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for which we pray that a patent may be granted to us, and the method by which it _
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5 The present invention relates to new azolyl-(1)-methanes and their salts, several . 5
processes for their preparation and their use as medicaments, especially as antimycotics
having good antimicrobial properties. -
It has already been disclosed that N-tritylimidazoles, apectally bisphenyl - [2--
. chlorophenyl - imidazolyl - (1)] - methane (Clotnmazol -Canesten (both Registered
] 10 Trade Marks) exhibit a good to very good antimycotic' action [compare- Belgian 10
v Patent Specification 720,801]. However, the action is not always satisfactory, especi-
: - ,allyxzcthecaseofmoulds _
cording to the present invention there are provided azolyl- 1 -methanes of
the geneml formula P l 1)
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in wlnch
_ R? represents halogen, halogenoalkyl alkyl, alkoxy, mu'o, benzyl or cyano,
R? represents alkyl or optionally substituted aryl,
: -~ "X 'represents a single bond, oxygen, sulphur, the thmnyl group or thie srﬂphonyl
.20 ’ group,. 20
"~ - Az represents the imidazolyl-(1), pyrazolyl-(l), 1,2,4-mazolyl-(1) or 1,2,4-
- triazolyl-(4). radical and . Ry
cntsOoranmtegerofftomlto4 _
2 -and salts thereof the radxcals R’ bemg 1denucal or chﬁerent when n 1s greater than'
. : one o 25
o The compounds of the mvennon (xe the compounds of the formula (I) and
their salts) exhibif powerful antimycotic propemws ‘arid at ‘the same time an anti-
microbial action.. Of the compounds. of the invention. which are salts, thosc wluch
arepharmaceuucally acceptable are most xmportantandpreferred S ,
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e or bromne. .. .- H Cee -
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in which

' Azhasﬂzeabovemenuonedmeanmg, e
ﬁappropnaﬁem thepresenceofa dnluent,

(b) by reacting halogeno-methanes of the formula

(V)
-I'm whlch
- R4, R% X and n have the abovemennoned meamngs and
Halreptesentschlbnneorbromme, R
"_1) mthmlesoftheformula SRR AR T
in- which - T I PR
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~ 2.)- with compounds of the formula

4f. appropnate in the presence of an acld-bmdmg agent and, 1f appmprmne, m the
presence of a diluent, or.. .

| Az—M v
in which :
Az has the abovementioned meaning. and

)—QE§;be pbtai ried (d) by reactfﬁg

t 4
ferr

” M represents silver or an alkali ’ meml preferably sodmm or potassmm, :

if appropriate in the presence of a diluent, or

3.) mthcompoundsoftheformula : e e
. Az-—Sl(CHa)s o e
) Azhastheabovemmnonedmeamng, e .
if appropriate in the presence of a diluent.* "= - '
Surprisingly, the azolyl-(1)- methanes accordmg 0’ the invention show in addi-
tion to a very good and broad antimycotic action, a_ verypowerful antibacterial activity,
whlchisnotpresmtmthetmtheN-m*yhnudazoles known from the stite of the are

or Gnseofulvm The sctive, co-mpounds aooordmg to the Anvention thus’ represent an
enrichment o ; .

If (4 - pgenoxy ‘pheaylj - (2'- chlorophenyl) - tarbinol, thiony

- -or in the known commercially available products, for emmple Nystatin, Pimaricin

onde and )

'umd,azole are used as starting materials, the course of the réaction can be represented '

by the following equation (process variant (a))
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Az-H (V) in which Az has the above nentioned neaning 20 I f.
appropriate in the presence of an acid-binding agent and, if appropriate,
in the 20 presence of a diluent, or 2.) wth conpounds of the formula
Az- M (M) in which 25 Az has the

- aboveenent i oned neani ng and . ' )
represents si'lver or an-alkali metal, preferably sodium or pota
‘appropriate in the presence of a drluent or 3.) wth conmpounds{

formul a 30 in which ' [err] Az Th
abovenentroned meani ng,  1,469617: - - - 3 30 | f
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good and br.oad antrny QFTBHFJ %Lk*“ﬁ‘pomerful .ant.i-bacteri al
activity, 35 ° mhrch |s ‘not .. preseﬂt either.in the N—trrtylrnrdazoles

“known fromthe’ state of the art or i-n the kpown commercially avail able

pgoducts, for exanpl e N3-St gg*bﬁ;yCH —or,_Giseofulvin. The active
conpounds -accor di ng to The inventi ‘ef@nt’ an ‘enrichment of

pharmacy. 1f (4- phenoxy phe -(2- chlorophenyl) ~Zcarbinol, thionyl
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chlori de and 40
“the redction can be K:%}éig*re y th follomnng equatron (process vari ant
-(a)): . W40 3
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R drphenyl - (2 chlorophenyl) bromo methane and. sodmm mdazole dre
used as. starting ma'temals, the course of the reaction can be represented by the. follow-
ing equanon (process vanant (b/2 ))

=~ NaB8r" ~

" 10 If drphenyl - phenyl - chloro' methane and tnmethylsrlyl . 1 - mudazol . |
, usedassmmngmatermls,ﬂlecourseofdiereacuonmnberepresen eare 10
mgeqmtton (process vanant (‘b/3 )) S ned by the follaw

. B The formulae (II) and (IV) respecmvely pravrde 2 eneral deﬁmnon of the
15 carbinols and - halogenomethanes used as starting materials. gIn these formulae, and * 15

- consequently in the product of formula I, R preferably represents straight-chain or
-branched alkyl with up to 6, mpamelﬂarvmhupto4 carbon atoms,exail:plesbemg -



materi al s,the course of the reaction can be represented by the foll ow ng
equation (process variant (b/1.)): [err] [err] 5

Base 5 [err] If diphenyl - (2 - chlorophenyl)
bronmo - net hane and sodi um i m dazole are used as starting naterials, the
course of the reaction can be represented by the follow ing

equation. (progess. variant (b/2.)): [err] [err] {err] [err] [err] 10

i enyl - chloro - nethane and trinethylsilyl -~ 1 - inidazole
are 10 useg starting materials, the course of the reaion tan be
represent ed ov4the follow ing equatlon @p@gggss varlant (bl 3. )) [err]4CL

[err] [err] e~fu s : T . o
definition of the P!F‘hylas%i%’ﬁgﬁ? M Hhe al Tef 1 ety ting
materials. In thes mm--o" vk it O atbnis-dnd Qap b OF ifdgerD f

formula I, [err] prgl eaﬂlhwyrvﬁmr.@&emc&b@ta?gsgmu;cbaaiaexﬁéalhrqgmhebhl@bd(yl

with up to 6, i 5 - pamtomslhabsmmbmdz,upmu%ﬂcmmdﬂm% methyl bripg) ]

1, 469, 617 net hyl ,- ,y.u— sornitre sadigyang,| The popber o PS4, ,._/

especially 2 to 3, F" e echdiP br 153RH afkyl WERL dPOR Y, Speckily10XY
hal ogen, especi al | il dp |4pe,,b hroads) SemplaChelnf QiEthgle ethyl] Beprdpsil ﬁgmoahtjdyl WI t h
up to 4 carbomo at orr mmﬂnwﬂytm&s@satu @npdmmteéspécadwﬂlvthvﬁw

carbon atons and up%@qﬂﬂ@ﬂt‘ sifysticyepss, which wp.be ns
being, in particul @ffth““}‘ﬁﬁ‘g |:§§3§%e€ AL -chmn s

ikystfib QHE
mentioned as an exa#ilich 4 M 512§ dafbord msgenoalihamundaaremmpn rabl y
repre- sents @sor and ﬂrtbégmlogehmmms,lespeglam’ fiuorine and hilorine, the. amino group and the
mtro group. . 2% T
Theearlnnolsofﬂ:eformula (II)whmhcanbeused aecordmgtoﬂ:emvenuon
areknuwnoreanbepteparedaceordmgmcusuomarymethods ‘Theéy are obtaineéd, _
for example, by reduction of the ketonés, obtained by a Friedel-Krafts reaction, with _ _

20 alumlmum 1sopmpylaue [compare, on this topxc, Izv.- Akad.. SSSR, 10, 1804 (1962) 20
and Z obse. Chim., 34 _(3), 977 (1964)] -or by a Meerwenn-Ponndorf reduction :
.[eompare, on this. topic, Z. org. Chim.; 2 (7), 1288 (1966)]. However, the reduction

can also be camed out wnh any other reduicing agent, such as, for example, sodium

25 “borohydride. 25

_ - The ketone can fmthermore also-be reacted with Grignard reagents [compare, :
© on this topic, J. Pharm. Sci. 59 (7), 1042 (1970)]. A further possibility of carrying
out the preparation would be the reaction of thé corresponding' aldehyde with Grignard
: " compounds. [compare, o this topic, J. Pharm. Sci., 62 (6), 952 (1973), and J. Org. .
30 Chem. 36 (18), 2724 (1971)]. ' .30
E The following may be mentioned as, examples of the carbinols of the formula .
"(II) ‘which can'be‘used according “to ‘theinyention: (4 - ‘phenoxy - pheuyl) - (2--
. chilorophienyl) '~' hydroxy - methane, diphenyl - phenyl - hydroxy =< methane, 14- _
- (4 - chlorophenyl) - phenyl] - (4 - ethylphenyl) = hydroxy - methdné, “[4-- (2/-
35 methylphenyl - thio) - phenyl] - (3 - methoxyphenyl) - hydroxy - methane, [4 - (4~ 35
' bromophenylthio) - phenyl] - (4 - trifluoromethylphenyl) - hydroxy - methane, [4-
(2’ - methyl - 4 - chlorophenylsulphonyl) phenyl] -.(3 - bromophenyl) - hydroxy-

_ methane, [4 - (4 - methoxyphenoxy) - phenyl] “tert. - butyl - hydroxy - methane,

[4- (4’ trifluoromethylphenyl) -phenyl] - tert: - butyl - hydroxy - methane, [4- .

40 (24,6 - mchlorophenylthxo) - phenyl] - (4 - tert. - butylphenyl) - hydroxy- 40
“methane, [4 - (2,6'": dichlorophenoxy) - phenyl] - phenyl hydroxy - methane, -~
[4 - (2,6’ - dichlorophenoxy) - phenyl] - tert. - butyl - hydroxy - methane, [4-
(2’46’ - trichlorophenoxy) - phenyl]. - phenyl - hydroxy methane, [4 - (4'-
chlorophenylthio) - phenyl] - (4 - chlorophenyl) hydroxy - methane, (4 - phenyl- - S

45 thio - phenyl) - phenyl - hydroxy - methane, (4 - phenylaﬂphonyl phenyl) - phenyl- 45

- hydroxy - methane, diphenyl - (3.- meﬂ:ylphenyl) hydroxy - methane; diphenyl- .
(3,5 + dimethylphenyl) - hydroxy meﬂ:ane, d:phenyl - (4 -.chlorophenyl)  hydroxy-

: methane, diphenyl - (2,4 - dichlo yl) .- bydroxy - methane, dlphenyl =-(4-
-bromophenyl) hydroxy methane, dlphenyl (4 fluorophenyl). - hydroxy fethane, * -

50 diphenyl - (4 - mﬂuoromethylphenyl) hydroxy - methane, diphenyl - (4 - methyl- = 50
sulphonylphenyl) - hydroxy - methane, {4 - (2’4’ - dichlorophenyl) - phenyl]- :
phenyl - hydroxy - methane, [4 - (2,456’ - trichlorophenyl) - phenyl] - phenyl-
hydroxy methane; [4- (4 - bromophmyl) - phenyl]-~ phényl - hydroxy - methane, .

s [4- (2,6 - dxchlorophmoxy) phenyl] - (4 - ¢chlorophenyl) - hydroxy - methane,

55 diphenyl - (3 - trifluoromethylphenyl). - hydroxy - methane, {4 - (4’ - chlorophenyl)- 55
phenyl] - (3 - triffuoromethylphenyl) - hydroxy - methane, [4 - (4’ - bromophenyl)- :
_phenyl] -3 - mﬂuoromethylphenyl) - hydroxy- - ‘methane and [4 - (2,6’ - dlchloro-
phenoxy) - phenyl] - (3"= wifluoromethylphenyl) - hydroxy - methane.

"~ The halogeno-methanes of the formula.(IV) which can be used aceordmg © _

60 the invention are known or can be prepared according to customary methods. They 60
. are_obtained; . fnter alia, by::halogenstion-of the. Girbinols of the fornmla - (I, for T
" example. mth hydrogen -chloride [compare;. on: this topic;- J::Org. :Chem. -36(18),

2724 (1971)] or, with thionyk chloride: [compare,’on this topic, Izv. Akad: SSSR,
) —,:510 1804 (1962)] The followmg may be- mennoned as examples of - the halogeno—
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R2 preferably represents straight-chain or branched al kyl with up to 6,
especially with up to 4, carbon atons, exanpl es bei ng nethyl, ethyl,

i sopropyl and tert.-butyl, 10 . 9 ptionally nonosubstituted or

. pol ysubst«i tuted aryl radical mnth 6 ! rbon 10 * at ons,
especially wi-th 6 carbon atons. Preferre bstituents which may be
menti oned are hal ogen, especially f 4% chl orine or brom ne, )
straight-chain or branched alkyl w-th'1l:to 6, especially 1 to 4, {caf/don
atoms, al koxy, alkylthio and al kyl sul phonyl with 1 to 4, especial "1 to 2,
."“car bopS at.oms, . hal ogenoal kyl wit 4d9,610 2 carbon atoms 15 ~  and, iL to'5

RS nd the

- halbgen . at AémanesCot 1 tori-me—the—ari-A
S nﬁ“ﬁh‘gyrﬁi‘lhﬁi% oy dbeg‘llﬁ%&ﬁﬁ“éd | ,ivmoma(’f-be used -

15 nitro grhensgy -TplienyDar

~accordi ng €97 h adzbrokmﬁym e I dP rding to-
- cust.ojrary HEEAndS (Zjhégﬂ&'héeﬂwmrar-nm%?gﬁae Sk yohentlY - | ction of the
- et ones, CHadnd E?m@ Bj't@emvlaet(ﬁ_o-nmm ﬂ heayl)- &l UNigni um
propyl atmobmmar&om@ . phony)SSiphenyl]). - (3804 (5962) 20
Yih-pesEndor f reducti on

| and Z. ob Ehiomp - Buknit) [49(? ua Abhelly) 9
[ conpa %‘?ﬁ ﬁgg“%dﬁrczﬁﬁ’ i o:@mym?iﬂ)’z f,?,a Bl OBl - However, the
reduct | on &l g:e_Ua.é):- §¥'ﬁ'§§ emtxh)ar- ;ﬂ:&ﬂl]CJ pgm,q.gent such as,

enyl] < m butyl-chloro-

for exarrplnerhaﬁeo 4un@z' 6' trich}
25 The ketl ne(4’cadﬂdronhtdymmyo.rﬂ;eﬁlﬂl

+ [ congare, ¥ s%{&)cﬁ@y Pbromen. , A further
possi bi l.i Igyenﬁf_ Mie , @ylor éb inbtiank BfCt i 0n 0f the
corresponc(lg!mg- . éf-__l é:g@ IXB-G i's tsopl c, J.
Pharm Sci(4 - teamoplignyl) 95ehidrol (18), 2724
(19%9)] . meﬂmue, dipheny] - (4 mﬂuommetbylphenyl) “°’°P"°""‘) - gm: 30 The

fol | ow ngll s# Yohebrome - I[es (Zfﬁ'-tdi&loe@h&ym%é the _formul a
ot &

(I'1) whic ‘ah"gﬁc rdl( trididorppherg )t mny1§4 enoxﬁ0 phenyl)
(2- chlor pqohsgzr;s’{ Mﬁ g é‘ l’ﬂfy Ihephghyl --chiptee oxy -
met: gl 121 4, ~" , hyl) - hydroxy -
et Rane. [ Y11(2<3 wuoromemmyl)ph b - b nf."

4535@@ y|thF%)

met- hoxyp ~4meth1(néand [ 1%
phenyl ] % g th sagthane.net hane, - met hyl
4. chmr aqowab@uuﬁ aadsp %mg yiﬁﬁ - hydr oxy-

met ﬁ%ne mﬂg hy?(; oxy -

met hane, ,hyﬂr d bi

hydr oxy 1 “dsc,i,‘,‘}g xycarb° da ds’ Gud‘ asi lforcéxhxqvlc) : yictd;n 0) - phenyl ] -
(4 - ter tsorbic ucid ythephemyde Wam%ﬁ T“H'a (aid 6'

- di ¥nl or oph m;s)whld:pbmnbd ]lsed ma 4 - (2,6 -
di-chl or of ii&‘-’ﬁi, Wi DIoess m}ﬂt (al,em prefebiblyybolar HiE Q&i%nfs. hane,“”[ 4-

(2', 4", 6%suphokiid; i "f sulphix@ies) |suachhasidimetyl- et hane, [4 - .
m mzmdroxy - net hane,

(4' - chl mtlnphﬂia;hblt
. (4 40 pheﬁs},xp:thy;ene chlo(m;eatzdchlorofom '
. rocess (a), the reaction temperatures can be varied substan
;:n%. tinsgmémlnt&i reaction aif carried out at betwem;’aal andmglolté, preferagf; .
. b thc; pomt of tllepresence sof v:ﬂvent, the reacuon is preferably eamed out .
: ncatrymgouttheprocess(a)accordm to the inventi Iy about - '
| mols of thionyl-bis-azole of the formula (III) are employed pt;on :;mrl"gffe!t;:lgo ' ﬁng ®
o T?ﬁlt;l:e (ge), or Mmﬂl-!;;s-amﬂ! le is produced i situ. " e '
: | compoun e formula (I), the sob
o mduz!;hl:kenupmanorgamc solventandﬂie(sl,luu:n wmiﬂuﬁa&ﬁﬁ: :
S0 'Iheommmd seisdnedcversodmmsuﬂphau freedfromﬂiesolveutmvacm. - 50
_ ° D ;eé is punﬁed by recrysmlhsanon or salt formation.. '
or'the reaction’ according to the invention, in-accordance with process variant

_ 55 . mt:n!es, such as propionitrile and especiall . | -
A y acetonitril
o as’woprmt!panopa:u aﬂaemmr suc-hthaif tetrahydrofurane. or dxoxa;é,a%)c‘)henzene,ds’ suchmmas e:ii;’mslug L s

Prdieula ;namdlmede.y ormamide; . halogenaued hydrocatbons -and hexamethyl-
Sl : Thereacnon accordmgtoprooess (b/1.) is preferably ¢ resence '
- . ed .
60 o .of an acnl;ll-bmdmg agent. It is possible to add ap;efmorgz’m:t;lr org;;zl: aﬂ;::lﬁ)mdmg 60
. sagut; W, cax(':go ::; usuallpotag;u 1;b:enexnﬁl;)yed, suc¢111 as da;Ikah metal carbonates, for example - .
. N caroonate and sodium bicarbonat I tertiary ;
alkylanunes, cycloalkylalmnes or aralylammes, for example mti’ﬂa;ian:;eerand dlz



45 thio - phenyl) - phenyl '-'hydroxy - nethane, (4 - phenyl sul phonyl
45 hydroxy - nethane, diphenyl - (3 - nethyl phenyl) -
di phenyl - (3,5 - dinerhyl phenyl) - hydroxy- nethane

phenyl) - phenyl -
hydr oxy - met hane,

, di phemryt=(Z- cnl or ophenyl) - hydroxy- nethane, diphenyl - (2, 4- . .
di scl orophenyl) - hydroxy - nethane, diphenyl- (4- bronmophenyl ). - hydroxy

- nmet hane, di phenyl
di phenyl

met hyl - tul phonyl phenyl) - hydroxy - nethane, [4 - (2',4' - _ 6
di chl or op *‘,T) - phenyl]- phenyl - hydripg617 fret hane, [4 Lo (2 A',n- s
trichl or opke Ayt r}e,fm,{rﬂore, £n4excas of s

br onophenyl’) - phemﬁﬁﬂ'l;

di chl or ophenoxy) -
di phenyl - (3 - tri

trifluoronethyl phen
formula. (1V)which.

known or can be prepsideds to -Tj@k

ﬁmd%% 0

obtai ned, inter ali
for exanple w th hy
(18) 2724 (1941)]

di e hal ogeno- 5
5 net hanes of the fi

_ at _ 3 |
i nvention: (490phenoxy.l c@i‘ymgyiu) :the jrocess Hheqjn S Qe ldi‘éf{_lhane,
3. bIFﬁ)e reactmg{ H%u‘k? for aeg wcﬁaﬁﬁgz{;zsor (VI @feOempldy®i B

di phenyl - phenyl -

n0 h)is cartiefcioud gt
chl orophenyl)s 55, ﬁ%g{w In ‘l@epnesegqelo f %qegn@f f ?t%
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hydr oxy net hane an% 1[104

Sthployed 1 oy 51 @ eoﬁ:pml&

w/zwmn/z hi insynydrganin sebyepts Ay be
Akad. SSSR; 10, 180431(61%2

- (4- fluorophenyl) - hydroxy - methane, 50 .

§4- trifluoronethyl phenyl) - hydroxy- nethane, dlphenyl (4'-

' T_Hﬁﬁﬂ%ﬁVH%ﬁgvgh£%%¥ 1ane, {4 -:(2', 6" Gl
..QREQ{WW/))%MW%‘%;%‘“W& g‘g,ﬂ%
Béckly e o

1 :ﬁ%ed the

hydroxy.-- -~

gyt of agdipgmg ageaq 3=

ca,m baawslsdcoaremﬁwfn etf m eilgii;ﬁl dshd Qith | vAter. cFhe .

antﬁhsvﬂnlﬁﬂwaWe

| I'(m) @ndab
afrthe forpy

digtfila
OBz e Poacabn ;sorflin mpte davension, (i pocorg

-; IrOCESS

sglven

dyTRERY! 5 )nb ﬁwl%‘ame

3ﬂ£ :>ﬁ,V;3whwEthan he used- accogdr

phenyl] - (4 - ethyl|®P gﬂﬁ“}l mqﬁm@t has [alfeady. b&h described in connecﬂon

met hyl phenyl t hi 0)

5 bronmp - nethane,

.....

chl oro = et hane, [ 4pas

10 chloro - nethane, ®

D01 =" Chl of gy ot HEREE | g iyt st GHEAR
phenyl -chloro 2 met madiene; dermatomycoses 'and systemic mycoses cb

45
.50

.55

'ph Kteﬂoccostml, blastoriy yces arid biphasc

s and B-haemolysing. ‘Streptococci,. nori-(y- Hagmolysing” S
. Str faecahs (Enterococm),_

3Yde (w/10et.hoxy henyl) chlo=o- 'f.= ne, -25
[4 - (4 - br%nphenyltmqsslgrlfmmwﬂpy _ tﬁ |§f1 . 3Bl
[mhma(maammmﬁ
phenyl] - (3- bronnph@ﬂ
phenyl] .= tert.- butS can b
- phenyl]:- te - but ?%R&bw'“'”
trichl or opheny hlo)mmmwh@my¢£?
be_§

' le by
Q&gﬁ“¢su&mhpmyhﬁdrﬁﬂ
a wwn nm’tfefx%ﬂ%‘ﬁ %y) -

dlchforophenoxy)

&zmm?q?

%m .
%3' BB
1

diop_
es O MlCl'OSpOfon,
and other . species of . Trichophyton, Speﬂas el as ; moul iis' e o
f ﬁelds o app ication i ve
2k ' -___y those. caused by

prdermo- "

rly acnve agamst
Smis They are thereforq_: pamctﬂarly suitable
o and, systeile {pfecrion. o Rl

" “For example, . _
nesses ‘caused by the following ‘pathog by mixturt
Mictococcaceae, such a8 Staphyloc::lc;l,G

ptococc:, Str viridass,
Str. agalacnae, Str. lacus, Str., eq_m', Str, amaobls and -

Lactobacu:nacme,

y t&ﬂ:bfiﬂvemhﬂrmﬁhjﬁi)ph‘!?ﬁ F) -

oztx’a@ysfanisdmmol S of__ the formul %h(l 1),

0T hANE 0t he 10

em 36

clzy ;

Proeess variants: (] v- 1"“46 an7s o
rantia :range.. In eral’themon ls Ca : o
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*

[4 - (4 - chlorophenylthio) - phenyl] - (4 - chlorophenyl) - brono -

net hane, (4- phenylthio - phenyl) - phenyl - brono - nethane, (4 - phenyl -
sul phonyl phenyl )- 15 .phenyl - brorm T_n}at hane, diphenyl - (3 -

met hyl phenyl ) - brono - nethane, di- Y15 % phenyl - (3,5 -

"~ di net hyl phenyl) -: chloro - nethane, di phenyl - (4 - chlorophenyl)- chloro -

met hane, di phenyl -.(2,4 - dlchlorophenyl) -.chloro - methane, dipt |- (4
- bronophenyl) -:chloro - nethane, diphenyl - (4 - fluorophenyl)/-fdrlonmo-
nethang, di phenyl - (4 - trlfluoronethylphenyl) - bronmo - net harlg phenyl
- (4--20 methyl - sul phony[b#88Y ) - brono - nethane, [4 - KT, 4' -

“dichl orophléwlptoycus ppdnan;ide] ePneumwaﬁapI(lstﬂ)eISuept&bB&ﬁ@- - methane, [4 - (2"/4",6" -
tri chl or opheVAseriaceqgys .Hm&?ﬁghmemwgﬁmg@&mgﬂ e .

br onopheny!) "G sjel:
di Chi Dr opheaRK G, pyRhBhE ipn el s Rl & R  Zobrvet hape,
di phenyl -C(o@zsanctm mbitiseptioat Disttral pl rﬁf’m&ﬂ 4 - é4 B

chtor ophe "% bacténao eengmqle Ery{s:ﬁelothﬂxr fni’dmm I‘aﬁdﬂﬁd&}ﬁh piaaaj& ) bromo -

t hane, , ; y"'] :
tmrsl f youor o Cten - m%%‘ ' rm 2’ ?%he"‘cm‘til Chéﬁ

henoxy) an@herwdalae, &len b PRSIy, i %
Ilghar na%:/eutﬂrvmiaéy Kk a mer gﬁﬁ Sxampa 18t sﬁ;‘&tﬁ AEDr mul a (I) are
t he sal t s Asfobgsh bl(&lﬁieimlld)yl’tomheb&bhe oadled&oueihg&@ p’m&srﬁﬂt ially include
t he [ydrodgll: a 5%&7&‘“&@? P}s@@ﬂ?ﬂa@d RrolmrdulanpidePrOhydr ochloric acid
and hydrot}gfg’nfogefﬁfn ﬁ_ “‘F%% o FEF‘;“&nd pHésphori ¢
aci d, ni t rshig asd 8diyp el éll aﬁ%ﬁ c acids and

hydr oxycardm&t?iap,cSla@nﬁ sﬁhcﬂexae:, OIsoy&ixarmp$le so:ﬁei ; mal ei ¢ acid,
SUCCh GFé’se“ mrbaetﬁacm examiple Peudbgiohs asmad | cycl i ¢ aci d,

sorb-'l c aci &@% i I‘“éﬁ’@‘ssﬁ‘l"'ﬁ‘f'?@rfp’b aci¥. 35
Di | uents Whl o y r‘&@g% 2ol rt&m_} e invention, in
35 accor da’mmdhtdml didag Pas. yetis QYI&'s ) Pasil Bseitiofib@Eulbiis Yand Past! OF gani ¢

sol vents. FEM{CH@L IByucqtllachactda furtexaniphsBrueauclab@ﬁ:s,emet onitrile;

ﬂ

~ sul pfoxi d d Ue spfs (BRpPrucelia), Hgmophils - ba-.@wr&)mmle Haswh- as 25
di rrgt hyl f i us Ekraaumyl’ gﬁﬁpl L Ohe T %m&s di et hyl et her
npf, such 40 as

-~ and tetral@dﬁoﬁdm&)ea,ndamdaxe oyega pRI M
met hy] ene, chFrB? b@l? lamf R@thlomaﬁfs@uw bY way of example and is in no way to be

40 In pr Fﬁaggﬁ&ctlo tures can be varled withon a .
. Substanti &ﬁ? AreF@Edat bet ween 0 an
[err] pr e%ﬁﬁﬂ%" eglaﬁd of | % 5 t° mm xﬂé t, the reaction

i s pgef er pasi _n@arl’eadmmat pmontphausbaydun_s)geqawamﬂsp sysfehfb dn§sul ar solvent. 45
. In carryi RGO gﬁ@“‘%r“ @t pIig cipfeqtidy ¥ @5 well tahéocalnmmliomriqr pr ef3srably
about 2 '1%%@?%- g ;I. S pAen “’E‘FPe o oLmula (111) are
: wetition 'Providls a “pharnfatentical
enpl oyed p!ﬁk énk atd £ THF ,nglvﬁon ) I' i onyl - bi s-azol e
i s produc i eimigrre i atliq md@ﬂﬁ&i@oﬁedﬂﬁﬁ afskl&niara 1l (|) the
S 0| mﬂe lFsé&aanzpﬂ (quf ably less than 350). and a surface active agent, -
mvennon further provides a.pharmaceutical composmon containing as active

mgred1ent a compound. of the invention, which, oomposmon is in ﬂxe form of a sterile
or isotonic aqueous solution. -
- . :The invention also provides a medxcament m dosage umt form compnsmg a '
45 compound of ‘the invention either’ alone or in admixture with a diluent, .. 45
on The a;x‘xivenuosl al)so df;ov’des ;s:laedlcament in - the . form ..of . tablets. (mcludmg '
lozenges granules), dragees, capsules, pills, oules or su tories sin,
a eompound of the invention ejther alonep(:rH ma:lpdxmxture mm dllumc:mpn 8
~ “Medicament” as used in this Specification means physmally discrete coherent
) portions suitable for medical administration. “Medicament .in . dosage unit form” as . = 5
used in this Specification means phys1cally discrete .coherent. portions -suitable. for
medical .administration each containing a daily dose or a. multiple (up to four nmes)
or, sub-multiple. (down.to.a fortieth) of a daily dose of .the compound of the invention.
Whether the medicament. contains a daxly dose or, for example, a half, a third, or-2a = -
- .55 quarrer of a danly dose. will depend ‘on. wheﬂxer the. medicament i is to be admlmstered . 55
: - once or, for example, twice, three _times or four times d day respecuvely :
., .The, pharmaoeumeal compositions. according to - the invention, may, for example,
take the ‘form:.of ointments, :gels, ‘pastes, creams, sprays . (including: aerosols), lotions,
. suspensions; solutions.and emulsions of the active. ingredients in aqueous.or. non-aquemxs
.60 dxluents, sprays, granules or powders '
' ' The diluents to be used in, pharmaceuucal oomposmons (eg. granulates) adapted
t be formed " into mblets, dragees, capsules and pills_include  the followmg



residue is taken up in an organic solvent and the solution is washed with
wat er. The 50 organi ¢ phase is dried over sodium sul phate and freed
from the solvent in vacuo. 50 The residue is purified by
recrystallisation or salt formation. For the reaction according to the
invention, in accordance with process variant (b/1.), inert- organic

sol vents can be used as diluents. These preferentially include ketones,
such as di yl ketone and especially acetone and nethyl ethyl. ketone; -55

nitriles, as propionitrile and especially ‘acetonitrile; alcohols, such
as etanol )~ 55 isopropanol ; ethers,lsgganés tetrahydrofurane or - . 8§
di oxane: bénZefe £ Or mRAi-dos—ske _ e

ToeT! uo_lll

reaction . accordlngm»%scf%v_--
presence 60 o Gbabis O g
i norganic or rgank }yﬁivf"f
enpl oyed, such as aﬁﬁah"
potaSS|un1carbonatew§ﬁ§ )
cycl oal kyl ani nes off #%fﬂk
1,469, 617
pyri di ne and. 8|azahmqu$EMmﬂamwcmmmw il
used. The reacti on thecpryes i O €
substanti al" range. LW, §eH 8, po
150 C, prefergbly at ohein
reaction is prefer aipbeye
particul ar sol vent.

i nvention, preferao :-%=4{.e-- j - glpddR aid el (&
about 1 mol ofy ac koW by Al G Coived dpe
the formula ( 10 Jmepmdhmw@mlamemﬁhB wlid)ase) iy
solvent is distill edmofot le, contain the, g§¢~.
sol vent. and the s»gj!aj= nggﬁgfw-xg“ oS
over sadi um sy phat e "afg ﬁg'“"'” inpd :,';_“m_h;;“_w..:_q_q_,_ e s
purified by dlstlIIahmmnmgmmﬂdwuvsiﬁdluﬁnufgf.,LL “K:,fﬂ}“ E_ S ding
to. the invention, ilitstgcindrROLpBRIAS PRVORT ""1w-~f ats - *and
b/3.), inert organl
solvents .- 15 ‘gre th gl taank

(b/1.). In process uahmmnﬁsdﬁb$2mwand

'ff,- Fhate o~y
-ky am nes,

nbk@my'_ _‘F@Hé@?ﬁﬁqﬁ ;“ PIEIPE®  can
surface-active a 5 such as solvents; dxssolvmg agents and.-efin ’ _
be vari ed o 2mmp?::-zf such- g?lntgnts are ‘water, ethyl alcohol; isopropyl aléohol, ethyl carbonane,
ethyl acetate; benizyl alcohol, benzyl benzoate, 3 lene glycol; 1,3 -butylene- glycol, 25
35 . . dimethylformamide, oils [for example grotind oil], glycerol; - ydrofurfury _

alwhol lyethylene glicols and-fatty acid. ‘esters of soxbxtol or mixtures théreof.
: F;rp;xmral administration, the solumons and emulsuons should be suenIe, and,
' te, block-isotonic. = : .
. lf approprmhm, ceutical - compositions wlnch ate suspensmns can- contain the’ usua.ll 0
0 - diluents, such ‘as ‘liquid diliiénts, e.g. water,: -ethiyl alcohol, propylene glycol, surface- :
: . ‘active agents (e.g. ethoxylated isostearyl’ -alcohiols, - polyoxyethylene -sorbite and sor- o
: bitanie esters), microcrystalling ‘cellulose;” _alumxmum metahydroxide, _bentomte, agar-
agarandtragacanthormnxmresthereof o
‘All- the' pharmaceutical ‘compositions accordm_g_ to- the invention can also contain . :
45 colmmngagentsandpreservafvesaswellas rfurie: andﬂavomungaddmons B -
. eg peppermmtoxl and eucalyptus oxl) and_sweetenmgagents (e:g. saccharin). : _
- The -pharmaceutical comipositions ‘according to itivention preferably confain
0.1 to 995, morepreferablyfrom45 to 95 the acuve mgredlentbywaghtof__._
: ' ﬂmﬂwﬂcmmxﬁﬂmt',g;_ﬁn Ll IR T
. 50.. “In addition to-a compol
... iedicaments - according’to. @:lmmm ain _other
com They miay ‘also con .
mveAnymgSmt;Zmedwamm theprecent 'ent_lonmaybeanyofthose _
. . mumoned aboye in- relanovh to the pln i utical co posmons_of the__ esent’ inve: g5

mvenuon (whedler in: dosage umt'fo
following: - tablets -(inchuding: S ¢ .
.60~ - tories'and ampoules. Somie of these, X

© -+ active ingredient. Some, such eapeuleﬁ, Incluc
thepomonsofthemedwamen_ ic :




wi thin a substantial range. In general, the reaction is carried out between
-10 and [err], preferably at O to [err] 20 In carrying out the
process of the invention according to- Al (bf2. and 20 b/3.), the
react ants, of the fornul ae (r‘V) and: (VI)“‘ :.a;ff(‘VII) are enpl oyed-in

" appr oxi mat el y equinol ar anounts. The reaction products obtained are

i solated and purified in the customary manner, whi ch has al ready

described in connection with process variant (b/1 ). 25 salts
of ‘the conpounds of the fornula (I) can be obtained in a si nple 25
. manner.? in accordance with custhm;ﬁw met hods of form ng salts, exanpl e

b§L/d} ssolvin . L Or et ne1——a'n'd—-add| ngt he
acid, for m%ggﬁgﬁg"‘ gau%ﬁggggﬁdlﬁ’l@%{“gﬁﬁféﬂ“ﬁtw a known manner,

for exarrple [iyefprbduedonngi "‘e‘ ab@a.d;eﬁaﬁhdb ik o Lisd. The new
* conpgunds &FS‘F""FH’E“ Ptaby Y)neﬂxahkthnm thesm,lbeemisle,lvytxmﬁ@"y power f ul
Oantlrryc(gg t‘fm)ﬂ? % jpharmacentical ebmpysitionon: i s vitr o,
Tth eNnc@blespasses derrra ﬂmfm& °\FRRRYPILn g Gheoueiament f¢& e, noul ds and
bi phase fungll'has'ﬂibet)txoﬁ&ﬂ'thd ¥i@ds QI RethddCof CTRbAMNE (inkihdiy PORAkEUCCESS agai nst
i nirqugt 'P’érfgrelqi) ﬂurabag‘;lemmﬁadmaseﬂfna fﬂm B@naa&mnﬁ.g’ ment i oned as
- exanpl es ¢l .} CETRYEs. "%’F‘?"ﬂf dosglermnmrabpedernmmrrycoses
and systemvamm(coses EUSEY 9 EFBpThyA SHIUFARSRL, ocRflig Y s and ot her
speci es of _Thllshﬂisdzsdmma@aﬁvee@msém&ﬁmeém&%ed%m phyton
: _Ya(@! sARepdss ingrerdusbilaplipa neaetiiagphllyese mémﬁay)mﬁﬁrﬁe fol | ow ng
WA s el I,Vhefllﬂz&}' smﬁaaplgﬂmycmmmandmterms 40

TSR deeshan o | {hose
alore(-Takculiy t he

ir t:her nor e,

ISy g
caused bycammts are therefore thoéEOada Qi
alowtoxicity

act i 4e co aﬂunegw:slbﬂmamh ,médfdine &dd i
ampovnds eccadingito tacibvemiicny .. Tiese

and good% z%ﬁt ‘% ;
propert i egvelei Ho g‘lﬁ,ﬁ%‘%@fﬁfeﬁ Qg@%;@“ ightn ‘medi ci ne, but

al so for b desired r@ﬂ@ser Vi ng i norganr c an ‘especial ly
org i ¢ mat eliticad, showéverm |be decends to déBaré @ﬂbmeﬁaralpda@s mhﬁ'm&d ,L,ubrl cant,

dye uffs 9"631'@5"" $oe ﬂle&md and bislg rweigh ofckhe sitbjeéti 8,becOSny§ i Cs, such
as creamsa ﬁe 0, ﬁ%ﬁ? gimdnd tecording to the
éﬁﬁtﬂ 2y

- inventi onm&s@laas:tnh\isenaﬂﬁinns%ﬁu b b~ OF gani sms. By
usin themnonedslmowsmdohe tothpaund Tl . abNdmentioned OF &M Negat i ve
and¥gr am beba&eeeéwd; a&nhekmtrmoreasd@r@ada thes:angp to

50 pr everEmp@g;fsoh% %’“ﬂﬂﬁ ége’é’md’fb‘}le tamse pat hogens. The
acti ve CoMpovRESiaCHEa Midis mdi o ﬂ#%&d&gﬁ R 4y active agai nst
bacteria mwuﬂmuwgﬁheﬁmrfemmam& ore particularly
SUi bl e drinking " water, way, an infection by gram-neganve or m-positive 35
m can be prevented and, equally, better unhsatlon of _the feedgsrtz:lﬂ lc’:::l be ) '
. The good antimycotic activity and the powerful anubactenal effects led ith
oral resorbability can ‘be demonstrated, by way of le, b; ving #n o3t
40 | = ts(compa;le pleeAandB];y y of example, ythefollowmgmmtro 40
L \ccording to these dats, the preparations claimed have, as regards their ant- °
mycotic properties, not only a broad spectrum of action but also a pronomcedractwn .
peak against moulds and Pityrosporum ovale. Particularly in the case of moulds, the
-MIC values are, for a comparable test method, better by 2 factor of 10 ﬂaan for

45  Clotrimszol andbetuerbyuptoafactoroflOOthanf Ns i
Amphotericin B, as well as Griseofulvin. 5 ystaun, Pm ncm and
As” regards their antibacterial effects, ’ “thé’ products also pruve supenor to

Clotrimazol and other known azole denvanves as well as to the abovementi '
ed - 50
-~ commercially avaﬂable ‘products, since the i poe '
SQ agaimt Bramn-negaive therer” preparauons are. addmonally acuve |

A.) Antimycotic activity in vitro

-

- The MIC values of som. '
listed in the table whirp fotioro® COmPounds. against! important classes of fungx are

. Themmtrotestswereearnedoutmasenesddumon germ
35 averaging 5x 104 germs/ml of -substrate, ‘The nutrient media use'e;t v:g't: mocula
a) for dermatophytes and moulds: Sabouraud’s milien d’epreuve
b) for yeasts: meat extract-glucose bouillon, - ’ '
| ¢) for Pytrosporum ovale: Abbe medium, and- - S 60
60 _ %)h R f‘:z;ll:éggase fungi in the yeast phase: Francxs s blood agar, o
. on temperatures were 28°C :
. and 37°C for baphase fungx, the incubation ug: vgaesnga"tipg Ytehourss’ yeasm and moulds

55



for the prophyl axis and chenot herapy of |ocal and systemic infections in
human 55 nedi ci ne and vetirenary nedi ci ne, caused by these pathogens. For
exanple, it is possible to treat and/or prevent local and/or systemc ill-

nesses caused by.-the foll owi ng pathogens or- by mixtures of the followi ng
pat hogens: M crococcaceae, such as Staphyl ecocci, for exanple.

St aphyl occcus aureus, Staph. epidermdis, aerogens and Gaffkya tetragena
(St aph. Stagphylo- 60 60 - coccus); Lactobacteriaceae, such as .

\

Streptoco f or exanple St r ept ococcus pyogenes a- and B-haenol ysing
fron- (y- )haenoly5|ng Stregymgﬁntl Str. viridans, Str

St repr ocoqa _ _ .
faecal i s (Rt 2Eocossy—Stt— agaldblld eqU| Str N
el 469 617

g IS r.
anaer obi s and ' Ny SRR - TABLE A: Antlmycotlc ac%vuy m vzt?‘t}

Di pl ococcus pneunoni ae,, (PHEUNDCOCCI;: Str%
such as Nei sseri §€,--Tor exanple Nei sser i
meni ngi tidis (Mehi ngoeei:), N. -catarrhal i{
Cor ynebact eri acee, -such as “Corynebact erila, 4.
di ph- 5 thefiae, C. pyogenes, G, dlphﬁig
bovis, C renalej .5 C ovi.s-:and.: € .nurifs
exanpl e Listeria nnnotogenes Er Si pel ot hrii
Erysi pel ot hrix infsidi 6sa: aqg Kurt hi'a® bactler 8
(C= Corynebacteri Bﬁ'b“’e PR Obact eriaceae | suchl-as—Hsehert
the coli group: Hscheri.chia.10- bacteria;*ﬂaﬁfexahpl
Aer obact er bacterla,fJape ;.“=ﬂ . -aer ogengs '11@ apdiAj.

Kl ebsi el | a bacterji a,for_exahp e K. "pheunpfii ae and. K N

exanpl e ‘Erwi ni a gpec.’, ' I [ e. Serrat) a .nej
Aer obacter) (K kleb3|ella) Proteae bact.kria ¢f .t heProt
for exanple Proteus. vulgarls Hﬁ morgani | ;= Pr) retfgeri
and Provi- 15 pl e Prpvidelicig ppiy.
Sal nonel eae: Sal ot/ gHe ‘h_ terial Torfexanpl

A and B, S. typhi} S enterlt ai-s, S... chol éra sdi s .af

(S. =Sal nonel | a), Shlgella bac @rla for exanpl¢ Shig
anbi gua, Sh. flexheri,=Sh. boydii ‘and ‘Shi |sonndi (Sh.
Pseudononadeceae, such as Pseudonufbsfbacﬁerial-fori.

aeru- 20" gi npsa and ys{ Ypee(idonal | ei |(F&: 3Psku }aphd™Aet-ononas .
bacteria, #f or 20 exanpléb‘eronnnas 1 iqugfaci¢ns aphd A.|hydrophilg (A"
=Aer ononas) ; ParV)bacterlaceag- a .

r-Brucel l'dceae,| such as. Paseuf eur.el | a
bact eri a,. for. ex_arp| e e o EPRE B . _ . -

) “terial “activity in o T T B ' .
B) 'I;Ah:aﬁzb: vitro_tests zre carried out by the plate test. In ﬂns, the bactena were
cast with the agar, at a concentration of §'x 10%/plate; The concentration in ﬂlx‘eas plg)te ;
5 “which showed no formation of colomes 1s the MIC The nutment medxum e

' followmg composmon

10 10

15 15




.

‘ Whet her & hd

Past eurel |l a

mul t oci da, Past. pestis (Yersinia), Past.

pseudot uber cul osi s

a -phar macey
the inventi
aqueous sol
form conpri

adm xture Vit® aldiluent.
~medi canent

dragees, ca
of the igqwve
"Nbdlcaé%nt
coher entg 5(
in dosage U
di scret & ¢q
cont ai nighg
(down t@& a

t|g§4 conposi tion conta|n|ng as active ingredient
onacmmlch conpogition is.in thel form of acsterlle
ut@dh The i nvemti on -al so- proovi des a medi eanent -

45 conpound of the invention either alo

45 The ‘i nventi on al s

si G

and Past. tularensis (Past=Pasteurella), Brucella bacteria, for exanple
Brucel |l a abortus, Br. 25 nmelitensis and Br. sujs (Br.= Brucella),
Haennphilus.bacteria for exanpl e Haenbo- 25 philus influenzae, H
“ducreyi, H SUIS H. canis and H aegypticus (H =Haeno- philus), Bordetella
bacteria, for exanple Bordetella pertussis and B. bronchiseptic
(B.=Bordetel | a) and Moraxella bacteria, for exanple Miraxella | ggjé a. The
above |ist af pathogens is purely b way of exanple and is inn ¥y to be
30 _Alint erpreted as | rm051 ng 1’36"1%/1 . 30 _Thelk ol I owi ng
ray- be nmentg y : ; pd,
anmel i orate and/cr'cured by the’ active conmpounds ‘accordi'ng to t he
i nvention: |Iﬁknressgs of the resplratory fracts and_pf the pharyngeal
cavity; ot|t|£g haryngi ti & pneundni a; peritonitis; =pyel onephritis
cystitis; endgpardltls 'system ¢ |nfect|ons 35 bronchitis; arthritis
ant ot her gystempe—tnfecttons—as—wet-—as +ocal afeettens—Fof 35 exanple
‘of the skin and of locally accessible mucous nenbranes. The pfesent
i nvention pro@gﬂes a pharmaceuti cal conp05|t|on cont ai ning as|active
i ngredi ent_ja @(mrourggl of tige invention in kdm xture wth a solid or
| i quefied casca‘d';u1 drTuent 'br inadmxture with a |iqguid.dilupnt other than
a solvent (gf-. &‘ﬁmle~-40 ~.cul ar- melght Iess t han 200 (pref=rab|y | ess
. than 350) d.llu Fsurfaceactive ~ageTTt A0—Ttre—trvertTomrful t her provi des

A conmpound of
Dr i sotoni c
n} dosage unit
he Oor in

D provides a

inath
psﬁEb,
I&H

form of tablets (induding |ozenges and gr
pills, ampoules|or supppsitories qgonprisin
Qﬂ ei ther al She or in adm xture with the diluen
d-in this Qn i 2

)ortlons sui tabl e for medi cal adm nj strati on.
br ni': 50 used in this Specification nea
1 p@ﬁthﬂS«SUltabhe for medi:cal - admi wi'stratio
y dose or a nultiple (up to four times) or S
pt h) of  a dally dose of 't he conpound of the i
tanent contains a daily dose or. for exanple,

MCIDCEalues

£
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Anul es) ,

j a compound
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| screte

" Medi cament
s physically
h each
Lb-mul tiple
hventi on.

a half, a

third,

nedicanqpt
times ors f
accor di fig:

gel s, pﬁht

a

{

3

quarter of a daily dose- Wi ] depend .-on
be adm nistered 55 once or, for exanple,
Tesqa day gespectigvely. The pharnaceutlcal
|nﬁbnt|on” may,. for exanpl e, take tHe form
pans, - sprays (incl.uding aerosols) Iotlons

t
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Active compound. .

et her the
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C np03|t|ons
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suspensi ons, solutions and enul sions of the active ingredients in aqueous
or non-aqueous 60 di luents, sprays, granules or powders.

60 The diluents to be used in pharmaceutical conpasitions (e.g granul ates)
adapted tobe forned into tabl et s, dragees, capsules and pills include the
following: - 8 1, 469,6173 _ ) o .
8 (a) fillers and extenders, e.g. starch, sugars, -mannitol,. and silicic

aci d; (b) ing agent, e.g. carboxymethyl cellul.ose and. other, cellul ose
derivatives/\;®l gi nates, gelatine and polyvinyl pyrolidone; (c) . .

noi st uri zj g .gfnts .9 qal. ycerol (c) di q“gg\lt;egratl ng agents, .e.g. 12
agar - agar X K afet+tgm—earbormateand-sodiunT brcartomate; ey 55— agens. U

for detardi di ssdf'ﬂ’ﬂ“ﬁ?? @“’gﬂe’paraffl n; Fi ? . sorptlon accel erators, e.g.
guat ernary 5 anmoni um conpounds; (g) sur é’ actlve agents e.g. cetyl

al cohol, gl yceroli nono- stearate; (h) pti ye carriers, eg. kaol in and
bentonite; (i)  ‘lubricants-e.g. talc, ?n?? magnesi um st earate and

sol i d pol yet hyl ene gl-ycols. -The -t abl ets; -dr es, capsul es--and pi-lls for ma(sLQ/
fromthe pharmaceutical com 10 . posit of the |nvent|on can have

the customary coatlpr ,,envel opes and protective 10 matrices, which may
contai n opacifqers. %‘ﬁé Be¥erda&

active i ngredl ent: oal,ylmg,[ rﬁ (%%%Et)%:& %s%?ggQ%@DmL%ﬁhﬁ%rmﬁ%stl nasl
tract, possibly ovesre adqadatto dd sdhumqurelnﬁybbtﬂodﬂazdeg&ps dmne:}i

protective natri cesliheps © - Tre S REE TR e T R TR BY Sib e '
15 The Wged'm LRl &gee' 9 ﬁ;ﬁ 0
together with oné js distilled off in va THE oaja\f@ﬁad isOdissdived i@ ea&ﬁ&tm '

di l uents. The di | uelning ifseubibe wsinohsi qonstifkras lmﬁla'alionc'ihe SOAPOS iagain ted to

be formed into sup “’% d“‘*f‘bw m"VJ&t g:iﬁ wbl e ar
wat er - i nsol ubyg di Idi% ¢ g ﬁ&mmﬁoﬁf 37{9( ¥° cocga-
oil and high esters . - [err]-alcohol W|th[err] fatty acid]) or

m xtures of these d‘b‘mtnsw . 20 The pharnmaceuti cal corrp05|t|ons whi ch -
are ointnents, pastes, creams and gels can, for exanpl e, contain the -usual

di luents, e.g. aninal..and vegetable. f@@g&@par affins, starch,:
tragacanth, cellulose derivatives, polyethylene glycols, silicones, -
bentonites,silicic acid; talc and zinc oxide or m xtures of these:: ;

substances. 25 38.87 €0 qngletienzophamné al ef phrinole |
and sprays can for%%\ﬁp@y%@?f&ﬂ‘%mﬁékdﬁj%%ﬂf%wyﬁg P bsct osg,

tal c, SI|ICICQ:1CId %‘U H’Wcm%
povvder or m xtures b080thestt) § Eeanbmolof
exanpl e, contai n themuangaémnwzapnl"d:a:%&ama ./Ochl or of | uorohygrocar bons

Process. variant (b/3.)
25 167 g (0.6 mol) of diphenyl-phenyl-chloro-methane and 92 g (066 mol) of.. 25
.. trimethylsilylimidazole, dissolved in 500 ml of acetonitrile, are heated under reflux -~ :
for 15 hours. After distilling off the solvent, the crystalline residue is purified by -
_ recrystallisation from ethyl acetate. 97 g (529, of theory) of dnphenyl—umdazole—(l)-
phenyl-methane of telting point 142°C are obtained. : ’

30 ' . Example 2. P 30

Q—o—QﬁD -
o

Process vammt (b/I ), with salt formatum
329 g (0.1 mol). of (4-phenoxy-phenyl)- (2-chlorophenyl)-chloro—methane and
; 68g(01mol)ofmdazoleareheatedfor2hoursto 120°C,wh1lstsumngAfm g
35 | having cooled, the glassy mass is dissolved:in acetone and the solution is stirred with - 35
* diisopropyl ether. 40 g (100%, of theory) of 2 - chlorophenl - ‘imidazolyl - (1)-
© (4- phmoxy ‘phenyl) - methane hydrochlonde of meltmg pomt lSO"C are obtamed

Eumple 3.

| QO??D '-



~* pepper ni Nitistiling 5(39/9

The pharnmaceuti cal conpositions which are solutions and enul sions can 30
exanple, <contain the customary diluents (wth of course, the

above- nenti oned 30 exclusion of _solvents having a nolecular weight
bel o 200) except in the presence of.:a*ggFface-active agent), such as
sol vents, dissolving agents and emul sifiers; speci fic exanpl es of st
di luents are water, ethyl alcohol. i sopropyl alcohol, ethyl carbg
acetate, benzyl aIcohoI benzyl behzoate; propyl ene glycol, 1,8 s
gl ycol, 35 dlnethylfornanlde oils for exanple ground nut o =
glycemyl. tetraydrofurfuryl 1dﬁxmtcohol pol yet hyl ene gl ycolg and fatty

Q%e sol ut 1'6ff§

bl ock- i sofepvi&. to Widd mh2oarmdd guspensi ons can
contain ttnetommméf@esxﬂdngl anétmns dwbhsﬂsreldl mndsubphdeinh§00mlg wat er, et hyl

al cohol , $ (0.4 gl -dﬂczmheaﬂ fpheayl ?e“ " et Boxyl at ed
{sosteary t‘ﬁ % Wﬁ%? esters),

i crocrystThd bil mcrp Sdissol lliEBtdﬁé? & Koftbill 8, wahﬁmwnl te, agar agar
and tr agawater Hriedroven mdmmedpltaheﬁlmﬂ andAfréedtﬂ'om haﬂmemtvacualThcorrp05| tions

_accdldi ng Yo‘”t‘q\'élﬁ Hepelrad; i °¢f£9"“ﬂm ng a@ents and
preservatb\b%, magl'%éé‘ é g;% 45 e. g.
saccharin).
- The phar nﬁ’deudlpl@mﬂ amﬂpuesoftmdm Rine 90 argobtmn&ihe |nvent| on pr ef erably
. cont1§un 1+to 9%&? nore preferably from4.5 to 95% of the act{S
i ngredi en‘? of the total conposition. 50 . I n addi

ion to a
conpound of the invention, the pharngceutical conpositions and 50

medi caments according to the t can al so contain other

phar maceutical ly 50 acti ve@@‘un They may alsq contain a plurality
of  compounds the invention. Any dilent in the medicaments of the present

i nvention Meego gE0.98MolP bt 2-BleepheRIdipiRAELRRDYR disRive®ntidogaat O t he
phar rraceuttflh%ﬁmecmpa)mhttmmé IM nﬂa?(e m:ls()zs:erthmnynmmeﬁﬁ 400 mitafOn. Such

nedpganmenf3 sbfs“ I'&#Cﬂm lﬂh,m;dthan 200 as
55 50l e dy m ﬁd@?m Bg t ¥ nedi canent
accor di ngmi'nﬁedtlliyEretrﬁElSﬂﬁiﬂoﬁ) m”ﬁ,‘f not)' nmay be,

for exarr'pill Q!@-mbﬂt@efot)mhlo &t:sbn(macl ud| ng | ozenges and

graaﬁ es); j @mﬂ%éégabl%bﬁéﬂ# @gmmwm@uﬂmmmd anpoul es. Sone
of t eselforms may be nade up for release of the 60 active ingtedient.

© Sone, such as capsules, include a protective envelope which-renders the
portions of the nedi canent physically discrete and coherent.




9 1,469,617 The preferred daily dose for
adm ni stration of the nedicanents of the invention is 400 ng to 50 g of
active ingredient. The production of the above-nentioned pharmaceuti cal
conposi tions and nedi caments is carried out by any nethod known in the art,
for exanple, by mxing 5 the active ingredient(s) with the di [ uent (s)-
to forma pharmaceutical conposition 5 (eg. a granul ate) and then form ng
the conposi¥Ton into the medicanent (eg. tablets). This invention further
provi des a(mgfod of combating (including prevention, relief and cure of’)
t he above- g@ned di seases in human andige@gihuman ani mals, .10 whi:gh
conpri ses as T O :
10 in admixture with a diluept or in the form of a nedlcanent accordlng to
the invention. It is enV|sagbd t hat these active conpounds wll be

adm ni stered perorally, parew-:teraliy (for exanpl € intramuscul arly, -
intraperitoneally or intravehously), rectally or 15 - 10ca||y preferably
orally or locally when they hre used as antinycotic agents, and are 15 (-4
preferably adm nistered parepterally, especially |ntravenously -and o
i ntranuscul arly, when usedUa‘ anti m-crobi-al agents.  Preferred

phar maceut i cal conp05|t|0n§ ;nd medi - - caments are therefore those. adapted '

for oral, local or parentera agytnl ratloﬁ% I'n- ge@gral |t hé& provéd '
advantageous both in: hunan:hmd|C|ne ahd in veterlnary 20. " Tredi ci ne, tow
adm ni ster the active conpéuﬁd or .conpounds accordi:ng to the invention 20

in total anobunts of about g .0 about 500, preferably 30 to 250, ng/ kg of

body wei ght every 24 hours, pptionally in the formof several individual

admi ni strations, to achieve {he desired results. 25 - It can,

however, be necessary to devliate fromthe dosages nentioned and in

particular to do so as a funttlon of the type and body wei ght of the

subject to be 25 treated, the @@t ure and severity of the illness, ‘the

nature of the preparation anH t ke adnmini stration.of- the medicine,-and the

time or interval during whigkh-adinistration takes place Thus.it-can.in
sone cases suffice to manage|w th I'ess than the above- nentionéd anount of .
active conpound whilst in otHer.iases t he abovenentioned 30 _anDunt of
active conpound nust ke excetded Any expert can easily decide the:: 30
particular requisite Qpalnuntdosage and met hod of .admi ni stration of the

active conpounds on, tﬁ basi $ of his expert know edge. \Wen used as a

.

feedstuff additiveg't new fonpounds can be adninistered in the usual
manner together w gh e feeflstuff or with feedstuff preparations, or with-
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35 the drinking water. In this way, an infection by gram negative or
gram positive 35 bacteria can be prevented and, equally, better
utilisation of the feedstuff can be _achieved. - The good antinycotic
activity and the powerful antibacterial effects coupled with oral

resorbabi'lity can be denonstrated, by way of example, by the foll in
vitro 40 . experi nerits (conpare Exanples A and B).

40 According to these data, the preparations clainmed have, as ; their
anti- nycotic propertres not only a broad spectrum of action | SO a

pronoysced action.peak agai nst’ h#egjétils and Pityrosporum oval e. Parti cularly
ntRe case of noulds, the MC values are, for a conparable test nethod, be
by a factor of 10 than for 45 Clotrimazol and better by up to a
factor of 100 ffhan for Nystatin, Pimaricin and Anphotericin B, as well as
Griseofulvin. As regards their antibacterial effects, thg products al so
prove superio ‘to Cotrinmazol and other known azol e Berivatives as wel |
‘as—to the abovémentionedE 50 comrerci al 'y avail abl eprodgcl_;:s since the new
are additionglly active ~Agai nsty gram negatige bagteria. A)
Antinycotic &tlivity in v¥tro TBe MC falues & sone congounds agai nst -
i nportant cl gsges aof fungl are M.sted n the &abl e Bhi ch“fol | ows.
55 The 'in vitd ¢ teSts were carrr-'ed out3in a series glllutl;Qn test with germ
i nocula 55 & averagi ng B x 10 @er ms/ N of sulgstrat®. Theanutrient nedia
used were a) gJ ¢r dermat ephytes and noul ds: Sabouraud's mlieu d' epreuve, b)
for yeasts: Reat extract-glucose bouillon, c) for Pytrosporum oval e: Abbe
medi um and 60 d) for biphase fungi in the
yeast phase: Ffancis's bl ood agar. 60 The incubation tenperatures
were [err] for |dermatophytes, yeasts and noul ds and [err] for bi phase
fungi; the inc batmon time was 24-96 hours. 10
1, 469, 617 10 TABLE A :
Ant i nycoti c- ac |V|-§y invitro MC values in y/m of nutrientnedium for
Active corrpoan CL“B ) Antibacterial activityzvitre 2
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The in vitro tests were carried out by the plate test. In this, the
bacteria were cast with the agar, at a concentration of 5 x [err]/plate.

The concentration in the plate 5 whi ch_showed no formation of col onies

is the MC The nutrient nediumhas the 5 follow ng conposition: Proteose
pept one 10 g Dextrose . 2 g 10 Coe
NaCl ' 39 10 Di sodi um phosphate 2" g Na acetate

Adeni ne sul/phat e - 0.01 g Guanine hydrocloride 0.01 g 15 _ .

Ur aci | ‘ 1 5 Xanthine 0.01 g Apr. - : i

12.0 g pH\7. 4 /16 1, 000m. di st ill4bmet7vat er 11 - 16
1,469, 617 Arepar ati on exanpl es exanpl € 1. ; Process varlant\*/
(a) 5 13.6 g (0.2 nol) of imdazole are dissolved in 150 m of

acetonitrile and 3.5 mf 5_of thionyl chloride are added at [err] 13 g
(0.05 nol) of diphenyl{phenyl-carbinol are added to the solution of :
thionyl -bis imdazole ghus_obtained. After standing for 15 hours at room _
tenperature, the -solygnt ss renmoved by distilling off in vacuo. The L
residue is taken up &h chl'drdformand the solution is washed with-water.

The 10 organic Qﬁ seiﬁ, separated off, dried over sodi um sul phat e and
filtered and the sol &t 0 is distilled of f in vacuo. The oily residue is .
di ssol ved in ethyl a&efatexand freed frominsol uble, resinous constituents.
by filtratioon. The s ent=i s agalﬁ distilled off in vacuo and the residue
is purified by recry® 4l 'iSation from acetonitrile. 8.7g (56% of theory) of
di phenyl -i m dazol yl (1) {phenyl - et hane of nelting point [err] are 15

obt ai ned. 15

Imidazolyl- (1)

_Az

TABLE 1 (continuation)

R2
O
O
~C(CHy),
QCFa
—C(CH,),
—C,H,n
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Starting materi

di ssolved in 200 m of ethanol
bor ohydri de are added. After
and allowi ng to cool,

containing a li
purified by re-

OH 38.8 g (0.15 nol) of 4-phenyl-benzophenone are

* and 3 g (0.075 nol) of sodium

heating for 15 hours 20 under reflux,

the reaction m xture is hydrolysed with water 20

t.tl e hydrochl oric acid. The solid thereby produced
crystallisation fromethanol. 36 g (89% of theg

al

di phenyl - phenyl - car bi nol of nelting point [err] are obtained.

variant (b/3.) 25 167 g (0.6 nol) of

di phegyl - phenyl - chl or o- nethane ang 879 (0.66 nol) of. o
L ' T ' heat ed

under reflux for 15 hours. After distilling off the solvent, "the

crystalline regidue is purified by recrystallisation fron1ethy| acetate. 97

g (52% of theoty) of diphenyl-imdazole-(1)- phenyl- nethane of nmelting

point [err] ar¢ obtained. 30 Exanpl e
Lot 30 Cl Process varlant (b/1.), with

salt formatign}32. 9 ¢

(4- phenoxy- phe
i m dazol e-ar
havi ng cooleg
“stirred withg

chlorophenylg-
hydrochl ori de

1, 469, 617

A sol ution of

added dropw se
200 m of acet
suspended in 3
2-chl or ophenyl }
hours to [erg]
filtrate is Tr
The oi |l which

washed mgth

"TABLE 1 (continuatio
Rz

b

No.

bf neltlng point 150C are obtained. Exanple 3. CL

D0 1}

ped:
{e

(0.1 nol) of

yl) - (2 chl orophenyl ) - chloro met hane and 6.8 g (0.1 nol) of
neated for_2 hours to [err] whilst stirring. After 35

the glasg mass is dbssolved in acetod% and the solution is
85 dii sopropyl ether. 40 g (100%  of ‘theory) of 2 -

i m dazol yl (1)- (4 - phenoxy - phenyl) met hane

13

13 Process variant (b/2.)
3.6 g (0.2 nol) of inidazole in 100 m _of acetonitrile is
to a suspension of 10.8 g (0.13 nol) aﬁ sodi um nmet hyl ate in
pni tLile. The resulting sodlun1|n1dazora is filtered off and
5 of acetaditrile, and 31.3 g (0.1 nol) of
dlﬁhenyl chl oro- nethﬁne are 5 added. :After heating for 24

t m xt.ure i;s alloged to,cool, and i$ filtered. The

rom the sol vent by dlstllllng the datter off in vacuo.
ns is dissolvedén et hyl acetate aid the solution is

o ¢ .6\:;(.

(%] ot

-0—

3_CH,

2—CH2—Q

26
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water, dried over sodium sulphate, filtered and freed fromthe solvent in
vacuo. The 10 oily residue is dissolved.in chloroformand

chromat ographed on a silica gel colum. 10 After separating off a
chloroformfraction containing a conpound of nelting point [err], the

chl orof orm-fraction containing the desired end product is obtaLned. After
distilling off the solvent, 10.7 g (31% of. theory) of 2 - chlorophenyl -

i mdazolyl- (1) - diphenyl - methane of- nelting point [err]. are obtai‘ned.

15 St af't\ng materi al T . b i
35480l.) of 2-chl orophenyl - di ptysagir carbi nol are .dissolved inis
1,000 m of\Bgnzeme and a sof utron or I44 M (Z nols) of thronyl chlorrde U
in 400 M of benzene is added slowy at [err], whilst stirring. The ' :
reaction mixture i s h¢ated 20 - under reflux for 15 hours. The sol vent

is distilled off in vacuo and-the residue is 20 stlrred with 500 ml of
petrol eum ether. The ¢rystals produced are filtered off and purified by
recrystal lisation frofethanol. 36xg (89% of theory) of 2-chl oropenyl -

di phenyl - chl or onet h@n¢ of nel ti-ng Be{ ny ferr] are obtained. The. conpounds:‘f
of Table 1 mhlch f ofq pus are obtai ned? ml-ogously to Exanples 25 - 1to
3. § L - .'_ o h '
25 1, 469, 617 = o 14 15. — :
1, 469, 617 8] X 15 * 16 . T
1,469, 617 S - ;23 ._g
] H R
~ : - I VR
2 S 5 g T @
. - : . =}
e 2 3 .§=% g |
T 3 3 B g £
ol E : % £ s E ®
< : S’ s 4 £.9 §
4 4 F gt 8
3 ‘_‘2 :':_2 %’g% g ,',,.'§
5 S % ki é'Eg
- . : x. bc :L’
E'} « T |:g . ' . g—g'g 2‘1:'“6:54
m X . . ; . e - E- 2 g?ﬂm _
< s MNE § =
e~ e : 2.§ S ﬁ.g%"ggg.g '
o <& gn-.:;ﬁ p é'g
8= 2o _THY
=  8usg 2O -
> | | ! BE g ab®ay
=3 | ggﬁ
< : §.§- OF &8
§< Boal N gﬁ '
-~ EEEM < aB
8 5§
. 5 .
o fo ol S . ::
& ! ' -
43}




18 1,469, 617 °
18 | 19. 1, 469, 617
19 2. Arconmpound according to claim 1 wherein [err] represents a

sk¥ai ght "c'f\ai n or branched .al kyl group of from1 to 6 carbon -atons, an
alkoxy qraUp,ef from2 to 4 carbon at OMg 4e b1 UOrine, chlorine or brom pe
attm a \ral/ogreroaticyt—e ¢ o1 —A—ear-Dof—at-orE—ane A s
hal ogen atons, a nitro group or a cyano group; -
5 [err] representsia straight-chain or branched al kyl group of from1l to 6
carbon atons, or ar] aryl group of from6 to 10 carbon atons optionally
substituted by onelor nore hal ogen atons, al kyl groups of from1l to 6
carbon atoms, al koqy, -al kylthiozand al kyl sul phonyl groups of from1 to 47/
carbon atons, halpdenoal kyl gro 7t f_1 or 10 2 carbon atons and from
1 to 5 hal ogen atorfs, and amine a ngtro groups; and 10 nis O or an
integer of fromlEto 3. 3. A conp d of the fornula or a salt thereof. 15
4. A conpound of &fle formula w =
15 or a salt thereqgf. 5 A conpoun® of the formula 20 or a salt
t her eof . 2 ; T < 20 6.
A conpound of the& flornula or a sal& thereof. 7. A conpound of & hei f oréul a
25 25 N or a salt @hereqf. 8. TA cqgpound
of the fornmula or 4 salt thereof. 30 9. A conpouncgactordi ngdto
any one of clainmns 1 tos8 in tde formof a salt of a 30 rg/dr:bg@ haf'i de
aci d, phosphoric aqid,Znitric.acid, or a mono- or bifunctiagal® car boxylic
k: k > o E £
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-

or hydroxycarboxylic acid. 1111111 111111 111 11111 1111111 20

1,469, 617 . 20 10. Any conpound of the
formula (1) specifically nmeptioned herein other than the conpound descri bed
in Exanple 36. 11. A process for the preparation of a conpound of the

-fornula (1) or a.salt thereof conprising either 5 (a) reacting.:é

carbinol of the formula‘in which [err], X and n are as defined i
with a thlony bi s-azol e of the formJIa Az- S Az

(r+¢1) 10 '|nwh|ch - _

10 Az 9s as defined-in claim 1 or1,4§!b617r eacti ng a hal ogeno- net hdte of the

forrrul a (v ZIWJm]n W& I'w and n are as defined in cllaiml and 1
5 err@;ﬂés 2 Hafn! 83 f\-@up f from 1 to 6 carbon

15 1.) wiwnmamak@ygroﬁﬁ;ﬂﬂmﬂmmﬁémﬂ ro minemrﬁgnﬂns as defi ned in
claing 1 ifaem eAlnsenaslkyl mun—:%;{“gzé§eﬁcoerbgf atoms @dlfcbnbl nelp helogzgent or_ 20

2.) wth C GREh QLI

2-0'4'\2 M atoms, or an aryl goup of fromué :: rﬁmx)a&tﬁ&g’ﬁf Oihrﬁ& ﬁrﬁgf ' ned inclaim
tdio

1 -and M r eprmgeMigesatbus alkgrgranps of fial 1 166 tearbo corrpound of the
for a zgnd alkylsulphonyl groups of from 1 to 4 carbon atoms, halogenﬁdkﬂs of 1 or
(VI {Tw wb"" Mﬁgﬁf %ntaﬁé‘s s A8 ARG ‘H‘bﬁt‘l‘?@"% adai m¥® and the

azol yl-(1)- mst tained are reacted, if desired, with an acid
to forma salt. 12 A process according to. cla|m11 whereln the reaction is

_carried out in the 30 presence of%a diluent.
30 ol Scn{ )
OO
4
or a salt thereof. . :
15 4. A compound of the formula - ' - 15
OO0
S
or a salt thereof.

5. A compound of the formula

C.b
20 or a salt thereof. R : . -
6. A compound of the formula o

=} o |

or a salt thereof.
7 Acompoundofﬂleformula

orasaltthereof '
- 8. Acompoundoftheformula

.—'—cn—@—c(cum

. _or a8 sa.lt thereof - ' o ' '
30 -9, AcompoundaccordmgtoanyoneofclaxmslmSmﬂleformofasaltofa 30
hydrogen halide acid, phosphonc acid, nitric 4cid, or a mono- or blfunclhonal carboxyllc .

orhydroxycarboxy ic aud




13. A process according to claim 11l or claim 12 wherein the reaction of the
conpounds of the fornmulae (11) and (11l) is effected at a tenperature of
fromO to [err] 14. A process according to claim11 or claim12 wherein the _
reaction of the 35 conpounds of the formulae (I'V) and (V) is effected.

at a tenperature of from20 to 35 [err]. 15. A process according to clairm
11 or claim 12 wherein the reaction of the conpounds of the f or mul ae (V)

and (VI) the reaction of the conpounds of the fornulae (1V) and (VII) S
effected .tenperature of from-10 to. + 100C 40 . 16, A process

for preparaf dﬁ of a corrpound accord| ng {.’%bal m 1 substantlal ly 40 as 39
her ei nbef w2 +bee SHe =3 ’-‘ m@;@w eda#’}ug%é“””” U
according to claim 11(prﬂepmmtﬂy0faﬂm ) ARfOtioY dhanc| g s

11 to 16. 21 -_._WmEmPk“ - 469, 617

21 18. A phar rraceuh{ugg ri”eé’%'ﬁ?%"ﬁl“r?&m%??’dan active |(|I"?gred| ent a
conmpound according t0 : claims 1 to 10 and 17 in adm Xture with a
solid or liquefied (gaszemingadmbindmnhafonnm admixture with a li qui d di.l uent 3 v
other than a solvent of a nole- cul ar wei ght l.ess than 200 except in the
presence of. a surface-active agent. —Q—GIG-RZA pharmaceut i cal’

conposi tion containing:as an active | i en Jmcorrpound 5 acﬁl))rdl ng to

any one of clains 1 to 10 and 17 WhIC corrp03|t|on is in the formof a

sterile or isotonic agqﬁ,&gq%_ ﬂ%@‘@“g“f%@d E?Etsih WM%W% claim

18 or 19 contai ni Ngyrhawm e sal d active I ngredient -

10 21. A nedicanent in dosage un|t form conprising a co ound
according to any 10 one of claims 1 to 17 either alone®Din

adm xture with a diluent. 22. A nedicanent i the formof tablets, pills,
dragees,. capsy es, ypghigil es, or suppositories conprising a conpound, 10

according to any one Aiiseéaﬁueuuﬂddiml,loe and 17, either alone or in. admxture
with a diluent 15 net hod_ of cq}gbati ng mycoses and bacteri al
i nfection in non- hﬁh)an’mg%f‘:‘? F'F?&T“f ¢ foro rrprises admi-ni stering to the
animal s an active conpound accordi ng /Da_ Qf .clains 1 to 10 and 17

|

either alone or in adm xture with a d JQ the form of «IWedi cament
according to claim21 or 22. 24. A mét"mod accor I'ng to claim 23 |n whi ch

the active conpound chqgrﬁ’rkandnareasdeﬁnedmdamland S L _
15 Halrepresq:ts chlorine or bromine, 15

1.) with an azole ofthe formula

Az—H W
in wlnch Az is as defined in claim 1 ' '
_ if appropriate in the presence of an acxd-bmdmg agent, or - | :
20 2.) witha compound of the formula - - o | - 20
) Az—M (V1)

in which Az is as defined in claim 1and
M represents silver or an alkali metal, or

3.) with a compound of the formula A
25 - | Az—Si(CH), (VI 25

mwhlchAzhasdlemeanmgdeﬁnedmclmml
and the azolyl-(l)-methanes thereby obtained are reacted, if desired, with an acid
to form a salt. -
S 12. Aprocessaocordmgtodaxmllwheremthereacuonxscamedoutmthe _
- 30°  presence of a diluent. .. 30
: : 13. A process -according to claim 11 orclaxlewhcremﬁ:ereacuonofdle
compounds of the formulae (II) and (III) is effected at a témperatureof from 0 ©
120°C.
14. A process according to claim llorclauanwheremthereacnonofﬂxe
35 compounds of the formulae’ (IV) and (V) is eﬁected at a temperature of from 200 - 35
150°C. o
: 15. A process aocordmg to claim .11 or claim 12 wherein the reaction of the
unds of the formulae (Iv) and (VI) or the reaction of the compounds of:he
. formulae (IV) and (VII) is effected at a temperature of from -—10 to ,+ 100 C. .
40 . 16. A process for preparation of a compound aooordmg to claim 1 substanuallr 40
- as hereinbefore described in any one of Examples 1 to 35. .
17.- A compound accordmg to claim 1 prepared by a process accordmg to any

one of claims 11 to 16.".
|*| C. L M s =

w




L i ]

20 istered in an anmobunt of 8 to 500 ng per kg of body wei ght per day.
20 25. A nmethod according to claim23 or claim24 in which the active
conmpound is administered orally or_locally. 26. A conpound according to
claim1 as described in Exanple 36. 27:#%¢onposition, nedi canent or nethod
. according’to _any.one of clainms 18 .25 to 25 wherein the sal tive

i ngredi ent, conpound or' active .conpound is the com 25 pound/d I bed in
Exanpl e<36. For the Applicants, CARPMAELS & RANSFORD, Charter gd ent
Agents, 43 Bl oonsbury .Square, London, WCLA 2RA. Printed for He jesty's

Statianry_CIfice by the Courieh4deeBs, Leanmi ngton Spa, 1977. Fﬂblished by
the Patent Ocl&.'&?m&mm&&%ﬁwﬁhﬂs%%ﬁvkmﬁm aWmpouhd Y from which

COpi s MAYacddfling!ab ahy\@e of claims 1 to 10 and 17 in admixture with a solid or liquefied -
, gaseous diluent or in admixture with a liquid diluent other than-a solvent of a mole-
cular weight less than 200 excépt in the presence of a surface-active agent. _
5 19. A pharmaceutical composition containing as an active ingredient a compound 5
according to any one of claims 1 to 10 and 17, which composition is in the form of -
S a sterile or isotonic aqueous solution. . '
: 20. A composition according to claim 18 or 19 containing from 0.5 to 959,
: by weight of the said active ingredient. . S
10 21. A medicament in dosage unit form comprising a compound according toany - 10 -
one of claims 1 to 10 and 17 either alone or in admixture with a diluent. '
22. A medicament in the form of tablets, pills, dragees, capsules, ampoules, or
suppositories comprising 2 compound according to any one of claims 1 to 10 and 17,
~ either alone or in admixture with a diluent. ' :
15 23. A method of combating mycoses and bacterial infection in non-human {5
animals which comprises administering to the animals an active compound according
to any one of claims 1 to 10 and 17 either alone or in admixture with a diluent or
in the form of a medicament according to claim 21 or 22.
' 24.. A method according to claim 23 in which the active compound is admin-
20 Jistered in an amount of 8 to 500 mg per kg of body weight per day. - 20
25. A method according to claim 23 or claim 24 in which the active compound
is administered orally or locally. :
: 26."'A compound according to claim 1 as described in Example 36. :
27. A composition, medicament or method according to any one of claims 1
25 to 25 wherein the said active ingredient, compound or active compound is the com- 25
pound described in Example 36. T :

For the Applicants, '
e CARPMAELS & RANSFORD,
(il;ar;cired'PatentsAgents,
oomsbury Square,
London, WCIA 2RA.

Printed for Her Majesty’'s Stationery Office by the cduri_er Press, Leamingto: .
Published by the Patent Office, 25 Southampton Buildings, London, wczAnlipYa: %m
which copies may be obtained, : :
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