43 Salts of 2-(2,6-dichloroanilino) phenylacetic aci d and thelr pzr).l 3%1?
The present invention relates to novel salts of 2-(2,6-dichl oroani [ @-
- ph | acetic acid and their production. The present- Appl ication is a
di vilsfonal Appli cat anteubfob-Appk e ath 08r deon 1 OO When s % esent
invention provides a conpound of the fornmula [err] wherein 'S a group of .
the fornmula [err] wherei BcXd msdatBebr dectdwsropen | ino and X and X are
hydrogen, [err] is hydrogen and [err] and [err]-are 2-hydroxyethyl, or one

-~ of. [err] and [err] is hydrogen and the others each are ethyl, 2- hydroxy#
ethyl, 2-hydr OfNeRRYnOiné RYL B refi R s3cdNBv1 JaDBNbY! 278 -fa&comogxf.firﬁ-kf]
and R is tris-(hydroxynethyl)-mechy] and the others are hydrogen. The :
conmpounds of t ABNYRYLATACC] 34 %é?‘%’irnp}:?d“&ﬁtf"{ err] are as defined ‘above or"
some sal ts therngefpredkfr WppIitac 4IPS £AIPLIIDASL APPlLicheidn Sat loF Npdlfichoras
are used, for exanple, as non-steroidal antiinflammatory agents for
treating inft afffat QB%dl tions. .The preparations containing these

. conpounds are TTpResns! inbengion Ipeavnht partpamd| ¢f thadoabsta enteral |y or
parenteral ly. . -2- The object of treating dlfferent forms of

. o
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]>ca-c§0 H—'z::-n4 o o |
L : . _ \

vhereia R, is a gfoﬁp'of the fo%znia

A
7 N\, _ : :
N % (IIa)

vherein xl is a 2, 6-dichlorcanilisc and xz and X3 are hydrogen, RZ
is hyd:ogenland 83, R& and 25 ea;; are Z-Eydtox}etny., or one of
23, R and Rs_is hydrogen and the cchers each are ethyl, 2-hydroxy-
ethyl, Z-ﬂ)d oxvpropyl or togather :ire 3-0%3-1,5-uentslene, cr one
of R3, R and R. is tris- (hvdrOXﬂu-cnyl)-mePh"l and the others are

: hydrogen

The compounds of the forzula g?;ca-cdd& (IIIa) whefeiﬁlkl and Rzare
as defined above or some éalts Ehe:eéf,_éte known. These'ccmpounds and
their salts with bases are used, for example, as non-stercidal
anciinflémma:ory agents for treating inflammatbry conditions. The
preparations con:axnxng these compounds are admlnxs:ered for the most

. part orally and also en:erally or parentetally.



9 nfl ammat ory di seases, especially of rheumati smof soft tissues, consists
i n.avoiding the side- effects whi ¢h are primarily connected with systenic
$herapy. This object is preferabl y attained by topical therapy if :
~ penetrdtion of the active ingredient into the site of the mflamatmn@n
be successfully ensured. Successful therapy by percutaneous adm nistr on,
however, frequently fails when u§i?1g' conpounds of the fornmula (Illa),
because penetration of a therapeutically effective anount of active
i ngredfent through the skin into the affected tissue canngt be adequately
ensured. ;The present ‘i nvention is bdS@dORiScE RF STPaRiPg| HIIBERAS FAMS0RL t hat -

t he ‘cBpounds Oﬂ‘nf&mnicewzaea&s p@@i&@&u@@f'dn@&ﬁ%%ﬂ 30MOugspaigt ration
ad absorbtion properties. In_addi'tion, the conpounds of the formula | have

mar ked anti - i nfqoRAHeks F-Br’ym&ﬁﬁ‘?eﬁ% faderetSecth PRich ar¢RriBAYiLY AeRneshed or y
activity can be;Rgnsyitenid QHefary. thist be;ewkeg,:ammymch{h&h %seusu:mg

~in rats' pawsin the kaolin edenma test in agcordance wth Relv siol. -
‘Acta 25, 156 ( IUGF#PY B PERSSFAGLOB. Qf the AATiXeiogrediegt ARsa: the 51% of they
active ingredi eIHflhﬂi&xBHQaﬁa%%uﬁéeisﬁﬁilya@hm&.fS&'&Mtﬂhtﬁéﬁ pajyr has

been renoved (see Arzneimttel -Forschung 27 (1), 1326, 1977) Further t he
anti - i nf | anat ReFcHEINeprs \adBini stz agiam,y eNnge(ﬁ"S%‘E“‘eY gf‘“iﬁ WheB YRk of a

gel having a congRBhddt benerf f@m@a @Ga18p, 5&3@@5&@9&&&% @pi cal | ycan be
deduced fromthe i'nhibition of abscess fornmation 1 nduced by subcutaneous

injection of carhegaesrtifalis effacsdvevamauntyioft aptire ingnedigns 7ehmopgh £hog

%rz Assays UsiiR0i s R NG S ed! BEsdue! fatindt |bd Bdédi@calie Rubuiaibenzoqui none
hing test (J. Pharmacol. Therap. 125, 237, 1959) in the dosage range :

from about 1. 0 to 120 ny p-O indicate a rrarked anal gesm activity.
The present invention is based on the surprising oburva::.on that

the compounds of the formula (I) possess excalleant percutaneous
penetration and absorbtion properties. ' ' '

In addition, the compounds of the formula I have darl_ud anti-inflamma~
tory and analgesic prop'e:ties.' The in:i-inflaﬁ'a:ory ac:ivi:y can
' be demonstrated e.g. by the- uﬂud reduction ia the mllxag in
rats' paws in the kaolin edema test ia accordance with Helv. Physiol.
Acta 25, 156 (1967), by rubbiag e.g. 2 gel coumn:.ng abou: 0.5 to
‘ 5 X of active xnzted.ua: iato the backs of test animals from which
\/- ' " the hair has been removed (see Arzaem::cl-!‘orschung 27 (1), 1326,
o 1977). Furcher, the an::.-xnﬂama:ary ac:xvx:y of the active
ingredient, e¢.3. in the form of a gel having a concentration of
about 0 S co 5 Z, when appl.:.cd topically,can be deduced from the
inhibx:m of abscess formation inducaed by subcutaneous injection
" of cazagun in rats (s« Arzumtul-!‘o:schmg 27 (1), 1326, 1977).

. Assays using éoinpomds of ':he' foruizla I in the phenyl-ﬁ-bcnzoquinon'c
wt:.:hms tesz (J. Pharmacol. Therap. 125, 237, 1959) in ths dosage
" range from about 1.0 ta 120 mg P.O. indicate a marked analges:.c

i  activicy.



-.3- Accordingly, the conpounds of the fornula r are nost suitable an
inflannatory agents for percutaneous application and can.also be used as
anal gesics. " The invention relates in particular to-novel conpounds of ,the *
formula 1,- wherein [err] is.a group of the fornmula I:la, in-which [err] is
2,6k chloroanilino, [err] -and [err] are hydrogen, R2 is hydrogen, and one
of \&¥r] and [err] is hydrogen~ahd the others are ethyl, or each of [err]
and [err]-is 2-hydroxyethyl. The invention relates specifically to the-

- novel conpounds obhtained_in-the es and to the methods of preparing
‘then descri be FRgLYs the,s M’!’gﬁb?{ ﬁé‘c’r‘?ﬁ?’é}e‘&f‘ﬁfﬂhﬂj“m& B, - |
andproceduresmhnmﬁoagmsofut perdutasadud hpsHRabfor Rbdida@dalddivhhe form
of a possible orrer or. of,a mxXture of isomers, for exanple optical

I somers such ‘§’0r di asereoners, or geonetrical isoners such as
ci s-trans-isomers: The optical isomers are in the form of the pure

ant i podes anﬁ{eoinféiﬁfwtr@iatége§h'|ﬂ&ﬁicﬂl@?ef@'fnS@elo"coﬂﬁ&klﬁ?sofof:hg%mfa' cal
i somers can he separated.into the pure constltg(ﬁ{lts on e bagsis of the

chemi co- physi taFReR&ipckeeed SFOPRLH, the, FOrmHan T‘m}§ ¥preexanpl e,
raceat es of mtsl-diadhlanéaqimdm, nadﬁeXg el hseitogeup hiss hpdrmpprmdn@e of

antinmers by C?ds W”kdl tﬁéﬁgwertﬁe ford aﬁye%m Bt Q or c

met hods, by fr % onal -’crys satlon m cr o- of enzymes
Further,. it iE‘gspB@ﬁnm%stlé %rhﬂiémtgﬂoptlcal ant i podes by conversion of .
t he ot her antlrrer in a-racemc. \ 0

The ioveation :tla:u smificany to the ml. compounds abuiud \J

in the Exanplu and to the m:hod: o£ preparzng then descridbed
cluru.n.

Depending on the choice of starting 'n_i_:crials and procedures, the |
coupounds of the formila I can be obtained in the form of a possible
isomer ct of a nixturs of iscmers, for example op:i.cal iscmrs such

as' enanticmers or diauumu, or geometrical ism:s such as
cis-crans~isomars. The optical isomers ave in the form of the purs
an:ipodci 'and'/oi.' racemates. Resultant facmus or nixeuris of
zouu:ncal :.somrs caa be uparand into :h. puu cmtitmts on _
:h. basis of the chu:.co-physxcal d:.tfermu between the coupmn:s. \\J
'nms, for example, racemates of optical an:i.poda can bn resolved

into the cerrupond:.ng an:m:s by methods wh:.eh are known per se,

'c g. by chrana:ographxc m:hnds, by f.racuml ctystanisa:m, wvith
ucrmrzpus_n_s or enzymas. rmtm.-_, ic is possxhlt to e_nnch e.2..
optical uz':ipcdcs by 'conversi.cn of cthe 'o:hcr au:i.ﬁm: in a racemic

" mixturs. The isomers of novel compounds of :hc Eamla I also’

cm:x:u:c an obj ect of the :.nven:xoa.

The xmatm also nla:cs to the producncn of novel coupounds of
the formula I, wb.:.ch are obtained by mchnds vwhich are hnm per se.



i xture. The isoners of novel compounds of the fornula | also constitute
an,obj éct of the invention. The ivention also relates to the production of
novel conpounds of the formul'a I, which are obtainedby methods which are
1<nown per se. - A preferred proces variant conprises e.g reacting an ‘
organi c carboxylic acid of the fornmula [err] wherein [err] and [err] a '
as defined above or ‘a base salt tHereof which is different froma salt of
the formula |, with an at |east equi nol ar -anount of the ami ne of the

formul ag-[err] wher ei n [e;ﬁ] and [err] are as defined above or an acid
additi on igal t . & PESLSZFed pracess v cBPmRESRL Ar B FEAST U FR ATE* R hpound of

the fOFTul a | |&E@1@Et‘ﬂucmng&uhe formula | and/or resolving a
resultant m'xture I sonmers into’its. individual conponents. The sol ar

ratio-of acid of the fok Ia (11a) and amine of the formala (1'1'1'b)- depends
on the choice of desired on the nunber of -substi tezzeg) am no groups
Jin the corresponding c ound of the formula (I11b). As acid addition salts -
of amnes of the fornula¢(l11b) there aré used *.g. corresponding

hydr ohal i des, such as hydrochl orides. The reactlon of a conpound of the

forrrula(llla)vmthaco und of the f.or IIIb) I
conducted in a YHeREAE %10 y 8F¢ &8 W cé'sgr {) coo%{gﬁg which is
heating, e.g. igiffccenPFrohd caltiRgeted aamneux Grith anoq dreas qqné!&qalraabl y

at room t enper a%u%t ",fn the amine of the formula

Yoo

k./ ' R
) : 3 & .
S o

R

~ wherein Ry, R, and Ry are as defined above or an acid addition salt.
thereof, and, if desired, -cbnverting a resultant compound of the -
formula I into another conpound of l:he formula I and/or resolving

a resu.ltam: mixture of isomers into its md:w:.dua.l components.

The molar ra:in o! acid of tha formula (IIIa.) and amine of the

formula (IITb) depends on :hc choice of desired salt or on the

- , asumber ot substituted amino groups in :hc cor:upcndiag ecupound
A - of the formila (IITb).

As acid additinn salts of amines of the !on.ml.a' (IIIb) there are
used e.g. corresponding hyd:oh;lidu, such as hydrochlorides.

. The reaction of a compound of the formula (IIIa) with a compound of

. the formula .(IIIb). is preferably conducted in aun inert solveat or

- diluent, if nccessaty' with cooling and hu:_ink, e.g. in a temperature

-' range from about 0° to 100°C, -pr_efc:_aﬁl_y at rocm :mpdracur_c, in a
closed vessel and/or in an inert gas atmosphere, e.g. nitroges.

| Exaiples of suitable solvents and dilﬁcn:s '_a.re: water, alcohols such



cl osed vessel
" suitable solv
al kanol s, e.qg.
e. 9.0 et hyl

ket ow#s such

and/'or in an inert gas atnosphere, .g. nitrogen. Exanples of

ents and diluents are: water, alcohols such -5- as | ower
nmet hanol or et hanol, others such ‘as di-low al kyl ethers,

ether, cyclic ethers such as di oxane or tat r ahydr of ur ane,

as di-Iomer al kyl Kketonas, e.g. acetone, carboxylic acid -

esters such as -Lover al kanecarboxylic acid eSters, e.g. ethyl acetate,
am des such as N, N-di-lower al kylam des, e.g. NN-di nethyl  formam de,

‘sul f oxi des su
m xtures.ther
are known. Th
in which the
starting mate
conditions an
i soner. The s
under the rea
al kyl esters,
e.Jg. dlnethyl
formof an ac
li berated in
preparations

together with

TR TR S R

elkyly etlidrsy le.odw:lhﬂ.ea&w, tdyeiiéc authecls seak sasofidxtamepomcess

PRSP aRt, Rerila s S BF AT ks Bhetebaach i,

déeuonas med:ylricthadf estansl suchriast lover oflkiasecarbexylicoteid pur e

tart terd f th f | | | be f d.e.

YOS carkn 1 SefarRe PRRRT RR Y Nebofic lou allimide

eby. MyN+dimgehyl |£u~::tﬁdp; mmﬁ suchass d:.swhraglm am ne ) :
An am n n e inthe -

?gﬂ}a‘aﬁﬂ-oﬁ-sm gh"‘é ‘oﬂ'lg e"‘“%, Fuges égh Sc'm or de, and-

t he presence-of_a base, - such as an anine. The pharmaceutical - -

Eg: toP{calag£ Ll Egge ggtalE‘tgﬁuﬁsngqugfnﬁfagy? forpulaylj
hﬁﬁé | | _ "

The invention alse rcla:eq to those embodiments of the process in |

‘which the stirting matarials aze prepared in situ, or in which a

s:a:tinz material is obtained from a derivative undhr the reaction
conditions and/b: xa ‘used in the form of a mixture of isomers or of

a pu:c isomer.

" The sta::i;j n&;crials_o! the formula (IIZa) caa be fofpnd e.g. uander
‘the reaction conditions from corresponding estars, such as lower

alkyi esgers, by hydrolysis in the presesce of a base, such as an
amine, ¢.g. dimethylamine. An amine of the formula (IIId) can be
used c.g. in the form of an acid addx:znn salt, such as a halxdc,

\

.. 2 hydrochlorzdc, and liberated in the ptcscacc of a base, such \~/

as an amine,

.The“pharmaceutical-pteﬁa:ations for topical application contain the
compounds of the formula I together with a pharmaceu:ic#lly.acceﬁtable
carrier or excipient. The daily dosage of the active ingredient
depends on.the age and indivi&ual.condiﬁian of .the patient and also

ou the mode of application.

Suitiblc pha:nacnu:ical.preba:a:ioﬁs for topical appiica:ian aTe

ptznarzly crcans, ointments and gels, as wtll as pastes, Eaans,
tinctures and solu:zans, vhich contain from abou: a. 5 :o abou: 5%

- of active ingredient.



carrler or eXC|p|ent The daily dosage of the active ingredi ent depends on
t he age and individual condition®of the patient and al so on the noge~pf
Applicati-on. Suitabl € phar maceutical preparations for topical appl i i on
are pri‘marily creans,’ oi.ntnments and gels, as well as pastes, foans, Y
tinctures and sol utions, which contain from about 0.5 to about 5 % of
acti-ve | ngredl ent. - 6 The phar maceut i cal preparations for topical
application are obtained in known manner, for exar_rp'l_.e by di ssol vi ng or

suspendkng Lne g Gk eaddige £ egé.cd&.m%.baaee dal Gp3EheddiChi obehined c')n.

necessary: Wen processing e actlve I ngredieht orm o
it isTasual | y @i doknaskonarorferofxamhle tbmdmémmetcﬂtupcanMQs abtivw i on,

d wh
o ed i oo LR oMY R VP W pal chifede?’ (8 BhouiaPRiIROL. LG
t.o 'the remai ndprodui.te mrmdmclmnﬁutlmshmm&@ selmes. tis the use -
~of the novel ‘i d&u"sol&ll? d‘;’ b dnelSudBhhsdd b L?@A E\}(. %Q&i‘{%ﬁ?émn,
or erably

_ percut aneous: app rcation - 29" anal gesics, pre g or m’o
- sui t abl e phar naed uthea pﬂctpsxq:a:ht iactive Ihgﬂehtbmnwmlocsumsnmue

‘theé™Tnvention Rgt; i'&:&ﬂd\’iﬁ\th'i rﬁéetépes&w.tﬁmeofmaﬁmm&mim :
solution of 2.g of 2-(2,6-dichloroanilino)phenyl- acetic acid in 40 al of

ether are addedbanmdded 5 Sba\Tempisdar ‘Fﬁe‘heoﬂm‘eﬁ‘ii"?'refl uxed for 10

m nut es, then cool ed and concentr at ed

' \/’ . The iavca::.on also ralates :o the use of ths novel ccupounds of the
' formula I as anti-inflammatory ageats for percutansous application ~
. and/or as analgesics, prnf.c:abl.y in the form of su:.:abh pharmaceuti-
_ cal preparations. '

The Eolleﬁng'ixnplu illustrate :hc'invcntion but in no way limit
the scope thereof. - '

| 'E. le 1: 'fo-a solution of 2 .g of 2-(2,6-dichloroanilino)phenyl-
acccic acid in 40 nl' of ether are added 2 ml of diethylamine. The
solution is refluxed for 10 minutes, then cooled and councentrated
under rlducld. pressurs, whereupon duchyl.amnxu-z-(z é-dichloro=
' \_/: - | mlino)phcnylacctan crystallises out. The colourless crystals are
isolated by filtration (m.p. 110°-115°C with doccnp«.) and dr:.cd
at room :upcra:url in a tu.gh vacuum, '

: E_xgle 2: With efficient stirring, a solution of 4.53 g of tris-
(hydroxymethyl)methylamine ia 10 @1 of water is added dropwise at



under reduced pressure, whereupon diethylam ni um 2-(2, 6-di chi oL O-

ai | i no) phenyl

te ture i

sol u

on of -4.53 g of tris-

acetate crystallises out. The colourless crystals are i sol at ed
by fi§§~trat|on (mp. 110-115[err] w th deconpos.) and dried at room

n a high vacuum [err] Exanple 2: Wth efficient stlrrlné,

(hydr oxynet hyl ) net hyI amne in 10 m of water

a

added dropw se at ~-7- roam t-eiperature and in the course of 10 m nutes

to a solution of 10

of ethyl acet
subsequent |y

di ssol ved in

solution is concanttate

g of 2-(2,6-dichl oroanlllo)phenyl catic acid in 230 ni

% E&fy‘ rg;gg* | Yo REGE t Qﬁlnga hiis
g‘%&r re or ala?;aﬁ4 %gtr ‘?tggmy? errpeégt E?eéa’ﬁg éghae.nt
i's removed byl @& af yz‘AQaMﬂmtﬁMleeﬂwaMénrw aleof echyl

dedabh® 4&15%&309%% maaxga%ﬂgyeﬁ{a% d vaddif 1ot

I'n a rotary evapor

|rst crystal S

s

preci pitate. Tshseguentigessirradffor: balf unihduri st t9om GBWPATREUDE cans &be pi t at ed

white floccul
hi gh vacuum

bl S} Bl by by Wipdlhetod T Vsl fcdiflal’ ' 001 2

rozymnet hyl) netqnldamﬁmdmﬂveﬁ & adi uﬂrcrdamchtwom dtel)aas aheutaSONS.t i ng

poi nt of 202-

5.52 g of trie 4[§§-Er%fr{'o am ne c&gﬁwr#‘hgf etth % H{’;l"'l&%ra%éﬁ' og\r/]m g]:a

at roomtem- phrat crystals iprecipitates woﬂlﬁnminuiq& to mss#ummt)f 10 ¢

of 2-(2,6-dické
wher eupon a sal preC| pI
s suction filter and dried ia a h:.gh vacuum. The resultant tris-(hyd-

|nned S Subsequen

tom‘:hyl)m:hylmm-l-(z chhloroaulm)phenylacn:ut has
a melting point of 202°-204°C.

g' ie 3:- iliﬁh efficient 's:itting, a solution of '5.52._ g of triethan=-

anolamine in 30 ml of echyl acatate is added dropwise at room tem-
pefa:uc and in the course of 10 minutes to s solution of 10 g of
2-(2,6-dichloroaniliqo)ph¢nylacc:ic acid in 230 ml or ethyl acatate,
éhcuu_pcéa a salt precipitates ingdia'_uly..fhe bateh is. subsequently
stirred for about half an hour at room temperiture and the solvent

 is removed in & rotary evipora:cr. The white crystalliae tesz‘.d.'uc. is
'dusol.vcd in a small amount of hot c:ha.ml and crys:all:.sod at 0°C.

| Erﬂh .ké_Wi:h ltf.‘.ic:’.cn: s':i.:ria;; a sus_pe_n:ian of 3.89 g of dieth- |

The white crysuls are Eilnzed with suction and dried in a high
vacuum. The so dbtained trucbanolamaum-z-(z,é-dxchlor«nilxne)-
pheuylacc:au melts at 137°-138°C. -

anolamine in 30 ml of ethyl acetate is added dropwise at room tem=
perature and in the course of 10 miagutes to a solution of 10 g of
2-(2,6-dichloroa'nilinn)phe_nyla’ceﬁic acid in 230 ml of ethyl acetate,
whereupon a salt precipitates imédia:ely'. The batch is subsequently

_ stirred for half 'a.n hour at rcom temperature ind the solvent is re-

moved in a rotary evaporator. The yellowish crystallioe residue is

d:.ssol.ved in a2 small amount of boiling ethanol. The solunon is left |

T L I

[}



- 2-(2,.8:dichl or0gpidd mmeaxica.sstgaaecm m@u%%Q-@L

-stirred for ahout half an hour at romtenperature and the solvent is
rem)ved in arotary evaporator. The white crystalline residue is diss ed
¢in a small "anmount of hot ethanol and crystallised at O[err] The vvhi'te@
crystal s are filtered with suctlog and dried in a high vacuum The so
obt ai ned trithanol anoni um 2- (2, 6-di chl oroani |l ino)-. phenyl acetate nelts at
137-138[err]. Exanple 4: Wth efficient stirring, a suspension of 3.89 g of
di et h- anol amne in 30 m_ of ethyl acetate is_added dropw se at roomtem

perat uFg_and itR $9Aedca%SE #d dbachapalmmgaie3-(hidistieroinildng) wheayl-
L PR

§
wher eupon a salt precipitates immed ately. The tg IS su sequent ly
stirred for half an hour at. roomtenperature and the solvent is re- noved -

inarotary evapoial 8k w‘ihs yﬁdxkpm:shgg—xagali nﬁ egsaadaeat 2401559 3 | ygd '“_a'

smal | anmount OT-DOTTTMg ethanol. The solutron is to stand as at
O[err] and di AEhssRMLaARRASANSTR added deomaes A% FPom Femnsaptze acdtim cheith a

mel ting poi nt a&:;f%:lﬁ[ﬁaal..caxs; al,im%a Stihg Pl@ g5ii.nYY dJlg@gLo Lent

stirring, 3.Z22 g o l1ne in of ethyl” acataté are adc W se -
as ‘room- terrpem!%!ark“aﬁéh sepdtine 230 ﬂce&rﬁé?bf“!mtm ndtsdttaregiginagmson of

10,9,5% %30, UE NP LB it HMPLESH! L S bR b e

acetate. A salt precipitates a tron o
nor pRol i ne. Theibeedforsl thun a5t Fequedefparatutrognd aer prlveat dapesmivede and

the, solvent | Sy eORMGabipdeol e MPURLAL k0scal i MPEISLHTEIN 3 dilGo1vee

Kempltatels I SSO ing et
Mor phol i ni um 2a( Eyﬂ-@lcm‘-u:ehn|$Hh1}=-pm3y(b.éeﬁmiﬂ.cmmlanﬂebhcmapmm of

.162' -165[ er r] SRt fl'_J_.'ﬁ.fg %13@%!%2'-155'3 erystallises out az 0°C.

Exa=sla §: Vi:h_ effizin=s s::L:':’iag, 4.93 3 0f g2 :.. PT3Pancizmiag
iz 30 31 of ezhyl acetate a:cl'added"d:ewisc at Tocm Za=maesature
and in che cousse of 5 miautes to a solution of 10 g 3f 2-(2,5~
di:hlotaiailim)phiéyhu:_ic .Iaci.d iz 230 al of et‘:;y_l acezata. A sale
precipizaces after a shor: time. The bazsh is stirved for ! houz
B and the solvent is re=cved by -c:a-v evanc'::'.au. The whize c-ys.aT-
lias precipicace is dx.ssocud in a s=all a=auat of kot ezaazal and

) _ the solucion is left to stand ac 0°C, wnnnuao-.-. diisoprapanalai==osiim=

P

2-(2,8~dichloroaailins) phesylacataza wiza a2 =elciag poiat of 155°-

170°C. erysctallises ouc. .



m nut o a solution cf 10 g of 2-(2! no) phenyl acetic acid . 3
in 23 of .ethyl acecate. A salt precipitate after a short- tinme. The

batah i’s stirred for .1 hour and the solvent is renoved by rotary :
evaporation. The white crystal--line precipitace is dissolved in a small of
hot ethanol and the solution is left co stand at O[err], whereupon :

~ di i sopropanol anmoni um  2-( 2, 6- drchloroanrIrno)phenylacetate with a npltrng
point of 165[err]- 170 err] crystallises out. - -9-.1.. A conpound oh—Lbe
formul a wherein [e Lﬁ%? group of the formula wherein ferr] is a

2, 6-di chl oroani |l i n& f@SW] and [err] are hydrogen, R2 is hydrogen and
[err] and [err] each are 2-hydroxyethyl, or one of [err] and [err] s
hydr ogen and t e others ac re.eth 2- hydr oxy- ethyl, 2- hydroxypropyl

or together ar 3‘3? €r§9l5‘ﬁ?"¥5r one of [err] and [err] Is -
tris-(hydroxynethyl)- nethyl and the others -are hydrogen. 2. A conpound of
the fornula | according to claig! of the fornmuga I,wherein [err] is a

group of the fornula I in ch [err] is /& 648ichloroanilino, [err] and
[err] are hydrogen, [err ydrogen andBo err] and {(Err],is

hydr ogen and t he other are e or each of [@rr] and [err] is

2- hydroxyethyl. 3. Diet ylaonrunr2 (2, 6-di chl or 83ni | i no) phenyl acet at.e.

Example 6: Wth efficient stirring, 4.93: of lnded 30 M of.ethyL ,
acet atgare added dropwi se at roomte lﬂm gulﬁ the course of 5

vhereis &, is a group of the formula
SN
F N e
vhe:ein Kl is a 2,6~dichloroaniline and X, and x3 are hydrogen, Rz
is Hydr-gen aad R3 R ‘and R each are 2-hydroxyethyl, or ona of
3, R and RS is hvdtogen and the others each are ethyl, 4~nyd:oxy-
“ethyl, 2-hydroxypropyl ortozether are 3-oxa-1,3-pent}lene,.
or one cf R3, RL and Rs is tris-(nydroxymetayl)-methyl and the others .
ars hydrogen. L . - l_;

2. A dohpouﬁd of the forzula I accdrding to claia i of the
formula I, whareia 21 is a group of the fo::nl; Ila, ia vhich 11

 is 2,6-dichlovomiliao, xz and xs are hydrcg-a, 22 is hydrogen,
azd oze of 33, 2% and RS is hydrogen and the others ara ethyl,
oz cach:ot !3, !i and Rs is 2-hydroxyethyl. .

-3, Diethylammonium~2-(2,6-dichloroanilino)pheaylacetate.

_ 4, Tris-(hydroxymethyl)-cethylammonium=2~(2,6-dichloroanilino)=-

pBeaylacec;:c.



4. Tris- (hydroxyrret hyl ) - met hyl ammoni um 2- ( 2, 6- di chI oroani |l i no)- phenyl

zgcg;t gﬁforoanrl [ go) I[;herl\l/lyl gceggt e5 GN“IIII mnnmmlnmﬂ (2

“ Di et hanol ammoni um 2-(2,-6- di chl or oant*l i ho)'phéhyFacét at e.

Mor phol i ni um 2- (2, 6-di chl or oani | i no) phenyl acetate. 8. . o @p |
Di i sopr opanol anmoni um 2-( 2 , 6-di cl oro#hi4 i no) phenyl acet ate. 9. A ound

‘according to claiml, ,substantlally as described with reference to any of
Exanpl-es 1 to 6. 10. A corrpound'accordi ng to any one of clains 1 to 9 for

use as_gn nti-infl_anmat or . anal gesi c .i t her apeuti ¢ net hod of
tredting - huma?rs 6%?‘?%“1&" éé‘é@'."ng‘“t fiae BB%H‘FE?F"of a conpound-
of the for-ula .l according to any’ one of- clains 1 tc 9, which process
conprises reagtin r anlc carhoxylic acid, of the fornmula [err] wherein
[err] and gr]mgF 3 (E y"éFH‘!PdF“&“B)a&*’é“K&?Q“PWer eof which is
di fferent froma salt of the forrrula I, wth an at |east equinplar anount.
of the am ne of t he forrml&&g wher ei n [er{ and [err] are as defined in
claim1 or an’adiPgrhRieers; b ""(‘ﬁ%‘rﬁ&f‘“&ﬁﬂ ?*H‘Pyb"é@'ﬁ% converting a

resul t ant corrpound of

8. D11sopropaﬂolamnonium-2 (2 6—d1cﬁ‘o*oauxlxno)phenylaceta:e.

\.; - ' 9. A compound aécprdiﬁg to claim 1, substantially #s described with

referance to any of Examplas 1 to 6.

0. A compound aczording to 2ay ome of z2laims 1 to ? for usa as
-an:x—xn.;annaboty agezt and/oT analgeax. ia a .ne-aneu'~= zethed of

treating humans or anizals.

11. A process for the production of a compound of the formula I
according to any one of claims 1 t¢' §, which process comprises-
reacting aa orgaaic carboxylic acid of the for=ula
R..
. . _ N, . -
Lo . : . . CH~-C00" (I11a)
A | | /S

R,

- wherein R, and R2 are as defined ia claim 1 or a base salc thereof

which is dif feren: from a salt of the formula I, with an at least

equimolar amount of the amine of the formula

“3\/‘:.

%s

3° R and Rs are as defizned in claim -l or an acxd addition

salt thereof. and if. destred conver:xng a resultant compound of

vherain R



_—~____‘___________

- 11 - the forula | into another fornula | and/.or _
separating a resultant m xture ﬁ\ “%@i‘ e i ndi vi dual conponents.
12. A process according to clai ve |nSthe starting materials areg
prepa@éy in situ or a starting material is obtained under the reaction
~condi tYons from a derivative and/or fsused in the formof a nixture of - _
| soners or of a pure isoner and/or salt 13. A process according to clalm
11, substantially as descricbed with reference to any of Exanples 1 to 5.

14. A conpound according to claim 1, when produced by a process clained in
any of clainms 11 to 13. 13. Use of a conpound of the fornula I accordkng to

any one of claims 1 to 9 for the production of pharmaceuti cal preparatlons
for topical ap[S he formula T into another compound of the formula I andror

separating a resultanc aixture. of lSOM"S into the individual

components.

12, A p_ro(:’eis according to claia 11, wherein the starting matarials
are prepared ia situ or a starting material is obtained under the
reaction condicions from a derivative and/or is used i the form of

a mixture of isomers or of a pure isomer and/or salt. - ) \

13. A process accordiag to claim 11, substancially as described

- with refarence to aay of Examples 1 to 5.

. ' 14, A compound according to claim 1, when produced by a ..:cess

claimed in any of claims li to 13.

15. Use of a cozpound of the formula I ac"orimg to a.ny one oi

clains 1 2o 9 for the producrionm of 3t amceu.--al reparaticns -

for zopical appl ication.




