(I-d-2); or e)(v)
e radical (d)

er'r] I's hydrogen, . [e_rr].

I or a;?v;ea{:mnro] (Wl-k)ymth ()Slabdng[ qarne]i obivistrring theesastants dodether ip @rspifable
Fer e e e o s Ml TR 1o

45 or e)(vi) preparlng corrpounds of forrrula (I) wpegein. Y represents the
adi cal

o (d) wherein [err] is hydroge |
-"5 err] by desul furating a co -- d oNfor at
product ,peing a conpey r%g,% § [ pr] 10w e)(vn)(‘-pq-élparlng
1

Y represents e radical (d) wherein [err] - |

[yfygamc _
ge. the compounds of formula (1) wherein Y stands for the -

oun

ei
R Yas the neani ng of
0006711 the

the compounds of formula {I) wherein Y represents the radical (c) wherein R® and R'® are as previously
described and wherein R® is C,—C, alkyithio or aryl-C,—C, alkylthio, being prepared by subjecting the
corresponding compounds of formula (l-c-1)to a standard S-alkylatton with a suitable reactive ester of
the formula R®,W {X1l), wherein R®, is C,—C, alkyt or aryl-C,—C, alkyl and wherein W is as previously
defined, in order to prepare a compound of the formula R

SRS,

' o _ N/‘\\N
OO '
N =l _ _
D-CH, -O‘Q/N — Re/l_—_‘kn“’ (1=e=s)

and if desired, the compounds of formula (l-c-3) may be desulfurated yteld:ng the’ compounds of
formula- {I-c-2); or

e) preparing compounds of formula (1) wherein Y is the radical {d), whersin R"* represents XH, X
being O or S, and wherein R'? is hydrogen, C,—C, alky! or aryl-C,—C, alkyl, said R*? belng represented
by R'3, by cyclizing a compound of the formula . _

NH—NH—C—NHZ

D—CH -o-(: >—— —< 5 -‘_(.Vl'"-d-ﬂ

with. R‘z‘-—(l.'!.—-OH . | | Cam

or a functional derivative thereof, the resultant product being a compound of the formula
., D=CH,-0 _Q/ \_/ R;12a I

.
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[er rl ‘al kylthio or aryl-G-C,, alkylthio and wherei ‘“\mm‘uﬁmmm‘jﬂmeam ng @
of [&&r], by S-alkylating a 15 conpound of fornula

readive ester of formula [err] (Xv-b),0RQ8 & Wis *as previously

descli bed andsaihRE&ioR r | kyl, O i |

tho_ BEevi ous) ool el coniemisndi S §i vl Bging 84 Ay et Yoyl 1
from (1 c- 1) andeXiXihecompdwadpefddurata (Hai1N eraf altadmatiosn B ﬂépa‘rdma:yffrasrtrw\}larnawll-d 1)
[err]. 30 and W& fHapnARprisgcanbsiids plithafermglapr ocedur e descri bed her ei nabove,

t he :bnpouﬁds of formula (I1-d-6) may | yép be converted into the
conpqunds of formula (1-d-5): or f) pr pa #% conpounds of fornula %H&N
wher ¢ n Y st ainds afkedoichaiiasl of the f&fnufaOl’m“ a (e) wherein [err] has the
previously defined meani ng and wherein [er] stands for mercapto or

hydr ¢xy, s# d [err] being represented b \ HH, wherein X is 0 or S. biXili<c)
cycl §zi ng a conpound of the fornula 35 eFﬂFq40 45 with a conpound of

formi a [errlin Gedto bsAch dordsbid bPheSakruet Ner eof  the product being a

conpgiind of the formula 55 [err] 60 or f)(i)"
prep rrng eonmpounds of fornula (1) mhereln Y stands for Xhe radi cal (e)
wheré¢in [err] is as 65 previ-ously defined and mherel tands for
[err]ialkylthlo or aryl-J[err] alkylthlo I d 0006711
‘represented by\[err], mhereln -rr] quiéyr*&Loor aryI [err]( |,
' *F ofg f ) err]

f‘br [err]- R‘2
(XVII) t he pro 0}1 formul a rr 20 and if desired,

ds of *f'or a gp hanrég(
o “zrzv:m..frr‘;% gk by e e

prepared by desul furati ng a correspondl ng ceyppound of fornula (l-e-1-a) or
a ;cofpound of fornula (I-e-3), follow ng stq{ndard desul furation reagyjgns
“asi previousty described herein, the &Mre-c—be? ng a conpound of the

f 01' I a 3030 in N, N-diethylethanamine, washing the reaction mixture with water, evaporating off the saolvent and
3 / =N [ er r ] C;l;er&afiter stirring and heating the residue in a mixture of dichloromethane and ethanol in the presence -
alkali; or

n e)liii} preparing the compounds of formula {1} wherein Y stands for the radical {d} wherein R'2 is
- R, and wherein R"' is hydrogen by desulfurating a corresponding compound of formula {I-d-1),
35 wherem XH is SH, said compounds being represented by the formula

' o : : SH

46

compound of the formula.

| | N = |
v _—l
ooA
‘YR |
' D—CH,-0 _@/ ./ A (1-d-2)

el(iv) preparing compounds of formula (I} wherein Y stands for the radical. (d) wherein R’z is R'2,
and wherein R" is C,—C, alkylthio or aryl-C,—C, alkylthio, by S-alkylating a compound of formula (-
1-a) with a reactive: ester of formula R"'\W }XV—a) wherein'W has the previously defined meaning and
wherem R stands for C, —C alkyl or aryl-C —C, alkyl following the same procedure as for the

37
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following the same procedure as for the. desulfuratlon of {i-c-1) to prepare (I-c-2). the product being. a -



g) prepari ng conpounds of fornmula (1) wherein Y represe @
wherein [err] and [err] have 40 the previously def \“ﬁ“\mﬁ‘“'mmm be -
- deriyed frém an appropriate corrpoundoqé?]ggrlnpl a CH -

ferr] 50 by N-alkylating the latter w an approprlate reactive ester of - .
formul a [ epregardtidviof kc 3} starting froriv\lent] dRd $XHathe prddectreingi 0 cretpputibéf the fprmula
‘meani ngs, the product being a conpound of the formula [err] 60 or h) :
preparing conpounds of fornula (1) wherein Y stands for,the radical (g)
whereingl[err] is as previously defined, but other thanSReacapto, said [err]
Jbeing represented by [err] by cyclizing a corrpoungl of/the for rruI a (Mll-a)
with an azide and a conpound of the forrrula 65 . s
[err] 40 - 0006 711 in an appropri aj-e aC| e\ TN
conpoung of the formula [err N (Norrpounds of formula
(1), wherein Y stands for t e NedtTa\_(f) Jerr] stands for
'rrercapto by cycli xPng?"an JE ‘ocyanate of forn%] a (Vill-c) with an
appropriate azide, in an appoprl ate organl c solvent, in the presence of

I kali, the.p e|n aco t he for or, th '

el izat! ettty it B e U 8 bl lod S,

- azide in the pieaRps m.@dlm FAGHRRAN Whb remmr@wthemnuumesa{ RZisiXM, R
sui tabl e seing@dr Sngﬁtvims‘rerm" h)h&dmﬁenpﬂ:,e-p@,ralmgoremmpﬁﬁmkvb'éaud BY haihgrepresegled
wher ei na{jéwrﬂ"uWWWmmwuwsﬁtmmﬂwlmg a conpound of for rruI a (1-g- 2)

the pro#flict being a conpound of the fornula 30

[err] 36 and, if desired, preparing phar maceutkgl I yNaEcept abl e acid

- addition salts of the products of the above stepS¢ Zand“al so, if desired,

preparing stereochenical isoneric forms of conmpoupd (1). 40 . 15. A

- process®or preparing a chem cal corrpound sel ect e-fitpm.t he group
~consisting of cis - 1- [4 - [2 - - Mdphenyl) - 2 - ((Vii44-2)1, 2,4

.- triazol - 1 - ylnmethyl) - C -yl met hoxy] - phenyl] - 4 -

- 14 - (1H - imdazol -plew,XdX _ - &1 ne and t he phar maceutical ly
acceptal#e acid addition %al t\=ahd ster eochem cally isomeric forns thereof,
pharacterlzed by reacting 4 - [4 - [4- (1 H- imdazol - 1 - yl)phenyl] - 1
.~ pi per aziwigt § pwepaaind of the foimmla [2 - (2,4 - dichlorophenyl) - 2 - | H 45
1,2,4 - triazol - 1 - ylnethyl)- 1,3 - oxolan - 4 - (Xlli-d

_yl net hylaknet hanesul fonate. 16. A pr q;pessc_f_gp preparing a chem cal 3 r’rpound

" selected fromthe group consisting of cis - 1- [4 - [2 - (2,4 -

- dirchl or ophgnyfuhetiondt d‘em(au'é thetebd, @%Z&bdu'ct Baing ¥ lcBMbdunl of thelfordhuta di oxol an - 1 -
yl'met hoxyl - phenyl] - 4 [4 - (1 H- 1,2,4 - triazol - 1 - yl) -

-phenyl | peper azi ne and the phar maceut i cal | y acceptable acid addition salts

. Eind stereochem cally isonmeric fornms thereof, characterlg"_‘ébd by reactl ng 4-

4 - [4-

t he produc&'-ﬁéﬂng a

N’ '
>3 ” >__N O (1=d=4)
50

or

e){vi} preparing compounds. of formula (I} wherein. Y represents the radical (d) wherein R'2 is
hydrogen and wherein A'' has the meaning of R'!,, by desulfurating a compound of formuta

_ ' | - 2| : ’
_ o . _ - : R'% o
R ' . . N={
6o : - N’ ' (1=dmdm-a) '
" R ' Nm,,N_@//‘ - |
. ' D—CHQ-O‘Q/ SH
o . | T
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-

5 50 (1H- 1,2,4 - triazol - 1 - yl) | ey
pi perazi nyl ] phenol with cis - (2 - (2,4 - dichl og ﬁ!ﬂ ’“ !mﬁ“l“l H - [_{

i midazol 1 - ylmethyl) - 1, 3 - diox0lo0o6 711 -yl nesul f onat e.

17. A proc r. cormpound sel ected fromthe group '
consi st i ng(?&s?mm%ﬁé)l? t’% [’fv?he[gf'm”"lz - (2,4 - dichlorophenyl) - 2 -~

. (1H - imdazol > 1 - yI_- rrethyl) - 1,3 - dioxolan - 4- F:()({m*athoxy]pheny'l]_-
1 - piperazinyllphenyl] -.2,4 - dihydro - 2,5 - dinethyl™ -6 3H.- 1,2,4 -

triazol § 3- 55 one and the phar maceutical ly accep e acid addition salts

. and stereochemnically. i someric.forms thereof, .char Ct erli zed- by reacting 2,4

- dihydro - 4--' [4 - {4 - (4 - hydrox p nyI \perazi nyII(—l-p-FEenyI] -
2,5 - dinmethyl - 3H- 1,2,4 W|thC|s-[2-(24-
di chl orophenyl) - 2 - Q-£HL-O zoI et hyl) - 1,3 - dioxolan - 4

- yl et hyl ] net hanesul fonate 18. A pr ocess for pr epar| ng a chem cal

conpound sé’Fect fromthe onsi s & t :
(2 (8 SRR R Sl st il
1,3 - di gxg ﬁaBoundAof férmula (I-d-4-3) with a reddtiv®le | fbhﬁlﬂé' R wW- (XU -b), wherein W is as
pl per azi nylp}'th:eﬂy Idedcribed2and wheckirR'dy is C,—L, Blkyl ati amChyC, alkyl.followirlg the breviously
triazol - 3lescriberopraendueyon the erepprationiad “pm%\’r srertieg frore dicrl) 2pd Oeihitbgpradyst peing 2
addi tion séPF‘§°‘%\£'H(?f§'feefP€?)‘ﬂ?1em cally isomeric forns thereof, char act eri zed
by reactjgng 2,4 - dihydro - 4 - [4 - [4.- (4 - hydroxyphq:nyl)
pi per azi nyI]phenyI] -7 2,5 - dimethyl - 3H- 1,24 - trj%zel - .3 - one with
cis - [2 - (2,4 - dichl orophenyl) 65 .2 - (1H - 1,,@% triazal .- 1 -
ylmethyl) - 1,3 - dioxolan -4 - vyl math | T met hanglsulf nate. 41 0006 71 1
19. A prgcessxfor preparing a gpnNe t
(2,4 - dichlorophenyl) - -2‘P1 @ - - ylmethyl) - 1,3 -
di oxol an - 4 - yl et hoxy] phenyl == 4 i['él myl 1H- 1,24 -
triazol - 1 - yl) phenyl ] pi pera2| ne characterlzed by reacting 4 - 14 - [4 -
(5 - rreth

pl per azi nyl'a‘rnd fo]llow ng]thﬁofcsulfuratlng ced 3y cnly Ighegna%hthe ﬁ)rj\poun%s of ffrinuﬁ_ (l-g -8}

% m
1,2,4. - tri aZOh prepdring cyrh ﬁﬁﬁhgélgf}orr:&iﬂﬁﬂherﬂh P ¥t@hddora rédical of formula (8} wherein R4 has
'yl met hyl ] nehd areeioudhf definee mea@ing Angh mbeeinSR'P atangdy top ameircagtoaorcliverokg asaidcRifbeing d
accordi n% trepresentefnby XHe wheraioteisi G edS oy welkingi meprpoeshgfobméprpuls) of the

e

CIS - 1- [l4-d—6)[2 -

formul a rr] (1) 30 wherein Dis

[err] 15 2C 20 and Wis a reactive ester residue, wjh a conpound of the
formula 25 NH-C-NHi-e¥H,|

2530 i'n an appr oprl ate reaction |nert/“?\ anf Ol vent, at eI evat ed

t emper at®res, or if desired, f ver @ e substl tuted phep@l-ei nto a

nmetal salt thereof anglong-o ter sarFtnetal salt in the reaction
with (11). 21. A corrpound acc ng to any one of Clainms 1 to 10 or Claim
12, or a corrp05|t|on according 35 to Caim1l or laim13, for use in

conbattlffgvmti!ea grraneuid of fomflamgus or bact erium 35 22. A
process for preparing a pharnaceuti cal osition conpri si ng m Xi ng M
effective. amount of a conpound cl ai ngd i'__g,qy one of C ains to 10 [)
with an inert carrier material. 40 Patentansbruche

4 ' 50 . _
0 - or an acid addition salt thereof, the product being a compound of the formula

. XH
- .

s | 0~CH,-0

@/"\ /‘@/ C (et
.o-f : o . L
f)(l) preparing compounds of formula (I} wherein Y stands for the radlcal {e) wherein H“ isas .
65 prevmusly deﬁned and wherem R stands for C,—C alkvlth|o or aryl-C,—C, alkvlthm sald R'? being '

1

.39.‘




1.- Ei.ne chem sche Verbi ndung, ausgewghlt aus der gy I e t der @
Fornel : 45 .45 CH2 Ar. 50~~~~~ 500 so mmlnﬂm "ﬂ”’lgen III]TI .
So . ! ~~~Y 55 . ' . ' * oL (CM2 -

3s. Lin/d di e pharmazeuti sch annehnbar eonogbu?g;ddi tionssal ze und :

' st er eochnirerzdsented b 8R'? 2whérein Ry isit exCy alkviof ayk@ndarelk@ bpPelkyletngrarromgeund of
ein Vertrdéemulagus der CH und™ N unfassenden Guppe ist; Ar ein Vertreter aus
der Gruppe ist, die aus.Phenyl, Thienyl, Hal ogensthi enyl- und substituiertem
Phenyl pesteht, wobei das genannte-substitui erte%&ewl 1 bis'3 _
Substituenten aufweist, die jeweils unabhingig yghei nander ausgewghlt sind

aus einer Hal ogen, C1-C.-Alkyl, d -Cf ANKyl un f1 uor ?Ft byl
ei etr aus eine '@uppe I st

unf assenden G uppe; und 65 d
di e besjeht aus: 42 p-aki,Re Pyrrot=1 -yT-Rest* der Fornel ,yl_

~~ ~ e Rl'liSH— (a) by .2 - 4to wrin R, R, R3
und R4 jeweil s unabh | I nander paysgewahit sind aus einer
V\ﬂsserstof"‘f'{h ot Pg@%&f&frﬂﬂ@yl_ und- r;*ll%- C, - C6-al kyl unf assendg%lvué uppe:

ei nem 1,5_I-Hﬁyﬁraa®lt bding ¥l compaind b theHorrmed 15 S _ : ' '
RS ;. .7 - N-= ' ' (b) 20 R6 .. R7 worin RS-
R und Rl jeweils .unabhangi g vonei nander ausgevvah'sﬂ‘agi nd aus ei ner '
Wasserstoff, C -C6- A kyl, Aryl und Aryi-C --C -a unf assendéen. G uppe;
25 e einem 1 HIridazol-1 -yl-Rest der Fornmel R8 30N ing e _

L
N
- RO
N@ ﬁ%i ner \asgeres8off,
d - g4 - _

and if desired, compounds of formula (1) wherein Y stands for the radical (e) wherein R'* is as pr'eviou.sly
defined and -wherein R'® stands for hydrogen, can be prepared by desulfurating a-correspond!ng
compound of formula (l-e-1-a) or a compound of formula {l-e-3), following standard desulfuration
reactions as: previously described herein, the product being a compound of the formula

(c) ion®ng

R10 35 unt ' WOT i .0
Cl-C - A kyi, Mercapt o Cgl_g
N . —LH2

25
o/ :

30

FN _
. . N | .
. — N o
A O =
. D—CHZ-O‘@/ / ald |

or . i . )
g) preparing compounds of formula {l) wherein Y represents a. radical (/) wherein R'® and R'® have

40 the previously defined meaning, can be derived from an appropriate compound of formula

. : | OH . ' S
. M\ V=
4 " \__/ N
D-CH,—0 G .\ :__N . (1-e=1=b)
' _ R16 |

50 by N-alkytating the latter wit.h an appropriate reactive ester of formuia R'*W (XVIll), wherein W and R"S
have the previously defined meanings, the prpduct being a compound of the formula

- 7\ 9 15 :
55 _ N N >=N-R -
D~CH,-0 ./ N | . _
o | : .' o R - | |

60 of ' wo " . o .
. h) preparing compounds of formula (I) wherein Y stands for the radical {g) wherein R‘.’.ls as
previously defined, but other than mercapto, said R'? being represented by R'7,, by cyclizing a

compound of the formula (VIll-a) with an azide and a compound of the formula .

65 I R —C[O—(lower alkyl)l; ' XX
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C, -C -alkylthio unfassenden Gruppe und RO und R1Qgj ' gig

vonet nander ausgewghit sind aus ei ner Wasser st of ﬁlllmnmﬂﬂﬁﬂmryl und
Arylk-C, -Cg-al kyl unfassenden G uppe; @OQ8FW 1 H1 ¢ 24-Triazot-1 -yi-Rest
der Forrnel, Rl 22 iate acidi digm, the pr being a compound- of the farmula |

f(d) -N 12> BAMRBPTPRIEL, FEdiG Gedim Bgdrodu Pt Gew hi t 1 st aus

ei ner Wasserstof f, Hydroxy, Mercapto. C,-C6-A kylthigund Aryl-C

- C6-al kyl t hi o unfassenden G uppe, wahrend der ande&’e Rest ausgew hit i st
aus einersWasserstoff, C !-C6-A kyl u

ryl J_kMI ~unf assenden,
G uppe; ernem 4H-1, 2, 4-Tri azol yl - Rdst Me @" rreI;EB sils ~ 5919 neri
~~~>~~ ~~~~~ee~e~ NN p_cH _OM—/ /) gl@rri . 1R .
Trii- 7 . worin RE3 a Wwai hit ist aus einét Wa sserstoff.

Mer capt 0,r9Hydroxy, C,-C -Alkylthio und. Aryl-C,--Cs- * al kylthio unfassenden

Gar uppe und®R14,dusoenehlhobsis BRG] whbHSin §Tsined for theradicalligPieydin RAstahds
und 6s Aryl tde merbdprcilbl Ydyciiting faaSis@nideandse wp farmuld IVHil-c) lwith~an- appropriate-azide~-in-an |
N S* 0006 3ggtomiateanyadicToRerdtyid tios grebencedofslkali.jthe prpdust heingp semppupd gighefqrmyla
R-N" . 2=Nt6 R : '

10 to worn R 5 ausgew hlt ist aus der C,--C Al kyl uﬂd‘-’-ﬂryl - Cl-C -al kyl

unf assenden Gruppe und R " ausgewahit ist au er N\assérst of f, Cl1-Ce-Al kyl
und Aryl-C -G -al kyl unfassenden G upﬂ H-}_-,:Q'NB, 4- Tet r gzglayl

-yl -Rest gder For el ' \ / S 15:
s5 (9) - i D—CH,-0 | 20 R17

worir. 'R 17' ausgewahit ist aus r Wasserstoff, Mercapto,. C, --C Al kyl,

Aryl und Aryl-C 1-C-al kyl . um .fassendert o (VML) VAR S HE R BrSsehle)t an
e es i oAU SR O Sl R SR
| 'St aus ofero enyl und substituiertes Phenyl unfassenden G uppe, wobei das
‘genannt e subst i miiit pregrihe cormonds df fdpingla B-0) ShirsiniR lismdengemipif desiliuratiny & corengend s

¥ .

Zinabhangi g ebfesindariide=?). thesryedughbeings? Aemeayad @btheiaiMylfen, C - Cd- Al kyi ,

C -C-AKkyloxy und Trifluormethyl unfassenden G uppe. 2. Eine chem sche
Ver bi ndun%, ausgewAhit aus der cis - 1 - 14 - [2 - (,"2?-'4“- Di chl or phenyl ) -

2- : N
o | N ‘N.@/ =N ~ (1-g=3)
s D-CHZ—O —/

and, if desired, preparing pharmaceutically acceptable acid addition salts of the products of the above
e . steps, and also, if desired, preparing stereochemical isomeric forms of compound (Q. . ]
" 40 15. A process for preparing a chemical compound selected from the group consisting of cis - 1-
{4 - [2 - (2.4 - dichiorophenyl) - 2 - {1H - 1,2,4 - triazol - 1 - yimethyl) - 1,3 - dioxolan -4 - yimethoxy]- -
phenyl} - 4 - [4 - (1H - imidazol - 1 - yliphenyll - piperazine and the pharmaceuticaily acceptable .
acid addition salts and stereochemically isomeric forms thereof, characterized by reacting 4 - (4 - {4-
{(1H - imidazol - 1 - yl)phenyl] - 1 - piperazinyl}phenol with cis - [2 - (2,4 - dichlorophenyl) - 2 - {1H-
45 1,2,4 - triazol - 1 - ylmethyly, - 1.3 - dioxolan - 4 - ylmethyllmethanesulfonate: o )
16. A process for preparing a chemical compound selected from the group consisting of ¢cis - 1-
(4 - [2 - (2.4 - dichiorophenyl) = 2 - (1H - imidazol - 1 - yimethyl} - 1.3 - dioxolan - 1 - ylmethox_y}-
phenyl} - 4 - [4 - (1H - 1,2,4 - triazol - 1 - i} - phenyl]piperazine and the pharmaceutically’ acceptable
acid addition salts and stereochemically isomeric forms thereof, characterized by reacting 4-{4-[4-
5 - 50 (1H - 1,2,4 - triazol - 1 - yliphenyl] - 1 - piperazinyllphenol with cis - [2 - (2.4 - dichlorophenyl) - 2-
S (1H - imidazol - 1 - yimethyl) - 1,3 - dioxolan - 4 - yimethyllmethanesulfonate. .
17. A process for preparing a chemical compound selected from-the group con_s:stm'g_,of cis-4-
{4 -[4-{4-[2 - (2,4 - dichiorophenyl} - 2 - (1H - imidazol - 1 - yI - methyl) - 1,3 - dioxalan - 4-
yimethoxylphenyl} - 1 - piperazinyllphenyl} - 2,4 - dihydro - 2,5 - dimethyt - 3H - 1.24 - triazol - 3-
86 one and the pharmaceutically acceptable acid addition salts and ‘stereochemically isomeric fprms
thereof, characterized by reacting 2.4 - dihydro - 4 - {4 - [4 - (4 - hydroxyphenyl) - 1 - piperazinyl]-
phenyl} - 2,5 - dimethyl - 3H - 1,2,4 - triazo! - 3 - one with cis - [2'- (2,4 - dichlorophenyi} - 2 - {1H-
imidazol - 1 - ylmethyl) - 1,3 - dioxolan - 4 - yimethyllmethanesulfonate. . )
- 18. A process for preparing a chemical compound selected from the group consisting of ¢is - 4-
60 [4-{4-[4-[2-(24 - dichlorophenyl) - 2 - (1H - 1,2,4 - triazol - 1 - yimethyl) - 1.3 - dioxolan - 4-
s . ylmethoxylphenyl} - 1 - piperazinyllphenyl} - 2.4 - dihydro - 2,6 - dimethyt - 3H - 1,2,4 - triazoi - 3 -one
) ' monohydrate and the pharmaceutically acceptable acid addition salts and stereochemically isomeric
. “forms thereof, characterized by reacting 2,4 - dihydro - 4 - {4 - [4 - (4 - hydroxyphenyl) - 1-
" piperazinyl}phenyl] - 2,5 - dimethy! - 3H - 1,2,4 - triazol - 3 - one with c/s - [2 - {2.4 - dichlorophenyl)-
66 2 - (1H - 1,2,4 - triazol - 1 - yimethyl) - 1,3 - dioxolan - 4 - ylmethyl]methanesulfor_late.
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(I H-1.2,4 - triazol- | - ylethyl) - 1,3 - diox n:oxyl - '
phenyll - 4 - 4, - (1 -1 - imdazol - 1- 30 30: ﬂm“ Ilﬂmumlrlﬁl i perazin
und dj e pharnmazeutisch annehnbaren oot onssal z& und"st &red- chemi sch

i sonmeren Fornmen hi evon unfassenden G uppe. 3. Eine chem sch Verbindung, -aus
der cis - -191A proc[e$ for r(rzpaﬂmg aDplumuo# ph@ﬁwwula cf -1 ({At-HR = (24 diehigsprhenyl):

yl met hyl | 2 '(1"' §1 methyl)y| n 4-8 ﬁy heny -4 [ﬁ &"‘etml‘l
1,2.4 - triH 4 tr?z e§| | zlne, enzed re tg 2e4- Ig |{5§ éhH-
annehnbgr e1|r]z aqﬂ‘:éogl\ meny” ﬁ&’ﬁfg ,f:é‘ £l 8 éﬁ%ﬁ tHagé%mﬁi’nQﬁ

For men hi evorzo. Lmbaﬁsssrfdeareﬁrmppemehcal nampathe Atcirg tdeCibirndiz rcgaractenzed by
. ausgowdhFeactingsa dempaind (|1)4)f1h$-ﬁ°"1ﬂl-da 14- [2 - (2.4 - Dichl orphenyF) -

!(IN- imdazol -1 - ylnmethyl) - 1.3 _(éhox an - 4 - ylmethoxyj - gpenyll

-1 - p;perazmyllphenyll- 2.4 - dlhydro ,5 - dinethyl - 3H - |.2A4 -
triazol” - whereirPB i¢iNd die. pharmazeut N annehnbar en Saudreadditi onssal ze
und st ereochem sch i sonmeren Fornmen H evfin unf assenden G uppe. -
40 40 5. Sine chem sche. Ver bi ndn ausgewahi t aus der cis - 4 14- [4
“ (4 -[2 -(2,4 - Dichlorphenyl)- 2 - glH-t.2,4- triazol - | - ylnmethyl)

2,4 - dihydro - 2,5 - dinethyl - 3H - 1. triazol - 3 - on - Mnohydrat
und di e pharmazeuti sch annehnbaren Si ur i onssal ze und stereochem sch

i someren Formen hi evon unfassenden G uppé. S ' : '
45 45 2 6. Sine chem sche Ver bi ndung. "ausggwrhit aus der cis - 1 - (4 -

- 1,3 -"™ioxolan -. 4 - yl met hoxyl - pknagél | -Afdl - . piperazinyll- phenyll -
ddi

[2 - (2,4 chl or - ylmethyl) - 1,3
- di oxodaﬁ"d%’ rea { res'dﬁe w%hli conq.p[oﬁnél"f ﬁhs I—ér%l}tyetrazol - 1- yl) --
phenyl | - piper. a2| n. und die phar mazeut i ach annehmina 02en Si ur eaddi ti.onssal ze
ugd stePeo- chenisch isomeren Formen hifvon ern Gruppe. 7. Fine

chemni sche Ver bi ndung% ausgewghi u Rsz\r__(_:)‘l 14- -2 - (24A -

Di chl orphenyl) - 2- 50 2R %QQﬁd4 tri - - 1- ylnethyl) - 1,3 -

dloxolan-4-ylrrethoxyl - 4 - 14- [3- methylthio)- IH- 1t2.4

Fotriazet. - n IBER M Sk ¢ '
ratures, ofr i convertin

annehnbar %ﬁegﬁrﬁﬁgﬁgmﬁ “L'd?&t" Lol bR e f s,

unf assend iy I ne chem sc e \/e |ndung, ausgew hit aus dercis- 4 -

l4-14 - 14-122%. A(o'b,nfiaound}ced’ndilmjpheﬂyde)ofc@ms’(fb1|9mcmyn212|.o¢apqmpp,§@bn accprdmg

Y1 met hylsy to Clai® 11 ofi Gaiol B for uge in wﬂl'hétth‘e QfDW TUP!!”S qr ba P Xul | -
5 56 phen | | 22 procegﬂq q:repaan gfphar cﬁ :n(;:gsn12 u"lngerrrtu o ;: amount
ri azol - dha"tyr?aﬁeut |a'sc a?mek?rrrbarwen aur ea | t| onssal ze und

t ereachem sch |sorreren Formen hi evor unfassenden G uppe. 9. Sine chem sche
Ver bi nduagpaténitagpriché t aus der cis - 4 - 14 - [4 - 14 - [2A4 -

Di chl orphenyl) 2 - (1H- 12,4 - triazol - %@ ;, di oxol-an -
; y| met hoxyl'- Em?)ﬁ'éﬂ'ﬂﬁcf‘e Ve’f‘""“'}@r prspeinthAup - de' %’C) AG‘H“FS' rW'F fler. °?“9-i di hydro
5 - methyl - 2 - propyl_-n3H - 1,2A4 - triazol - 3 - on - Mnohydrat und

di e phan,grazeutl sch anne nba em® Si ur eaddi ti onssai ze und stereochemn sch
i someren For men hi evon af gdsenden G uppe. 10. Eine chem sche Verbindung,

ausgew hit aus der cis - - 14 - [4 - 14 - [2 - (2.4 - Dichlor- phenyl) - |
- (1 H- 1,2,4 - triazotw; 1 - gl nethyl) -.1,3 - dioxolan - 4 - '
yl met hoxyl -. phenyl | -- 1% 65 piperazinyll - phenyll -2 - ethyl -

2 4 - dihydro - 3H- 1,2,4 -0 @zol - 3 - on und die phar preuti sch 44 -

: Saur eddi nssal e und 006 11 annehnbaren Ga affdiwf onssai ze und

stereochem sch i soneren For| von u S epet . 11. Eine
~0or ganl SIS,

7usarrrrer}§etzun_g_ zur Beki npfung s eMres M

und die pharmazeutisch annehmbaren Séureadditionssalze und stereochmischen isqmeren Formen
hievon umfassenden Gruppe, worin: :

60 Q ein Vertreter aus der CH und N umfassenden Gruppe ist;

' Ar ein Vertreter aus der Gruppe ist, die aus Phenyl, Thienyl, Halogenthieny! und substltunertem
Phenyl besteht, wobei das genannte substituierte Phenyl 1 bis 3 Substituenten aufweist, die jeweils
unabhéngig voneinander ausgewahit sind aus einer Halogen C,—Cq-Alkyl, C,—Cq-Alkyloxy und Tri-
fluormethyl umfassenden Gruppe und _ _ ,

65 der Rest Y em Vertreter aus einer Gruppe ist, d|e besteht aus:
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-ausgevm th aus der aus Fungus und Bacterium beste assend 3
ein-inetrtes Trager- 5 material und al s e| n gmlﬂmmm“um ei ne n@
anty f ungaJ oder antibakteriell w rksar®® e| ner* Ver bisndfng® gehai B ei ne
der -Anspr ucfgﬁ,e,}, mﬁy,;eﬂq_yﬂ.ﬁest BerrRdiem sche Ver bi ndung mt der Formel .10 N
/“t}DrZ A 3 NH2 L L " CH2-0 20 und
! d| e pharmazeuti sch annehnbaren Saurea&‘d ti ongsal ze und stereocheni sch
HJ someren Formen hievon, worin: Q ein Ver er aus der CH und N unfassenden
G uppe ist; Ar ein Vertreter aus der QGmippefist, die aus Phenyl, Thieayl,
byHal ogent hi enyI und substituiertem 25 Ph besteht, wobei das genannte
substituierte-Phenyl 41 bis 3 SubSt_.i t uep¥en aNfwei st, di e'jevvei |'s unabhangi g
vonei nander aus jhl t sind aus ei ner "Hal ogen, Ni ederal kyl, N eder al kall oxy
.und Trif |raomor-wgl R? undf @sgeﬂﬁ}@ﬁb@m prnein 'E’erﬂssfévam&ga#ﬁ%ﬁg‘e&vﬂeﬁﬁgfﬂfﬁfr
Beki npf ung A" M&H%‘f GH‘E sAkv\prefas "UAE ausgewahit aus der G uppe
best ehend agﬁ,egungp\ﬁazgpqymg;gg,wme,unf assend ein inertes Tragermateri al
und als 30 einen aktiven Bestandteil eine antifungal oder antibakteriell
W rksane enge ei ner Ver bi ndung gemaB Anspr uck® 12. 14. Ein Ver f ahren zur
Her stel | ung einer chemi schen Verbi ndung nacl/ Anspruch 1, gekennze| chnet
durch a) Unset.zen ei ner - Ver bi ndung der ROV eI 35 HO 40 mt ei ner Verhi ndung -
der Formel . D-CH2-W . (1) wor|W’D for
N - 20 wW-~NH 't CH2 . - Ar 00 teht und W ei nen
reakti onsfi hi gen Esterrest bedeut' et Wsrin Y g e zuvor Y defini ert i st,

doch d B R F
j edoch eine an A e&%}l,;hét Ikyltllf Q%Qneé‘n%rsaéer%uséc;eg@g rid a(ug)emP%Ess@rg?offh@L{:

worin Ra bz% s el nen Ré'st °
der For ek o'llﬁ ode ‘worin R oder 12 bzw. R 3 I\/brcapto oder

Kydr oxy i st ;eimetn ZHHmitienE t-glRestndpr Fomet  Ver b| ndung der For nel :
'y, 65 _ ~~~~ ~~-CH 2 e_-_ - 5-( 65 45
e oou% 71 1

") : : _ , »—: N

ing. ' - ' - ' _ (¢c)
iony _ : J—
ing ' R? - r10 '
: : 35
unt . worin R® ausgewahlt ist aus einer Wasserstoff, C -—C -Alkyl Mercapto, C,—C,-Alkylthio und Aryl-
: C,—C,-alkylithio umfassenden Gruppe und R® und Fl“’ jewenls unabhingig vonemander ausgewahlt sind

aus einer Wasserstoff, C,—C,-Alkyl, Aryl und Aryl-C,—C -alkyl umfassenden Gruppe;

40 einem 1H-1,2,4-Triazol-1-yl-Rest der Formel

45 - ’ _N’ : . (d)
g1z’ -

so0 worin entweder R'! oder R" ausgewdhit ist aus einer Wasserstoff Hydroxy Mercapto, C —C, -Alkylthno
und Aryl-C,—C,-alkyithio umfassenden. Gruppe, wahrend der andere Rest ausgewahlt |st aus einer
Wasserstoff C ——Cs-Alkyl und Aryl-C,—C,-alkyl umfassenden Gruppe,

'etnem 4H-1,2,4-Triazol-4-yl-Rest der Formel

L : . R13
nen _ : _ .
_ : (e)
o 60 _ _ >_N -
em” _ . o E 14 .
'T':-'ii worin R'3 ausgewahlt ist aus einer Wasserstoff Mercapto Hydroxy c, —C -Alky!thlo und. Aryl-C —C

. alkylthio umfassenden Gruppe und R ausgewihit ist aus einer Wasserstoff c,—C —Alkyl Aryl und
_65_ \Aryl-C —C¢-alkyl umfassenden Gruppe

a3




wobei die Unsetzung. in ei nem geei gneten reakt :IE ”Iu" " EEHI schen
LOsungsmtt-el bei erhohter Tenperatur ausgefuhr® 0 3
gew®schtenfal | s dassubstituierte. P _e@*/g_(g__l) zunachst 1 n sin Metallsalz

hi evon ubergefuhrt und hi ernach diese taltsalz in der Reaktion mt (H)
- ei ngeset Zdineth 2&:DIRVARS-4HP-1.2,4-triazdit-yIHésh W& BInREl €i ner Ver bi ndung der. For el
7CH2- CH2- Hal ogen LyN t 1 D-CH 02--0O _ a2 :
-CH - Hal ogen . (1v) o r15 10 '5 mit einer Verbindung

der Fognel _ —n’ (V) wobei die
Unset zung durch genei nsanes- Ruhrenﬁé)%r—' eakt i onskonponenten in Gedgbnwart
ef nes ge- eigneten polaren L.6sungsmytefs. imGem sch mt einem geeigneten
wasser m schbaren organi schen. 20 L61 %‘sm ttel. ausgefujhrt wrd; oder o
20 ¢) Al kyl i erung ei ner Verbi nddhg der Fornel 25 :
- D2C - 23 worin R'® ausgewahit ist aus der C,—C,-Alkyl und Aryl-C,—C,-afkc\ll dmfassenden Gruppe upd R'¢T1 ¢
“ei ner Verdusgehang isteus E&rweése&&oﬁéd:pbe,nlmﬁ um-nﬁfyr'-c;:_éc;:gr{ry‘rumfafsgeﬁaareegam tl
wobei die N Al kylerung durch genei nsames Ruhrerr der. Reakti onskonponenten -
i n CGegenviifam dHri.3.4Fetmealr tyicResy der Bawmel ausgehrt  ird; oder o
3s d) @cl | si erung ei ner Verbindung der Fornel A 40 _
: ' - 40 D CF12-0( Vg,'i:vﬁbrn A ei ne Am nogruppe-oder tin
.geei gnetes Derivat hievon darstellt-nnit i nem entsprechenden 45 (g}
Cyclisierungsmttel und, falls gewns ‘N Ei nf uhrung von Substituenten in
di e soPherart erhaltenen 45 hetergoyclischen Verbi ndungen, wobei die Art
von Ain Fornel (VIIl) sowie die Art des in der Cyclisierungsstufe zu-

ver wende et ROYusdeanR 0 g Hok VALsars¥oM MEREptBREICLE, LANG, XA und AdR-EIETE _alkyl um-
er wuns c htfessenden Grupde:wpein déd genabitaAGE Wie astbésn otiffen Défin@tioN@T ahvisihdétgan, 4lege-
Fer nal zq%agt als der Ryl yedhsuRatituiettesi Pheny imfassapdenGrizbne, Rabei B8 genahnkd subiste 50

. i1 his3 ] xaufweist, die jsweils §ngi ipandp aplsi

vorsteherfRHGTAY IR RIS s i i opre e ke

- For nel 2. Eine chemische Verbindtirlg, ausgewahlit aus s~ 1 -n.btt -2'-42.4 - Dich{2r oyl - 2-
e M ~~~~-AtH=124 bl - B yidstha 1Y/ CidxalaR L £0yiRSthokyPL gHeBRNA UL EA K AT

" mt ei rervi\ephemti ungjpetazin Bod wikEl pharmazeutisch annehmbaren Bluf@dditionssalze und stéled?
- - - H C- - phemisch isomeren Formen hievon umfassenden: Gruppe. | X-'a) 65 65

‘3. Eine: i indyng, is - 114 éi ”r% 4 - Dichlorphenyl) - 2 - (1H - imidazol-

R3. _ R_4 46I.-ayim_ethylf?-a%(g ﬁmn E\’P ?yt?#!z]t%%ix@g- p -ee{:rvlg.:- - I'- (1H - 1.2.4 - triazol'~ 1 - yl} - phenyl]-

- - piperazin und die pharmazeutisch annehmbaren Saureadditionssalze und stereochemisch isomeren

35 Formen hievon umfassenden Gruppe.. '

4. Eine chemische Verbindung, ausgewahit aus der cis - 4 {4.-[4 - [4 - [2 - (2.4 - Dichlorphenyl)-

2'-{1H-- imidazal - 1 - yimethyl} - 1,3 - dioxolan - 4 - yimethoxy] - phenyl] - 1 - piperazinyljphenyt}-

2_4 - dihydro - 2,5 - dimethyl - 3H - 1.2;4 - triazol - 3 - on und die pharmazeutisch annehmbaren:
Sadureadditionssalze und stereochemisch isomeren Formen hievon umfassenden Gruppe.

40 5. Eine chemische Verbindung, ausgewdhit aus der cis - 4 - {4 - [4 - (4 - [2 - (2,4 - Dichlorphenyl)-
2 - (TH - 1,24 - triazol - 1 - yimethyl} - 1,3 - dioxolan - 4 - yimethoxy| - phenyl} - 1 - piperazinyl]-
phenyil - 2,4 - dihydro - 2,5 - dimethyl - 3H - 1,2.4 - triazol. - 3 - on - Monohydrat und die
pharmazeutisch- annehmbaren Saureadditionssalze und stereochemisch isomeren Formen hievon

- ~'umfassenden Gruppe. =

45 . 8. Eine chemische Verbindung, ausgewaihit aus der cis - 1 - {4 - {2 - (2.4 - Dichlorphenyl) - 2-
{1H- 1,2,4 - triazol - 1 - yimethyl) - 1.3 - dioxolan - 4 - yimethoxy] - phenyl} - 4 - [4 - (1 H - tetrazol - 1-
yi} - phenyl] - piperazin und die pharmazeutisch annehmbaren S3ureadditionssalze und stereo-
chemisch-isomeren Formen hievon umfassenden Gruppe.

. 7. Eine chemische Verbindung, ausgewahit aus der cis - 1 - [4 - {2 - (2.4 - Dichlorphenyl) - 2-

5 (1H-1,24 - triazot - 1 - yimethyH - 1,3 - dioxolan - 4 - yimethoxyl - phenyl} - 4 - {4 - [3 - methyithio)-
TH - 1.2.4 - tiazol - 1 - yil - phenyll - piperazin und die pharmazeutisch- annehmbaren -
Saureadditionssalze und stereachemisch isomeren Farmen: hievon umfassenden Gruppe:

8. Eine chemische Verbindung, ausgewahit aus dercis-4 - {4 - [4 - {4 - [2 - (2 4 - Dichiorphenyf)-

- 2-(1H- 1,2.4 - triazol - 1 - yimethyl) - 1,3 - dioxolan - 4 - ylmethoxy] - phenyl] - 1-- piperazinyl]-

s5 phenyl} - 2 - ethyl - 2,4 - dihydro - 5 - methyl - 3H - 1,24 - triazol - 3 - on und die pharmazeutisch

annghmbaren: Saureadditionssalze und stereochemisch isomeren Formen hievor umfassenden
ruppe. '

8. Eine chemische Verbindung, ausgewshit aus der cis - 4 - {4 - [4 - {4 - [2,4 - Dichlorphenyl)-

2 - (1H - 1.2,4 - triazol - 1 - yimethyl) - 1,3 - dioxolan - 4 - yimethoxy] - phenyl} - 1 - piperazinyl]-

60 phenyl} - Z.ﬂ» - dihydro - 5 - methyl - 2. - propyl - 3H - 1,2.4 - triazol - 3 - on - Monohydrat und die
pharmazeutisch annehmbaren Saureadditionssalze und stereochemisch isomeren Formen hievon
.umfassenden Gruppe. o o '

10. Eine. chemische Verbindung, ausgewdahlit aus der cis - 4 - {4 - [4 - {4 - [2 - (2.4 - Dichior-
p'henyl). -2 -{1H-124 - triazol - 1 - ylmethyl) - 1,3 - dioxolan - 4 - yimethoxy] - phenyl] - 1-
65 piperazinyl] - phenyl| - 2 - ethyl - 2,4 - dihydro - 3H - 1,2,4 - triazol - 3 - on und die pharmazeutisch
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L oaky . L g
A i R S k&\\\\\\}\\\l\k\m\\\)}u\sm|dung' Ny
ei nr, Ver bi ndung der Formel 'R = R 000&7Q1 oo _ ,

T can L B L R R

-

ent sprec henden1EBeemg.szmg&ﬁrﬁénsétﬂunﬁe%nvﬁkérEgﬁﬁaerdeénxkrach%{&ﬁéc AR ERiFRREnisms,
ausgef uhrt awsgewahid bds Hgr aibs Eundus Rhd BadigRM BETehdrAERTBluphel umfadBdnk MEinYinérids TrRBr-
‘Rest (b) Sstgﬁﬁf,'a' %m4'#1?_‘“@1,WiReamﬁmcﬂeﬁgindjéieajmﬁmn@odmgeigdbshé witkslewatMenge einer
N i n . .
naben, von WHRHTEEPEH MR R Formel N a0
'D-CH2_0 e durch -QICIHE-i—eNen der |etztgenannten Verbindung mt ei nem
r

ent spr ectvenden -Di on ormel 350 . - 0 RB-C-CH CG-Re 40
R7 unter Ausbildung 8isgef Verbindung der Formal Rs R7 .
~~mmmm e~~~ ~~~~~R}45 N ~~N- abgel ei tet warden, worin die

Unset zung von (VI 1-bYcH,t (X)Armach der gl el chen Vorgangsmq\ilée erfolgt. we
di e Hersisel | ung von (|-:§ {M11-a) undfx-?-?—\und gA's Rs M
Wasserstoff steht, die be&iachiRarte Carboanyl grugpe Ma gwei se vw der
Umset zung der genannt en VErbi hdu > der \ ' 55 (MI11-Db)
acetalisiert wird, umein Pyrazol dériva erhalten, worin R' unzwei deutig
an der 5gStellung lo- kalisiert ist; d)(T1.i) die Verbindungen der For nel
(1), worin uddfdié peirmeseuiien tankéhmbaied SaureaBditidhsdBize UNE stredbheMigchVisdmdi& Fétngh t
si nd und wdvéven,Reprinr Mer capt 0 steht,. durch Cyclisieren aines -

y nQ C d segapn_Grgmgpe. ist: D- Ct 1 20 t- Nv. Ne
EI\'\IE]tC-S gr ec henden“ﬁ?@%ﬁ% e$ Gglﬁ)‘lnpe Fihstt),m?@ﬁ sagﬁe I,B'lgg’i.'enyl,@%g ghieny!- ‘und substitl{.liertem
X 25 Phenyl besteht, das genannte substitutérte Phenyl 1 bi% stituenten gufwei Qr?i jgweils
e 47 QRSEMargld voneinander ausgewahit sind all:rs Bihdr Halogéd, N Er}jﬂkﬂm%r fox;§t cﬁ# luor-
. methyl umfassenden Gruppe. ) . _ : }
13. Eine Zusammensetzung zur Bekdmpfung des Wachstums eines Mikroorganisms, ausgewihit
aus der Gruppe bestehend aus Fungus and Bacterium, umfassend ein inertes Trigermaterial und als -
30 einen aktiven Bestandteil eine antifungal oder antibakteriell wirksame Menge einer Verbindung gemag

Anspruch 12. :
14. Ein Verfahren zur Hersteliung einer chemischen Verbindung nach Anspruch 1, gekennzeichnet:
durch ' ' '
a) Umsetzen einer Verbindung der Formel
35 .
- HO L_/
- mit einer. Verbindung der Formel D—CH,—W At}
" worin D fiir ' N
45 ° . “ )'
.
CH

55 steht und W sinen reaktionsfihigen Esierrest bedeutet:. worin Y’ wie zuvor Y definiert ist, jedoch eine

andere Bedeutung als einen Rest der Formel (c) oder (g) hat, worin R® bzw, R'? Mercapto ist, und eine
andere Bedeutung als einen Rest der Formel (d) oder (e) hat, worin R*! oder R'2 bzw. R'® Mercapto oder

_ Hydroxy ist; '
Y :
o ~ D—CH,~0 @/ / \=/ (1)
- 68 _ : _ . _ L

.. 60 zur _He'_rstellun'g einer Verbindung der Formel

45




ROO Ii , 11 (X)) N Ausbi | dung
' ei ner -Ver,bi ndung der Formel SH D-CH 20 3NN Jﬂnmf mﬂﬂ"mm" hergestel |t

wer den, wobei di e Urset zung von (VI LI Zﬁ] (XI'y darch densi nsanmes Ri hren
der Reak- tanten in einem geeignete % Ischen L6sungsmittel in Gegenwart
ei ner entviqbeidib &ndenurgas @indbisgRighéter WaktibnsinéHef iorddhiRchéR ILBAURGIMIER beO@hoHra el
(1), wor i igmperptOr avhoefulmt wird God webek bewinaghténfaliRdas subistRli@tathend UNibaunabbEd imisiar t
sind und YEPIsAZ Rsvaoiberaatibe uat biemadh dipres Mata'edz iDdsiRqaktianemie HH einarsetzt wird;
Ver bi ngung"d I Cyctdthrer Eanrgﬁ! I ter Ausbil dung ei ner Verbi ndung der
Fornmel - 6 Cye iblglond d%ég der QQ"HQ O NzO_
-N 9 : (I-CG2N CH,~CH, ~Halogen 25 R10~~~~~~~~~3 30
hergestel It werden, vvobel di e Verhbi ndgpﬁenzd r2
(c) dapstellt, worin R6 und 30 i : efiniert sind ungiworin R
fOr C -C -Alkylthio oderS7Heroc{- - Q- al kiﬁ"ﬁzﬁ 'gzéiaé?%“ durch eine Obliche
S- Al kylierung der entsprechenden r bi ndungen der Fornel (l-c-i) mt einem
geei gnet en reakti onsfahi gen Ester der FormalY RaWw ) S '
(X)) I .3p 3 rn RI™ fur -Al kyl oder Aryl-C, --C6-al kyl
steht UndHWBPI/aRm "ggz-gtf JSet i ni BHp - @ unter Aus- bildung eings
Ver bi ndung der Fornmel 8 40~~~~~~~~~~~~ e 4 40

SR a waobei die-Umsetzung durch gemeinsames Riihren der Reaktronskomponenteﬂ u*élad@ﬁﬂ# gines. ge- -
—eigneten polaren Losungsm:ttels. irfi Gemisch mit c{«dlem geaBjneten wassermischbaren or-’bEmschen

t

darge elfgu Wﬁrﬁ"s W chtenfal | s, die Verbindungen der For nel
(1-c-3) unté Wpae Alge 867 K8l ndungen der Fornel (I-c-2)

desul furiert werden; oder e) Verbi ndungen deﬁl:ormal (), worin Y for -den
Rest (d) steht, worin RI' for XHs __~rOREI for O oder S steht, und

Worin #®12 Wasserstoff, Cl- C-CrL k9 '
Rest R12 durch Rl2a dargestellt W R [ dur ch Cycl | Si eren einer Verb| ndung

der For Ngdit &er Verbindung der 'Foi'met :
X -7 NH NH C- NH2 60
~~~~~B8CH -ONNEA (M1-d-1)
L . Hal
6 60 ~~~~~~260 nit 0 O - oo 1)
65 65 : 'R12- COH 48

wobei die N-Alkylierung durch gemeinsames Rihren der Reaktionskomponenten in Gegenwart einer
3s -geeigneterr Base ausgefGhet wird; oder
: d) Cyclisierung einer Verbindung der Formet-

- . o A.
“ D=CH,—0 '/ "\ =/

worin A eine Aminogruppe oder g_m geeignetes Derivat higvon darstelit, mit einem antsprechenden '
45 Cyclisierungsmittel und, falls gewunscht, Einfiihrung von Substituenten in die solcherart erhaltenen
heterocyclischen Verbindungen, wobei die Art von A in Formel (VIll}) sowie die Art des in der
Cyclisierungsstufe 2u.verwendenden Cyclus:erungsm;tte!s von:der Bedeutung von'Y in den erwiinschten
Verbindungen (I} abhangen, wobei
dii) die Verhindungen der Formel (1), warin Y fiir dea Rest (a) steht, worin R', R?, R? und R? die -
50 varstehend definierte Bedeutung haben, von einem entsprechenden Amin der Formel

( VILY

. D..%.o“@ 2

{ Vili—=a)
50 durch Cyclisieren der letztgenannten Verbindung mit einer Vefbiﬁduhg der Formel
. R'—C—CH—CH—C—R? | - (IX-a)
&5 Ra ) é4 o o

46

Formel (1), worin Y den Rest

, - - Cg-al kyl. bedeut(@,t wel cher

5C




oder: & nem funktionel |l en Derivat hievon hergestell iggdas
erhal'tene Produkt eine Verbin- dung der Forrhel X"”Imgmflmmtﬂwkl

/ INUt DICH2-0  t- . - 000671 | ¢ ¢ L oW s (x]-d-1)
D2 . . o . a Ist, welche Unsetzung zweckmailig
durch genei ?feameer Yebindung datFeneli t zen der Reaktions- is konponenten in

ei nen -ent sprechenden organi schen Logumgsm Bt_gllk Iausgef uhrt wird; oder e) (i)
di e Verbindungen der Fornel (Il-d-1} in ernativer Wise dadurch
hergesteld t werden eak- ' ' n, das zunachst (VII14{t&=b} mt

ei nem ent sprechenden Anhydrid der For, ase | RO

~{(RFrZaCO 20 -~ - = = . R4 27 0-alkyl .

(XII1-b) ;der 20 oder ei nemPAl kanoyl hal ogeni d der Fornel 0 11
(XIT1-c¢) 18 dmérARRbiRERY eirer VWeiddund derFokRding ei ner Ver bi'ndung der Formel x °
und 30 _ ' - '

N-NH C- NH2 lurch teten U NC
lur D-CH70 =~ 10 - R;2a (XIV) 35

*DC - 20 ~~ . . - ' acyliert und

anschl i'efwen.d das Ietztgenan-n_te durch Ren NErN n von (X Vji-ah ei nem
! /e : r 4l 2®) (i 1)
Ver bi ndungen - der._ For mB-Cid3-=Qi i

al ko- hol i schen al kal i'schen
- Hydr-azi nh dr'oc_hI_Bri ds der For 40 (Vi | - b) mt einer Verbindung der

For mel - 0 “Xfpgbkeifer Rern, worin die Umsetzung van (Vill-a) mit (IX-a) durch Abmdiceaines Rahrar und Rask-
N, N-Di et hy| migb@am dor mﬁ,em&ﬁd%sea%%is%ﬁ%ﬁémns%aaéﬁés ol 1 GacwafidT A R
des Losungssereghénder) Baseradsgefibahdildegendes Ruhren und Erhitzen des Ruckstandes
in ei nem Geem'e'gﬂdaéysrbmdmeoﬂwe‘pmﬂuwmﬂ fila eyl ReistibiGaele rwesin (R®, RS nnd R lclie duvor
hergest efg t12nqege gﬁ; egﬁgynqllzﬁl?en, von einem agtyarechendend)ﬂ@zviqer formeb Ver bi ndungen
der Fornel (l). worin fur den Rest (d) steht, worin R12 als R '2a
vorliegt und worin RI' Wasserstoff be et, r NNyl furi eren ei ner

ent sprechenden Ver bi ndung der ~r N N= Formel (1-d-1) hergestellt
wverden, #brin XH fur %jcatz_egt cfie \Veybi en durch die Fof¥W¥r®Rest 55

SH N "

durch Cyclisieren der letztgenannten Verbindung mit einem entsprechenden Dion der Formel .
15 :

R’_'—-C—C.H_—C——-R‘ xy
unter Ausbildung einer Verbindung der Formel
6
- - R R’
45 . - _ >—_=/
‘ N_< } N\N—; o |

. \ : \ (1=b}

" : 5
o D-CH,—0 _@/ N\_J N\

abgeleitet werden, worin die Umsetzung von (VHI-b} mit (X} nach der gleichen Vargangsweise erfoigt
wie die Herstellung von {l-a) aus (Viil-a} und (IX-a), und; falls RS fiir Wasserstoff steht; die benachbarte -

. Carbonylgruppe vorzugsweise vor der Umsetzung der genannten Verbindung {X} mit der Verbindung
| 85 LV:!".bz_ta?ita'iSie"'w"d’ um sin Pyrazolderivat zu erhalten, worin R® unzweideutig an der 5-Stellung lo-

alisiert ist; _ N o : : '

.d)(iii! die Verbindungen der Formel (1), worin Y fiir einen Rast (¢} steht; worin R* und R'® wie zuvor
geﬁl'\;ert SI:'ld und worin R® fiir Mercapto steht, durch Cyclisieren eines entsprechenden Isothiocyanats

er Forme . ' '

el
: D_CHa_q@_N(-_')N _</__>/ o (VllI—=c)

60
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eingehalten wird, wobei das Prosk

~~~B-CH2-0 -0tl . “
'Vsrggag;;;ase i R S m\u\mﬂ\\m\ ~~~~~ o &

59%6
- Rl 0006711 Herstell ung vo_ ei ngehal ten wird, wobei das

10 .

~~~~~~~~~~~ NI~ 1 -d2) Do 0" i : B 10

i st; oder e) Wv) Ver bi ndungen derd Ne%cmaJ—c{—IR) worin Y fur den Rest (d)

steht forin R12 als R 2. vorliegt und worin Rl' C,-C -Al kylthio oder

Aryl - C, - - @ntes Aushildyna pinse yargindyng ‘g’ﬁfE’H“"S Al kylierung einer Verbindung der

Fornel (l-d-1-a) mit elnemreaktiven Ester der Fgunmel RI' aw

(XV-a) hergestellt werden, worin Wdie zuvor ange bene Bedeutuny hat und

wori R#® f~r C, -C6-Al kyl oder \ N wobei die gleiche.

Vor gangswei se wi e fM BréHy& aus (1-¢-1) umee-(XI1)
FE B ndun Fornel 20 SR a 25

N12 & (~~~~1 -d-3) | : L e -NO

12(1-< @0a ist, und, gew nschtenfalls, nach der gI ei chen

Desul furi degey dmemgdewqmeedlz&Wptzwms‘@nr(vléﬁému &) éur\;tegemqmsn@jem ndr@r Rezsr nel

G o B R e G
bi

worin Rb2 AH-pte ,Aum@'lg &dr For worm ‘
V\asserstoff C C. - Al kyl oder AryI C --C6-al kyI bedeutet vvelcher 35 Rest o

Rl durch das Synmbol -R11b veranschauli cht wird, dy,r\h QICI i Si erung ei ner

Ver bi ndung der  Fornmel x - NH 2 49/__\ N N -
N NMH2 '~~~~~~~~~~~~~~~~~~~~~~_~ N———N= C : : \—c2 : :
V-d-2) DCH-Onit g |§§r Y 2RO\ def |J5) Ré*sceﬂb-m (1-c-2) |

- (XI'l1-d). oder €iaem tionellen DerivAt hievéh unter Ausbi | dung'

ei ner Ver bi ndung der For nel ~~~~~D-CH2- O -

X 30 hergestelit werden, wobei die Verlélhcﬂl dl?%rPnH (I) W'ﬁ%n RQQ@{) dﬁ’ételltewor'ﬁ'oI R"}Jy@ r b ' -

indungen dens Vi 20ve befinter sindndivibriX Rel&n CReg,-Alkflithio 6tar Aslt-eJ—Ld:,Lalwmb Isteht, Burck
V\asse r st @k dblichel §-Alkviiering der entsprechenden Verbmdungen der Formel (lI-c-1} mit einem gee:gneten
reaktionsfdhigen Ester der Formel _
_ | REW o {xn
35 '
worin R® , fur C,—C,-Alkyl oder Aryl-C,—C -alkyl steht und worm W wie zuvor definiert ist, unter Aus-
bildung emer Verbcndung der Formel o

° D-cH, _o-<;§/\_/_<3//‘____k | (_I..__c_a) o i .‘

s dargestellt werden, und, gewlinschtenfalls, die Verbmdungen der Formel {1-c-3) unter Ausbildung von
50 Verbindungen der Formel (I-c-2) desulfuriert werden; oder
e) Verbindungen der Formel {l}, worin Y fiir den Rest (d) steht, worin R fir XH steht, wobei X fiir
O oder S steht, und worin R'? Wasserstoff, C,—C -Alkyl oder Aryl-C,—Cg-alkyl bedeutet, welcher Rest
R'2 durch R'2, dargestelit W|l‘d durch Cycllsmren einer Verbindung der Formel
55

NH-NH—C—NH2

: D-CH,-0 O (VIli=d=1)
. Q\ /@/

- mit

. e (X
65 _ o ~ .R?—C—OH :
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L
H
l

50 ., +11111111 L 111111 111111111 111 0006711 n lw lLUH! | E%”
Bedeytung von R tb aufweist, durch Desulfurl erung der -\

Forne) R 5
./ " l;l_ g ' | odbr emeu_?unktlongllen Derivat hievon hegﬁrtellt {den Vﬁ?l?glbdaf arhaltene P‘odulg eme%)erbq\

dung der Formel
-Produktes der Fornel t5.

Rt 1b 3r ' : . . XH :
N (l-d-S) 25 hergestellt wer den; oder e)(vii) Verbi n%t;%jén der Fornmel (1),

worin. Y den Rest (d) bedeutet, wori n R12 fur C-C-A hi o oder

Aryl - Cl- Ce- al kyl't hi o steht und wor i n RI j@)ﬂ on R " b apfyeipst,
durch S-Al kyI i erung ei-ner Ver bi ng de |-d-=a8y mit einem
reaktiven kster der For ge{:HB_Q) _
R12bW ( XV- b) hergeste IP werden worin Ww e

zuvor beschrleben ist und’ worin 2b fur C, -A kyl oder Aryl- X

Cl- C. - al kyl sieRielchiobietfihg znamaianfgU Hurdh ege@insdneds| Bitgery and (ErhnzerB)dealIlbaktlons-
(1-c-1) ungs (%Hp)mdnmohrelnednemechemden organischen Losungmnﬂ@dsgegqhﬁ irdapdesn wird,
V\Qbel das Pr oduk eMikdigeVeraipdnasn, f ¥ Rpsmeldsrid|in Beé"at've faw g ' ’gesﬁﬂt werdeh
Ses kdnnen, daB zundchst (VIll-d-1)"mit einem enisprec 2n ydri orme

R N (-d-6) 46 *b ist. Upd coppei nach der vorbesctb(rll-tﬂbenen
jaeeul furi ewngsrret hode die Verbhdungen der For'mel (1-d- -~~~~ 5 6lhrerseits
i n di e Verbi naletnigem All@noyiafogeriid fidr-Fgera)l ubergefuhrt wer den khnnen; oder f)
Herstel | ung von Verbi ndungen  der For el worin Y fOr einen Restder
Formel (60 steht, worin R14 die zuvor Gn q%% g'g 8edeut ung hat und {79
R13 fur Meggapto oder -1 #ydr oxy steht, est 50 R13 durch XH
dargest el | T Wirftéh, AusbildungXeihét Vebirtilieg & Rtmdit, durch Cycli sierung einer

Ver bi ndung der Fornel X NH- C- NH NH ~~~~~~2 52 o ~Nr N )
Vill-e) DCH2-O0 , B ﬁ Vv o -e)
'Tn; ei ner yer bi ndung der Formel NH _ N_NH_C_NH2 -
lurch : : _@/ -0
ieten ) o ' ) ] XV

5 _ _ £ _
Aus- '

acyllert und anschlieBend das letztgenannte durch Rihren und Erhitzen von (XIV) in einem alko-
tiolischen alkalischen Medium cyclisiert wird; oder
: el)ii) Verbnndungen der Formel (I-d-1) durch Umsetzung eines Hydrazlnhydrochlonds der Formel
40 (VHi-b) mit emer Verbindung der Formel

o

. '
: I ) X=C=N—C—R'2a S {XHi-d}
45, _ - _
in N N-Dsethvlethanamm Waschen das Reaktionsgemisches mit Wasser, Abdampfen des Lésungs-.
mittels und anschiieRendes Riihren und Erhitzen des Riickstandes in einem Gemisch aus Duchlormethan_
und Ethanol in Gegenwart von Alkali hergestellt werden; oder

}von - sa eliii) die Verbindungen: der Formel (I}, worin Y fiir den Rest (d) steht, worin R'? als R'2, vorliegt
' und worin R!' Wasserstoff bedeutet, durch Desulfurieren einer entsprechenden Verbmdung der

)1(22:; Formel (I-d-1) hergestellt werden, worin XH fir SH steht, welche Verbindungen durch die Formel
s - o | s
- 6o (1-d-1-a)
| 12
@/u :

(X

fs dargestellt werden, wobei die glelche .Vorgangsweise-v_v:e fir die Desulfuneruhg von {l-c-1) zur
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t et . - bs. _ ' NH? - : r
Xk 51°.-: 000671 1 *c L M S* oder ei nenilmwwmt l“ﬁdﬁml ze .
“ hi evo.n_z, wobéi das Produkt eine Ver bi ndung der Fo ; . !
(lel 10 : 0008 £ih2-O |

¥4 ist odor f)i) Herstellung von Verbi ndungen der Forrrel (1), worin Y fur
En Rest Ce)Hessteliung vangi-F) pingehplien witeh wolieifden iPeadukti eine Yankinduog ider FetrBelf ur
i-C.-Al kylthio oder Aryl-C, -Cd-alkylthio steht, welcher Rest R 3 '5 durch
is Symbol SR 3, dargestellt wird, worin R13 G-C -M&}l oder

¥yl - Cl--£9-al kyl bedeutet, dutch SAl g—l—i—-er.u ' 'é}_\_/ r bi ndung der Fornel-
jt oinor Verbindung: der For M =N _ (1-d=-2)
KV It"‘wobl rdas- Prodilgh,ebn in : Fogmpl -30 ~ ~ .
,. S13 RS 3X SRH fy N ~~
I 10 st oder + ~EN : (I -e-3) 3f D-a424 :

ST T T T T T T T &ty VEbihfurigen der'Formel M, worid"Y fir dén Rest (d} siéhi, Woridl A als R'2, vorliegt und
 dbhwinscht onfatih /" C\/e1CyiAngitig oder AoA-CRoC [Yatkyithio. betdutét, dGrdh-S-ARieruig eier(\@ebindung
¥ eht , wor i derFatmeli (lbd-Ata) onit eledm reaktiven Ester demdFovnmal ' N3 1' ur. Wasser st of f '
eht, dygch Cesul furierung einer. entsp:&qh den. Vet - bi ndung dot F‘%&Egel

|- e- 1 a} oder ejner- Verbi ndung der For W]-e 3) erhalten werden

tbbei St andaggedis Welabd vkt DB Bk dngbtRBane HeBeuthy Pht UAE HoliNRDSECHLLEDAH! oder

: gewendet weyl-GonT - eiehl@sbdPdio glaiche Wrmgww iR Gie thersteF@igvdh (-3} aus (1-c-1)

© 3P4 t_. N~~ &ngRi!l) eingehalten wird, wobei das Prpdukt eine Verbindung (der Bor@pi3. D- CH :

' P{ ~~~~~~ I st: odor g) Hu rstewl ung won Ver bi ndungen der 1Iformel (1),

woritn Y einen Rest' (f darsteilt, wori R5 und R 55 die sfvpr anggebene
Bedout ung haben, durtch N-Alkylier ung ei ner entspreche en Ver bi ndung der
Focmoel CH D-CH 2- N N1 -
(IN-s- 1-b)*® 65 | — N N18 52
0067 T1 1 111111

-
l;. - D=tHy-0 G (1=6=3)

U ist, und, gewiinschtenfalls, nach der gleichen Desulfurierungsmethode wie zuvor beschrieben, die Ver-
B £ bindungen der Formel (I-d-3) in die Verbindungen der Formel {I-d-2) {ibergefiihrt werden kénnen; oder
a e)lv) Verbindungen der Formel (I}, worin Y fir den Rest (d) steht, worin R'? fiir XH stelt, wobei X
for O oder S steht und worin R Wasserstoff, C,—C,-Alky! oder Aryl-C,—C,-alkyl bedeutet, welcher

35 Rest R'! durch das Symbol R'!, veranschaulicht wird, durch Cyclisierung einer Verbindung der Formel

_X\G/NH2

40 ' —NH

—g { VIi—d—2)
O~ CH -0 .

45
mlt einer Verblndung der Formel
: : 0
s - o - | (Xlil-d)
oy ® . R',—C—OH -
’l _ oder einem funkt_ionelled Deﬁvét hievon unter Ausbildung eiﬁef Verbindung der Formel
55 S . - E R Rﬁ

'( -
- - " \,_@/ C (l=d—4)
| - D-CH2—0 @/ / A
hergestelit werden oder ' o

65 . e)(w) Verbmdungen der Formel (1), worin Y den Rest (d) darstellt worin R™2 Wasserstoff bedeutet

50




mt ei nm ent sprechenden reaktiven Ester- der For mal _ \
wor-n-W#nd RI" die zuvor angegebene Bedeutung besi t H I lodukt '

ein I““bl hdung der Forneat i|i~~~~~~~~~~~~ _

N:Ft'~NDCHZ OQ 06'7”>N-R155

Rl~~~4~s~~~~~~~~ oS IeS e{% I—kﬁ[‘st eI | ung von Ver bi ndungeni- der For nal
(11, I’i nvyf u?r 85# R%‘%F d}“"%t"%‘h PfvpistRpurciyDesulfurienung eifef Verbiadungi det Formel
j edocH €i n® vOn Mercapto unterschiedliche Bedeutung hat , wralﬂ:her Rest R

durch jdas Synbol RI.?. dargestellt wrd, dureh Cyclisier un @ ner

i dung gler Formel (VIll-a)-mt einem AZ| d und ei ner Yerbi ndung der

_ 20 R 1 7-CEO (niederal kyl)] 3 . N in einem .
entsprechenden sauren Medi um vvobel das/RLL{duk ei gdl_Verjpi ndung der For nel

25 30 D-CH. t 4 @ 2_m i st: odeg;_gh){d)
Her st IIungavon Ver bi rnd&_ en_dgr X il\ !/) war/in A fir den Rest (g) -
steht,] worin R7 Mar- 3s crbgbf% pedgut et , durch CycyPdi eung ei nes’

d sot hijoéyanats der Formal (VU I-¢c) m t aei nem ent sprechenden. Aid in einem
ent sprlechendewnter Ashildyadpines Boduktps et Earnel N Gegenwart von Al kal i, wobe; das

Produldt -ei ne Ver bi ndung der Format 14. N 40 ;
S DCHe- O . SH 45. ist, wobejRdie

~deycl i Si erungsreaktl on auch durch Ruhren von (Vill -c) it /einem Azid in
‘Gegenwart ei nes entsprechenden quat emaren Ammoni uns lzes ausgef ~hrt wer den

kann; oder ,p) WOO Hor stel | ung. von: Verblrﬁl'_r\ 0" (1-g), worin R 7
fOrV\asserstoffsteht durch Desul w n Ve'?'bl ndung déld&sy mal
Fo

tl-9-21.. wobei  das Pr odu‘R‘tc"Qrﬁ Joi nd rrrel NN 55N sYs o
bN. . - g-3) D-CH2-0 ist, und 60 , .
gQwunschter}g S rst fI un on phar mazeut i sch annehnbar en

Si ureaddi ti onSs eﬁ 'fg EEmdEh, MOLSS n‘?ﬁqem Stufen un _
gewui nscht enf g H!\ |=b A8 siehEiraQkdiA Melenines id be eutet, worin
ol e niaw e SRS Hnﬂe*“u&*”ﬂi‘mﬁﬂg

ausgewghltaglus der cis - 1- f4 - [2 - (2,4 _- Dichl orphenyl) (1 H -
4, 2.4 - .triazol - 1 - ylnethyl) - 1,3 - di B an - 4 - yi rrethony- g¥vV-b)
1pheny| |- 4 her&eéteﬂt \‘n;rdé?l wohMWiuvor t;leschnﬂ)gn ist Ba*&e“é(nn Fi‘2 18' Be—ézAIP Iuoggr /-(\jrl/I?

phar mazeut I S\ —aa)ratidy rdient liotaidie zuvor fir die Herstellung von (I-c-3) aus (c-1) und (1) beschnebenen
el . 1 Methode eingehalten wird, wobei das Produkt eine Verbindung der Formel

40 .- I _ / \ s \ ' j | N .
D-C ' - N= )= ST (1-d-6)
- | Hp0 7N N—g >—— N | |

12
Y _ SR b

L 48 : .
ist, und wobei nach der vorbeschnebenen Desulfunerungsmethode die Verbndungen der Forme! (l/-d-
6) ihrerseits in die Verbindungen der Formel (I-d-5) Ubergefiihrt werden kénnen; oder '
f} Herstellung von Verbindungen der Formel (I}, worin Y fiir einen Restder Formel {6/ steht, worin
L R'4 die zuvor angegebene Bedeutung hat und worin R fiir Mercapto oder Hydroxy steht. welcher Rest
80 E“’ dulrch XH dargestellt wird, wonn X fur 0] oder S steht, durch Cychsnerung einer V=rb|ndung der
orme| :

X
I

P68 o | | NH—C—NH—NH2 :

. oo \_/_g ,_ Vilie)

S mit emer Verbmdung der Formel

NH

|
R"*—C—NH, xvi

tet
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1 1
| St e G

s co | 00061711 Saureadditi onssi m Iﬂuﬁlllamlnem sch
i soméeen Fofmen hi evon unfassenden G, ch Urset zung

von' 4 - 14 - [4 - (1 H - |nmdazol #188&39 phenyl ] - ™ -° pi pera2| nyll -
phenol i toder ainem[saursadd&iaﬁssalzﬁh@bdr@wwrtﬁéé Produid eme(\}erﬁqdun% dér .él;,,me,t riazol -
-1 - ylmethyl) - 1,3 - dioxolan - 4 - ylnmethyll- methansul Tonat. - 16.
Ein-Verfahren zur Herstellung einer chem schen Veghi ndung, ausgevvahi t aus

der cisg |- 514 - [2 - (2.4 - Dichlorphenyl N\ - 2 - (1 H-.inidazol -
1 - ylmethyl) - 13-d|oxolan-4-ylrrethoxyl Wil - 4.- [4- 1H-
1,2,4 - triazol - 1 - w) phenyII -/-p'r\per d dl e pharmazeuti sch
annehnbar en Si.ur eaddi ti onssal terM @ sc neren For mgnehjevon
unf assepgden G uppe, geseny t diks Uneei/zungsvon 4 - 14 - [4 - (1 H -

-1,2,4 - Triazol - 1 - yl3 - yll - 1- 10 piperazinyllphenol mt cis - [2
- (2,4 - Dcbdeder phenyl) - 2 - (1H - imdazoL - 1 - ylmethyl). - 1,3- tO
di oxol an - 4 ﬂm%emﬂhyé jon. Vﬂbhtlmgezuﬂq’rd’nme! (inonEinfur\tbnngktr(e)rstmrwonn R' wie

Her st el | dpfiniert.i ﬁ"’ ltha Ithia elshqﬂeqﬁ“
[4r_s 54 u | nef % on g% kyl qdﬁ{%‘g ﬁ( eg?%tm)

1,3 - dIOXO a - en I - 1 - plpera2|nyll - phenyll - 2,4
- dihydro - 2,5 - dlrrethyl _ 3H- 1 2,4 - trlazobH 3- 15 on und die

phar mazeut i sch annehmbar en Sdur eaddi ti onssal ze undustyer eocheni sch i someren
Formen # evon unfassenden G uppe, ‘gekennzei chnet urclh Umsetzung von 2,4 -
D hydro - 4 - 14 - [4 - (4- hydroxypHen&I) %~ azinyl | phenyII -
2,5 - dimethyl - 3H- 1,2,4 ( - 'myY cis - [2- (2"4*—3—3)

Di chl or phenyl) - 2 - E{—Ptlz'r-Q
yl\n'bt hy¥4 - nethan- sul fonat! 18. Ein Verfahren zur Herstellung

ei ner chem“seiae,wé{aﬁaungdﬂngmmausgewgm:t WAUS der cis - 4 - 14- 2@viip - 14 -
[2 - (2,4 - chhlor heny I%{ 2 - (1 H-*1,2AM - triazol - 1 - yl met.hyl) -
1,3 - di omﬁahdas'ito ukt pipe Nedeint unaqméa-wel - 1 - piperazinyll - phenyll - 2,4
-~ dihyd#wo - 2,5 - dinethyl - 3H- 1,2,4 - triazol-,3 - on - Mnohydrat und
- {di e phar rrazeuti sch annehnbaren Si ureaddi tionssal % ynd st ereochem sch

“fi.someren Fornen hievon unf assenden Gruppe gekenn ghnet durch Unset zung
~von 2,4-Di hydro- K. zs25 4 - |4 - (ixyphenyl) 1 .-
pi per azaanyl | - phenyll - 2,5 - d| rret /

: : o n. triazol - 3 - on 2S
fmit cis - [2 - (2,4 - Dichl 224-tr|azo(l’e“3ﬁ

fyl'methyl) - 1,3 - di%x@af- - hy " net*hansul fonat 19. Ein
“fVerfahren zur Herstellung ei H&# Verbl ndung mt der Fornel cis - 1 - 14 - [2
F (2,4 s Rheohd, QewikioRBthils, VerifindunGenlddr Formbl ), dorin ¥ tirdR Rest (&) stehy, IwbRth RYY vie -

. 11, 3 - di oxoloadefinied ist upd wBHMB'R fir Wasgneoff/stbht-dudch-Oefulfurier(rig-eirdd enterénhknden Vel -
.24 - tlbi"émﬂ der Fgrmel {-531-a) operremyf Yerbindsing derFiormel ligeNeertiaiten werden kanpen: iyobei
Unrset zung o ukt eme yurbm ¥ srzzlxtg;en RYPr hleg_n ppschrfbgn Angevyendet werden, Ivobei)ﬂaf
tphenyl | 45- g razm"PI ﬁ'enol mt cis - [2 - (2,4- Dichl _orphenyl) -2
-- (1 H- 1,2, 4 - trlazol -1 - ylmethyl) - 1,3 - -9-i=exaolan - 4 - ylnmethyll -

Inet han- sul fonat. 20. Ein Verfahren zur Herstel Luhg gi ner chem schen
Verbi ndung genr B Anspruch 12,_ge- 35/—k_eNJ1 G et).dutN:h Unset zung €] ner

“Ver bi ndgng (11) mt der For o Y2 DA W 4 (=e=2)
i(11): - worm D for O-¢H=0 R™ N 40
[ 40 CHZ . Ar 45
e~ m~e———~SLrOdOE und \yv e létl onsf ahi er

H Vi einen Rest (ﬁ arstelit, worift 98 Und R'®
.ESt err es§t d|5 %vorﬁ;m%eygmrﬂqbgﬁ ig ng einer entsprechenden Verbindung der

Formel

00
D-CH,-0 ~@/ \__/ N rlq { l—8—1~b)
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et ) - 1.3 - dioxolan - 4 -

e
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NH2 o HO - |

51 '__e[}p ent sprechenden reaktionsi nerten .organi : m mim‘nr:l bei
~erh@ht'en "Tenperaturen oder, gewOnscht ea_.@ée? _‘__dura ﬂm l .

Qoef itthr ung des, substitui erten Phenol sT1i H Met al4 s&l z thi Bvoh und

eGend®! YRPERERIAE e tHenTaaktingnt Bskdrsiat Paesel N der . Unset zung mit (I1).

S, _ 21. Eine Verbi ndung gemaG ei nem.der AnsprCche 1 bis 10 [ 12,
ode -ne Zusanmenset zung gem a Anspruch'wal’oder 13, zur Verwend Yi'n
der | §eki npf wogn theand/Be bialuieh aRjddeisonk BB Rung B6di&, Wosei BACHBEIK TR varBinddrb Yer
Ver {ghren zf®™Meerstell ung ei ner pharmazeuti schen Zusanmenset zung, ur‘r‘t1 assend
das rm schen- ei ner W rksanen Menge ei ner Verbi ndung geni S ei nem der

Ans che 1 bis 10 oder 12. 65 nmit ei fEm\ nef T? germagerial . 54

000p#11 1o o1 | f1h 2y A N -e'n' ™ns

* - L 1. Un conpodeGhrar hoi sy—par e~dtoupk constituellphy un
der|®e d' azol e ayant pour forrmeFe: 5~~~~~ 1- =N S

N 3|2 1 x0 o - CH2 . R n- et ses sels

d agieli ti gp di.afbdes acceptabl es en pharmacie et |eurs formes isoneres:

ste FOC hi M que s} Hergtelichg von Verbindungen def forfReRB lwddn YRirABRRést GNAbIR] waAMS” Wi€ zuvor

gr ofibe constefinieet igajedédh eie. Wdn Mercapto: unterSchiedliche Bedelitung Siat, welchér(vsnR'? alich Fbs
dan{f | e gr oByeba Bifs targestsiihwird.slech\Qvelisieruniy Gimpt erbindung genFormel dYijitab mitteinpimedrid e
AR <und einer Vedhindung fefefomeldi t phenyl e substitu6 ayant 1 A 3

-sub

& i tudhts choisis chacun i ndepeng AnicddagyiI € Oroupe constitu r
ggeno, alkyle en Cl1-C., al coxy eﬁag%fw 'eet t‘Fil]ﬁ‘I uoronet hyl e; et e?(gg.
radfgcal Y Oin: einem entsprechenden sawwert Madiufl Goteh tacProdukk ejpe Vibirdeng)ddd Fpenel

congti tue, par 3nG 25 - un radical 1Hpyrrol-1-yle de fornule
fU§ R ' R)r- : \ =T '

) 5# 30 , o o z N o .
(a) §4- n- : AT (RN~~~ =521 R4
i'n- @ 35 ob R, 2 R - s§ hadyun choi si s

i o e- - a2 L - '

fpend®ment parnmi | 8-GRedd Astitue par un hy& @gene, un alkyle en

g. 6 un aryle et un aryl-alkyfe en C -C un radical 1H pyrazol-. 1l-yle de

Ul e RS 0 obter- N ' . (b) -

; . b} Herstelfung von Verhindungern der Formet {1}, worin ¥ fiir den Rest (g) steht, worin R'? Mer-

35 capto bedeutet, durch Cyclisierung eines Isothiacyanats der Formet (Vill-c)- mit einem entsprechenden.
Azid in einem entsprechenden organischen Lasungsmittet in Gegenwart von Alkali, wobei das.Produkt
gine Verbindung der Formel: :

L Neno
o m-’N"'N C(i-g-2)
oo Oakire o

ist. wobei die Cyclisierungsreaktion auch durch: Rithren von (Vill-c} mit einerm Azid in Gegenwart eines
entsprechenden  quaterndren Ammoniumsalzes ausgeflihrt werden kann; oder
hitii) Herstellung von Verbindungen der Formel (I-g), worin R'7 fiir Wasserstoff steht, durch Desul-
so furierung einer Verbindung der Formel (I-g-2), wobei das-Produkt eine: Verbindung, der Formel

r
N = 3
55 | J N.\.-.=.-N .(|_g-3)
| D'C"-"z'-° — SR
ist, und '

60 gewinschtenfalls Herstellung von pharmazeutisch annehmbaren Siureadditionssalzen der Produkte
der vorstehenden Stufen und gleichfalls gewiinschtenfalls Herstellung stereochemisch isomerer
Formen der Verbindung (f). -

: 15. Ein Verfahren zur Herstellung einer chemischen Verbindung, aus 3 ~cis -

_ f . ausgewdhlt aus der cis - 1-

f4-[2-(24- chhlorph:enyl) -2-{1H- 1,24 - triazol - 1 - yimethyl) - 1,3 - dioxolan - 4 - yimethoxy}-

) phgpyjl_ -4 - [4_ ~(1H - IM|da€OI- 1 _.--,yl)--- phen_vl{ - piperazin und die pharmazeutisch annehmbaren
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S5 chacun naepandarmont s 1o orovpe cord AN o5 | @
¢t j

un gl kyle gn C -C,, un aryle et un aryl-alkyle en -€ ;turt radi ¢al

1H i M dazol - 1-yl e de fornul.e: 50 R8QQOS6F1

. Séa dditionssalze und stereochemisch isomeren Formen hgevgr} A-ﬁ&e A'E e, gekénnzeich_— '
R9 S rcﬁﬁ.ansetzung von 4 - (4 - s-ch‘lH iGa2h! -Qi WOh)S) phléﬁﬂ]m1n1e pﬁ%ﬁ\‘ﬂpepma&ﬁit tue -

S : :
par un _hyailéoqnsr {224 - DiBhiGrbkaAlIE- 210 (168 - 1,58 - trisBol FEIT-G/AERy) -ULB dditxolan - 4 - yimethyl]-
alhkyl t h; o%rema%ug_éhat.ethun arﬁ/l -allbl-kyl t hi'&gen TC': -C. _%} RA et ng sogt choi1si S
chacun # ndepg i aqehrem Zyf Herge E?Gﬁé’. AR e “"Q-Qa‘ﬁgd\‘aﬂ SR it alkyl e
~ = (2.4 - lorph -2 - imjdazgh- 1 < yimet -1.3- an’- 4 =yl o§v]-
gg 9 Cs, pl er;\y%r-ﬁoe- gtc.h @m %”’49 ,4-2q1t zlole|- lﬁﬁ_ °¢ﬂ' -c;henyﬂ éﬁipérazin uI die pharmazeutisch .
. ~+ -+ - - annehmbaren_Saureadditionssalze und stereochemisch isomersn Formen hievon umfassenden
~~~~~~~~~Grippe, gekdanzeichndYldurch UHiD@urbvotl & -r{adil& al1Ht-H.24 2 Trezbir-i1aad--phenyll e 1de
f or mul eroRpipkrazinyNphenol mitlcis - [2 - (2.4 - Dichlorphenyl) - 2 - (1H - imidagpld) 1 >rvinethy) + B3ou

run de RI diosqlarRo4egdmethyd) si“eg_msfgfnlah roupe, copstitue par_un r
i ahren zuy | e |g en’H eth]ier{)inéun Mfus ah t@ég dgrg(.qg'?ﬂ- un
Ihydr oxy., 6‘6‘{' Tgrjghyﬁf 30 56% BAden S CUTI Ctmidzoltlly Al e‘éﬁkyl 80 fbx8iEn C4= C,
autre 6YaRhndky] QioRdnyl) 20 Thipbrazitli]Q BRéry O R AL-idiHyEroP 215 Lifimétyyl - 98 M2 4 -thezall-BYy | e
en C, - -G oftundl@ieddhyimazéutiydhtanaehnibaren Gautsadditiotissataé urkl-ktdre@chdmisch mommére Forinen de
formul e t.(bievd_reumﬁalenden Gruppe| gti!;ennzeichnet durch Umsetzung von 2.4 - Dihydro - '5j4 2&?’ - [(4-
> NR &g .gl"é' t 1 crgesminghy phenyll- g dimetd n 3t (A -5’&“%3“\1% bhe2- un
sﬁﬁ :% W?Vmél(k I't"H'F?)mEh_%z' A y'-%,‘?g;étd '°ﬁ°r%9"a°r4 R Wﬁ%%ﬁen
G -C, #t RS e Veheisi 20 AEielllrd eHePsHRMiERIAeHtinddng) BlisgewNiciue gends - 4in{4-
al kyl e. en [£C-14 C.{2 un2 ar-ybieniephenyl) a2y (18l-k1/2.4 -arlazol - C.-;yimathyl)r-atiB c adioxolan - 4-
2, 3-di hydwtmeqﬂdxy]];pﬁgn#l}t—ﬂi'az’nﬂrazmyl}/f phend! f 4mdinydrg>\2.5 - dimethyt - 3H - 1,2,4 - triazol-
ati . R—on_-Monab unddie pharmazeutisch_anpehmbaren dureadditionssalze und stereochemisch
. isomeren Formen hievon umfassenden Gruppe, gekennzeichnet durch Umsetzung von 2.4-Dihydro-
— 25 4-{4-[4-(4-hydroxyphenyl) - 1 - piperazinyl] - phenyl} - 2,5 - dimethyl.- 3H - 1,2,4 - triazol -3 - on
mit cis - [2 - (2,4 - Dichlorphenyl) - 2 - (1H - 1,2,4 - triazol - 1 - ylmethyl) - 1,3 - dioxolan - 4 - yl-
methyl] - methansulfonat. _ :
~ 19, Ein Verfahren zur Herstellung einer Verbindung mit der Formel cis - 1 - {4 - [2 - (2,4 - Dichlor-
phenyl) -2 - (1H -1,2,4 - triazol - 1 - yimethy!} - 1,3 - dioxolan - 4 - yimethoxy] ~ phenyil -4 -[4- {5~
30 methyl - 1H - 1,2,4 - triazol - 1 - yl} - phenyl] - piperazin, gekennzeichnet durch Umsetzung von 4-
{4 - [4 - (5 - Methy! - 1H - 1,2,4 - triazol - 1 - yl} - phenyl] - 1 - piperaziny}| - phenol mit cis - [2 - (2.4~
Dichlorphenyl) - 2 - (1H - 1,2,4 - triazol - 1 - ylmethyl} - 1,3 - dioxolan - 4 - ylmethyl] - methan-
sulfonat.
: 20. Ein Verfahren -zur Herstellung einer chemischen Verbindung gem38 Anspruch 12, ge-
35 kennzeichnet durch Umsetzung einer Verbindung (If) mit der Formet

mer capt o, Vi y an-

. D—CH,—W' - oo
* worin D fir N
40 - | B )l
CH Ar
: 2
. 45 .
(o O

so steht und W ein reaktionsfahiger Esterrest ist, mit einer Verbindung. der Formel
| | NH,,

in einem entsprechenden reaktionsinerten organischen Losungsmittel bei erhdhten Temperaturen oder,
gewiinschtenfalls, durch vorangehende Uberfiihrung des substituierten Phenols in ein Metallsalz hievon
und anschiieBende Verwendung dieses Metallsalzes in der Umsetzung mit ().

€a . 21. Eine Verbindung gemaB einem der Anspriiche 1 bis 10 oder 12, oder eine Zusammensetzung.
gemaR Anspruch 11 oder 13, zur Verwendung in der Bekampfung des Wachstums eines Fungus oder
eines Bacteriums. : ' o o

22. Ein Verfahren zur Herstellung einer pharmazeutischen Zusammensetzung, umfassend das

Vermischen einer wirksamen Menge einer Verbindung gemal einem der Anspriiche 1 bis 10 oder 12

65 mijt einem inerten Trigermaterial. : :
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{5 estchoisi parm fe groupe consti tue parun_al kyl e en—C1-C6 etun
ge en Cl-C, et Rts est choisi parm |e groupe constit |‘un ﬁ{
hydr \{;,. un al kyle en C1-CH et un aryl ‘ﬂk# n “Eﬂiﬁh
At ‘1@%1 ?'4 t~trazol-1-yle de fornule 40 3'\?:‘? ﬂ“\“”“l“lnl
o —~————— Bgﬂe"dlgatmns 17 OUI R17. est
i p‘arm | e gro e constitue - drogens, un, nercapio al kvl e .
dn C1,-|IC' un af ﬁ ‘iﬁ’ﬁ“’a*‘réy‘fh"a'ﬁ%ﬁé"séﬁafe' ¥t9'°g?5 PRnSHTHE Fp1y 4L dqrp "d’”'% 5 ayeht Sour
renpl oile; dang Bfinition. prdc ~dente est choisi parm |e groupe. .
Cl]OI’lStI tuW par 50 un phenyl un phényl e substitu6, ledit ph6nyle
s,ubstltufe ayant | A3 SUE uants choi sis chacun independamment parm |e
gd oupe [cbnstitu& par un h 6no un alkyle en C -C, . un alcoxy en .C -C et
dn trifll° uor?gﬁt hyle.- Z Un ¢ lgpose ‘chi m que choisi parm |e groupe constitue.
4[42-(2,4-dich nyt)-2-(t H1 ,2 4-triazol-1
1.)-i , 3-di oxol an4- yl mc; y)]-phnylyl 4 - [4 - OL H- igidazol - 1 -
yl): h6ny|fp|p6ra2|ne et sesysel g d' addition d' agees abl es en .

@har macj € et Ieurs f or mes |sorrLLa.s«§s\t 6reochim m nposd chi m que
ehoi si parm ’le groupe constitue par_|a ci - [R42f , 4 hl or o-

6nyl)]-2-(1 Him dazol -1 -yImthyI) A\di okol an- 4-yl met hoxy} - PhnyYl

A4-[4 -l (L H- 1,2,4 - triazol -1 - yI)ph nyl | pi perazi ne et. ses sels :

' addi tji on d ae,qsdeslsaﬂ@dé' Qrabacsbs egvens: thiesmmh@mec;e b'é@ufsfomnsmgénessﬁﬁép@smws od:

. asyun a

f;t-a?r lngC Ctv S- 4 [ r st4 g t;“?p o%‘?}@fﬁ %ﬁ'?ece }félp e thléng{eorliJ o%er?oct)rl\’}gny‘e e"% phényle
. 1bsti 'h{é } osns chacun indépendamment dans le

T i m.dagol - 1- vg%der%l\ titué qeil o Ebnﬂ/ :let tnﬂuorométhyle et le radical Y
-Qi pdr aginyl | p Uy élément?chﬂalsf pdtini te groupe oonstltué par
hyidy o- 2| 5- di¥bt hyIunsiqwalﬂHZDVAI’D't-‘r-VIa!bfo"Bﬂene et ses sels d' addition d' acides
aekcept apl es en pharnmacie et |eurs fornes isomeres,st6réeochi m ques. 65
5. Un cpnpose chinique choisi parni |le grbupe coStitue par la
Qf’s-4- (B [4-[4-f2-2.4-dichloro- 56 . '
tg. - IXt 9o _ ' o o (@)
14-1~~~~~'~ ~~~~~~~~~~ 11111111112121211111111171 ii 0006 711 : *.C L
M- S F phdnyl)-2-( 1 H1 ,2,4-triazol-1_, thyl )-1 :
, 3-di oxrl an- 4-yl met hoxy] phenyl -1 -pi peﬁ%m nyl | Bﬁenyl 1- 2,4 -
dhydr ol 2, 5-ai BERNYRE -MBisk A4 sodt chatuni cAGiSE indésEnBaniTDED Pyrehi Btgﬂﬂlpet:orseﬁleﬁa‘hm hydrogéne,
d' addition d' aond&weao@eﬁc‘ unbdrds etun phybaikviecereCatCd eur s f ornes i soneres
st er eochi m ques gin regicat d Hppyeeold i fie) tas™émoi si parmi | e groups constitue
par la cis-1-14-[2-(2,4-dichloro- 5s phenyl)2-(|5|—l-1,2,-triazol-
-ylmthyl)-1 43 di oxol an- 4yl nmet hoxyl phenyl 4 -,T74 -- 1H - tetrazol - 1 -
4. yI ) phenyl | pi perazi ne et ses sel s gf=afldi ti on .d' aci des accept abl es
..en pharmacie et leurs formes isoneres A N’ st 6reochi m ques. st - {b)

7. Un conpose chi mi que choisi parm le gro onstltue par la .
Ci s-1-14-[ 2- 2, 4-di chl oro- phegyl) - 2- (1 Hg71, 2, ri-azol -1 -yl rrethyl) 1

, 3- di oxol an- 4-yl et hoxy] phenyl I - 4- 14- [ 3- (FYrethyIt‘Fn 0) - 1H- to

1,2, 4-tri azol - by ¥k Re BIRYshe dhoiBR cRcl R Fit8fenSdismént barntl ieafisliph icondtithis dai @ydrogene, un
accept abl es en apigareni-+—€,ain drgelksud ayRaig/ld @0CR+Es St breochi m ques. 8. Un .
conpose chi m,que m@ca'ﬁﬂﬂmﬂam&?g’h@ﬂo@fmstl tue par | a

cis-4-14- [4 14-[2-(2, 4- dlchloro-

ler, _ S .. _ | | 10 . ' :
R . . T

on - _ : RS . _
ng - " 60 ou R® est choisi parmi Ie groupe constitué par un hydrogéne un alkyle en C +—Csq Un mercapto, un
der .- alkylthio en -C,—C, et un aryl-alkylthio en C,—C, et R, et R'® sont choisis chacun indépendamment

parmi le groupe constatue par un hydrogene un alkyie en C —-C,, un aryle et un aryl~alkyle en C,—C,

ias
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L4

phinyl)-2-(1 H1,2,4-triazol-1 -ylmethyl)-1 -
|.3- dfoxol an-4- yi met hoxyl phenyi 1-1 - pi pér azi ny! | HNHH IH] AN
6t hyl - 2, 4-di hydr o- 5-nBt hyl - 3H-.1, 2, 4-tri azol - 3-oné et ses %elss ¢ addition
-ld'saci des acceptables en .: 5 phaQQ@A6FIX | eurs formes isoneres
‘Istdreochi m ques._.9. RO chim.que choisi parm |e groups cohstitue
par |la ci s-4-T4Ea{’_'ﬁell1ﬂlfgg?g?zﬁﬁh'iwgh 5%(5"—”‘°phenyl )-2-(1 H 1,2,4-triazol-1 ,
-yl mdt hyl )- 1 , 3-di oxol an- 4-yl net hoxyl phenyR11- 1 - pi perazi nyl | phényl)- 2,4
- di hydro-5-net hyl - 2-propyl -3H 1. 2, 4-t[.i az0l - 3- one nonohydratee et ses sels
d' addi t Pon d' aci des acceptabl es en phar'itagi e et leurs fornmes isonergs '
st 6reochi m ques. 20 °  10. Un conpUS% cti m que choisi parm [e groups
constitu6 .par la cis-4-j4-[4-14-[2-(2,#dN- chlorophényl) -2 - (1 H- 1,2,4"
= triazol - 1 - ylnkthyl) - 1,3 - dird%ol an -4 - yl nmet hoxy] phenylt - 1 - -

pi pdr- ®zi r]'y,l ]_ph6‘_r‘1y_l l,; 2- 6t hyl - 2, 4- di heydro.-3 1 %-tgi aqu i Uﬁ’m@&a;ﬁ&%n
|'s d' addli e fe BT et chars. b A piedpegeng ﬁ?é"'-?% B Db leyrouk BoHaitud BAFE:
stereochi rﬁ‘:m’i%s:" i:ta.kmé’:g,' OE?E{%MIQ u,t-r-%it nak g f°e% %@\gel oppenEnt
AP . _

d' un m cr o- Or G RidfcaB4H- ,Qlﬁﬂriaiballﬁh decfordulggr oups constitue par |es _
chanpi giwons et | es bact6ries, conprenant une matiere support inerte et- )

‘comme ingredient actif une quantit6 gdRtifongi que ou anti bacteri-enne

ef fi cace d' un conpose selon |'une quel C e des revendications1l a 10. 12.
Un conpose chi m que ayant pour fornmulLey 30 N'J. N35
2 22. ArNH CH2-0/ 40 et ses sels }'icwition d' aci des acceptabl es sn
pharmacie et leurs formes isoneres stig/6ochi m ques, ou: Q est un e6l nent
~choisi parmi |e groups constitue parffCH et N Ar est un 6l 6ment choisi
parm e r Sre Qs Ld g [ bl@ MA aruanicﬁ Lg,unn'@l‘cg ,rlﬁt”%rgiw:b@alﬁtlthioen
pheny! 6254%“$°§ﬁ ﬁfi"&ggag&aé?lg’byfm‘gmsﬁh ; nﬂé%mupaggs&u& bdISh hidiegahe un
~choi si s Chd&#r'bnlc]dansmdmﬁﬁsﬁtunw-mkylé.en@r,ela:p;s constitue, par hal ogeno,

- al kyl e i nf er i @uradicall Zdxipydroidtr 1. 24-triszolt4-yi¢ e doroulet hyl e. 13. Conposi ti on pour
~Jlufter contre | e dével oppenent d'un m cro-organi sns choisi parm. | e groupe
-constity6 par |es chanpignons et |es gacter g, conprenant une natiere
‘support I nerte et come ingredient act}&.uﬂe guantit6 antifongi que ou
antibacterienne efficace d' un conpos§/sel pn | a 50 revendication 12. (f)14' Un
procede pour pré6parer un conpose chim nSelon la revendication 1, ™
caract6ris6 par a) la reaction d' un E%Se de formule: | ~~~~~~~~~~~~~~~ HO

/ 60 av& un conpose de fornula D &P w

() 65 .", it R'Sest choisi parmi fe groupe constitud paran-aikyteden C,—C, et lir dryldiiohid én ¢, ,Zéﬂﬂ'.’iéd.tf I
1 SHE choisi patmi (8 §@édelcoastithd paz sib hydrogéne, un alkyle en C,—C, et un‘aryl-alkyle en C,—Cq;
' ' un radical 1H#-T1.2,3,4-tétrazol-1-yle de formule .

[N_z:N - :
>—N . . .
* 77 .

ot R*? est.choisi parmi le groupe constitué-par un: hydrogéne, un mercapto, un alkyle en C,—C,, un .
aryle et un aryl-alkyle en C,—C,; )
od ledit aryle tel qu’on.'emploie dans la définition précédente est choisi parmi le groupe constitué par
s6 un phényle et un phényle substitué, : L
. ledit phényle substitué ayant 1 & 3 substituants choisis chacun- indépendamment parmi le groupe
_ constitué par un halogénoc, un alkyle en C,—Cg, un alcoxy en C,—C, et un trifluorométhyle.

2. Un composé chimique choisi parmi le groupe constitué: par la cis-1-{4-{2(2,4-dichioro-

phényt)-2-(1H:1,2,4-triazol-1-yiméthyl)-1 .3-'di0xolan-4-'ylm'éthoxy]-phény_l-}-.4 -[4-(1H- imidazol - 1 -
55 yl)phényllpipérazine et ses sels d’addition d’acides acceptables en pharmacie et leurs fo_rmes isomeéres
stéréochimiques. ' . N .

3. Un composé chimigue choisi parmi le. groupe constitué. par la. cis-1-(4-[2-{2-.4-dichloro- -
phényl)-2-{1 H-imidazol-1-ylméthyl)-1 .3-dioxolan-4-yiméthoxy}-phényl}-4-[4 - (1H-1,2,4 - triazol - 1 -
yl)phényl]pipérazine et ses sels d’addition d'acides acceptables en pharmacie et leurs formes isoméres

60 stéréachimiques. - o u '

: 4. Un composé chimique- choisi parmi le groupe constitué par la Cls-f‘~[4-[4-l4-[27(2,4-dichlpro-
phényl)-2-{ 1H-imidazol-1-yiméthyl)-1,3-dioxolan-4-ylméthoxylphényl}-1-pipérazinyllphényil - 2,4 - di -
hydro-2,5-diméthyl-3H-1,2,4-triazol-3-one et ses sels d’addition d acldes acceptables en'pharmacie et
leurs formes_isoméres stéréochimiques. g L o S :

65 5. Un composé chimique choisi parmi le groupe constitué par la cis-4-{4-{4-[4-[2-(2 4-dichloro-
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fove e | - |IM|\II\ YL

@st -um rests d' ester r6actif; Y. & b&siz? reecde
, |§, mai s est autre qu'un radi cal de é (c) ouis (9) ou Re, et

respe Ci | VeNmefhedi-2-8 00K 2, i d R 1CARERY BT, 3 ithk6I65 4 GimEthokd pheadll- 1 pefatifyiiphdnyi-).4 -

ou ( ; od Rl WUroFﬂE-dmﬂthvr-ﬂ?rpﬁG’t-lﬂvmﬂhe Rio&phvs!me emsaseaebaq)a@lt'em dipgides accept-
hydr gxy; pourabpp@p@hermam EG: 0‘8"@‘35 ogljmiguesP_-0 t.O 2% (48[2 (fi‘%‘chlgn) '

et ant effectu é& éce‘zi, S ”?ggﬁ@l.ipg_@% %5%5 ¢ St'ftﬁé’@ la” gis:
=1yl X ] iF |1 - tétrazol - 1 -
E’Efasés SIEY n @lacidés aQE'e 4Bl é&é hfmadi &E&ﬁ'ﬁfo nigsr?s?méres
conv r@ on d@tag&nm{.qusgbstltue en un de ses sels nbtalliques et renploi

ensuiftie dudit- sel. wetcamposguehirdigues chaisi rpeamtla cmouavemnf(tlm par dg, cls 11 4-2-(2 4-dichloro-

cycli fat i on (i?flzézyl)cbﬁﬁb ﬁ@a Iokww_ptgyl)— ' ; dd d R'Z vl -4{;1[4-[3 n:iethylthlo) - |1H -
.10 -triazgl- 1-ydl- et ses se s aa IthI"I GCI S a es en armacne et eur

g)-ec:j- ‘0 formes 1so stzéo ygﬁég% CC:TM el é

r 6act | on et argheMiiERAHIEE 4 RfkdzolGyInéthy BN, 3atimalat i ¢/imisioxgloninpit-6s pipéagndlpbimyl - 2n
presepce d' urﬁtmﬂmaditvdw-mémlﬁl'&p@ﬂdpaa°53-°e¢1 enélearﬁ 8 dagdigion i'asigpy apreptables en

or gani-que M4 iept|leugsy |ques
cog’r n gg de st!'iaB\"aé%‘ae l posy:r? ue OISI parml Ie groupe constl % g%% -KX& % !40[9—(9 aYikhioro-
;- (11,2, 4—tnazol- -yIm thyl)-1,3-dioxolan-4-yimét }-1-pipérazinyllphényl}- 2.4 -

(V) fpvec. Uﬂd.wa £): HJﬁz- 4-tri2@lPone monohydratée et .ses sels daddmon d'acides
(M)l ladite ANcedratydsadni pmamﬁizarat Ie&:fsf fembasdsoniiags agéctcaitmqmas enserrbl e
corrposds reagl ssam gn cetnp pd@m @bﬁneafwa

grg nf‘i par ia [4-[4-[2-(2.4—d|-_
cycliBfitio Wm @ Zi y;ﬂéz S?gw vlméquvl ényl} - 1 - pipér-
. azmy "];%g eafzﬁ yi- %q triazol-3-ong et ses ﬁfls théddmgn d fi:ld%S ?)cgep%ables

(VI * 65 E&Mer@sbg}gr@o
c.M. 0 eSt uh 1gr@"é%n@&iﬁdﬁ%oﬁﬂluﬂerﬂ:o h\d@veﬁﬁﬁérﬂéﬁt d'@n eidr6-ompaistie choisi paratle

agent  des Cyrodbesahstons P pesOpiaimpigedns &tiles bavtdries, demprenant wne OWL4rE isupporcnerte et '

ubst {tuant s @m@emwéd'@rtsnﬁtﬁy%qqaeweP@équuqe'esntﬁﬁmfle"mf@ﬂﬁ&d un cemPAsESEIeR 'yg
) can ati 1 O '
A danjtt ! ?u ngrwda'ns 3 i c?mp e'gf‘gi ﬂ%\/i a;ad tpg“’%'g’ e |'agent de cyclisation que

| ' on Ion pendant de la signification de

Y dang. | es ggonposes de 8 (1), 5 - d) (i) Ies conpos6s de forrrul e (1) ob

Y repr 63ente | e radi ca ) oui , RR, RB et R4 ont la : '
28 ' CH Ar

o>< o
(T e Y @/

et ses sels d’addition d'acides acceptables an pharmacie et leurs formes isoméres stéréochimiques. ou:
Q est un élément choisi parml le groupe constitué par CH et N;

45 substitué, ledit phényle substitué ayant 1 3 3 substituants choisis chacun indépendamment parmi le
groupe constitué, par halogéno, alkyle inférieur, alcoxy inférier et tnfluoromethyle

13. Composition pour lutter contre le développement d'un micro-organisme choisi parmi le

groupe constitué par les champignons et les bactéries, comprenant une matiére support inerte et

comme ingrédient actif une quantité antifongique ou antibactérienne efficace d'un- composé selon la

: ! so0 revendication 12.
oo 14.Un procédé pour préparer un composé chlmlque selon la revendlcatlon 1, caracténsé par a) la
réaction d’'un composé de formule:

60 avec un compose de formule

HH,—W o o (m
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le: 8. Un posé chimique choisi parmi le gro ag}e constitué par la cis-4- l4-[4—K4\& (i a—dlchloro- '

Ar est un élément choisi parmi le groupe constitué par phényle, thiényle, halogénothtenyle et phényle :




?B?E{J{‘;C%}—LO” pr 6;:gdeﬁrrent définie, dérivant d une”m"”m"elm "m “ﬂr de @

(V VIL- a)

par®cycli sat ion de ce dem er corrposeoaQ@é Zhl conpos6 de for rrul e 0 .0

RL- C- CH Chhg rd3¢ - (I X-a) 20 _
R3 R4 ou un ‘conpose de fornule R3 OAIkyI 25R (I X-b) R4 2-0al kyl
30 R pour preparer un conpos6 de for J ’ -
>= K D-CH2-0 - _ R 40 | a r6action de
.(VI'll1-a) avec (IX-a) 6tant effectuee e(l‘;;_I glta t et portant a reflux
ensenbl e | es conposes f6agi ssants dans WNggkvant approprie, en presence
d'une base appropriiee d)(ii) |es conposg formule (1) ouj Y represente

la radi cal (b) ou R5, R' et R7 ont la. signifigcation 45 préc6demrent  defi nle
déri sant’®d' une hydrazi ne appropriee de fMNH— NH NF) 50 .
~~~~D-CH--0 = \- N e (VU|II-b) par
cyclisation davestuncrestentiesieeréavtifc une di one appropriee de formule ; 55

0 0 Rr' YCest@ppigable 3 ¥ comme précédemment défini, mais est autre qu'un(radicaRfe fo@ull§) ou 59
U 15 (g) ol RS, et respectlveme‘r;t R sont un mercaptoee 189 qy’un @dtg_aj_gg_fﬂ_rg_qlq {dh quiehop R ou
111111 0008 7 rqspectivement R, sont yn mergaptn. o L BYAOY: in conmpos6 de fornula R6

5

R7 '5 D- CHOpour préparer un composé de formule (I-Db)
70~~~~- la r6action de (M II-b) avec | X) etant effectude selon |e nene node

oper at oi2fe que pour la preparation-de (L-g) ARar it de (M 1l-a) et de |

(I X-a), et lorsque Rs est un hydrogdne/ | e\,ar/pups carbonyle adj acent de (X)
est de pref6rence acet a&_isG_gv \ ctpgo it (X) avec (VI II-b) pour

obtenir-un dérivé de CH, | o

AN 25

la réaction étant- effectuée dans un solvant organique appropné inerte dans la réaction, 4 des
températures: élevées, et, si on le désire, d'abord la conversion du phénol substitué en un de ses sels
. -métalliques et 'emploi ensuite dudit sel métallique dans Ia réaction avec (li); ou '

20 - bf fa cyclcsatlon d’'un composé de formule

CHZ—CHz-han

a5 | D—CHZ-O ./ \CH -CH -hato )
avec un composé de formule: _ .
© NHZ'D/ S

_ . la réaction étant effectude par agitation ensemble des composés réagissants en presencé d’'un solvant :
- polaire approprié, en mélange avec un solvant organique miscible 4 I'eau approprué ou :
45 c la N—alkylanon d'un composé de formule . '

SRR | | / _\NH- B
- S oo . \ / | .
avec un composé de formule - g :
. _ ¢ hato » (V")

55 S ' '

!adlte N-alkylatlon étant effectuée par agitation ensemble des composés réagissants, en presence d’'une
‘base appropriée; oy

d} 1a cyclisation d'un composé de formule

i
11
H
¥

&0
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pyra ob Re est situe de facon bien d6term n6e da C
d) (i i4g. | es conposes de fornuler (1) ob" Y repr6sent er] ﬂHmm "lnﬂﬂ I:) R9
et -'ont come preci demment defini etg@ogPinepreseme cuntnercapt o dtant -
prep. "s par cyclisation d' un isothiocyanate" approprie de for mul e 20
D CH ) ou A est un groupepgmino ou un dénvémp@p@é correspondant, ave é; Ilﬁmlogbm?é
de f.d la 2 t. si.on le désire, introduction de substituants dans les composé ugs r]sl |
. .-.- ture de A dans la formule (VIII) ainsi que la nature de I’ agent d cych %@s |l|se dans le
(X1). 2N CH -dsdedd cyBRhonHeBRRALAT deUR sigRifRieis® del e dahs l@d
N R1( ii a rgacti ommdas (chinbdsés e rumiule Wl bl &t @piésedie Ecﬂadieai (giaqsu aglﬂ’alﬂai ean‘ ont Ia

enserf#l e des siifisativosprécédagiraeaadéfinialdfdvadiodune ahey approrstq dnfoifiee appr opri 6 en
pr65‘ e d' une base appropri6e, |es conposes de f or mul 1) o0& Y représente.
| e r_|cal (c) obu R9 et RIO sont comme pr6 12ni et ouC Re
repr.ente‘pnt hydr ogene, 6tant obt S pag de - tion d un conpos6 de

formjge (1-c- 1) pour prdpabeEHu_rb r 45 50 D- CH2- Of vui-a)
DN. . 4 (1- ON2) 50 | es conposes de
formge (1) obl’ Y représente Ie radical (c) ob RO et . sont conme :

precdf em*ren{1 Paeyclisetian deyep demierciompgs ayek yn Fﬁ?‘@séﬁe@’"@e? ou un

aryi - -I kylthio en C -C, etant prdpares al sourretc; ant | es conposes
corréspondants de formul'e (1-c-1) A ung S-al Kyl afion standard avec un ester
rdact&f 55 approprl e de fornula R8. W{XI+IHoltHRC-eBt un al kyle en Cx@ ou
“un af¥l-alkyle en C -Ca et od West - com‘reﬁfr 6§edem*rent d6fini, pour

'prepeger uf conpose de fornmule 8 SR a 60 A\ \
( -C¢8) 60 . & de formul . S - 0006- 711
et, ¢ on | e d6si cro'enpbf es (?(r)r?rlf)%sds de forpul e (1-c-3) peuvent etre

d6sulgf ur GSﬁpour fournir | ea conposes_sieRior noeAlky!-c-2) ;- ou e) le .
pkepdr ati off des conposes de fornmule f‘) Y est le radical (d), oORI'
reprgsente XH. X 6tant. 0 ou S. et Go 2 est un hydrogene, un al ky|ep9n

2 etant 6 represente. par R 2,

C, -Ciff OU un aryl-alkyle en C -C<, |edi
y y mg O-alikyl

par dyclisation d' un. conpose de for g‘_z _
y o T e e e e e | 10 D- CH2-. O
- (== N\ 7- ON- Pour préparer un °°"“’°ﬁkﬁl EENF& (VI11-d-1) avec
. ] 3
R - R
/

35

| N
) | _g I (1-a)
o OO

la réaction de (VIll-a) avec (IX-a) étant effectuée en agitant et portant 3 reflux ensemble les composés
réagissants dans un solvant approprié, en présence d'une base appropnée
' dMii) les composés de formule (I) ou Y représente la radical {b) ou RS, R® et R? ont la signification
! 45 précédemment définie dériwant d'une hydrazine appropriée de formule

. NH-NH

50 | | D.CHZ-O-Q/ \—j { VilIl—=b)
.par cyclisation de cette derniére avec une dlone approprlée de formule
| e |
RS—C—CH—C—R6-> S




?ii“; ~~~~~~~~~~~ ‘“*’;;“H 11} R 23-COH J!Iug"u“w”ﬂmpes "

f ondti onnel’s, |e prodU|t obt enu 6t an 0s
[As- 25 D~ CH2-0 t-N ~/ b.68s AT

{1- 30- Iaobd,ep{égasﬁarpgbn%emaeﬁ,%amUGe de faqgon. appropr| 6e en agi tant et.
chauf fant ensenbl e [es conposes rdagi ssants. dans 8N sol vaat or gani que

approprie; ou e)(i) los conmposes de fornule Pl- d- peuxéht sinon etre

prepares; tout d' abord par acyfation do (\/ I'l-a- 1) un anhydri de

appropri6 de formule 35 = . " (RC120 10
R‘ I C

(XI' ou un hal ogénure al.canoi ue de f

(Xi.I't-c) 40. o | o pour (b'rbdlparer
un conpgsge de f or mul 8~482-
[l NNNHCNH2 c~~~~0 ~(.XV) D~~- CHZ 0 R a et, enswte

cycl i sati da rédet:qn@led\élhm ez«rec P rétanteffeatuioselat le oidmenclg epdiaoif e)ébdd)pouiamsrématlon

Ry R e

un corrp ed) A ey c@m és de formule (i) ou Y représente un radical (c) od. R® et R' sort/comme
X=C=NC- R Zﬂecedemment défini et ol R® représente un mercdp¥, dtdntChréghPeas péracychsatton d'un

NN- di et hy| iedthiegyamdte @pproruie digdortwlentl ange r 6acti onnel avec de |' eau.
6l i mi nati on du sol vant par evapor ation ui s agitatyop.et chauffage du

r6si du &ans un rrel ange q)e gl chl anq e anol en presence d'un
alcali: 65 ou f ~ SRR ~“L~~ = 6:1 11111111110viti3-40 |
i 0006: 71 CL e?l hi iJ—pre tio es conpos6s de formule 11)

ou. Y repriyent é°'PBPSP§G|f?,’m"°( d) oQ@ 12 est R 2a et ou R est un hydrogene
par-des# furati on d' un conpose corresporﬂi de formule Il-d-1) ou) ;—l est
Sl 4t Iesdl ts corrposes et ant represeq,rlﬁ (‘B? ,forrml e N Nto '

DC2- N-- . LCLe R12
(k-d-1-a) pourpréparer un composé de formule : . '

20 | "
| o NN/ |
w D-CH,-0 _ 7N .N, o _“: _| (t—c—1)

la réaction de {Vlil-c) avec (Xl} étant effectuée. par agitation ensemble des composés réagissants dans
40 un solvant organique appmprié en présence d’'une base appropriée, les comp_osés de formule (i} oG Y
représente le radical (c) ol R® et R' sont comme précédemment défini et ol R® représentes un
hydrogéne, étant obtenus par désulfuration d’'un composé de formule (l-c—l ) pour préparer un composé

- de formule
_ - N N
| | N/"'____ \N . s
D—CHZ-Of@/ / =/ g8 r10 o8

les composes de formule (I ot Y représente le radical {c) o0 R’ et R'® sont comme: précédamment'
décrit et o R® est un alkylthio en C,—C, ou un aryi-atkyithio en C,—C,, étant préparés en scumettant
les composés comrespondants de formule (l-c-1} & une S-alkylation standard avec un ester réactif-

55 approprié de formule R®,W (XIl) ot R® est un alkyle en C,—C, ou un aryl-alkyle en C,—C; et o0 West -
comme précédemment déflm pour préparer un composé de formule

SRsa N

D—CH, -o-@/ \_./ _Q//L‘J\ | _('-cfa) h

45

50

60

65




“_ ——

2 g 3 e a 15 selon le nene m&ﬂ‘twe

pour | a @ "-ulfuratlon de (I-c ) pour pr6parer -(--2). I\m“mm“l un \_ 8

conpose @& f ofmule: N-: 20 _

N YI¥N §S N (-1 -d-2. )ood‘-cz,lliz‘o 0

R a 25 et,sionle désnre les composés de formule (I-c-3) peuvent 8tre désulfurés pour fournir les composes de

t ou e Pude co 031 a represente.

r adi Cal)( ocr é’b‘éﬁ’ ﬁz gz d%% ‘a?lmj@ 7{%) 0 X reifc XH Xétant._
_ 4 d%@s t k al e dit R'Z étant

aryl -al k .;.;-t hi & @&prédente® apatz godig)gémglg ﬁ ATy 8 PUGT 1

-a) avecfgin ester reactif de forrrule R W V\(XV—a) at) V\a Ia S|gn|ftcat|on

pricidenfgEnt definie et  o~R' represente un alkyte en C C ou un '

aryfl-alig/le en G-C. selon le mffe nmode operat0|re

prepar at ffon dg,|-c-3) a partir de c- 1)'—5( B ﬁ'?"éﬁ%"‘f”%t ant un

conpos6 e fornmule 35 D—~CH,~0 (Viit—d—1)

1 2~~~~~4~~1 45 et si on le desire el oh—l-é node do desul furation que

pri c6denfrent -di @vee | es conposie de formule (I -d-3) peuvent etre

t ransf orffres enps | es conposes de fornule. tl- 2}0, ou. e)(v) la preparation 9?‘“

corrp-ose" de formule (1) au) Y represent %,J_cr_géi‘_ilcal {d) o0& Ra2 est XH, ”

dtant 0O u S. et oc R'' est. un hydrogene, ®* un alkyle ern C -C6 au un:

aryl -al. Kyl e en Gu -Joide dee dbdivéRtonetichnéls, € prodait titenudétintRin dompps deCtphdigat i on d
un corrpe de Jorrrule 50 sCv 55.. _

14N S56NH I -d 2) D- CH.00 60 avec un corrpose de formyl% 0 65-

(i | e G (XI11-d)
65. /) ~~4~~~~~0 006 71 1 -
c*MB* * un corrpo(sled-d'é
forul.ef-1. ~~~~~~~~~~~mm e~ N~ Plem e~ g

R~~~ __ =Y

NN f N S e 2 (1-X=4). 10  Daw-o

>to - 2o0to~ R XH
. 30 ladite rdaction étant effectuée de facon apprapriée en agitant et chauffant ensemble les composes

réagissants dans un solvant organique approprié; ou
e)li) les composés de formule {I-d-1) peuvent sinon étre préparés tout d'abord par acylation de

(Vill-a-1) avec un anhydride approprié de formule

35 (R*2,COJ,0 - : ’ XiHi-b}
ou un halogénure alcanoique de formule
0
' £Xiit-c}-
w | R'2,C-halo
pour préparer un composé de formuie -
| | x:
] . -
' ' N—NH—C—NHZ
{ XEV)

o _ o-CHz—o../ \_/ Ru |

et, ensuite, cychsatlon de ce demier par agitation. et chauffage de (XIV) dans un milieu alcalin
alcoolique;

55 OU . .
e)(ii) préparation des composés: de formuie (I-d-1} par réactlon d’un chiorhydrate d’ hydrazine de

: formu!e {Vlli-b) avec un composé de formule
)(--C--T‘l—-‘.'.‘-—R'z ' - {Xii-d)

dans laN N-dxéthyléthanamme lavage du melange réactionnel avec de I'eau, éhmmatlon du solvant par
évaporation puis agitation et chauffage du résidu dans un mélange de dichlorométhane et d' éthanol en

présence d’'un alcah




§4 —~ou e) vi) la prnparatlon de conposes de for \ml\ esente | & sy
4 r adi*cal Id) ou R1l est un ;Z-- hydrogene emmlﬂ“mm“ Iflcatlo

de \RYW b par désul furation d'un coN@ee&igornul e 1¢ +

Rb N=]'" D C 44 . SH 26 | e produit .6t ant un corrpose

de formil e 3CeMiii} préparation des composés de formule (1) ol Y représente le radical (d) ol R est R™?, eijodD- CH

Vest un vdrggeéne par désulfuration d’'un composé correspondant de- fornﬁdegl-g-JLou.gH ij SH,

e) (vii) | gs%Fecﬁg' QT S PSR ' TWP Ul e (t) otl Y représente to

radi cal s(dl oil Rn est un alkylthio en C -C ou un aryl ggl kylthio en C, --
et- o- R ala signification de.R bl.par S-atkylation gun conpose de fornulo-
Cl -d-4-a4 avec un ester r6actif de fornule R2bW ,(‘ bW ou West conme 40

prcédeoment décrit et ou RI'b est @ ou un aryt-al kyle ern
I‘It

C-C. sojpon e nade operatoir r6c ur | a pr(gpar ation die ;
Al1-31 & partir de (ly_gnl du'- 6t ant un dohpPost de
formulo RF11 Rb. 45/ %F'Zlé R1Ea “u> -2SRl b
( 1<4}-S1 &desu, [s onpsd: (I-dr-6) 1--6 eu et suivant to

nmode de,zd i yolo) ui
peuvem'%ﬁ%!%ﬁﬁ.ﬁﬁﬁ%f%ﬂﬁﬁ&"#ﬁ%@”Eﬁs" oL P A e B

*X: f) la preparation de conposes de fornule (1) oD Y: represente un
radi cal de fornmule CeS- ot R14 a la signification prdchdom‘rent definie et

00O R B&epresente un mercapto ou, un hydroxy, |edi¥=R3 etant represente par
XH, ob est 0 ou S. par cycli satlon,_d-.\un oM deltfornmul e 60 E
Il NH C -NH - NHN66N—0' Y¥=qill-e) @20 65 63 '
0006 711 IJ e u hpod, de fornmul e NH R14- C- NH2
(XVI)) 5_ou un de seE 0 Jition d acides, I produit etant un conposs

g’ forrflll e

e Bt © i

eMiv) 1a préparation de composés de formule (I} ol Y représente le radical-(d) ol R'? est R', et oit

_ RY est un alkylthio en €,—C, ou un aryl-alkyithio en C,—C,, par S-alkylation d’'un compasé de fcwmule .

30 {i-d-1-a) avec un ester réactxf de formule R W, {XV-a). o W a la signification précédemment définie -
et oU R", représente un alkyle-en C,—C, au un. aryl-atkyle en € ,—C,, selon le méme maode opératoire:

que pour la préparatnon de {-c-3} é partxr de {l-c-1) et (X}), le produrt étant un composé. de formule -

oo

¥ w'h i

,N={

. . N :'

' N N " > — N Q-d- 3)
D‘m24_@(u =/ fa |

45 et, si on le désire, selon le m@me mode de désulfuration que précédemment décrit, les composés de.
formule {I-d-3) peuvent &tre transformés en les composés. de formule {I-d-2}; ou
e}fv) la préparation de composés de formule (I} ol Y représente le radical {d) ot R™ est XH, X
étant O ou S, et ot R'" est un hydrogéne. un alkyle en C,—C4 au un aryl-alkyle en C,—C,, ledit RY
étant représenté par R'',, par cyclisation d’'un composé de forrmule- .

50

)(;\..\\:‘:‘.:._/'NH2 f%
55 : | o N-NH,, )

N/' \ _Q/ ( Vitl=d~2)
D~CH,-0 AN .
60 _ , _
avec un composé de formule .
0 .
| | o - (Xth-d)

&5. | _ _ R\, —C—OH



- ~~ ~~~~~ NS 10~ I U“l\\“m‘\! W, &

t =N v |1 (le-1) - 0006 719 '+ -2p CH -0R1 ou
f)¢i) ‘la repar tion, de cQ 6s .de formul e ente | e radi cal
() ou RIE est 206‘rr'frr'ed°p?e§c Brr‘%ﬁﬁ%rﬁf'°'ﬁﬁ{f|'ﬁlpmgf"t %Q‘ﬁ"é"?"é‘f?f ?ﬂ"@'“ﬁn al kyl thio
eh C, --Cyfou un aryl-al kylthio en C -C6, ledit 20 R 3 etant rppr65ent6 par
SR13 8 ofi'R13* est un alkyle en GC ou un aryl-alkyle en C,B8; par S

al kyl ati p# d' an conpose de for mul e SH 25N =N ~N Nv N -

512-0 . . R f N a0 a e¢ un conpose do

formule J& . - R13awW =n (XVII) | _
produit EFant un conpose dg &Qr_gu glﬁ / ' >_ ' (ll_ed-‘ﬂ'
SR a N 'j‘.(:' 10 N 2 ( T-e-FH 40

~~~D-CH j@. . ' Rl14 et, si on le désire. les
conpos6ggle f or mJI eel{\l) la pespirati@Pae Saniossd @ foadmeznb ol &) repréentsl 14 raxhidal G IBIER™2 est un
pr 6cederfient dj fhvdioglte ©810dR' 3a e prGtinatiorede iR fa pelr digefestiop dlvmentmpesérds formule -
pr epar eq :par gesul furation d' un 45 conpose correspondant de fogqle

(I'-e-1- ):-. ou d' un conpose de formule (I-e-3), selon des reactPops de

desul furdati on standards comre pré6cedemment décrit ici, |le ppoduit etant un
conpose [de fornule NN 50 -~ N=

N D-CH {: 2 N ( I-e-2) ou

55 g) | a prepar ation de corrposGs de 6—31}“ - ou NEPr 6sent e un
radical [(fl ob R15 et RI" ant |a a\i oh p gderfhment d6fi ni efi-d—4-a}
peuvent [deriver d'un conpoEG’CHg)ﬁ? 6 de forrrul e OH 68N 2 .

N~N 60. [k 0~-CH2-0 /-< N=N

{' e- 1{b) . Rl 1§ Proldit stant un contplobd de forhbie | | 1 11S11111 0006711 par
N-a‘t/kyl gtion de ce demer avec un ester reactif approprie deaﬁormjl e R15W

(’XVI 1) od Wet R15 ont -/

2 . 30 . N, '—_’{ o

2 1 | N/.'._\N \=n | |
D-CH-Z—O ./ . {1-d-5)

_e){vii) la préparation de composés de formule (I} ol Y représente le radical (d) od R™ est un-
; . alkylthio en C,—C, ou un aryl-alkylithio en C,—C, et o0& R'" a la signification de R'',, par S-alkylation
1 d'un composé de formule (I-d-4-a) avec un ester réactrf de formule R?, W, (XV-b}, ot W est comme
: 40 précédemment décrit et o R'%, est un alkyle en C,—Cq 0u un aryt-alkvle enC -—-C,‘ selon le mode:
E " opératoire précédemment. décnt pour la préparatton de- (l—c-3l & partir de. {I-c-1} et de {X!1), le produit
étant un composé de formule

as
ou

45 -

D—CH—O / Y

50

(l—d-6y -

et suivant le mode de désulfuration décrit ci-dessus, les composés de- formule {I-d-6} peuvent 3 feur
tour &tre transformés en les composés de formule (I-d-5)., ou :
55 f) la préparation de composés de formule (I} oli Y représente un radical de formule (e} o& R%ala
- signification précédemment définie et ot R'? représente un mercapto ou un hydroxy, ledit R'? étant
représenté par XH, ol X est O ou S, par cyclisation d'un composé de formule

%0 ' . NH-C—NH—NHZ

N N‘@/ T (Vi—e
D-CH,—0 -@/ ./
&85 . . ' . .
63 |
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0s si gnlfl cations prec6denrment definies, le pro? it dtant un compo conpose d

rRm[J;MéHlS-=5 | 0006 mmm"ﬂ"ﬂﬂ“mhr | a

apaLati on de conposes de fornule (1) ob Y repr 63ente | e" r di cal *(g) ob

7 est conmescpuneeobwestndenforeiNg i ni , nai sb' st autre qu' un nercapto, ledit Ril

ant represent6 par R17,, par cyclisati®®h d'un conpose de fornule (VIlI-a)
ec un azide et un conpos6. de fornuka_] NH ' (XV1) '
, 7 [ Os(al kyl inféri eur) 1- . (XIX) dans un miieu acide
pr opri 6,  ¢eupdedes selsed addition ' agiderp tesiBrodiut §tantrol @mpo@(e- formule

‘N ouO hO) |'a préparation de conpos6s-de fornule (i) oei Y repr65ente | e

di cal (9) o_b RI" represente un nercapto., par cy@Hisation d'un :
ot hi ocygnate de fornule (M f.l-c) avec un azide a}g_ prie, dans un 30

| vant vor gani que appropri en pr.sence dun al cal i rodU|t .6tant un

npose de formule . NN' O>=- N -2) 40 (13
action de cyclisation peut d ct p par agitation de
ill-c) gvec un azi dep-am po- fdum quat enaire
propri e dans un system§ sol appr opr| e; ou h)(ii) la preparation de
nposes deodornmule (1-gJ. oil R17 est un hydrog dne par desul furati on dun
npos6- de f%r: ¥l te R fépé;?% 6?" d¢ e%d? gtlﬁf%n %@.)?é%n" 'ec%@’" E‘ﬁ B" me
et, 'si gr P I & e
cept abl gsg af"ttqre ot pgiﬁg ,grnqgéj ‘tmd' ésué"F ess §° o pars
al enenyt, SI l e deS| re, la pr~parati on des fos",.(res |somares
~rdochi m'ques des r ~corrposes tt) 15. Un prpc~d - ﬁ pr~parer un
nmpose chi m que choi si parm Ie groupe constitu6 acis- 1. - 14 - [2
4 - Zi chl orophenyl) 2 - - LA4 ra j___N -yl rret hyl) - 1,3
"Oxol an - 4- :ylmet hoxyl p ' IH - dazol - 1 -
~phenyl | pi perazi ne eb-ge ’/ad' acifies 60 accept%{bP'ek-aé.n
armacie et leurs fornes |so ge=ds st er eochi mques caractirie par la
ri~act i orf? cveq un-campos¢ de farmpls - (1 H -R9,W dazol - 1 - yI ~phdnyl | -XyHL.
pl per azi nyl ve t hanesul f onat e de CI S- 1~~2.- (2,4 -
d] chl oroph~n e ch{& Q%énfaun gﬁ—?osen? %’ 'S triazol - gl m~t hyI) - 1,3 - -
d oxolan - 4 - ylnmethylel. _ t ~~~6. Un ps gdeG pour preparer un
cpnpose @&hi m que choi si parm | e groupe constitus Rar cis- * |
- {1 4-1[2- (2,4 - dichlorophenyl) - 2 - 11 deazol - -
y{ mdthyl) - 1,3 - dioxolan - 4 - ylmay‘h'oxyl o nyI'I -4 - 14 -(1 H
“1.2,4 - triazol -1 - yl)phenyHwpi penazi Me—g & d' addi ti di-er3aci des
= w0 . D=CH,—0 - ~~gB KG-~~~~~mm
0po6 711 - ¢ L _
et, si on le désire, les composés de formule (I} ot Y représente le radical {e) ou R est comme
- précédemment défini et ol R'? représente un hydrogéne, peuvent étre préparés par désulfuration d'un

45 composé correspondant de formale (I-e-1-a) ou d'un composé de formule (l-e-3), selon des réactions
de désulfuration standards comme précédemment décrit ici, le produit étant un composé de formule

=N

. : . N |
50 - o / *I =N

. NN =N -
D~CH,-0 _@/ ./ a (1-e—2)
ou ' R |

55 _ g) la préparation de composés de formule (I} o0 Y représente un radical (f} ot R'® et R' ont la
signification _précédemment définie, peuvent dériver d'un composé approprié de formule

4@/ /' ‘@\

R1e

N (1—e—1=b). :

-3

64



accept ab s en pharmacie et leurs formes isoneres st6r m \\‘ v
caras#t 6r @6 par la reaction du-4-- 4.- {4 - (1 H - i"
ate

y|)ﬁiljny-,"- 1 - pipdrazi nyI | phenol avec uaooamtahesulf de & s’- [2 -
(2 - dggEchl orophenyl) - 1H- im dazol - 1

d| OXOl a ;: ? ‘gp de g_ rm ‘ %‘f :& fOI' (&%%‘\é“&qlw R15 ont
choi si (i | d 3 FaTEtens gt ﬂg? [Aefries, je procy Zf‘ [2 - (2A
- dichl foph6ny|) - 2 - (1 H - |mdazol - yl 3 y 1, 3 d| oxol an -

4- yl net@oxylgphenyrl| - pi pdrazin I]ph@ ydn - 2,5 -

di nbthylg- 3H - 12,4 - trlﬁzﬁ% ] dd| ion- d aci d?§ f
accept alges en phar maci-e eP TaIrs ES | soneres ster Nm gues,

caract 6@ s6 par la reaction de la Z,4 - dihydro - 4 - - [4 - (4 -

hydr oxy ghdnyl,) ﬂ‘él - pip6razinyll- phényl| - 2,5 - di et hyl - 3H- 1,2.4 -
triazol g 3 - o C L%@Qﬁrﬁ $sfé§)a§§‘t§ e (Wb§¥' ﬁgsente(lgfa’t‘hcalt(g) ol R'? est comme
di chl or .-pheny| ) orée {r% i‘%éﬁis fhéﬂﬁlﬂg& quuﬂ:r:'erz}éb e yrg‘)rétanﬂrerﬂésentélpmﬁﬂ,mrsvclﬂsatlon
- ylnbtgyle]. 18&un usmwse(dedenqamumumapwmam e;@n’pvomeoaémerquu@ choi si parm

| e grouge con titue par la cis - 4 -

di chl orpphény’) - 2 - (1 H- 1,2,4 - t?laa ﬁ'(a‘k‘%'"fé?;'%lﬂt hyI) - 1,3 - xix)

di oxol ap- 4 - Inﬁthox Iph6 y draziny. A 4 - di hydro -
o di dang un "“q[ SUAC ap?'??"él 5 prB%;Pt_ t%'ﬁe&n{?l@ﬁg&y adtoremeu'get ses sels

d addi tfgon d' aci des accept abl es -en pharnaci e- et Ieurs }D.LINES 15 i soneres

st 6r 6ochi m qd®s, caract~ris6 par l'a r6action de la 2, 4 dl'hydro -4 - 14 -

[4 - (4 - hydroxy- phenyl) - 1 - pi perasz!’T‘th N d| n6t hyl - 3H -

1.2,4 -Ftriazol - 3 - one avecle aneN sulN-o de s-- [2 - (&-gV

' -rlazb-l——l n'aﬂ?hyl) - 1,3 -

chd6 pour preparer uf conpose de

dijoxol dh- 4 Byl nethylel . 19 n p

forul efcis - 1,3 14 - [2 - (2,4 - dichlorophenyl) - 2- 20 H-1,2,4 -
triazolf- 1 - yl nbtupgha prépatation de ebmnosésedefermﬁ!e-(!) i M Ber e‘h | {g) 00 B rep 43“—'9 un -
(5 - mefhyl - 1mekcadto2gat cyclisationZ3in mthrgcvanv#):? qy C‘,g i ?{\e;z*"gggpg%‘f% § un
‘par | a feact i ¥nseltpriomganiue. apprpri¢ gn prégercp Jjun alcpl, e progul; ta N &Z¢

yl ) phdngl!l - 1 - pipdrazinyllphdnol avec |le met hanesulf(gpake de cis - [2 -
(2,4- dgchlorophenyl) - 2.- (1 H- 1,2,4 - trlazol - 14 yhnmethyl) - 1,3 -
dioxolap - 4 - ylnmethyle|. 25 20. Un P-F-eged Npr6garer un corrpose
chim qup sal o¥ | a revendi cation 12 ar acher i 36§ | a B-b"”r eacti on('d‘ﬂtl??
conposef(11) de formule DCHZW Yo' D\esf N =11 89

NCH [ ~Ar et West un r8sF® & 'r6actN avec un conpose de forrmle

40- ~~~~

" ide en
N4 45 dhns un«es ol eardbction ga_qu![m;loap !grgeqtﬁgg P@e R £ it C‘ﬂ_g veg un azi
t enpérafures 6| evdese sipn se} dgRmpRn é‘é’ paire|anprIRricy aas ¢on gér%;l on i-§l"dup%phenol :

substithe en un®le H&S dP Wrnmuth (147Bk A7 estud inydrogshe, Bt déistifucatien d'un
" dans Ia'reactlogo.ay?gg?ﬁ’ §'a lg%dﬁbgmﬂﬁﬁnﬁa composdide fgmeleconque des

revendi gationa 1 a 10 ou Ia rewendi cation 1 2, ou une 50 C(ghrrposmlon sel on
la revehdication 1 1 ou la revendi ¢cation 13, pour ean
DA

‘contre fe devel oppenent d'un chanpi gnon ou. ung
pour prﬁparer une conp05|t|on pharnaceutl

ans la lutte
iel22. un pr006d6
.‘. N16l ange d' un
I " quel conque des (1= 5)
;_tlere support i nerte. 65 60 65

et. si on le désire, la préparation des sels d’ addition d’acides acceptables en pharmacne des produits des. -
' s5 stades ci-dessus, et dgalernent, si on le- déscre la préparation des formes isoméres stéréochimiques des
composés {l).
‘ p15 Un procédé pour préparer un composé chirnique choisi parmi le groupe constitué par la cis-
1 - (4 - [2 - 2.4 - dichiorophényl} - 2 - (1H - 1,2,4 - triazol - 1 - ylméthyl) - 1,3 - diokolan - 4-
yiméthoxylphényl} - 4 - [4.- (1H - lmldazol - 1 - yliphényl]pipérazine et ses sels d'addition d’'acides
&0 -acceptables en pharmacie et leurs formes isomdres stéréochimiques, caractérisé par la réaction du-
- |8 - [4 - (1H - imidazol - 1 - yiphényl]l - 1 - pipérazinyllphénol avec le méthanesulfonate de cis-
[2 - (2, 4 dichlorophényl) - 2 - (1H - 1,2,4 - triazol - 1 - ylméthyl) - 1,3 - dioxolan - 4 - ylmethyle]
16. Un procédé pour préparer un composé chimique choisi parmi le groupe constitué par la cis-
1-{4-12- (2 4 - dichlorophényl) - 2 - (1H - imidazol - 1 - yiméthyl} - 1,3 - dioxolan - 4 - yiméthaxyl-
65 phényll - 4 - {4 - (1H - 1,24 - triazol - 1 - yliphényllpipérazine et ses sels d’addition d'acides

65
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acceptables en pharmacie et leurs formes isoméres stéréochimiques, caractérisé par la réaction du
4-{4-{4-(1H- 1,24 - triazol - 1 - yl)phényl] - 1 - pipérazinyi}phénol avec le-méthanesulfonate de
cis - [2 - (2,4 - dichlorophényl) - 2 - (1H - imidazol - 1 - yiméthyl) - 1,3 - dioxolan - 4 - yiméthyle}].
' 17. Un procédé pour préparer un composé chimique choisi parmi le groupe constitué par la cis-
‘4 -1{4-[4-14-]2-(2,4 - dichlorophényl) - 2 - {1H - imidazol - 1 - yiméthyl) - 1,3 - dioxolan - 4-
ylméthoxylphényll - 1 - pipérazinyl]phényl} - 2,4 - dihydro - 2,5 - diméthy! - 3H - 1,2,4 - triazol - 3-
one et ses sels d'addition d’acides acceptables en pharmacie et leurs formes isoméres stéréochimiques,
caractérisé par la réaction de la 2,4 - dihydro - 4 - {4 - [4 - (4 - hydroxyphényl) - 1 - pipérazinyl]-
phényl} - 2,5 - diméthyl - 3H - 1,2,4 - triazol - 3 - one avec le méthanesulfonate de cis - [2 - (2.4-
dichlorophényl) - 2 - (1H - imidazol - 1 -~ yiméthyl) - 1,3 - dioxolan - 4 - yiméthyle].

18. Un procédé pour préparer un composé chimique choisi parmi le groupe constitué par la
cis-4-[4-[4-]4-[2-(2,4 - dichlorophényl) - 2 - (1H - 1,2,4 - triazol - 1 - ylméthyl) - 1,3 - dioxolan-
4 - yiméthoxylphényl} - 1 - pipérazinyllphényl} - 2,4 - dihydro - 2,5 - diméthyl - 3H - 1,2,4 - triazol-.
3 - one monohydratée et ses sels d'addition d'acides acceptables en pharmacie et leurs formes
isoméres stéréochimiques, caractérisé par la réaction de la 2,4 - dihydro - 4 - {4 - [4 - (4 -~ hydroxy-
phényl) - 1 - pipérazinyllphényi} - 2,6 - diméthyl - 3H - 1,2,4 - triazol - 3 - one avec le méthane-
sulfonate de cis - {2 - (2,4 - dichlorophényl) - 2 - (1H - 1,2,4 - triazol - 1 - ylméthyl) - 1,3 - dioxolan-

4 - yiméthylel. :

19. Un procédé pour préparer un composé de formule cis - 1 - [4 - [2 - (2,4 - dichlorophényl) - 2-
{1H - 1,2,4 - triazol - 1 - ylméthyl) - 1,3 - dioxolan - 4 - yiméthoxylphényl} - 4 - [4 - (6 - méthyl - 1H-
1,2,4 - triazol - -1 - yllphényllpipérazine, caractérisé par la réaction du 4 - {4 - {4 - (5 - méthyl - 1H-
1.2,4 - triazol - 1 - yliphényl] - 1 - pipérazinyllphénol avec le méthanesulfonate de cis - [2 - (2,4-
dichlorophényl) - 2 - (1H - 1,2,4 - triazol - 1 - ylméthyl) - 1,3 - dioxolan - 4 - yiméthylel.
: 20. Un procédé pour préparer un composé chimiqgue selon la revendication 12, caractérisé par la
réaction d'un composé (i1} de formule D—CH,—W. (il}) od D est

N
I
Q'\';l ’

CHy Ar

<o
oy

et-W est un reste d'ester réactif, avec un composé de formule

—\ - NH,
N N
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dans un solvant organique approprié inerte dans. la réaction, & des températures élevées ou, si on le-
désire, d’abord la conversion -du phénol substitué en un de ses sels métalliques puis 'emploi dudit sel
métallique dans la réaction avec {I1). -_ . _

21. Un composé selon I'une quelconque des revendications 1 3 10-oula revendication 12; cu.une-
composition selon la revendication 11 ou la revendication 13, pour I'emploi dans la lutte contre le

22. Un procédé pour préparer une composition pharmaceutique comprenant le mélange d'une

quantité efficace d'un composé revendiqué dans 'une quelconque des revendications 1t4100u 12
avec une matiére support inerte. o '

66




