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' .The pr‘esent inventien relates to pharmaceutical preparations for tepical
]appl l.cation which contain salts of al kanec.ar,&axyl I c acids and the
production thereof. The present invention provides pharnaceutical ' @
preparations for topical application which contain a conpound of the

ormula [err] wherei nThq ?résga%&rmeftwrf FThALLY it ]Prﬁ%c%fe‘r‘?r% [err]
nd [err] are hydrogen and [er 6d|chloro 1lingq.and [e
ydeogen, and ea®¥e g‘\“]‘égﬁ‘l Ig"]é"n 1 aRRiAsA R |‘§“r°3‘ h'{)’d’r'ng’éh

@liphatic radical, Wwo Qf [err B
fliphatic radical® of L?ﬁ'kaﬁwﬁatﬂ{«ﬂ[or dqnicfl télul%‘f }qgér |n°td3%‘$tulpt edé"ﬁ4 aza oxa

pr thia, with the proviso that at |east one of [err] and R5 is dlfferent
rom hydrogen, and the additional proviso that, if [err] is hydrogen and

ferr] is nmethyl, [errlme glidd&{#Ninddriiion prﬂovicﬁss R0 A Osed T hexy|

Whi ch is derlved from D-gl'ucam ne, optionally in the formof an isoner,

b oget her with copsaid ril ol £'d 10 Mo pil vl 10 Ta fXXi i 81615 WiticH qporwedin a

appl i cation. Pharnmaceutical preparations for topical application are to be

pnder st ood as neajomppund paf 4| formddese i n which the active in- gredient

S present in a formin which it can be absorbed by the skin, e.g. together

M th conventional carriers and/ or gexcipients n‘g;)r topi cal application.

}2- An allphatlc r adi cal [%f\r] err] isagrieferably a | ower alkyl radical

. | \g -!11-14 | (D
wherein R1 is a group of the formula

N

Ny |
- % (I1a)

wherein Z, and x'3 are ;hyéro'gen and X, is 2,6—&1ch10-r_o§nilino
and Rz is hydrogen, ’ T
and each of Ks,"lia and RS ind’epend‘eﬁt‘ly is hydrogen orx

an aliphatic radical, or two of R Y R and RS together are a bivalent
aliphatic radical, unsubstituted or subs:ltuted or interrupted by .
aza, oxa or thia, ﬁi:h the proviso that at least onme of 9.3, !4
and RS is different from hydrogen, and the additional proviso that,
| if R, is hydrogen and R, is methyl, R, is different from 2,3,4,5,6-
_ pentahydroxy-l-hexyl which is derived from D-glucamine, optionally
in the form of an isomer, together with conventional carriers and)ot

excipients for topical applicationm.

Pharmaceutical preparations for topical application are to be
understood as meaning in pafticular those in which the active in-
gredient is present in a form in which it can be absorbed by the
skia, e.g. together with conventional carriers and/or excipients

for topical application.
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which is unsubstituted or substituted by amino,a group of-the fornula [-err]
or hydrexyl. Exanples of such radicals are |ower 2 al kyl,. anino-I|ower ‘
al k@ hydr oxyl -1 ower al kyl, or oligo-hydroxy- |ower alkyl. A bival ent

al i tic radical is e.g. 4- to 7-mepbered | ower al kylene, whilst a

bival ent atiphatic radical which is interrupted by option-' ally :
substituted aza, .or .by.oxa,or thia,is_ € g. 4- to 7-nenbered 3-aza-,  3-o0Xxa-
or 3-thia-| ondF 3?’@'? éhce,rafihc%Phh Rz &F &n’.‘fxp?gb‘?gb&?i 3 JouEr a1yl Rpdietter.e

al kyl . Thr oughhiith tilsi snsybsciduitedt s Bubsdicuted Wy kiRl 2 . gHdRp W Ehs Fodddid Y
organi ¢ radi cal s@and conpounds denotes preferably those containing up to

and i ncl udi ng &, . erably up.to.and. including 4, carbon atons. The _
general defini Bo%gnp ed’ \%’%ﬁ?’%’fh pLek obt s‘ﬂq'ﬁ tadicalsfaze loHaTon have
the follow ng preferred anings: Lower alkyl is e.g. nethyl, ethyl, :

n-propyl, isoplapy) amimdiloyer alkpl, hydidxylSRereRUidy10 o QLigd hlitoxyanNd al so
conpri ses corres ogﬂgnﬂ pentyl, hexyl .or heptyl radicals. Am no-Ilower alkyl
is preferably ikaleiti:14 YI, 2-am noethyl, 3-am no- propyl or 4-am nobutyl.
Hydr oxy-1 ower al kyl contains in particular a hydroxyl group and is e.g.

hydr oxynmet hyl ,, 2:hydroxynethyl , 2-. ot 3-hydroxyprqpyl or 2- - or '

4~ hydr oxybut yI* %:.vé’l_eng gh@“?ét?— ﬁW&iyﬁ Sngr 4 E?/%D'E’S‘Fl_’?eé'leﬁsi%rl kIt engyo

hy(21r oxyl ﬁr gupthiamd ai Fi\&2lgn: Jalipﬂ.?_]digdfmﬁ%éel h.lbﬂi;gZiﬁidierﬂ{:cedh bg option= I

;’nd’ 2| tsg' o AP Bk seded abal, " od 0T Ond B thra, 24 e g A Ok A OO RENtY
3-aza-, 3-oxa=~ or 3-thia-lower alkyleme, in which aza can be sub~ "i”“

stituted e.g. by lower alkyl. _ . ~

Throughout this specification, the term "lower" .employed to qualify
organic radicals and compounds denotes preferably those containing
up to and including 7, most preferably up to and including 4, carbom

atoms. .

The general definitions employed within the scope of this specifi-

cation have the following preferred meanings:

Lower alkyl is e.g. methyl, ethyl, n-propyl, isopropyl, n~butyl, iso- -
butyl, sec-butyl oritert-bu:yl, and also compriseé.correstonding o/ )
pentyl, hexyl or heﬁtyl radicals.

Amino-lower alkyl is preferably aminomethyl, 2-aminoethyl, 3-amino-

propyl or 4-aminobutyl.

- Hydroxy=-lower alkyl comtains in particular a hydroxyl group and is
e.g. hydroxymethyl, 2-hydroxymethyl, 2= or 3-hydroxypropyl or 2-,
3~ or é-hydroxybutjl; '



(hydroxymet hyl ) met hyls, tri (hydroxynmet hyl)methyl or 2-di hydroxy-

met hyl ) et hyl . , Lower alkylene having 4 to 7 nenmbers is preferably '

1, 4- butyl ene, "1, 5-'pentyl ene, 1,6-hexylene, and 1, 7- heptyl ene. 3-Aza- @
3-oxa- or 3-thia-lower alkylene having 4_.tg Z nenmbers is preferably 3- aza:,
3-N-l1 ower al kyl -aza-, such as 3-N-nethyl-aza-, and 3-oxa- or
3-th'r~a_-_1,5'- pentyl ene, as well as correspondi ng butyl- ene, hexyl ene or

hept'yt ene. The gpigecHidioxptiddae in@wémmi el Jeddt! bwo hgarsm gupS and

thereof, R2 are known These conpounds and their salts wth bases are used,

for exanpl e, slﬁtﬂwsstbrzofiﬂ%ﬂdfaﬁﬁqhﬂﬁ et Bty OFghrf S VMY FRFTPFPRY Lon-

flaatory condi t!@%—-tﬂﬁd%ﬁ%”:ﬁi' czna cw&&mg&:&ﬁss&ﬁomwﬁ faLe
adni ni stered for e Nnos rt ora d al sq eﬂmrally or parenterally

Successf ul theré 8 ¥ ﬁ%’b‘us HWP%‘EI}Y& B heFe £y ARRIERL | y

fails when usi nge&3npethyd s of the fornula (11la), because penetration of a
therapeutical ly effective amount of active ingredient through the skin into
the affected tissue cannot be adequately ensured. The present invention is
based on the sur.qzerersamkyhheataahgcm :bhatmehbe:szaawdsanfy i evhoyradea (1)

D h add t1 on L TR EElaRBantre-BFotiBer AP fd-FRERME s kel ant -1 nf | ama-
tory and anal gesic properties. The anti-inflammuatory activity can be
he kaol [’ edend iy PREcen dahEe Srvet Abvieneie ¢ foih spmbenasBs ™' "
(19167) , by rubbppeferably 3-ged-,COt-AoRen G1RPD HZ20, EBuEE as 3-N-methyl-aza-,
A and 3-oxa~ or 3-thia-1,5-pentylene, as well as corresponding butyl-
' ene, hexylene or heptylene. '
The compounds of the formula RI:IH-COQE (IIla) or the salts thereof,
| R2 : | _
are known. These compounds and their salts with bases are used, for
example, as non-steroidal aﬁtiinflammatofy agents for treating in-
flarmatory conditions. The preparations containing these compounds
are administered for the most part orally and also enterally or _
parenterally. Successful therapy by perc{xtaneous admi..nistrati.on,
however, frequeatly fails when usiﬁg cbmpounds of the formula (IIla),
P . because penetration of a therapeutically effective amount of active
ingredient through the skin into the affected tissug cannot be

adequately ensured.

The present iavention is based on the surprising observatiom that
the compounds of the formula (I) possess excellent percutaneous

penetration and absorbtion properties.

v



5 Z of active ingredient into the backs of test animals f¥omwhich the-hair
has been renoved (see Arzneinittel-Forschung 27 (1), 1326, 1977). Further, ’
t he ci-nflammatory activity of thet-artive ingredient, e.d. in“the for m
of a@ havi ng a concentration of about 0.5 to 5 % when appl i ed .

t opi calty, b uced f [ f r 0 lnduced c
by subcut angouasd%l:%?gejc’t ?gﬁ ga%pn%%gggnmh?nkégﬂég(rsggsirz%léle% rr? n%&?%nung
27 (1), 132&9:1&%3) analgesiss puepe:g:usnphansh:minﬂlmﬁmuuhaﬂvxtﬂ dabe p,

" T he Gosad® THREECTIRE Subufy £98 MU ARG P P Reiced
ana![ gg|3| C a:r:htsu tpﬁws ﬁca:heckabgiy P:[dhh? m:rpmm:lsorﬂanté]erﬂthrhlrra l’hsaliglm)st
suitabl e anti - i ?ggm.-*( en or Joercu eou e} nd can

al so be used°5: % 2 ges:‘igés% ACTOT bngq Y, gt fe &F nvenf'l onﬁ'% & a 153 provi des
- phar macgut :c 6a1r!] q;f; aptivet u.riglsadﬁ.ent tmpocﬁie hqaq;ldsl catuesn am;nahs ciromawhich f
conpound o Qr -3 ef | r ef ore,
each of [errt%‘ eh [ge%gr]% |n(fepe eszy |sn?|md'rt§é F%rséla nﬁd( 913r'a’gltll cal
which is unsleb?).sﬁ'urtlteed the anbiting Lanedtbyy am:mtyaogrthapaaﬁ:.vehe formula
[err]

al kyl ene or i3¥ %L' e%éﬁ%tﬁﬁv%’e”‘h(%ngﬁ%iﬁ% ar"?%‘“?-cﬁf’ 7’5&8}‘”%2%(1 | ower

optionally l|abost Oaskgd Ssfipsihenudppdied xopbeally ,camn berdddoced fxomhtiene provi so
that at |eaghn@ieisd o[feiﬂgceagdﬂ{z‘i‘ﬁﬁiod inﬂiéeﬁeﬁf Rabé s e V419988 bion - O-

These preparations conprise e.g. pharnmaceutica pr epar ations for topical
appl i cat i onofitasREesini TRt (oAl dupreigittelsForiqhung 37_(Rherld?h, [18771- and —.

[err] have the given neanings, each of [err] and R o W,

Assays-using compounds of the formula I in the phenyl~p-benzoquinone
vrithing test (J. Pharmacol. Therap. 125, 237, 1959) in the dosage
range from about 1.0 to 120 mg p.o. indicate a marked analgesic

~ activity.

'_Accordingly, the comﬁox_mds of the formula I are most suitable anti-
iﬁflam_atory -a__gei:.ts for percuténeous api:licati_on a.nd can also be
used as é.nalgesics. |

| .- Prefcro.l:’j

Accordingly, the 1nvent:Lon Lprov:.des phamceutxcal preparations
for t:op:.cal appl:.cat:.on which contain a compound of the formula 1, . —
wherein R, and R, are as defined here:.nbefore, each of Ry, R, and \.J
RS independently is hydrogen, a lower alkyl radical which is unsub- '
stituted or substituted by amino, a group of the formula

-NH @Gooc-ﬂi, or hydroxyl, or two of Ra,' R4 and Rs are' 4= to

=2,

7-membered lower alkyleme or 4~ to 7-membered lower alkylene which
is 1nterrupted by opt:.onally lower alkyl-subst:.tuted aza, or by

oxa or th:.a, with the proviso that at least one of R3, RA and R5

is different from hydrogen. R Mm&-ei—:haa—smpemd.s—a—




subst.i t ut ed by a group of the fornula [err], hydr oxy-1 ower al kyl, .

ol i go- hydroxy-1 ower al kyl, or two of [errl‘ﬂgg [err] are 4- to 7-nenbere

| oner al kyl-ene or 4- to 7-menbered | ower alkylene whi chis interrupted by
optional ly NI omgE,aldyulalady Z&mppisaﬁx.g.x?hghgcﬁu@iqaw b fatls?ﬂrngvmp that,
if [exr] is hydrogen and [err] 1s nmethyl; [err] is different Trom

2,3,°8¢ 6- pent ahytdpdcal appliqatipn chich cgorsinedg eomprmi @futhkerifaomulphd,

i nvention relat ESPRCT 2ld ¥ i RNat JTBC S infedhi AP AL | fr y cal
application whic Teont 3in a éo oundg%?' %e ?%’Fn%l’g Ic;% \‘?\ﬁ(rakr%é-ﬂ‘i r'i‘hﬁg%r] and
[err] have the igidependenshy rigshydraesnofloper dlknhd apigq-jloveriadkrl, devedy is

| ower al kyl co L Ri 4 [ di, pi AR9Q atons, such as met hyl
or ethyl, or hggc}%ggy 3\%2? t%fl?w acg%t‘%i h?%ﬁéug toand i ncluding 4 carbon
atons, such as 2-hpdnoxyet B¢l , or one of [err], [err] and [err] is hydrogen
and each of the-NigherQoCralilepentisiroky-lioyet aldy L aldljgotudtaimmileeerplkyl,and

i ncludi ng 4 carbon atons, ch as ethyl, hydroxy-I|ower al kyl containing up

to and including 4 carbgn atons, _such as 2:hydroxyethyl o 7 hyd ropyl,
or together are%tw HE 83w§nb’é’r"eﬁs Iaé'ﬁ/e'éf’_k;))l- eerégc %55 %}‘i}%t 5/?2%2 or
1, 5- pentyl ene, d 7-Rembeb®dlower albfliehondliky iV Lanerruptiedybmopticomaily dnbower
al kyl ene, or oxa- or thia-lower alkylene, su s 3-aza-,..3.0XG pOr;:
3-thia-1,5 pentiivdated gr2nRE f°’f’né’ro{}h‘€|’_swr£2' ﬂb’\/ﬁ”"é‘f%yﬁéébii’t%a?‘milri’g up to
and includi ng 4ngaregen afldl @B is sidetylqSRetiRy biffanehd Heod 12,8 5, 6Spattabiiro-
hydr oxy- | ower aL}_l%yI £y h as 2,3.4,%, 6-pent ahydr,oxy- 1- hexyl which is derived
fr o D- gl ucami ng, 87 t ohfis| dgmiyed, from Bgfucamingy r ogen and the ot her is
| ower al kyl containing up to.and including 4 carbon atons, such as ethyl,
hydr oxy-| ower al kyl containing up to and including 4 carbon atons, such as
2- hydr oxyet hyl , ol i go- hydroxy- o S

The invention relates especially to pharmaceutical preparations for

I ndependently i s hydrogen, |ower alkyl, “ami no-lower al kyl, |ower alkyl ‘

topical application which contain a compound of the formula I, where-
in Rl and Rz have the given meanings, each of RB’ R& and-Rs indepen~-
dently is lower alkyl containing up to and including 4 carbon atoms,
such as methyl or ethyl. oT hydroxy-lowe# alkyl containing up to
and inclu&ing 4 carbon atoms, such as 2-hydroxyethyl, or ane.of R3,
R, anleS is hydrogen and each_of the others independently is lower
~alkyl containing up to and including &4 carbon atoms, such as ethyl,
hydroxy=~lower alkyl containing up to and including 4 carbon.atoms,
i such as 2~hydroxyethyl or 2-hydroxypropyl, or together are &4~ to |
7- membered lower alkylene such as 1,4-butylene or 1,5-pentylene, &=~
to 7-membered, optionally N-lower alkylated aza-lower alkylene, or
oxa= or thia-lower alkyleme, such as 3-aza-, 3-oxa~ or 3-thia-1,5-.
~ pentylene, or one of the others is lower alkyl containing'up_to and
- including 4 carbon aﬁoms, such as ethyl, and the third is oligo—~
hydroxy-lower alkyl such as 2,3,4,5,6-pentahydroxy~1-hexyl which’
is derived from D-glucamine, or two of R3, R& and R5 are hydregen
and the other is lower alkyl containing up to and including 4 carbon
atoms, such as ethyl, hydroxy-lower alkyl containing up to and

including 4 carbon atoms, such as 2-hydroxyethyl, oligo-hydroxy-

)



-6- lower alkyl containing up to and including 4 carbon atons, such as:
tris( roxynmet hyl ) met hyl, am no-1ower al kyl containing up to and in-

cl udi 4 carbon atons, such as 2-am noethyl,or a group of the formula

[ err] , Wherein aI k is I'ower al Eyl ene containing up to and including 4
carbon atons, such as ethylene, withthe proviso that, if [err] is hydrogen

~and R4 is nﬁmylamﬁﬁ dotielinibgr@Nto fdndNMinkiudingt4 &arbba ReBRAN NG RY- | - hexyl.:
which is deri VE%}T fr.om D-gl.ucani_ne. The.invention rel ates nost parti cul ar~lvy

to phar macetFis BHSrprmsLR )PSF&VIPo?m‘t“Bp}‘E"éF %F&Bh%"&f‘?’cﬁ%ﬁ:ﬁ%ﬂ‘h Mh a

conpound ofclulléng @r #asban latowbers@bR dse2+dmiAdéthyelsy ahgioap!d¥e chP RS | USt
gi ven above and [err] and R5 are hydroxy-lower al kyl containing up to and

i ncluding 4 car bor@@oms ch as 2-hydroxyethyl, or one of [err] and [err]
i s hydr ogen=akkrNige ar e whepein alkyis émraﬁhkmnepcmaMsl wel uding 4
carbon atons, such as ethyl hydr oxy-1 ower al kyl contalnlng up to and

i ncluding 4 ol S S aomay d nenber ed
oxa- | ower tﬁy %ngmgtl}@ﬁﬁ%\s %E{)hxdg 1, 5- peg&&flg%ltewhylﬁ)s’tmﬁ%e teer EBPYA%%t he
i nvention r &hatedftRy: -phaimimm ﬂ%diIR4pI£patb§tll,om§ ikodififepentaEraappl i Hatj on

whi ch contarn gga.g;d enr d [err] .are as
defi ned above a % on : err an‘gﬁFgrﬁ] &F‘%{Q’% galeé] %“ € others are

| ower al kyI containing up to and including 4 carbon atons, such as ethyl,
or-4- to 7-nmenbered 3-oxa- Iovver -al kyl ene such as 3-oxa-1, 5-pentyl ene, The

i nvention r%gtﬁ%egpﬁ,g Liga LymtsQ {,Iﬁ EMCEH%Q% EEP@&a%{%HL%a{:PJns | ‘

topi cal application referre to In e 1 nven
relates to éoprmessl fagplidacion edtiich icontain gheampaund mift mfalfapmelpalat i onsi_J

for topi cal Ep |c na?‘goﬁgrﬁvpr&geﬁéaagg?r-lées ,-meél &%vg mou ?Ldthe ~

formul a | conv carriers an s for tepida
applicati onllS are hydroxy-lower alkyl containing up- to and including 4 carbon

atoms, sueh as 2-hydroxyethyl, or omne of R3, R and RS is hydrogen
and the others are lower alkyl containing up to and including 4
carbon atoms, such as ethyl, hydroxy-lower alkyl containing up to
and including 4 carbon atams,'such as 2-hydroxyethyl, or 4~ to 7=

membered oxa-lower alkyleme such as 3-oxa-1,5-pentylene.

Most preferably, the invention relates to pharmaceutical prepara:ions
.fcr topical application WhLCh contain a campound of the formula I,

wherein R1 and Rz are as defzned above and one of R., R& and RS is

hydrogen and the others are lower alkyl con:axnxng up to and ihj
lncludxng 4 carbonZatoms, sueh as ethyl, or 4= to 7-membered 3-oxa-

‘lawer alkylene such as 3—-oxa-l S-pentylene, aad-:a-zha-auup-aﬁ-sheﬁa

. i imingl _ > e . " ieai

1 i :

The invention relates specifically to :he pharmaceuclcal preparations
for topzcal applzcatlou referred to in the Examples.

"The xnventzan also relates to a process for :he productlon of pharmar
ceutical preparatzons for topical appl;catzou. The pracess comprises
mixing a compound of the formula I with conventional carriers and/or

excipients for topical appllcat;on.



Dependi ng on the choi-ce of starting materials and procedures, the conpounds
of the formula | can be obtained in the. f_.or%Of a possible isoner or ofx;

m xture of isoners, for exanple optical .isofefs such as enantioners or” :\
di astereoners, or geonetrical .isonmers such as cis-trans-isoners. The

optical isomer PeRpRiing opthe chaise qf, stanfins PaAtETiss 204, ProFeqdures nuthes
Resultant racerssnféudds 6% thel ffrmila J°RER N 6BtainS@ Y Thé HdrlCoS APF6sHiBTe

i at o~Mthe pure c,onstituenérs on the %a(\si s of the chem co-physical differences
bet ween the corISREMOT. O R BIX TR & IAFREFS, £0% SRERRI SO PPIASRL CLACDEFS |395hes

can be resol veds Bhhtiibller®Obt Q5806 ddlefd)! bFEEcomlyritA NDsbheh i sildhags known
per se, e.g. by .chromatographi c_nethads, by fractiopal crystal]isation,

wi th micro- or gfH#SHE2aST: fedherPptisal isopers azpcin fpe fogmesf the Rurg
optical anti pod@gipodesomndioti futefhtddlCR@éd1Rant Haktidtels 0P iRt EsCofli Xt Ur €.
Certain novel conpounds_of the formula | are the subject of a separate
British Patent 5&%&‘?‘6&?’?‘ orPoReTRe %Po?ﬁ:éf?%ﬁ?tﬁ‘ﬂ it SHPD FRBEtFeRrtR on

fornula I conpryngesasisdos [thaCéledllcdphet e QiLAireRsdd betwvendtid chiisodentsl! @
[err] or a base_salt_thereof which is different. froma salt of the fornula .

e
[, with an at |48, foFueFAPie. FRGEPRTEST Of PRtAFAL AREAPOARR GaF, PR TesPiYed] or

an acid additi chtsatde bbFedpbndidglantinef® Py’ B6khodOritlchi & BndvdS Pbt !,
conmpound .of the formula I into another conpound of the fornmula | ,and/qr

resol ving a resuBt it CRFIRaresranhic RArbPdsy MW ofTacsiondd GTYATALltaAtheRe FLR

The nolar rati Gui@korigdnDimst B éne¥midd .ariidte?) HANdsghsBEbLY thhénriehnallgd
(I'1l'b) depends on.,the chpice of desireqg salt or on the punber of

subgti t ut ed amMWEERbAREIRIGEE Y CORYATSROM AInERT SRRETATEHRT: AR § SpftRis
(I'11b). mixture. Certain novel compounds of the formula I are the subject
of a separate British Patent Applicationf

The production of novel compounds of the formula I comprises
e.g. reacting an organic carboxylic acid of. the formula

R .
]\cn-coon - | (II1a)

R./' _ _

2

or a bgse salt thereof which is different from a salt of the formula

I, with an at least equimolar amount of the aﬁine of the formula

R | |
| 3{" - (I11b)
;/f o ' | .

or an acid addition salt :hereof, and, if desired, converting a
resultant compound of the formula I into another compound of the
formula I and/or resolving a resultant mixture of isomers into its

individual components.

The molar ratio of acid of the formula (IIIa) and amine of the
formula (IIIb) depends on the choice of desired salt or onm the

s number of substituted amino groups in the corresponding compound
of the formula (IIIb).



-8~ As acid addition salts of anines of the fornmula (I]Ib) there aré used-

conpo bf the fornmula (I1la) with a co8peund of the fornula (II'lb) is
preferabty conducted in an inert solvent or diluent, if necessary with
cool i ng and heatlng . in a tenperature range from about [err] to [err],

preferably &8 nﬁdéﬁﬁ%? #odFe ofi pmines| of dhe\forgula (IdI0) thereywrenert gas
at nospher e, ygedie. Bl 1do2H8bo k&f”olﬂfuééﬂ tabwaﬁ%q%eamﬁage@ luents arey
wat er, al cohols such as Iovver al kanol's, e.'g. nethanol or ethanol, ethers
such as di-lower alkyl ethers, e.g. diethyl ether, cyclic ethers such as
di oxane or gl RARYEHA' bE AR omfiRiadNES tﬁucfbaﬁlgl U s 2 o e olifhudBSs ©: 9.

acetone, carboxylic acid esters such as | ower kanecarboxyllc acid esters,

e.g. ethyl shetfaraulaIiiy) demrefsrably enndusted inl #yiinertisolventyor
N, N- di met hyhd&w&r&ﬂﬁecé@a&wﬁﬁsc&aﬁhgaamdhei vigr &gkVin %W:{.n@éi-gﬁ'&e e.g.

di net hyl sul foxi de, or m xtures thereof. The sta mat er i

e.g. {,.spondi ng hydrohal i des, such as hydrochl orides. .The reaction of a’

formul ae (| FRe8e &Fer @bPPH)0°afe 1ORMN Pf#&f%ﬂ-&rﬁq nmmeraltsr@f ighe fornul a
(1112) can Peodedl PEsked- Shd RIS Bh.@nerr% %4 ghd) Qg Tipm ey r espondi ng
y )

esters, such as |lower alkyl esters, dro ysis in tRe presence of a
base, such as an amne, e.g. dlnethylanlne An am ne of the formula (IIIb)

can be usedggaihiebbs laazwlm 1veRe A Ghd @ﬁ%&ésoraraa'éméucaficaéoﬁ

e.g. a hydrochl'oride, and liberated in the presence of base, suc as au

am ne. The ﬂﬁa‘t"ﬁ&ﬁeﬂ“ﬁé&lsspﬁe@aﬂaﬁw oF et Lsn%hﬂflsowq’hoﬂs tdjpilewsr appl i -
cation cont gyt tha@rmetwda;é&ytlh&ﬂeer mye'hé é:%efs Q%ng Bigedaagrm

ceutically acceptable-carrier ex0|p|ent osage of tﬁe acti
i ngr edi ent - @& drofyrenss &g@%ﬁdsﬁl‘ﬁdﬁvl@ﬁép"%wékﬂ (kﬁtme%he-q)at i ent an

.also on the Eﬁ!y%eOfcéiﬂgkifiﬁthéﬁﬁ esters such as lower alkamecarboxylic acid
esters, e. g- ethyl acetate, am;des such as N,N-di-lower alkylamides,

C e

" e.g. N,N-dimethyl formamide, sulfoxzdes such as di-lower alkyl

sulfoxides, e.g. dimethyl sulfoxide, or mixtures thereof.
The starting materials of the formulae (IIIa) and (IIIb) are knowm.

The sﬁarting.matérials of the formula (IIIa) can be formed e. g. under

the reaction conditions fram correspondlng esters, such as lower

alkyl esters, by hydrolysis in the presence of a base, such as an _
amine, e.g. dimethylamine. An amine of the formula (IIIb) can be T
used e.g. in the form of an acid addz:xon salt, such as a halide,

e.g. a hydrochloride, and liberated in the presence of a base, such

as an amine.

The pharmaceutical preparations of this invention for tbpicél appli-
cation contain the compounds of the formula I together with a pharma~
ceutically acceptable carrier or excipient. The daily dosage of the
active ingredient depends on the age and individual condition .of the -

patient and also on the mode of application.

™
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-9- Suit abl e pharnmaceutical preparations forg Lopical application are
primarily creans,.ointnents and gels, -as well as pastes, foans, tincturesg,.
and sol utions, which contain from about—8-5 to about 5 % of active ,"
i ngredi ent. Crwgams r lotions are oil-in-water enul sions which contain nore
than 50 % of waPtrablpRharmaceusicpl PIpRanatiens forskapigal Arebinatéen arase,. for
exanphe | auryl pragivilly QireshAloihtidneeNdld gb8d,! s ARd19Sas fHaLeEXFBLE Pl M tiC
or Swearic acid,liquid tq solid waxes, for exanple isopropyl nyristate,

wool wax or be&iRRIres AR 8PlutyERG Xhbeh sontain Mﬁb@‘?pé’t-gd}"eah?‘}teﬁl ¥
(petrol atum oObfpadtabéiingeedientVi tabl e emulsifiers are surface-active
substances with primarily hydrophilic properties, such as corresponding
non-ionic enulsifiers, for exanple fatty acid esters of polyal cohols or

ethyl ene oxi decaskiisCht JotesRPlare 1ARisSeaRt VY 685! whEdn! Yol e Earp ! |
pol yoxyet hyl eng Si)l’bl tan fatty acid esters (Tweens); polyoxyethylene fatty
al cohol et her s°8r* 88 Bater- JFarty, sleopshtiiang shiefly aisef 3% plesgingue bage,

al kal i netal sgbt exeipliaitibiryll,ColB)1 s#JtabfFL alO6ndAX PTG mﬁ&%l}ﬂf&auryl
sul fate, sodiumcetyl sulfate or sodiumstearyl sul f'age, Ich are
customarily us&8Emie P@%Fé%éﬁcﬁ?ﬂrwaﬂlﬁ'b*%ﬁo% solyt vexeswifer camapple
al cohol or st ea&aﬁra?w%e!ista‘kddlédo\iesai Qrt b&@ﬂh&@,%ﬁa%l%?&fd&%%&ﬁ%,agent S
whi ch reduce ter loss through evaporation, for exanple polyalcohols, such
as glycerol, s6PbiaPPL%PEERALEHR IRLYE ofPesmelasim) AT serRffincoig ySwitables
wel | as preser ¢aiisi@SerParé W&ot R sHEN 20 Ji?ﬁiﬁléaﬂl Ri{EO! |
emyl si ons which contain up.to 70 % preferably however about ‘;213?%0 0 g‘bc % -
of er or aqAERRRSEpPErs&uchE SPTTREPORAIRS eRsdonisnprlaifiens.nfYr example
hydrocar bons, ffattyraziplestees rafi polyglebbols parexhileneovkidenddductsatitereot,
paraffins, VW“‘%ﬁcRr§§:%£ ;gfgcerol fatty acid esters or polyoxyethyleme sorbitan
fatty acid esters (Tweens); polyoxyethylene fatty alcohol ethers or
esters; or corresponding iomic emulsifiers, such as alkali metal
salts of fatty alcohol sulfates, for example sodium lauryl sulfate,
sodium cetyl sulfate or sodium stearyl sulfate, which 'are customarily
used in the presence of fatty alcohols, for example cetyl alcohol or -
stearyl alcohol. Additives to the aqueous phase include agents which |
reduce water loss through evaporation, for example polyalcohols,
such as glycerol, sorbitol, propylehé glycol and/or polyethylene

glycols, as well as preservatives, pe:fumes etc.

Ointments or lotions are water-in-oil emulsions which contain up to
70 %, preferably however about 20 % to 50 %Z, of water or aqueous’
phase. The oleaginous phase comprises maiﬁly hydrocarbons, for example
petroleum' jelly, parﬁffin oil and/or hard pa:affins,'which preferably
contain hydroxy compounds suitable for improving the water—-adsorptionm,-
_such'as fatty alcohols or esters thereof, for qxample'cetyl alcohol
or wool wax alcohols, or wool wax. Emulsifiers are corresponding
' lipophilic substances, such as sorbitan fatty acid esters (Sfans),
< |  for example sorbitaﬁ olgaﬁe and/or sorbitan isostearate. Additives to
the aqueous phase include humectants, such as polyalcohols, for
N .' example glycerol, propyleme glycol, sorbitol and/or polyethylene

glycol, and preservatives, perfumes etc.



cont al n ‘hydr oxy conpounds sui.tabl e for inproving the water-adsorption, ssuch '
as faity al cohols or esters thereof, Iqg exanple cetyl alcohol or wool wax’
al co@s, or wool wax. Emulsifiers are ‘corresponding |ipophilic substances,
such sorbitan fatty acid esters (Spans), for exanple sorbitan ol eate

oot ans e, MEEARPLER BE ol Fichds WISed MOBHE RUESG A B S

sor bi t ol angboentsel yatery| m@nglgmfme: smd & aseunfakctaes, o&4.f a{mﬂgeﬁ n(
-10- Mcroe n re_isqtro |c sysfens based.an t Iovm ur’ co
ponent s: wafr;gkﬂ%ng‘é%ul o8 §ineP QK X a éﬁ'rfpﬁﬁ?féﬁf‘ rﬁé % [err], a
| i pid such aentaiming pollipophillic @:gup,pa.gt fz-mcoyld,odamhoan b aebi:&edcont aining -
a lipophili oct | dqdecano | f. desi ed ot her ingredients
can be addeg’tg £'F grerﬁ]'%?(:)erﬁ?f’&%ﬁgge%e}:gagv Hﬁﬁf?ﬁgﬁ §998s anhydrous and
contain as base in particular hydrocarbons, for exanple paraffin, petroleum
ffins dalso nat ural or art.lal thetic fat,

jelly and/ Ol I
for exanple coc nu%ngnet ¥ AEi 5"% &'ﬁ/@@?l ain as,p ﬁeefﬁb?#ﬁ&‘}/ ned oils,
for exanpl ehlystrb@rbohgr Gunchxample)lpazeﬁh.n; ;iuthqlaﬁdjeilsoﬁdafto&yliaqmd' parti al

esters of gl ﬁmal y |, r and, for
exanpl e, @‘?g{ﬁffsél cd(")ihg?'< enti Sll §§ rgtan of gagjf &8s fa%'(r% Wéam ng
t he vvater-a(bootpzu 6atuyeaudartedglyrcecu¢esecbr (preﬁetdblymmdenemu, fom t he

f S h |
and gol s hadFRBLs PeiiAraRorolaf MR, BFICARER, ATTD PR e P RLS farBfar”
gel - f or m ng estexs ioél slycﬁrorsalfptmmmlymmgdrwgm diesextace, |and;gan|
or _or gani ¢ %srggz%fsw o8 Aty 5fdnot] I Rl 8EH £ ok N 301 G0 RGN S ~

with gel-formn oper
lncreaszng the water-adsorptlon mentloned Ln connectzon with the

S

cintments.

In the .case of gels a distinetion is ﬁade.betweeh equeous gels,
anhydrous gels, and gels havzng a low water content, and which
- consists of swellable gel-form;ng materials. Przmarlly transparent
| hydrogels based on inorganic or organic macromolecules are used.
High molecular inbrganic componen:s_ﬁith gelfforming preperties_
are chiefly water-containing silicates such as aluminium silicates,
e.g. bentonite, magnesium alﬁminiuﬁ,eilieates,_e.g. veegum, or

colloidal silica, e.g. aerosil. As high molecular organic substances y

there are used e.g, natural, semi-synthetic or synthetic macromole- hnd
cules. Natural andJeemi-synthetic polymers are derived e.g. from
polysaccharides w:th carbohydrate components of the most widely
different kind, such as celluloses, starches, tragacanth gum arabic,
agar—-agar, gelatin, alginic acid and salts the:eof, e.g. sodium
alginate,eahd their derivatives such as lower alkyl celluloses, e.g.
methyl or ethyl cellulose; carboxy- or_hydroxy-loﬁer'elkyl cellulose,

- carboxymethyl cellulose or hydroxyethyl cellulose. The components
of synthetxc gel-forming macromolecules are e.g. correSpondzngly sub-
stituted unsaturated alzphatzcs such as v1nyl alcohol, vinyl

'py:rolldzne,_acrylxc or methacrylic acid. Examples of such polymere



>

are chiefly water-containing silicates such as alumniumsilicates, e.g.
bentonite, magnesi.um-al um nium sili cared ~e. g. veegum or colloidal sillkg#,
e.g. aerosil. As high nol ecul ar organic substances there are used e.g. -
natural, sem -synthetic or 'synthetic nacronole- cules. Natural and

sem -synt heti c #nd patywingi calgehol dérivarives euehodsy patotial | dedywinyn

car bohydr at e co&%g f e { dely_dif] kind, .such as

cel lhukoses, startc egzil%ﬁ'[argasg)‘;%l‘:lci:l haé#r# gr‘ a &é?é%%rg-g% aé‘rg,p‘aglgfn 5&‘rﬁryﬁftgelsni c
aci d”and sal ts surly @dfRobagit SSudiruBnddspentind, (Bebaghid'r igjar rogiqtesed Jrade as

| over alkyl cel W §S € SponGetiolEl Mkifives! Bidn 688! prdboSAti¢ey Be PerfOtmes
hydr oxy-| ower a ;/ﬁ ce quose, qur.é car boxynet hyl cellul ose or hydroxyet hyl
4

cél | ul ose. The e¥npentdded &7 tb?rﬁ ic gel-form ng macronol ecul es are e.g.

di ngl - ' . ' K i nyl .al gohol ,
L LA Y Sy ot
are pol yvi nyl o3R58FD|5eFERTIFRE, \AIERSRT PoLal SFEGR 20 £OT (FFRIR 1 FREFRIBOPFGRNes

such as col | i dosie 2ip®loxaes .y adl OalNshdoky ARini AN 8l Riaras Gihods geepagi t S or
Eudi spert ("Rohagita" ,is a-,regl stered Trade Mark). Conventional additives

such as preservit et SAndIOEBTHRES OF APCHRCLAA(REL4EG t he gel s. Pastes are
creans and oi ntnents containi ng powdered ingredi ents which absorb

secretions, such as netal oxides, for exanple tjtani um oxide or zinc, oxide,
and tal o and/ orFosPR-AT AALSFEEAd SO SEES T LptA Sirpenaent o fiee MG e of
secretion preseajiil-iframiter adualdfbtsNis tfros ] Foth DESE (Halogehated N6/dTOESrbRAS, -

are liquid.oil-in-water enul.sions in aerosol form with_haloge ed
nydhgear bons, SR 48 SOAPERLIPPED LSS ALKeIRA ik SxPERL e dhopjogodtt luoro-
di chl or odi f | uorsethaRd uaaed indothteltt Of NoebéttiabepadhPained &eipRGpeliatitas
propel l ants. For the ol eagj nous phase there are, used, inter alia,

hydr ocar bons, For the oleaginous phase there are used, inter alia, hydrocarboms,

' for example paraffin oil, fatty alcohols, for example cetyl alcohol,
fatty acid esters, for example isopropyl myristate, and/or other
waxes. As emulsifiers there are used, -inter alia, mixtures of those
emulsifiers with primarily hydrophilic properties, such as polyoxy~
ethylene sorbitan fatty acid esters (Tweens "Tween™ is a registered
Trade Mark), and those with primarily lipophilic properties, such

as sorbitan fatty.acid esters (Spans). - In additionm, the conventional
additives .are used, such as preservatives etc.

'th ' Tinctures and solutions generally have an aqueous ethanolic base to
which are added, inter alia, polyalcohols, for example glycerol,
glycols, and/or polyethylene glycol, as humectants for reducing

| water loss, and faﬁ-restorative_substances, e.g. fatty acid esters
with lower polyethylene glycols, i.e. lipophilic substances which
are soluble in the aqueous mixture as substitute for fatty substances
which are removed from':he skin by the ethanol, and, if necessary,

other assistants and additives.



-for _exanple paraffin oil, fatty alcohols, for exanple cetyl alcohol, fatty
aci sters, for exanple isopropyl ristate, and/or other waxes. '‘As ’
enu fiersthere are used, inter & t4,= mxtures of those enulsifiers with
primarily hydrophilic properties, such as. polyoxy- ethylene sorbitan fatty
acid esters (Tweens "Tween" is a registered Tr ade Mark), and those with

primarily ldpo I, a

esters- (Spafr?g) '%Hljmhge lfQ' ?(f;r#rle ?%rear%g%%ef% &9;_?4 cﬁ?? ?‘T‘Vété"’%ra@eug'é'tf"ngﬁch w
preser vat i vigs keown ninnest, ufes eaand:lsobyjtdn.emhg.aaenalshgpdiﬂmg ahedSHLA0WS

et hanolic r d ] IS yalcohols or exanple
gl ycerol , tﬁgge ﬂ?w;ifil 8? "S’S yg'te%/"l %3’ él@%‘%ﬁ"f'aé hBHEELAR s "POR r educi ng
wat er .| oss,pranessiag- ﬂmstaotzaml vmgredbedtaivethe Eorm ofas tsplacicﬂ: estess Wth

| ower pol S i1i.c su stance whi re soluble in
t he aqgeoﬁgk%xiﬁ]urgég;a&sﬁg%b gtoeé # R:P'at?h‘“gﬁb SEARS \Aﬁ?"é‘ﬁ 8oy ed

fromthe sland ﬂ;ent hw@hmltbeand:;.ve fmgeemsar;n the hformass iaS bashens o,
additives. ix 15 hdued N eBNEpRE CAE. 'tﬁé"bagf%@é e8i8Serddiies FRARIER SABP1 | Cal] ON

are obtaine nown nanner, for exa di ssol'ving or suspending the .
active i ngrté'GPe?ﬁdan“t he regainder; #éhﬁafthﬁiéai i f necessary. Wen
processing the active ingredient in the formof a solution, it is usually
di ssol ved lmoasmmawahamwswrﬁetmeaewns bt GR heReaydfflyighen
processing the activ redient” in the formof a suspension, |t I's mxed
with a partthsr sgoRe Sgﬁ?%efore the emulsifiation and then added to the
remai nder fo the fornulation. The follow ng Exanples illustrate the

invention but in no way |imt the scope thereof. Exanple 1. To a sol utmo(
of 2 g of X38mpEe diicnfdRoaAtYtiAB)Fhéng of 2=(2, 6~dichloroanilino)phenyl-

acetic acid in 40 ml of ether are added 2 ml of diethylamine. The

»

solution is refluxed for 10 minutgs;_then cooled and concentrated
under redﬁced préssure,_whereupon'diethylammonium-Z-(Z,6-dichloro—
anilino)phenylacetate cfystgllises out;.The colourless crystals are
isolated by filtration (m.p. 110‘-115‘0 with decompos.) and dried
at room temperature in a high vahuun.'

o8
4 “cod® Fu (czrals)2

\
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Example 2: ﬁith efficient sti:tiﬁg, a solution of 4,53 g of ttix-
(hydroxymethyl)methylaﬁine in 10 wml of water is added dropwise at
room temperature and in the course of lolminutes to a solution of
10 g of 2-(2,6-dichloroanilinb)phénylacetic acid in 230 ml of ethyl
acetate; whereupon a salt immediately precipitates. The batch is
subsequently stirred for half an hour at room temperature and the
solvent is removed by rotary evaporatioﬁ. The white crystalline
residue is dissolved in 1 litre of acetome/water (1:1) at about 50°C.
The hot solution is concentrated in a rotary evaporator until the

first crystals precipitate. The residue is left to crystallise at o



>

acetic-acid in 40 m -of ether are added 2 n of diet hyl am ne. The sol uti ol
is refluxed for 10 m'nutes, then cool ed and concentrated under reduced
pressure, whereupon diethyl ammoni um 2-(2; 6-di chl oro- anilino)phenyl acetate

crystallises optc, i thel preciphrated eHizkss eeuicnt! atywutally farktéctilesfed BhP-
[err] with deco?os.% a}_nﬂ drie&l t. foom tenperature |n a h‘{#h vacuunl [err]
Exanple 2 W EMUEFITR AhEem and igd 1B BORAR BREHSP- g Tesuitapt | Spbe- hyd-
(hydr/ozynet hyl yeuseyhylynsehy lamdhiti24(2y6+ Elichl Sraadf Biho) RIS Ce fiit el RAEM

t enperat ure an

d in the cours ol jhutes to a solution of 10 g of -
2-(2, 6-dichl orﬂ)a“f‘ﬁqf‘?'%)?ﬁﬁ’é"nfleflagizt f'goggc‘{]d in 230 m of ethyl acetate,
whereupon a salt imediately precipitates. The batch is subsequently
stirred for half a ur_at room.t enper.ature and .the solv is renpved by
Fotnry evapor abimRLeTE, Wit 8EEIRERE AL e, F RIUFLOh 02 oir rel T4 ETLATHERE
of acet one/ wat gfolahide iat 3GEQubs 26yl Heatswy isodddled OdkopGisAterddmitas- i N a
rotary evaporator until .the first crystals precipitate,. The resjdue js left
o Crystal | soeatire spg. i che churn o, 1 BeFes B aroatidoel ibRiot T o

cr yslt als are cp+(256+Eithdbrdaniliid)phetylaketiciadidliined30 alaotieghy aretiate, The
resultant tris

- (hyd- . s . . . e
oyt hyl ) ot FAERTBTR dnPSLY PTRCIRLERSS: SRS IAREI,TER AAEER (LA SRASORRERT ¢ ng
poi nt of [err]stipredntcr dboutVhalr @hfhdiircst o' tenperatureOidd the sdfivénd? ¢
of triethan- apolam ne i.n 30 m of ethyl acg&at%ai s added. dr opw 38 at, room
tem perature h‘h(feF‘ﬁv‘E"hénc?)lfl"‘é%"ofvﬂ?’%itﬂﬁt & HPLEe STHYEER o1 6 TaFY® o
3\}] 2, 6-di chl or éssio ub@)i.phers;ﬂaapaﬂogpﬁcafﬁhbﬂ eﬁwb aﬂ:l .mag/tnaeea aﬂtfao’c. '

upon a salt ecipLtates | atel.y., The batch Is subsequent,
e o T or antta Shife Rrdtals, s EihEirenliamy SoonbRiams artel SRS s
vacuum. The so obtained triethanolammonium-2-(2,6-~dichlorocanilino)-

phenylacetate melts at 137°~138°C.

Example 4: With efficient stirring, a suspension of 3.89 g of dieth-
anolamine in 30 ml of ethyl acetate is added dropwise at room tem-
perature and in the course of 10 minutes to a sointion of ld g of
2—(2,6-dichloroanilinb)éheuylacétic'acid in 230 ml of ethyl acétate,
whereupon a salt precipitates immediately. The batch is subsequently
stirred for half an hour at room temperature and the solvent is re-
moved in a rotary evaporator.'The yellowish crystalline residuye is

\;#_ _ dissolyed in a small amount of boiling ethanol. The solution is left
to stand at 0°C and diethanolammonium-2-(2,~dichloroanilino)-phenyl-
acetate with a ﬁelting point of 130°-132°C crystallises out.

Example 5: With efficient stirring, 3.22.3 of morpholine in 30 ml

of ethyl acetate are added dropwise at roaﬁ'temperature and in the
course of 10 minutes to a solution of 10 g of 2-(2,6-dichloroanilino)~
phenylacetic acid in 230 ml of ethyl acetate. A salt precipitates
about 10 minutes after addition of the morpholine. The batch is then

stirre& for 1 hour at room temperature and the solvent is removed

&

by rotary evaporation. The white crystalline precipitate is dissolved
in boiling ethanol. Morpholinium=-2-~(2,6-dichloroanilino)-phenylacetate
with a melting point of 162°-165°C crystallises out at 0°C.



IS rermved in arotary evaporator. The white crystalline +esidue is K

di Ived in a small amount of hot ethanol and crystallised at [err]. The
vvh crystals are filtered with suction and dried in a high vacuum The so
obt al fied tri et hanol anmmoni um 2- (2 -6-di chl oroani Iino)- phenyl acetate mel ts at
[err]-138C. Exanple 4: Wth et flikctent sti rring, a suspension of 3.89 g of
dieth- anolanine in 30 nl of ethyl acetate is added dropwi se at roomtem
~perature and in the course of 10 mnutes to a solution of 10 g of

2- (2, 6-di chl oroani | i no) phenyl acetic acid in 230 m of ethyl acetate,
wher eupon Exemple §it e fish: effisipntrsgirriogy 4 Aieg Rf émossrsm@qnmly
stirred forihapfy 1aefm1ascécgem&enxﬁeata¥ww deNEoctd e¥fllUrabsyd €- NMOVeEd
in a rotary evaporator. yel low sh crystalline residue 1s dissolved in a
snmal | anmourgadoin e ?Wset%ﬁoﬂlﬂur—ﬁé tpoRusdlmtion dfel® g ofs3{Rdéat [err] and
di et hanol a [ pfg@n t i ng

oi nt of [Pl iertesi g phe It el L EPaPRRNNY (PR Belbded L "] )
g of nor phodestpinated afitesfa shovs taw a'ﬁ'le mhathmdlmpﬁpsel ho\ur oom '

terrperatur Nehd 13 LU 88084 I 0

2-(2,6-dich 1'Ica)r g%nl |°Iﬁ€‘3- 7%ny %cegl C ac 3%9’2‘%6'%8 Uﬁ#e Qlfnhyel ate A
sal t preci ptimat wcabbmtel fiineeivedain ar Smﬁd-l enentopf thos maphblaude The
batch is thap sbideisd {flet f&eu%]ﬁ,k FORE! SHRELAA 81 3Pl ilhol Bt Bl S
removed by rotary evaporation te crysta I ne pr

-di ssol ved |2r(Bgﬁtﬁqgglngqahtﬂno)phenylacetate with a melting poznt of 165°-

Mor phol i ni Uﬁ‘o?c(&g@tgi Rk9rpani | i no) - phenyl acetate with a nelting point of
[err] crystallis outﬁat cg{ir] -14- Exanple 6: Wth efficient J
stirring, 4.93 g of dii sopropanol amne in 30 mM of ethyl acetate are added
dropwi se at roomtenperature and in the course of: 5 mnutes to a sol utlon

of 10 g of 2-(2,6-
Example 7: An ointment contaznzng 5 % of diethylammonium=-2-(2,6-di-

-

chlaroanilino)pheuylacetate is prepared as follows:

Composition

propylene glycol _ 10 - 44 %

high molecular polyalkylene glycol 102

viscous paraffin oil ' 12 2

white vaseline E ' | 22 %

microcrystaliine wax ' 7% i
glycerol ' N N 0-342 U
parabenes =S o : 0.2 %

active ingfedient | : L3 4

The active ingredient is dissolved in a mixture of glycercl and |
propylene glycol and the. other compoments are fused together. The
~active ingredient solution is then emulsified into the oleaginous
phase. If desxred, perfume (0.1 Z) is added after the mixture has

been stirred cold.

An ointment containing 0.5 % or 2 7 is prepared in similar manner.



di chl oroani | i no) phenytacetic acid in 230 m of ethyl acetate. A salt
precipitates after. a short tinme. The batch is stirred for 1 hour and the )
solvent is renoved by rotary evaporation. The white crystal- line _ @
precipitate is dissolved in a smal3 —amount of hot ethanol and the solutio

Is left to stand at 0C, whereupon dii sopropanol anoni um ' .

2- (2,6~ di chl oroani |l i no) phenyl acetate with a nelting point of [err]- [err]
crystal | i ses owl . fpsagpl s i.n ont.ai hi.n % of .. )

di et hyl ammoni ut:r"ii?'*("?‘-é'q)d|i Z'I'(-:ah“ls ?%%r’fi F%ﬁﬁe%ﬁl e gt%% §9p"r’€;58¥’ead“3§1‘“"
fol l ows: Conpo3tr{d.émdpetdgybanidigd)phehylacetate is prepared as follows: 10 - 44 %

hi.gh nol ecul ar pol yal kyl-ene gl ycol - 10 % vi scous paraffin oil
12 % white vaseline | _ S 22 %

m crocryst al | | gampagition ' : 7 %glycerol

0 -34 % parabefi@Sve ingredient : 5202 Zactive

I ngr edi ent 5 Z The active ingredient is

di ssol ved i n aprfipyieme 8d¥cafi ycerol and propyl endO%ry¥bR and the ot her

conponents ar eiidﬁ%@ﬂanfa‘iget her. The active ingredientygelution is then - _
enul sified into the ol eagi nous phase. If desired, perfune (0.1 % is added
after the ni xteydronmrdprémeyl reeddutesed. An ointnment £8ntaining 0.5 Z or 2

%is prepared o5 Fd | ner. Exanple 8 A't r gigpRar ent bydr ogel
containing 5 % of d?aetﬁle?rﬁmni um 2-(2, 6-di chl.oroanilino)phenyl acetate is
prepared as follows: Conposition active ingredient

5 ggh/- - The hydroxypropylmethyl cellulose is swelled in water and cﬁe active
; ingredient is dissdlved in a mixture of isopropancl and propylene
glycol; The active ingredient solution is then mixed with the
" cellulose derivative aﬁd, if desired, perfumé (0.1 %) is added.
A gel containing 0.5 % or 2 % of active ingredient is prépared in

similar manner.

Example 9: A transparent hydrogel containing 5 % of diethylammonium

2-(2,6-dichlorocanilino)phenylacetate is prepared as follows:

Composition
active ingredient " 5%
&~J probyiene glycol ' o 202
" isopropanol 20 %
acrylic acid polymer ' ' 22
triethanolamine ' . o o 32
water to make up ' ' 100 2

The acrylic acid polymer and water are dispersed and neutralised
with triethanolamine. The active ingredient is dissolved in a mixture
of isopropanol amd propylene glycol. The active ingredient solution

is then mixed with the gel. If desired, perfume (0.1 %) can be added.

A gel containing 0.5 Z or 2 % of active ingredient can be prepared in

similar manner.



propyl ene glycol : _ - 10 -20 % i sopr-opanol : K .
20 ~xhydr oxyr opyl net hyl cel | ul ose 2 2 water to make up
10@ The hydroxypropyl nethyl cellulose is swelled in water and the active
in dient is dissolved in a mxture of isopropanol. and propylene glycol.

- The active ingredient solutioriéis then m xed with the cellul ose derivative
and, if desired, perfune (0.1 % is added. A gel containing 0.5 2 or 2 % of
active ingredient is prepared in simlar manner. Exanple 9: A transpare® ,
hydrogel containing 5 Z of diethyl anmoni um ' _

2-(2,6-dichl oroani] ino)phenylacetate is prepared gs, follows: Conposition
active i ngréiﬂgi-—l—d- A trangparent microemslsicn coutpindng Gpyl ¢héigtiypdol

20 % i sopr ca@BRlum 2-(2,6~dichloroanilino)phenylacetate is gibpXrafia¥l ES113ekd -

pol yrer -2 %triethanolamne - -

3 Z water to nmake up ' 100 % The acrylic acid
pol ymer andcoagbgiciane di spersed and neutralised with triethanolam ne. The -
~active ingredient, 1s djssolved in a nmixture of isopropanol and propyl ene
‘glycol . The*S%éte @sF fi ent solution is then nixed®vith the gel. 1f

desired, peddeylesdelril %lcbhel be added. A gel contaipymgy 0.5 Z or 2 Z of
active ingredient_can be prepared in simlar manner, - 16 - Exanple. 10
A transpar eﬂ?ﬂyﬁ?ﬁﬁéﬁﬁ?ﬂoﬁ ntaining 5 Z of dieth¥?-® amoni um

2- (2, 6-di chdigea@ssy | i no) phenyl acetate is prepared as §gf | ows:

water to make up : ioo Z ~\‘2
The cetyl stearyl_alcohol and polyol fatty acid ester are heated to

95°C and the acﬁive ingredien; is dissolved therein. A mixture of

water and glycerol, which has been heated to 95°C, is added. If

desired, 0.2 % of preservative is added. The resultant micfoemulsion

is cooled, with stirring, and perfume (0.1 %) is ad&ed, if desired.
" Transparent emulsions containing 0.5 ¥ or 2 7 of active ingredieat

are prepared in similar manner.

Example 11.° A lotion containing 5 7 of diethylammoﬁiuer-(Z,6-dichlo- .

roanilino)phenylacetate is prepared as follows:

Composition
active ingredient 52

mono- and diglycerides of higher saturated

fatty acids with potassium stearate 8%
pdlyaxye:hylene cetyl stearyl ether 27
‘decyl oleate ' : : S 5%
propylene glycol SR _ 20 %
parabeneﬁ : o o 0.2 2

demineralised water to méke-up. 100 2



Corrp05| ti-on active i ngredl ent -17 . 5 % cetyl
stearyl al cohol . 27 % pol yol fatty acid ester
15 % gl ycerol” . 4 %water to nab

up 00% e _cet i ea al cohol an -
pol yol fatty ach 4 268 veer ingredien agd to ?{Legﬁﬁ %éﬁeg %“ed i*RgTEETetR® i s

di ssolved t herprapylenerigivyenls ﬁlﬁembkyomdhsgtleyeecalyl srelaeyl feRedagnadiedt ed
to [’err] is added. If desired, 0.2 %of preservative is added. The

resul tant i crRrbRs#RAve| olusdon Decy} 9leste 2pd Fheaglycesidasmat (fpeEy ogeids

added, if desigfg pdéARIRR KBRS %e@%@tﬂﬂrﬂgmp e Y8iFied B ciftive
| ngredl ent are prepar ed in simlar manner. A |l otion contal ning

Z of di et hyl adueons (Rhase( The- WRLIBROLS sEaTNed ﬁgfdpﬁ'é‘hyllfaéaiateé- ipeTSe®Bar ed

as foI | ows: Oogpcasgglﬁn agdd.ve ingredient
5 % nono- and gl yceri es of - hi gher saturated fatty acids with potassium

st earate % pol yoxyet hyl ene cetyl stearyl ether

% decyl ol eagfamnie 12: A solution containing 5 % of diethylammoWiBhORMRSESI:i-
gI ycol —_— 20° Z par abenes
0.2 Z dem ner aftbkrrdanitiop) phenyidqetape is prepared as followsp) %  -17- The

active ingredient and the parabenes are dissolved in water and propyl ene.
glycol . Then pol yoxyethyl ene cetyl stearyl ether is added to the above
sol uti on. DecyfomHosatiomnd the gl ycerides of fatty acids

_ © active ingredient . 5%

\hg' . polyoxyethylene sorbitan fatty acid ester - 10 X
" ethamol 20 %
triglyceride (liquid). , | 65 %

The active ingredient is dissolved in ethanol and the polyoxyethyl-
ene sorbitan fatty acid ester is dissolved in liquid triglyceride.
The two solutions are combined and, if:desired, perfume (0.1 %) is
added. . .

Solutions containing 0.5 % and 2 % respectively of active ingredient

are prepared in similar manner.

\~z Example 13: An ointment containing 5 % of diethylammonium=-2-(2,6-

dichlorocanilino)phenylacetate is prepared as follows:

Composition
active ingredient : 57

mono~ and diglycerides of higher saturated

. fatty acids with potassium stearate ' 17 2
decyl oleate : : 52
propylene glycol : _ 20 2

demineralised water to méke up 100 %



with potassium stearate are fused together and enulsified into the aqueous
g&% The lotion is stirred cold and,if desired, perfume (0.1 % is added.

Ex @ 12: A solution containing 5 Zso-f di et hyl ammoni um 2- (2, 6- di -

chl &foani | i no) phenyl acetate is prepared as follows: Conposition acti ve

I ngredi ent - 5% pol yoxyet hyl ene sorbitan
fatty aci d @ gktive x.ngred:.é& %s€41¥39%ved in propylene glycol and water. 5
20 % triglyceride (liq 65 % The active Qg/ .

i ngr edi ent ~¥epogi %%N&H‘ﬁeﬁ’-%ﬂ%aﬁo?“&ﬁﬂtﬁdhéam Peidmphth Posatsiamr bitan fatty

aci d ester §adhes Qrkethsed édgfquh& Wikl dee9l | SiQard Namb ViyuaBha!ighals are
conbi ned and, if desired,. une, (0.1 9% is added. Sol utions containing

0.5 % and ois/ther dded 49 y folaesrr%s|ﬂwem%ema#%fp%—p&ﬁe#we@ mlar )

manner . £8md 30.170) Qsnidmat containing 5 2 of diethyl ammoni um 2-(2, 6-
di chl oroam i no) phenyl acetate is prepared as follows: Conposition active

I ngr edi ent 5% nono- and di gl yceri des of

hi gher sat Ulaﬁr’égmf&m‘.ﬂzﬁﬁkdé SMZt add @t ﬂsﬂs'd@%ﬁ%@f aifeact:.ve ingredient 1/ %
decyl oleate . % pr opy ﬁrene gl ycol

20 % deni nekslPreparefain sipblampammas. | - 100 % - 18 - The

active ingredient is dissolved in propylene glycol and water. Mno- and

di gl yceri des of sat urat ed fatty acids with potassium .
Example 1l4: An o:.n:ment containing 5 % of diethylammonium 2-(2,6-

dichloroanilino)phenylacetate is prepared as follows:

Composition

active ingredient _ ' - 4

propylene glycol 122

vaseline, white : 28 2
" wax (x;licrocrystalline) : . 23

sorbi.ca._n_fé.tty acid ester - 252

demineralised water to make up 100 Z

The active ingredient is dissolved in propylene glycol and water.’

The vaseline, wax and sorbitan fatty acid esters are fused together.
The active ingredient solution is then _emﬁlsifi.ed into the oleaginous
phase and, if desired, perfume (0.1 %) is added.

An ointment containing 0.5 % and 2 % respectively of active ingrediemt

is prepared in similar manner. -

Example 15 : A lotion containing 2 Z of die:hylamonim 2-(2,6~

dichloroanilino)phenyléceta:é-is prepared as follows:



>

stearate are fused together with decyl ol eate. The aqueous phase.is then
added to the ol eagi nous phase and enulsified. If desired, perfunme (0.1 Z
is added. A creamcontaining 0.5 Z and 2 % respectively of active :
ingredient is prepared i-n simlar manfesd. “Exanpl e 14: An oi nt nent .

containing 5 2 of diethylanonium 2-(2,6- dichloroanilino)phenylacetate i s
prepdar.ed as follows; ,Conposition active ingredient

5.% Bropy| ene SAEpRSAtion - 12 Z vaseline, white
28 % wax (m crQaiystidgheditne " 2 ¥ %sorbitan fatty
acid ester 25 % dem neral i sed water to nmake up

100 % The act i Wb PRySSHL POl rayiers @duc9n propyl #hé gl ycol and water. The..

vasel i ne, wax ﬁmigqﬁglﬁﬁaﬁty acid esters are fuged together. The active
ingredient solution is then epulsified into the ol eagi nous phase.and, if
desired, perfufcpes PaFREsid ghbied. An oi ntment contdi*ing 0.5 %and 2 %

respectively of1yagkdd @obbiHa@dEfty h&idoests ed i n signg ar manner. Exanpl e 15
: Alotion containing 2 % of diethylamonium 2-(2,6-

di chl or oani | i reAMERBFAALEES WALET (t® BREMAPed as fol | 898 *  -19- Conposition
active ingredient - 2% hi gh nol ecul ar pol yal kyl ene
gl ycol 14 % liquid triglyceride 5%

vi scous par af iThe grfive ingredient is dissolved inpajyalkylene glycol and

water. Iriglyceride, paraffin oil and glycerol sorbitam fatty acid
_ est:er. are fused together. The aqueous phase is then emulsified into

\% the oleaginous phase and, if desired, perfume (0.1 Z) is added. A
lotion containing 0.5 Z of active ingredient is prepared in similar

manner.

Ointments, cteans, gels, micfoemlsions, lotions and solutions
containing 0.5 2, 2 X or 5 X of the compounds of Examples 1 to 6 are

prepared in the same way as in Examples 7 to 15.



grycerbl sorbitan fatty acid ester

ek

ised water to

100 % The active |ngred|ent S dlssolved I n

: p :

pol kyl ene glycol and water. Trigl yce“mnu“'m and gl ycerol
sorbitan fatty acid ester are fused tog s phase i s then
emul sified into the ol eagi nous 28hase and, it desite

added. A lotion contalnlng 0.5 %of active |ngred|ent IS prepared in
simlar manner n%nts creans gels, mcroenul sions, |otions and
%

sol utions contaFnlng

are prepared in the same way as in Exanples 7 to 15. -20- 1. A
phai maceuti cal paseszeiticaloprdpapatizn forplopéedl applitachor which koneains
-conpound of the f

hydrogen, and each of [err] %NB [err] |ndependn tly is hydrogen, an
aliphatic radical, or [err] and [e ther are a,Rival ent

al i phatic radical, rg; Sti ™t ed or subst tute % |nterrup$ d by aza, oxa
or thia, mnththe[wo

so that at |east one ofRr ;err] and [err] is diffe
If R is hydrogen and

f rom hydrogen, and_t .addltlonal visp thats

[err] is met e1§5E1 57 r4TEPR E ggﬁrﬁ"mﬁll 5, 6- pent ahydr oxy- 1- hexyl wh
is derived fronlD-qu- cam pe, optionally in the formof an isomer,
together with conven- tlona.rcanﬂﬁprs and/ or excipients for topica

appl i cation.
accordi ng

2. A pharnaceutytaf\preparatlon for toplcal application

xz and X3 are hydrogen and Xl is 2 6-d1chloroan111nn, ‘and R2

‘hydrogen, and each of Ry, R, and R5 independently is

hydrogen 6 an aliphatic radical, or two of RB R and Rs together
are a bivalent aliphatic radical, unsubstituted or substx:uted or

znterrupted by aza, oxa or thia, with the proviso that at least onme

._ of 23 R and R, is dlfferent from hydrogen _and the add1t1ona1 pro='

S .
viso that, if R3 is hydrogen and R4 is mnthyl R5 is d1§ferent
from_2,3,4,5,6-pentahydroxy-1-heky1 which is derived from D-glu-
camine, optionally in the form of an isomer, together with conven-

tional carriers and/or excipients for topical application.

2, A pharmaceutical prepazation for topical application according
to claim 1 whxch contains a compound of the formula I, wherein Rl

and R2 are as defined in claim 1 and each of R3,R and R, independently

S5
is hydrogen, a lower alkyl radical which is unsubstituted or substi-

tuted by amino, a group of the formula

-ms % OOC.CQ |

or hydroxyl, or two of 83,'3& and RS are'é- to 7-nembered lower
alkylene or 4~ to, 7-membered lower alkyleme which is interrupted
by optionally lower alkyl-suhstituted aza, or by oxa or thia, with
the proviso that at least one of R 3¢ R and Rs is dlfferen: from
hydrogen, together with comventional carriers and excipients

for topical application.

perfune (0.1 2) is-

-

%or 5 % of the conpounds of Exanples 1 to 6

f the f I
R LA B A R LA S A

rent
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R

»



to ¢lai'm1, which contains a corrpound of the’TornuI a ﬁgm R and [err]
)

are as deflned in-claim1 and each of {.enr]. a ‘\“L ntly is
ubsti- tuted by

hydr ogen, ,a | ower al kyl radical which is unsub
am no, a group of the formula [err] or, hydrozyl of two of [err] and [err]
are 4- to 7-ne er.gg | ower to rrenbered | oyer ene:

yl ene or, 4- |
which-is inter awﬂ%ﬁfrﬁaﬁaprsp%m £6R ioPLe aPp LiceaLen secerding oxa
oF thia, With tbecIuiavls@hibfitlcontaindastcompoust ofctrel famshiber ] khbseidi Rf er ent

from hydrogen, together w h convent i opal riers and ci |ents for

topi cal appl i c&P?%& are as)qe HA‘”pﬁé%éeﬁ?‘{ @&F{‘ ;m ﬁgr"‘ﬂfﬁﬁ'&al
i’ippbvlhcat I on[ acaeﬁﬂhyggstmbaamyl cegt?mngoap aroiﬂsw ;?emmd gds F}B‘ar?JSERSf orR zrul acI
, erein [err] an are_as defjned in cl.aim1 and each q an
R5 i ndepen- der#f’?s’i §L W)%Px%ﬁﬂﬂ’e’b&ﬁ FPREAIRIDE FPa i) ar”r‘?cf’&ﬂr“ﬁ@n& carbon
at oms, or hydr @sybord @vbiis akadneCGflt%I R QnHFR Qs amropéd i nghct 68 1Lh@N

at ons, one of [err] .and Lerr] 1,9{3% nd each of the others
i ndependent |y ioEherRdpdepepgently,is,1oney }(f%ﬁél“f’ﬁél‘iﬁltﬁg@ &HFB‘H‘I”rnét ons,

hydr oxy-1 over a kxfboaoaiﬁsm %@ﬂ%l@wﬁﬂ@lk?‘i'dﬂtﬂﬂ:ﬁgc@ kenamd Qasludcihg
toget her are 4- merber | ower”

| k - menber ed onal I y
N-Tower al kyl RS IV 3t qpar OF, REFENSE, %’r%ox%P T5penbered | 1o¥er %Pr}&sn
one of the ot ha~Sté F-henliEred) kipkisllRi WH10Get 1kplated adius udmgaﬂkmﬁbpn
atons, and the third is oligo-hydroxy-lower alkyl, or two of [err] and

[err] are hydr ogesxandr tibdacldver alkylems' ozl dael af.cnu_aagtherrg ip lpwemmadkyl
ol 9 CoLBa AN WA hOAEte T EfeTLA I U GBS, oo
i ncl.udi ng oligo~hydroxy=-lower alkyl, or two of Pj, Ra.and Rs are hydrogen and
the other is lower alkyl containing up to and including 4 carbon
atoms, hydroxy-lower alkyl containing up to and including 4 carbon
atoms, oligo-hydroxy- lower alkyl conta‘i.ning up to and including
4 carbon atoms, amino-lower alkyl containing up to and including &

carbon atoms, or a group of the formula

~alk-NE, @0 ooc-c<i ,

wherein alk is lower alkyleme containing up to and including 4 carbon
atoms, together with conventiomal carriers and excipients for to-

\,@ - pical application.

4, A pharmaceutical preparation for topical application according
to claim 1, which contains a compound of the formula I, wherein
&l and Rz are as defined :.n c:l.a:hn 1 and R3, Rh a.hd R5 are

hydroxy~lower a.lkyl containing up Lo and including 4 carbon atoms,

~ or ome of R3, R_4 and_RS is hydrogen and the others are lower a]_.kyl_

containing up to and including 4 carbon atoms, hydroxy—-lower alkyl
_ containing up to and including 4 carbon atoms, or'lr- to 7-membered oxa-
. lower alkylene, together with conventional carriers and excipients

for topical application.



' ' . ' e
4 carbon atons, am no-lower alkyl containing up to and mcang 4 carbon |

atgQl, or a group of the fornmula [err] wherei m m kyl ene
ci ning up to and including 4 carb-oﬂZa'toms““‘ m‘\t F

onvent i onal
carfiers and excipients for to- pical applicati*on® 4" A pharnaceuti cal
preparation for topical application accarding.to clajm1, which contains a
conpound of _tq‘reA fpg‘!’ﬁﬁ?“f:’,t‘)gﬂh@f%ﬁfﬁaf%?”f °5n§f%f"é?]r ]am’i’aﬁaé"%& AREPTHEE in
cl a: md_l anfl1 [:er%ﬂaianﬂ, Which @ohysinaX fa-&mﬁnca] .lgk{théljﬁatﬁilﬁi _g.g wRréin grfdh < .
i ncl udi ng carhon atons, qQr one.of [err] _an err] is_hydrogen and*the '
others are IGﬂérnalaﬁIascBﬁ?éPﬁBnbnuﬁL'PérmaﬁdaFﬂcP&Gi RE RseafhoRnsdt Bs,
hydr oxy- | owersahydtbged andi tiegehidtst r@Ndwed GIUGL N@ndalridhOip dbO& Or 4- to
7- menber ed oxa-_lqwer, al kyl ene, together with_ conventional carriers and
exci pi ents f3RcluIngat cappen @5PPYynOr togethsr 3-oxazleTReRRYlsNts cal
preparati on frggedheRi ¢ith Ao entdbddlNcaerGeEsi i@ bfciphionts For Wopibarontains a
conpound of the_ forpula I, wherein [err] and [err] are as defined in claim
-1 and one offPPEY¥Fi% [err] is hydrogen and the others are |over alkyl
containing up to and including 4 carbon atons, or together _
3-oxa-1, 5-pentylene, together with-conventional carrigrs and_excipients for .
t opi cal appl itadiRo# .G%RI%PE%R?E&F?'%Pcﬁ?’é"[}Hﬁa‘H Ghail doFRRShycoRFadprs;i m 1
whi ch cont ai RSethyllafdrioIH (2)6<dicB16rdiing i) gREtY1a8004HRE NYdgaeREAWELth
together with conventional carriers apnd excipients for topicgl application.
7. A phar mac SIRYERHLOPRL GAFEAeTS N, #X61R5eRES S5 FIRISRT APPLLRAFAPNG to claim
-1 which contains tris-(hydroxynethyl)nmethyl ammoni um 2-(2, 6- o
7. A pharmaceutical preparation for topical applicatiom according o’

‘to elaim 1 which contains _tti_s-(hydroxymethyl)methylmniﬁ-z-(2,6-
dichloroanilino)phenylacetate, together with conventional carriers

and excipients for topical applicatidn.

8. A pharmaceutical_prépara:ion for topical application according
to claim 1 which contains triethanolammanium—Z-(Z,G-dichloroanilino)-
phenylacetate, together with conventional carriers and excipients

for topical application.

9. A pharméceutiéal preparation for topical application according
to claim 1 which cqgtains diethanolammonium—Z-(Z,G-dichlqtoanilino)-
phenylacetate, together with conventional carriers and excipients

for toi:ical applf&atiou._

10, A pharmaceutical preparation for topical applicationm according
to claim 1 which contains morphqliniumrz-(z,Q-dichioroanilino)phenyl-
acetate, together with comventional carriers and excipieats for

topical application.

11, A pharmaceutical preﬁaration for topical application according
to claim 1 which contains diisopropanolammonium=-2-(2,6~dichloro-
anilino)phenylacetate, together with conventional carriers and

excipients for topical application.



dichloroahiIino)phenylaéetate, together with co ' W[ S and Eggb
excCi pients for taopical application. 8.=- 23phar mmﬂmm Hﬂﬂr"!,ﬁ[on for
t opi cal application according to claim1 which conta&ng ¥ s '« —
tri et hanol ammoni um 2- 6- di chl oroani lino)-_ phenylaceiate, jogether_with
conventi-onal Jd&eri er‘*s(péir\acfmeax‘ccellbﬁlecnafaf; Bhor %zc')ap%t%? %ﬁ)l%%%ﬁ%%.g@fﬁca%°n
phar raceut i cal gl i id P Sl s | £+ s A§EOL Pl H%a 1 Q4 | :
whih? cont ai nsacg{%ﬁ%axfé)lgglm‘{)ﬁlu&m 2-( 2,%- I C for%ansl ft?no‘%{j p%%nyfg%g%géefence
toget her with pnugntdenalafidd ey sgsind excipients for topical application.
10. A pharnmceutical preparation for topical application according to claim
1 whi ch contai ns norpholinium 2-(2, 6-di chl oroani | ino)phenyl - acetate,
t'oget her wi th conventional rejer .excibient s f .Qpi cal l.i.cation.
11. A phar macetde cal p’fﬁ%%ﬁr%t i (%ﬂﬁe %‘r’&\' oﬁ?éa#ogp |‘ca€%uo:h‘ggié %Fa?‘ﬁ‘g‘?g claim
1 whi ch cont ai nforditbsigalopppidcaninmi wimicd- pqd@sdi adrlpoisas =ixing a compound
ani | i no) phenyl ac %§%g8r%89gthen Wi th conventional carriers and excipients
-on.

for topical app? C - 23 - 12, A pharnmaceuti cal preparation for

t opi ¢al application according to cl ai substanti QI%I y as described with

reference to any of Exanples Rz\to 159 13. A pmocess for the Q&gduction of
0

?
a pharnmaceutical preparation forC:'l-U'% cal appBi c&TTW T~awhi ch- prioCess
conprises m'xing a conpound @.E/t he rmula [err] nlgerei n[err] is a group
of the fornula [err]

wherein R1 is a group of the formula

SN (11a)
AN
. \.../' !3

whersin xz and X3 are hydrogen and Xl is 2,6-dichloroaniliﬁe, and

-

R, is hydrogen, and each of R3, RA and RS independently

is hydrogen, an aliphatic radicai, or two of R,, R& and'Rs together

are a bivalent aliphatic radical, unsubstituted or substituted or

interrupted by aza, oxa or thia, with the proviso that at least ome
of Ry, R, and By . |
proviso that, if %3 is hydrogen and R, is methyl, RS is different

is different from hydrogen, and the additional

from 2,3,4,5,6-pentahydroxy-1-hexyl which is derived from D-glucamine,
i§g- . optionally in the form of an isomer, together with conventional

carriers and/or excipients for topical application,

1l4., A process according to claim 13 substantially as

described with reference to any of Examples 7 to 15,

15, A pharmacéutical p?eparation when produced by a

ﬁrocess claimed in claim 13 or 14,



wh in[err] and [err] are hydrogen and X is 2, 6- dICh| oroani l i ne, and R2
i@r ogen, and each of [err] and [err] mdeﬂﬂmml glmmllogen

al atic radical, or two of [err] and4[werr] val ent
aliphatic radi cal, unsubstituted or substitut ed of int errupt ed by aza, oxa

or thia, hthe t n d|fferent
from hydr ogen, %('aa gﬁmtrﬁ %lzaﬁtpa%fg%‘\?}nso oﬁg nﬁ]p %‘ér ?Tg rogen and R4
is nmethyl,1 [ter kq, Wbl@h fepataims shawh 0.5 ta 3 @yp*eﬂtghhy@ sxtyws- hexyl whi ch g _.
deri ved frﬂ@:@aﬁéﬁcaeagaehepnamrwnwnwanwephaemeahm ba¥ieEs toget her
with conventlonal ¢arriers and/or excipients for topical application. 14.

A process MSFQ?’W@PHP:GI'al m 13 substantially as described with refer ence . j
to any of Exanples 7 to 15, 15, A phar maceutical preparation when

pr oduced by a process clained in claim13 orl4. -24- 16. A
~pharmaceutical preparation according to any one of clains 1 to 12, which
contains about 0.5 to 5% by weight of active ingredient, together with
conventional pharmaceutical carriers and/ or excipients.




