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RN, “OMPLETE SPECiFICA'fon -
o Substituted Phenylacetic Acids and Processes for Their
N . Production s

we, 1. R. GeicY:A.G ody corporate - R cach rcpré_scnt hydrogen, & fow alkyl -
“of Switzer- . or alkoxy radical or a halogen atom up

ar organised according. ¢ -the Jaws :
- lsanc}, ;'I'o_[ 4 _2(}5.,-h-: -:-:Sghw;crz!\va.'lglnl:l_‘.cq, Basle, =~ ‘to the atomic number 35, - 25
" Switzerland, < o:hereby declarc, the invention, R, represcnts hydrogen, a low alkyl or
5 for which we pray. that a-patent may be ‘a'lkolzcy radicél'? a gha\l’ogen atom gp 10
granted to us, and-the. method by which it the atomic number 35 or the trifluoro-

- 5 to be performed,’ to bc'?:-’ﬁhtﬁéularly des- - SR

. erbed in ond by the. following statement: — R B o

S 1 é"':__bp_yl:cscnt-_:"'_i__r_wex_\t-ion < concgms a Ppro- ‘ e v

RS () oc;cs_ f;_oi' "the p{dcdmcﬁ!l:‘-' . 1 :_____ s&bstit‘u’ted._ R,_mcdaiz}atl ;«;p__;cscnt ﬁy:l:g;gg;: a low alkyl

o nylicetic acids; and ‘theit salts, these new _benz ‘ .

B i oy sely st 0 lts with inorganic and organic
ot been known hitherto. It °

. compounds ‘themselves and medicaments’con=" and their sa
‘thein a8 well .as the use of such . bases, have not
i R 55 oY. has mow been found that the compounds ©

general formula I and their salts have valu-
ablé'phannacolbgical properties, in particular
antiphlogistic (antifinﬂammatory), analgetic
and antipyretic activity with, at ‘the same
time, ‘a favoprablc therapeutic index. -
can be administered  orally, rectally or,
particularly in the form of aqueous solutions
of their salts; also parcnterally, in particular
; int'tamuscu'l_arly,;:for the treatment of rheu- .
_matic, arthritic and other inflammatory S E
~ diseascs. Th’c_:_antiphlogistic action can be :
“proved in pharmacological trials, for example
~ on the UV erythema in the guinca pig and
~ “bolous alba oedema in.the Tat. : :
- -..In addition, these substances are- capable
~of: absorbing, UV rays at 290--300 mp,
. which  are responsible for- sun burn, and
. .. thiey are therefore quitable as UV absorbers I
... for cosmetic. purposes, &.g. in ‘sun tan Jotions, - - PR
_because they-allow the desired tanning rays Ck
‘over 315 mp to come through. L
- Throughout: the ‘specificationy including the
“claims, “Jow” :as used 10 qualify “alkyl” and

i-atom up to the ‘atomic number’
ﬂmmcthyl;.;gmu'p, and; -

. SEE ATTACHED SLIP
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alkox . radlcals is mtendcd t
maximum of 4 carbon atoms,

“In the compounds of gcncra ."formula I -
- ‘and.in "the . corrcsponding -starting - materials . -
‘s “mentioncd “below, R, to R,:independently of @'«
_each other represeat, as low alkyl ‘radicals,” -
“e.g. mcthyl or cthyl radicals:.Somc'of the . .
'z-;-symbols mentioncd can also’-rep sent; ¢.g U
‘n-propyl, .“isopropyl, n-butyl, ‘scc:’butyl or =
0 -tert. butyl radicals. Low alkoxy Tadicals or ...
‘halogen atems R, to K, are, eg cthoxy, .
cthoxy, n-propoxy, isopropoxy, . n-butoxy or -
* isobutoxy radicals of chlormc ﬂuonne or o
E brommc atoms.

-As - low alkyl radtcals, R

._wherein

‘MY rcpresent mcthyl or ethyl ‘radic : - A represents:. hydrogen or carboxylic acyl_
One group of compounds -of the “ ge radical “ of at most 4 carbon atoms, -

_formula I, which- may“be mennoncd spcc:ﬁc- " pamcularly the dcetyl radical, and -
: nd- Ry R, represents a low -alkyl or an aralkyl
: ratzilcal, pamcularly the benzyl radlcal, o
an .
- . Ry=R; have the meanings given abovc,
© with an alkali metal’ hydroxide, carbonate
- or bicarbonate, an 'alkaline carth metal
: hydroxxdc or a basic ion cxchangcr, or if
R, is the benzyl radical, sphttmg this, off by. .
- hydrogenolysis with catalytically actxvatcd-_
. hydrogen. ~ Suitable solvents for the hydro-
i lysis: are, in gamcular, ‘aqueous low alkanols-
such as methanol, cthanol, n-butanol, and
" .also ethylenc glycol of dxmethyl formamxdc )
" The hydrolysis is pcrformcd eg at or at. -
.. just below the boiling. ‘point of the solvent
using at least one cquivalent of the base. :
‘More advantagcously; ‘the hydrogenolysis is
.performed under rormal pressurc and “at’
. To0mMm. temperature to 50°C in the presence of -
* - palladium charcoal in alcohol. -
‘Compourids of the ‘general formula I are " 75
" obtained by a third process By reacting, while . =", -
heatmg, a compound of - general formula IV--'-.

: hydrogen, and their salts wi
-orgamc ‘bascs. :

" To produce an acid of the: g
Iand :1ts salts with inorganic.. - or-organi

whcrcm R.-R havc thc _micanings “given
. " above, is reacted with an alkah metal; hydr-
.30 oxide, alkali mctai carbonatc or alkalmc_ qarth .

- converted into , another salt
s or .inorganic basc if dcsired.

. Suitable solvents are, in parti LhE
,. low alkanols such as cthanol, ‘methanol or K
n-butanol; cthylene glycol or ‘dimethyl form-
amidc can also be used.” Theshydrolysis is .- -
40 lt:’cr;ormcd, eg at orfatha‘ihﬁtlc under the - *. . -
oiling temperature of the solvent; at least 1. _
‘one equivalent of an alkali metal: hyd:oxtde_ ' ;I;té;exgbgz’ vl:nhar;d ali metal hydroxide -
ooor dcearbonatc :l: lalkal;;lg earth metyl’ hydr-" 3 an: aqueous solvent::: Suitable solvents are, "
4-5 gx:iro’ dgmic :iyth fmm or. potassxum._ ifi‘particular, aqueous.low alkanols such as- -
hydroxide, is used thesesor. L cthanol, -methariol, ‘or n-butanol, and also: '~
The compounds of general formul _I-are" «thylene glycol or dimiethy} formamide, The
. produced by a:second progess by :reacting, ' ‘hydrolysis. is perfomcd, e.g at.or at a little |
~ while beatmg, a- -Compoy of the l under the’ boiling temperature of the solvent™ .~
formula Imr. - . “least - twi uxvalents of an alkafh oo

have. the mcanings -




cdn_be obtained, e.g by
Lo conV the | corr¢sponding cyano, -com-
- - general formiila*~ pounds in imino-¢ther- hydrochlorides and de-
:". 11, which can be termed 1-aryl -indolinonics, - ) “fatier. with water. s

. y-aryl-oxindoles of lactams "of rylamino- - These starting’ matcrials can also be ob- -
. phenylacetic acids, arc -in . their® tum, NCW. tained, however, statting from the acids of.
= compounds. To “introdu ¢ radicals. Ry ":.ge a1 by treating the latter in the
and R,, such 1-aryl-2-ind i ‘alkylating agents such as
. ated with an alkyl ‘halide.or. dialkyl suils _ s ‘or dialky}sulphates. . '
. in the presence of sodium’ hydride. or ‘sodiu ~"The low alky] nd aralkyl csters of ‘general .
" “amide in_dimethyl formamide,’ ‘or ‘they - arc formula TIL can' also be obtained:; by other 15
" trcated with an aralkyl lide;:preferably with - kriown csterification processes, cg-byithe -
. ‘benzyl chloride, A “benzyl: radical can also N,N - dimcthyl . -formamidc - dingopentyl
" he introduced; into. such’ 1-aryl-2-indolinoncs :acetal process of H. Biichi, K, Steen and A, -
- 15 by first reacting ‘them: with - benzaldehyde " Eschenmoser .(Ahg-’;"ichcmic 75, (1963) 1176) -
.+ and then " reducing -th lfatyl§3§bcn7£l¢2a...,_ﬁ ‘or with thionyl’ chloride at —10°C in abs. 80
‘indolinonc formed, c.;g -with activated. hydro- " alkyl or aralkyl ‘alcohol according to Brenner .-
-gen, The compbunds of geners formula 11" (Hclv. Chim: Acta- 34, (1953) 1114). . .

' are-produced, .. analogoust -the kbown ‘The' startir - materials- of general formula -
"1-phenyl-2-indolinone - from cortesponding, IV are obtairicd; ' for cxample, by rcacting -

AR unsymmctricaily substituted .4 iphenylaniines - .- halogen =" N-= aryl - @ - toluidines of -85
B .o by chloroacctylating -them ‘10 form ‘substitated - “toluidides with sodium or potassium cyanide.
A ,2.—chlqrb‘-N-phcnyl;aoct}a_pil_idcs d: heating Surprisingly; - hloro - o - toluidines -or’~
. ihe latter with .-aliminium idi "~ a - chloro 0

. : _ toluidides .are ~ formed, in . -
3" temperaturcs . about: . 160°C -’ one-stcp reaction from o-arylamino-benzyl"
- them- with alyminium- ch

0110€C < 1t ble  alcohols, - i.c.” on’ boiling- -the _latter’ -with 90

as tetrach cthane- or nitro= " ‘acetyl chloride. :Some of the o-aryl-amino- - -
100--150°C.;..Some’’ ‘diphenyl- “benzyl alcohqlsj“s"ubstitutcd corresponding to
sponding ‘to the the definition:"of '

mctal hydroxj{_l_c, in particula
tassium hydroxide. |
The .startingjmn_tqnals 0

* benzene " at -
.- amines substituted .co
Y. ;30 definition of R,—R, arc.’kr
-~ can be produced: analogous!
. ing to A. W. Chapman,’ ..Chem
L 569572, by - heating ‘N,0-dia y
* and ~ hydrolysing the: di
* formed by rearrangémen
“the mcthod. uscd. by<R.: 1
- Awm.. Chem. Soc. 82,,1603°
.. ." from:optionally. -substitu
- bromo- benzoic acids and:
0 and decarbokylating - the
- acids formed.- 0
A particularly suitablcmethod
: . production of- "diphenylamings substitute
- corresponding to the ‘definition- of Ri—R, 1
“that of Goldberg; Ber.:40,:4541 (1907).'by
- -which an optionally. substituted . acetanilide is
reacted with a ‘bromo-benzene, bstituted
. corrcsponding 10 the ‘definition : of
- Compounds of gencr: formula 11 .con!

1 “Ry—R, are known and °
known : anid others  others can. be, obtained, ¢.g. by reducton of ~
: rd-" . N-aryl-anthranilic™ acid alkyl. esters with - 95
9, :“lithium ‘aluminium: bydride in cther or tetra- S
:'hydrofuran;e"sdd_ium.borohydr'idc in methanol, © .
e sodiim ‘borohydride and _lithijum - bromide - - * .
n diglyme (diethylcne glycol dimethyl ether)..: - -
."/+The N-aryl thranilic acids can bc reduced, 100
e.g. with lithium. aluminium hydride. R
. . Low alkyl groups R, and R, can also bc:
-, introduced : ~alkylation of compounds of .
gerieral. formulae - III and IV which are wn-’ "~
substituted in the a-position. T
“The substituted phenylacetic -acids —of |
general formula I and their salts with in~ °
{organiC'andf;;'otganic bases can be adminis- .
tered  orally, rectally or parcnterally, in - -
imuscularly. ~ They can also 110
be applicd :-cxternally in foundations for. °
.sun-tan oils and ointments. RS
. "Salts suitable - for therapeutic administra- -
ing a low alkyl group as R, and hydrogen a5 ition ar those with pharmacologically acceptc -
"7 R, can be obtained “by ' reacting e-halogen ‘able_ inorganic and organic bascs, Le. with 1L
" alkanoic acid halides.with diphenylamincs sub-:. bascs which ‘themiselves do not have a physio- -
stituted correspondin 'tli'e.}-.dcﬁniftioils"Of-ftR:' :logxc_:al_ action: in’ thc_usual dosages or which
e oo oving the ring. If thereby Ta¥E & Qe SR s forms _for
.85 5 mixture of isomers; is. formed; they ‘a parcnterdl: admisistration, those which have,
7 scparated fromcach: other' by, known. tect ocal anaesthetic action. Suit- -

h s are, - €8 sodium, potassium, -

“magnesium, calcium and ammonium -

well as: salts . with cthylamine, tri-

'._'_'_qz_thanblaminc,' dicthanolamine, di-

hanol, -ethylenediamine; - benzyl
- ' .| - . li idinc.’ gJ - -




: harmacologi;;ally;acpgptablﬁ ‘salts thercof .for : ate -and pressed 1NtO. “1000 dragéc - cores. .
the treatment of Flfhc'l_im?ﬁc: - arthritic and - These are coated with- & concentrated syrup .
~other inflammatory. fﬁ?di-sfc-ﬁses;aqu:y “ petween. - from 2:000 g of.sh lac, 7.500 g of gum’ . .
100 and 1500mg for ‘adult patien Suitable - arabic, 0.150 g of dyéstuff, 2.000 g of highly
dosage units, such as .dragées (sugar coated .- dispersed silicium  -dioxide, 25.000 g of .tal-"
Eablcts), tablets, suppositorics or - ampoules, © cum and. 53.350 g-of sugar and dried. The .- 7
_p:g‘:f«_:rabl__y contain 25--300 “mg of ~a- free dragécs obtained cach weigh 360 mg and -
acid - or a _pbamac@lo_gi'c_gﬂ acceptable salt’ contain 200 mg of -active dlbstance: ¢ - . .uco
10 thereof. R S - = Dosage units for ‘rectal administration arc, 10 wi
;" Dosage units for -oral -adm jon pre- : for cxample, suppositorics “which consist Of - T 1
. ferably contain between - 1% and. 90%, of:.2. combination of an acid of gencral formula- 75 . .0 Cup
an acid of -genel ' f or o 1or @ suitable salt thercof with a neutra S -sc-l
' . ~fatty foundation, ‘or._also gelatine rectal cap- - - i
. "sules which contain 2 combination of .an- t 187 5ol
o Co

.l Ao 39332 o
S of free acxds of _gdﬁcfal"'fﬁﬁh 8 : _i:'g"of-'taic;xm'a'nd-'i o ‘magncsium stear- . B

ctive substance or -a suitable salt thereof -~ 1
~ Wi polyethylcnq._.glycols (Carbowaxcs) of 80 L. . -co
. 5dC h " suitable molecular. weight. =~ e i Af
 as jpotato: stal 1z’ ‘or am ;. Ampoules for parcateral, particularly intra- . b % tra
“glso laminaria | owdcr or “citrus Spulp pOw- ‘musculary administration preferably contain - ;- 207 chi
der; cellulose ‘derivatives or gelatine, ‘option- .’3_watcf-solublc}:'sa};,‘--'c.g. the sodium salts of - . " aci
Cally with---:‘}t_hci'_a'_ddi_ti:"n’{.pf'lubrii:‘:iix_'ts—-su as a substituted --phéhyl'_accti_c “acid of general 85 i o
magnesium ' OF. calcium’: stearate o’ poly- . .formula I, in a_f.c_':'_c’i_nccntration_of, preferably, = - P E 144

. cthyllene -glycols j(Ca;bbWaxcs'-'f-:-,‘_-‘__Qarbowax” -0.5—5%, in aqu sous * solution, ‘optionally = -~ P n

Tis'a registered ‘Trade Mark). of “suitable mole- together with suitable stabilising agents and . oo
" cular “weights, 10 form' -Zt_a.blét’js'}f*(j»i":-dr‘ag'ée-,_"»j‘huf_fcr substafces:” . S . .28 °
;~CQECS: ° “The latter arc:: ted; €. With:3 One of the following prescriptions can be 90 “an
" concentrated. sugar -solution: ' used for the production-of sun-tan creams: . . . N )

9] :

ich :can also:
contam, “¢.g. gum -arabic, s N
' Yo - (2, 6 - dichlor - anilino)} - . s 2

talcum . and/or
henyl] - acetic ‘acid : g T
g 95 & - - [2-
g " ) .

-
=

juer dissolved

‘paraffin oil, . thinly liquid -
s “of actv , #1 olyoxyethylen""" “sorbitan | MORO- '
- The following jprescriptions urther illus-- stearate S
"% trate the production of ‘tablets n‘d.-'-di'agécs'._._';=p01yoxyethylen¢ sorbitol lanoline
S I r derivative "7 T
- a) 1000 g of active. substance, C.E. [o-'_."'sjsorbigol solution’ 70% .
" (2, 6 - dichloro. - m. tohiidino) - phenyl}- /- SaTI acid - s
i um 8¢ "-prgsewauve+pegfunle Lo

g

g 100
g
S

acetic acid or its “calcium_or lithium -salt afe |

~ mixed with 5500 g-of lactose: and 2920 g, water

_of potato starch, the mixture_is moistened *. s

~ with a;_t;{_a_lcoholic.solution of 8.0 g of gelating 4 R -

" and. gr_anulatcd{-;thrqugh.;a'_-.Siévé.'-ﬁijAfter drying, . [o - @, 6 - ‘dichlor -

C 600 gof potato starch, 60.0°8 -of talcum, : - phenyl] - acetic acid

45 100 g:of _magnesium stearate and 20.0 of  propylcne glycol

. .. colloidal  silicium. dioxide are’ mixed in a‘x_u_lj:"-glyccrine monostearate - -
the, mixture is, pressed  into . 10,000 tablets’ polyoxycthylene: sortiitan mono-~ -

cach weighing 200 m8 ‘and ‘containing. 108 ) ¢ ! Ve :

. mg -of: active substance. ., The: tabk s can
be grooved for . better

- dosage. o

~b) 2000 B of . S . R
(2,6~ dichloro - m - ‘toluidin _ . The following examples further illustrate
.~ acetic acid are _v«r’c‘ll,j_mixédiwith{.-l'ﬁ g of maize 'the performance of the processcs according 115 .0 Lt
* starch. and 60 & of ;cotloidal s_ilici@x'xn--fdi- .10 the irivention but they. in no way limit =~ B
are .is- ‘moister ed with ‘2 ~the scope of ‘the: invention. The temperaturcs -
1 ‘acid; 60 & of rare given:in degrees Centigrade and per--
“stearin in dbout- ¢ ; are by weight unless expressly stated

g

g

g 110 7 o

g .- b 7

. QS -
ad _100.0g

T ————_— .

i
H

ExampLe 1 S
< dichloro - m.~ toluidino)- -
henyl] - acetic acid - R
w40 gofl-( 6 ~ dichloro- =




37

Coonieanz s

\ colyl) - 2 = indolinone in 280 mi of AN- ;"N -. phenyl - 2, 3 --kylidenc, B.P. 100— -
/:.'.//’;:» . -§odium  hydroxide solution and. 420 ml of : 102?/0.005 Torr; o

: OF ,& cthanol is rcfiuxed for 2 hours. . Theé clear’ 2, 6 - dichloro - diphenyjamine, B.P. 109— _65
P9 lition is cooled and the ethariol js dis- -, 111°/0.003 Torey .
' § :tilled off at a bath temperature of 40° under : 2, 6, 4" - trichlorodiphénylamine, B.P. 12_3-—_—

“Torr. The aqueous, residuc is extracted - 125°/0.001 Torr; * _ _ .
- with. 100 mi of ‘ether ‘and codled t0.5% by - 2,6—Dichloro-dlphcnylamm¢_ can -also ‘be. - . . .
\_/ _the .addition of ice (about, 50 g). and external produced as follows: C N 70 .
" coolinig, - 2N hydrochloric acid is then added ) o _ S
_ 10 : whilc- stirring -until tjhc;'—_pH"-Qf_'_Jhe solution - 2,6-dichloro-diphenylamine B :
- sbout 6. The precipitated -acid is taken .. 15 g of 2, 6 - dichlor - acetanilide are
75 ~up:.in 400 m} "of ether, the: cther solution is ~dissolved in 150 ml of bromobenzene. 5.5
. scparated and the aqueous. solution is again “8 of calcinated 'potassium carbonate and 05 . ..
; ‘extracted with 2200 mi-of -cther. The ether g of copper powder arc added. The mixture 75
o 15 solutions are: washed - with 50" -ml of water, +is then refluxed for 4 days the water formed .
: ' " combined, dried over “sodium : sulphate- and - being removed by a water separator. ‘The
.80 . concentrated: under 11° Torr without heating. ~mixture is then cooled and subjected to steam

ding; petroleifn ethe
thereal . solution, [0
¢ -~ toluidino) -

to-the concen- - distilation. The- residue is extracted with
(2, 6 - di- - 200 ml of ether. The ether solution is filered 80
henyl] . = ‘acetic ..through Hyflo (“Hyflo” is a registered Trade . .
‘ac és ‘out. - After: recrystallisation *Mark) arid the residue is concentrated t0 -
85 |} *from ether/pettoleum -ether; J'it’ ‘melts at dryness under 11 Torr.  The residuc is -
ol a7 49°, L PR - dissolved in 60 ml of 10% ethanolic .

' . potassium hydroxide solution and the solu- 85

1 . Euawms2 . . tion is refuxed for 3 hours. ~The solution
he followil g -compounds ‘arc ‘produced in.. js then concentrated to dryness at 40° under
. 90 alogous manner 10 Example 1. "1 Torr. 10 ml of water arc added to the .
' ‘ [e% € - dichl&fdﬁiiitl:&):-flf-"-i § - chloro- residue which is then extracted with 100 ml
. hc:‘yll.‘j " acetic ‘acid; ‘M.P. 181—183° © of ether. The ether solution is removed 90
-_'fl-_-o.m imethanol; - ARSI _.and extracted with 20 ml of water. The .
: . (2 Gl m ‘ciiéhldrarﬁli‘iiﬁ)'-".' pﬁcnyl]Q-'-:-'ethcr solution is then dried with sodium
1 : "'accti:: acid, M.P 256315"8"’"' U sulphate and - concentrated® to dryness under -
3 95 - 2- (2, 6 - dichloto - fit 't'-'='.~?'t-61t:idi'n'0) . 5. 11 Torr, The residue is distilled under high. -
: chlorophenyl] - acetic acid, M.P; 152— . 1500 The 2,6-dichloro-diphenylamine 95 -
z - 156°. ‘from- cthér/petroleum - ether; boils, as a yellow oil, at 115°/0.01 Torr.
o dichlot - toluidino) - - ThE VIl s e of the theoretical. = = -
B " @, 6 - ichiore - e ncid, WP, Tbc following compounds: are prodused -
g 100 . - 120~122° from -ethér/petroleum  ether; - ;n 6°g°:;-"::}5:1' N - phenyl . s T
g 2%, 6 - dichloranilino) - 5 - bromo- - % © £ BT " ohe B enyl - m - toluidine, 100 .
s )~ aceic acid, sevrysalised from =y B M7= 20 O 100
: TecrySta e e~ N-.- -2,3- P. -
g ther/petroleum,  decomposes 't 161° " 102°/0.005 Torr; ’ T
. Preparation of starting" maters N - phenyl = 2, 6 - xylidene, B.P. 125°/0.01 e
The necessary starting  materials:. fi S - Termy S -
es 1 and 2 may be "N - (47 - chlorophenyl) - 2, 6 - xylidene, -~
niple, as follows: * = - “B.P, 124°/0.01 Torr; '

e .. l'.~:.'f-_'2 6 - dichloro ~ 4 - chlotodiﬁhenylamMé
-phenyl < m<i & P ot 001 Tomr L s
2, 6 - dichlorg-= Ni~ .- tolyl.- m - tolui= 110~

a) 2;6. - dichloro -
< toluidine -7
- dine, B.P; 13 '

7 gof Ni=(2, 6 -dlchloro - m - tolyl)- - 1355/0.005 Torr; - . i
< anthranilic’ acid are- heated “for 2 hours at’ 2, 6, 4 . trichloro = N - phenyl -~ -
-280°, The ‘cooled: ‘melt: is  dissolved in 30" ° toluidine; B.P. 135—~145°/0.005 Torr; -+ ..
50 “mi of benzene and the benzenie solution is 2,6 - “dichloto - N - p - methoxyphcn;l-'l“f' i
sodium carbonate. . g - toluidine, B.P. 115—130°/0.001. 113

110

| Qvmom ®w@E®E

-¢éxtracted with 5 ml of 2N

ge e nd:5 mi of water, ;. Th _.lpt,i_g_n_':'is__dricd - Torry .. . L. a C o
ag 115 : 8 d. The : .3,°6 - Dichioroacctanilide is produced as’. .= .
nit_';- - 1 :follows: - R :

oy © 7,2,6-dichlooacetanilide o
_ ted ~ 40 mi of acctyl chloride are slowly added _120

.- dropwise to a solution of 81 g of 2,6-di- - -
" *-chloraniline in. 30 ml' of glacial acetic acid.

. “*.’The solution is then heated in a water bath . .. .o .
s | chiorphs “until the developient of hydrogen chloride’ -
- ] 9 ... 1; - has been completed. It is' then cooled .t0 125

"
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. -._-._"I‘OOI'I_.I tc’mpctajturé-and. the mi s pol
7" onto ice. The crystals which “separate are' - centrated under 11 Torr. The rcsidue. is
AT filtercd off -and recrystallised - from "glacial ~ distilled. The 1 -.(2, 6 - dichloro -~ m- -

" . acetic acid. - The 2,6-dichloracetanilide melts tolyl - 2 - indolinone: boils at 128—130°/ -
" § at 180~181°, . The yield i
-~ . theoretical. . A

- . The following compou
“ analogously: * o
.. 2, 6’ - dichloro - aceto

“lises on standing, mielts at 129-—132°.

" “analogously: Y )
' 1 (2, 6 - dichlorophenyl) - 5 - chloro ~ 2-

71077 MP, 179—181° from g
) . : ethanol/water; : -
from glacial acetic acid/water;. = i . -] -
: = 2 6 - ey . 819 from 1<'(2, 6 - dichloro - m - tolyl) - 5 - chloro-
15+ glacial dcetic acid/water;: - .o

- acid/water; . Lo s _
aceto - 2’5 3' - xylidide,: M.P:175-—=177° % {2, 6 - dichlorophenyl) ~ 2 - indolinone,
S 1C ‘2 ' . M.P. 126—127°" from methanol; :
© . aceto - 2 6 - xylidide;: M.P. 1 _
. S -2 - indolinone, M.P. 152—154° "from
‘Somie of 'these .compoufids > known. ethyl acetate/petroleum ether.

b)) N . " - trichlor- 1 -'(2, 6 - dichloro - m - tolyl) - § - hydroxy- -

5 0: 0 - aceto - m - toluidide:: o v 2e indolinone : T T

v .4 g of 2,6 - dichloro .- N - phenyl - m- .10 g of N - p - methoxyphenyl - 2, 2, 6'-
20 " toluidine and 40 ml of freshly distilled chlor- “trichloro - aceto - m - toluidide and 20 g

- acetyl chloride arerefluxed for’ 1 hour. The ‘of “finely pulverised aluminium chloride are -

.25 -ether 1:1. This solution is ‘extracted with - water are added to the mcle which has solidi-
v 10:ml o ‘bicarbonate solution :fied. A black precipitate is ‘formed which -
-filiered off and dried at 80° under 11
orr. - The 1 - (2; 6 - dichloro - m - tolyl)-
i~ hydroxy - 2 - indolinone, when purified

", ::and 10 ml of water, dricd.ove \ ul-
. . phate and concentrated: under: 11 “Torr. The -
" )N - phenyl = 2, 2’, 6’ - trichlor. ;5% hy

. 30 " toluidide crystalises from ,cyclohexane, M.P. “by chromatography on a necutral aluminium

- AR ““oxide column, melts at 184—187°;. yield

~ 117-118°, ..
ounds: aré produced *60% of the theoretical.

.+ U The: following comp
* - analogously: o
 + _ .27=chloro - N - (p - chlorphenyl) -/ loro -
35 7 6 - dichlorphenyl) . acctamide, M.P. - - oxy - 2 - indolinone
* i 130——131° from ethariol/water; : 8.1 g of crude 1= (2, 6 - dichloro - m-
2 Z chloro - N - phenyl - aceto - 2/, 3’- :tolyl) - 5 - hydroxy - 2 - indolinone are
. xylidide, MP, 124— 26° : from cyclo- . dissolved in 26.3 ml of IN sodium. hydroxide
. hexame; Ly _solution. 3.7 g of dimethyl sulphate are
40 -2 < chloro - N - 2, .6"_&

ichlorpl
"M.P 1431440

‘réfluxed ‘for half .an hour. After cooling,
“the reaction solution is cxtracted with 400
. :m} of -ethyl acetaté. . The organic phase is
+filtered, the filtrate is ‘washed once with -
water ~and once 'with saturated sodium
hloride solution, dried over sodium sulphate

7. L5 -94—96° from ethamols it v
45 "2 chioro - N - (p - chlorphenyl - 2', 67~
-7 xylidide, M.P, 104--106°" from ethanol; - ch bric
T N (p- tolyD) - 2, 2, 6’ - trichlor - aceto- > and concentrated;: under 11 Torr, t0- dry-
e T g tohuidide, P, 67-—69°  from . ness. The residue is purified by chromato- -
= " ether/petroleum ether;: ‘ - graphy on an aluminium oxide column.and,
© 50 "N - (p - chiorophenyl « 2, 2';
Y aceto - m - toluidide,” M
.. from ethyl acetate/petrol
N - p - methoxyphenyl '« 2, 2”
: aceto - m - toluidide, as

E- Y 1-(2,6-dichloro-m-tolyl)

; - . of the theoretical. °

1 - (2 6 - dichiorophenyl) - S - bromo-
i - indolinone" ' -

tolyil)-2-indolinone
4 gof N - phenyl - 2, 2',.6" - trichlo

chlorophenyl) -- -2 - indolinone in 700 ml -
of ethano] is added to a solution of 8 g.of

potassium bromide ‘and 2.08 g of bromine in

. *.-for 2 hours at 160°. The melt is:cooled an

.60 ~pourcd onto about 50:g .of ice whilst it

still warm.. The oil which separatés:is dis-:

ived. in’ 50-ml - of chloroform, the chloro-:
: 0 » B ) ,‘ I l L)

tm - solution is with 10 “ml

shiken and then' left to stand for 3 hours at

the  insoluble precipitate’ is filtered off from

ixture is poured .- water, dried over sodium sulphate and con--.-

709, ‘of the . 0.001 Torr. The oil obtained which crystal-
e 3 ° The following compounds ‘arc -produced .7
. IS . ’ i

- A-solution of 112 g of 1 - (2, 6 - di- -

0°,- The alcohol:is then evaporated off and =~

rémainingaqueous -solution. The latter 12

indolitone, M.P. 130-—131° from -
5

95

“1'- 2, 6 - dichloro - m - tolyl) - 5 - meth-

fter recrystallisation from ether/petroleum -
. ‘ether, .it melts at. 135—136°; yield 20% -

160-m! of water.- The mixture is vigorously . -

- dark solution is then ‘concentrated ‘at a bath ‘mixed and the mixture is heated for-1 hour 85
temperature of S0° under-11 Torr. The at 280° under an atmospherc of nitrogen. - - :
.zesidue is dissolved in 70" mi of cthyl acetatc/ -It-is cooled and a large quantity of icc and -

Ioréﬁényl) - N- :_then added to the solution and the whole is L I
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- .under 11 Torr.
.5
© - -.chlorophenyl) . bromo = _
' sl'h?: 5'35 pYuriﬁcd by - repcatedly chromato-

. under 11 Torr.

sixture, 607 of which i1 - (2, 6 - di=

- § - bromo - 2 - indolinone.

graphing on a silica gel’ column and, after
having been crystallised - scveral times from

188—190°.

e ‘EXAMPLE 3 .. h
{0:- (a4 & - Trifluoro =-m - toluidino)-
T olienyl] - dcetic adid

9.5 g of » - cyano =" N -
ro- - i - tolyl) - aceto = :
dissolved in 100 ml of ‘ethano] and 90 ml
1N sodium hydroxide .5olution.

. acid solution. is cxtracted with 50 ml

Iphate_and concentrated under 11 Torr
ithouit - “heating.

stallisation ~ from “cifier/petroleum ‘ether,

[0 = (2. a5 o - trifluoro = m - toluidino)-"
'f-'?'%%ﬁﬂy’l] -= acetic acid - niclts at 112-=-114°.
The ~“fluoro - m - tolyl) - .anthranilic acid methyl
-ester in 140 ml of abs. ether is added slowly -

he yicld is 35%, of the-theoretical.
"t 7. ExampPLE 4 -
“The compound produced in Example 3
ay also be produccd as follows: ;
' A solation of 164 g of ‘0= ¥, «, « - tri=
uoro -.m - tolyl) - acetimido] - phenyl-
cetic acid cthyl estér .in'225 ml of 95%
thanol and 67 ml of 2N, sodium hydroxide
solution - is rcfluxéd . for 16 - hours.
ariol " is then distilled :off “at 40° under

“.The oil which separates ‘out is dissolved in

It is “then concentrated

ning. On adding.
- trifluoro - m-
acid crystallises

The

cther or cther/petroleum ether, it melts at -

follows: .

~  benzyl alcohol

a solution of 3.8 g of sodidm borohydride in

160 ml of anhydrous diglyme.

.87 g of lithiume'bfomlgcri: are added to

The mixture is stitred for half an-hour -

at room tempeérature. A solution of 14.8°

g of N - (& 2, « - trifluoro - m - tolyl)- .

anthranilic acid methyl ester in 40 ml .of.

. anhydrous diglyme .is’ added dropwise. - The .
i-* whole is then heated for 3 hours at 100°,
ide: cooled and poured onto a mixture of 300 g

_of ice and 30 ml of concentrated hydro-

The -
_.~'sojution i$ refluxed ‘overnight, It is cooled ~
and ‘concentrated to“about 70 ml at 40°
“The aqueous alkaline solu- .
" tiof is cXtracted with:50 .ml" of ether, this
-, cther ‘solution is separated -and the aqueous
" phase is acidified with-2Nhydrochloric acid. _

: -a short Vigreux column.. The o - (2, @ a="
cther, the cther: extract :is washed with
‘water, the cther solution is; dricd over sodium

chloric acid. After stirring for a short time,.
the oil which scparates is extracted with 300"
ml of ethyl acetate.
.solution is washed with 2N potassium bi-"
carbonate solation and water, dried over

sodium sulphate and concentrated. at -40°

under 11 Torr. The' residue is distilled on

rifluoro - m - toluidino) - benzyl -alcohol

“boils at 127—129°/0.001 Torr. The yield

"+ is 759, of the theorctical.
: _ The residue  clystallises- - ' .
rom - cther/petroleum - cther. - After  re~- a")  9.97 g of lithium aluminium hydride -
: .- are_suspended in 100 ml of abs. cther-and
~the susperision is cooled to 5° while stirring..

A solution of 36.8 g of N - (a, o, & - tri-.

‘diopwisc, the addition being made under an

-atmosphere of nitrogen with external cooling. -

The mixture is then stirred for 18 hours at-
room temperature. . 10 ml of water, 10 mi of
159, sodium hydroxide solution and another
30 ml of -water are added dropwise to the

- stirred mixture which has been cooled to

. 0°.

1 Torr and the aqucous solution which re- -
" mains is cxtracted with 40:ml of cther. The
.- -cthereal phasc is separated;the aqueous phasc
7t ~ig cooled to 0-——5° by the addition of ice and
" acidified to pH 6 with:2N hydrochloric acid. -

-200 ml of ether, the. ethereal  solution is -
.. washed with 20 ml of water and dried over

:sodium ‘sulphate.
~-under 11 Torr without warm
- petroleum ether, [o - (= %
< toluidine) - phenyl] - a
<out, M.P. 1121149,

. 5~ methoxy = 2

-~ cyclohexane,

The whole is stirred for 1 hour at room -
temperature and ‘then filtered. The filtrate

residue is fractionatéd by means of a short

.Vigreux column. Inthis way, 0 - (%, 2, a- . -
arifluoro - m - toluidino) - benzyl alcohol - -~

is -obtained -as a yellow oil, B.P. 130—131°/ |

0.001 Torr. The following compounds are

obtained analogously: :

0= (2, 3 - xylidino) - benzyl alcohol, BP. . -

2yl 115
from . :

" ... 136—141°/0.005 Torr;

0.« (6 - methoxy - m - toluidino) - benzyl
. " .alcohol, M.UP.  138—139°
- . "methanol; - i’

0.2 (% o @ - trifluoro - 6 - chlore e

120 ... e

-~ toluidino) - benzyl alcohol, M.P. 100—

- 1.7."101° from petroleum ether; e
4 °» chloro - 2 - (2%, 6’ - xylidino) - benzyl
' 141—142°; . E
2, 6' - dichloranilino)- "~ -
. benzyl alcohol;:“M.P:' 112—113° from 125 o

- alcohol, M.P.:

a) o - (s %« wifluoro - - toluidino)- -

The ethyl acetate =

C L 1130332 7

" "is then taken up in methylene chloride. The.' . Preparation of starting materials -

~: methylenc chloride . solution “is dried over”  The starting miaterials for Examples 3, - -

- sodium sulphate and concentrated to dryness: 4 and 5. can be produced, for example, as 65
r 1 The residue. consists of a. Do R

70

(£] :'.... :

95

105
is -concentrated at 40° under 11 Torr. The = = -

10
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.~ -a"y_ A solution of .7 g0
.-+ .. trifluoro - m - tolyl) = anthranilic aci
2% ester in 60-ml of methanol is. added-dropwise
- to 9 g of sodium borohydride. The:six ensio
is then stirred for 2 hdurs at roo temperature
.and then refluxed for 3 hou It is - ‘cooled;
aid -‘extracted
ctate,. The ‘ethyl
acetate solution is “sepatated dried  -over
sodium sulphate and concentrated under 11 -
“Torr. The residue is fractionally distilled.
- The' o = (2 = = toluidino)-
~ " benzyl alcohol boils at 128-— 31°/0.001 Totr.
" The yield is 55% of the theore ; T

. 155 a™) 4~ Chloro - 2 (2

7 anilino) - benzyl alcohol - - .7
-, A suspension of $0g ‘of 4 =.chloro: - 2~
".(2%; 6. - dichloraniling) - benzoic acid in 250.

“while

o

a - triffuore .= m:

at’

2%,

d ‘.l of abs. tetrahydrofuran. is added dropwise
k . at5==15° o8 g of lithium aluminium h rdride -
“in 50 ml of abs: tetrahydrofg;?f . P

1o

. action: mixture is:stirred- for .h: &
°_ for.1 hour &t 25° ‘and for’3 hours under .’
refhix. whereupon, at 30" ml of 2N ... ":
. sodium hydroxide solution ‘are carefully added .
“dropwise.” After adding 200 ml of tetrahydro- ~ (2, =,
: :-. furan, the -organic solution is: removed  from.
¢ 7 the crystalline precipitate’by filtration under
.. suction and the-latter is ‘we ashed wil

+* " godium chloride .solution, . Conce

. the organic - phase yields:: 444 .
“7 :brown oil which ig distilled. B. 19
: 0,003 Torr. M.P, ( talli

: and
‘which

dath

., m - tolyl) - aceto-
= - A solution of 23 g of.{
“.gp - toluidino) - bel

"and 20 ml of -water, dried over sodium.f
phate and -concentrated : in vacuo. AT

oil remains which .crystallises:” from -

-

‘methoxy - m = tolyl) =
MP. 121—123%

(“9 4;.
© 2.2 g of sodium
sulphoxide,

exceed 40° during ¢

- of -ethyl acetate,

, 4, « = trifluoro®
olidide which’
used directly. -

v ester” ¢
A solution of 30
* toluidide in 550 n
of abs. ethanol - i

:for 4 bours, during
N ;‘should not exceed:5°.:
tperature.

" temperature_of 40°-
~ ' residue is dissolved in 140 inl of water,

" A solution of 184 g
trifiuoromethy]

« - trifluoro;

stirring.  The ‘temperature should not

hé addition; - The mixture

“is-then stirred for 3-hourshat 40°, cooled to .
'10° and diluted

with- 200 ml-of water. - The

The cthyl-acetate,_solutions

, are then shaken with' 200 ml' of 6N hydro-
~chloric acid and .then
. ;‘dﬁ%;pver sodium :

n will 30 ml of water,

der 11 Torr The o - cyano -

-

ano ~ N - (6.

0-IN-(s
_acetamido] ;-

a - trifluo

of abs. ethet-and 375 ml

v which the temperature
.. Hydrogen chloride is
-for.another 5. hours at room

(-]

overnight at’.x mp _
it is evaporated to dryncss at & bath
under ‘11 Tort.

the

" solution is covered with 150 ml of ether and
¢ whole is refluxed

| for 2 hours on a steam
ooled, the ether phasc is

It is th

emoved. and the ‘aqueous solution is again

The com-

ulphate and evaporated at 40° under water ..
et vacuum,
means of a Vigreux
vacuam. The ‘o
m. = tolyl) - acetami
thyl -
Analogously was

The - residue is fractionated by
column under high
[N = (o o @ - trifleoro
amido]. +. phenylacetic acid
aster boils at: 110=-115°/0.001 Torr.
obtained. [o - N - (6 - meth-
1). - acetamido] - phenylacetic

. #'EXAMPLE. 6
-3 - frifluoromethyl - 6 -
anilino) -~ phenyl] - acctic acid
of @~ cyano - N -
- 6.=: chiorophenyl) - o - tolu-
"{N' sodium hydroxide

oout 'S0 ml wnd_the

_ S - tolyl) - aceto - 0= - . i
* toluidide in 60 ml.of dimethyl sulphoxide is R
-added within 10 miniite$ to a suspension of 65
cyanide in 20 ml of dimethyl’ R SN
the addition being 'made at 40° :

Iphate and concentrated .
m. - tolyl) - aceto - o-. -
mains as a.ycllow oil can " -~
*:Analogously was.obtained - :
) methoxy = m - tolyl)- " !
) = 0 - toluidide.’ .M.P.-108--109° from :
fohexane, - i i ol

at' ) « - wifiuoro - - tolg):"
-phenylacetic acid “ethyl .
B .of.za E cyino - N_
< m --tolyl) - aceto - 0=" -

solution is then left to -
‘room temperature after’

‘The -

P.:130—135° /0.001 Torr.
chlor- . . i+ .+
. of ;‘éthanol is refluxed

volume of the reaction,
uced at. 40° “under te- -

solution is extracted four timés with 150 mt

) cooled to 0—5° while S 90
* stirring and excluding moisture. Dry hydro-

. - .gen chloride is introduced -into the solution - -

100 -

N ')
105 L.

s

‘110

s i €S T e T DT

155

120, .

125
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4-'t .-

yiean

"aqueous solution is €x

-5

. acidified at.5° with 2N hydrochloric. aci
- and the oil which -scparatcs__i_s'f'-takén-'-up'i

ed with, 100 ml o ith 100 mi of véagcf,. dﬁed ‘over sodium-
ether, ~ The aqucous-_alkahnc. phasc - 18 “the! ulphate and the so_lvént’ is di§tilled_ off undcr .

Lo

cther.  The cther solution s re! oved, washe :
with water, dried chr-:sgdmm sulphate and,:

olisidine boils at 122--126°/0.01 Tort and

without licating, is . concentrated

“iean be crystallised - from: petroleum ethet -',70-'.;' T

reduced pressure. The residue is distilled 65 PR
nder” high vacuum. The o - cyano SN e
3. © trifiuoromethyl - 6 » chlorophenyl) - - "

s

o5

100 .
105 .

10

70 - : m: .

e duced pressurc. On adding; p ether, -« After - recr allisation - it mglts at 5859
A the'[o - B - trifluoromethy. 6 - “chlor-: The:yicld is 74% “of the theoretical. v

: . 0 10 anilino) - .phenyl] - dcetic ‘erystallises . he -following compounds are obtained

N () MP. 94—96°; yicld - “analogously: = LT i
B theorctical. : T v +cyano = 4 - chloro - N - (2 6 - di- " -

3 S O - Y L chlorophenyl) - ¢ - toluidine, M.P.

A 1 L _I?gcpara_tion of S_fa'.l_'_ting:;;'.Ma,t_g_r_ial . -'_113——115°;' S S

BT RE TR iy N - (3 - wifiuoromethyl - 6 ;@ - cyano - 4 - chloro - M - @, 6 - xyd-
N s cholorophenyl) - @ =1 d a5 start= i 0 - coluidine, MP. 131—132%; R
280 Fo _\ing_,.ma_térial- Exa)(splc a ‘produced @ “a Cyano - 5 - methoxy - N-(26 e
Yol b as. follows: . R S .-_chlo_erhcrjxyl) < p - toluidine, MP. -80 -

AR A y - Chloro - N - @3 ifluoromethyl- - “The reaction - to - form «-bromotoluidines =+ . "

N A * 6 - chlorophenyl)-= ¢ toluidine -7 was performed with h‘ydrdbro'mic acd: ...
- - too2. A solution of 20 g of "0 = 3. -owifluoro-. ST : Sy
yl 8 Y T methyl - 6 - chloranilino) = benZ §- alcohol in ¢ 4- chloro - 2 - (25 ¢ - dichlor- . - i
A S - 70 ml of acetyl chloride is -refluzed for 16.- - anilino) - benzyl. bromide 85
=0 " hours under &n att;iqsphcte':-oﬁ_'-nxttpggn. The . . Hydrogen bromide_is “jntroduced for 15
o- . 95 solution 'is then ‘concentratet = e i * - sninutes into & solution of 3.3 g of 4 - chloro= - co
nl o under ‘reduced pressuse ¢ “residue 1873 - 2, 6 - dichloranilino) - benzyl alcohol,
le 90 . taken up in 40 mi of ben nd: again con=""and 50 ml of benzene which is then stirred: ©.

- e orated. | The residuc is then K up | 3o Talf an hour while bubling nitrogen 90 .-
on - i in 200 ml of cther, the € ercal® solution 18" ghrough. - The berzene solution is washed
e | b . washed with 2N “sodidm '_;c}a_xbénatc~"solution st N, § - rhbonate solution. an con-
O and water, dried over - sodium . sulphatc and: .
fent. is CVapo 3 off under- : erystals formed are used.
m 95 A sovent. is cvaporated off under TR L, riher purification.  Yield 92%-
1o . pressure. e’ oil* which ins dis-+ R G0y
er - b  tilled under high vacuum, : 001 .. The following . compounds. a1¢ produced...
wh . .Torr.. Thea - chloro = 0—?‘--.32“.1@““31.3" g g
he S B 35 “methyl - 6 - chiorophenyl) s s bromo - N.- (25 g - xylyl) - o - tolun_img,.
he 100 | - . can be crystallised from’ P L MR 107—109% o
ad - . o - MP 50—510. The yie “rais bromo - N - (3, 6 - dichlorophenyD-.
m " theoretical. e © g - toluidine; M.FP. 102—104°. :
is o . “The following com un ' . .
S A analogousty: po G EXAMPLEj ' R
m- 105 : 4 - chloro - 2 - (21’ 6" e - (2, 6 - dxc_h_loro -m - toluidino)-
m . benzyl chloride _ . hydratropic acid . - e
ter * 7 4- chloro - 2 - (2, 672 dimerd L (2 - (o - 2, 6 o dichlor 2T 7 toluidino)-
by < AT benzyl chloride, M.P. 311 S phenyl] - propionic acid) _
igh: - b 45 § - methoxy - 2 - (25 ch 2 A solution of 3.k & £ 1 - (2, 6 - dichloro-
ro-: 110 benzyl chloride, MP, - 82= . m - tolyl) - 3::= methyl - 2-indolinone in
cid: . petroleum‘ethef. - e 4735 ml of ethanol and 20 ml of IN sodium . .
by . E : s i ydrdxide-:.sol;it:_i__o'\n_ is refluxed- for 1 hour.
th- . b) «- Cyano - N = { he - solution” s’ then concentrated  at 50°.
sic . L - 6 - chlorophenyl) ~“#under 11 ‘Tort ‘the residue is dissolved im
- 115 L. 50 A suspension’ of 6 g Of i 00 ml of ‘watef ‘and the aqueous solution is
oo . in 120 ml of dimethyl sulf d 3"ext'-ractcd_w1_th 50 'ml of ether. The aqueous -
) _ 1 400, Then a solution” of . a2 7soution is sep “and acidified at 59 with
SO -~ chloro - N-3 f_triﬁuqxfo;riéﬂ)’yl; .6 - chloro-7:2N hydrochlor cid. ‘The oil which separ-’
D - phenyl) - @ - ‘toluidine in"150 ‘ml-of dimethy. i ates s dissolved in 100 ml of ether, the ether
3- . 55 . sul hoxide is added: while: stirring, duri ",-'f‘-:;'.solution._is__ ‘washed: with a little. water, dried:
us 120 - which addition the 'tenjxgera_t.ﬁré: should: not..- over sodium sulphate and concentrated un! '
dde . - mise above 40°. - The -rjbmn_’:ré._f_i_s;,stirred B 11. Torr. . The’ esidue is crystallised from -
xed .~ 3 'hours at 40° and’ then: diluted with 6 m;  After recrystailisa-
i The solution :is; then extracted;; tlon :_ether/petroleum ether, N S
- each " m - toluidiso). - hydra- - . o
d: t 143-—1459% - The yield - .
theoretical. .~ ;-

us
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. - . -.. EXAMPLE 8. =~ . = .. .-The’ - following °
- " “The following compounds ar¢ produced in“apalogously: - - -
" an analogous manner to Exam lei7. . il =-(2, 6 < dichlo
e = (2, 6 - dichloranilino). == I ic-7i. -2 - indolinone;
.- -acid, MP. 154—156 " ethyl acetate/petroleu
- petroleum ether; . ST :
2+-"fo - (2, 6 - dichloro ¢) 3 - Ethyl -
. phenyl] - butyric"acid;
s fo-(2.6- -dichloranilino) -
o acetic . acid, TMUP.T
- ether/petroleum ether;

m -ether.

IR T .2 ~.indolinone: -+ .
enyl] ~ benzyl * - A so
33¢ from

<

-..'i.if-"Eiﬁamples 7 and 8 are

e 1.g)7in- 20 ml of sodium sulphate and - evaporated to dryness
=. chloropropionyl- chloride: is :refluxed for - under 11 Torr. - The residue is chromato-
R :hour while introducing “ nitrogen, It is graphed on '200 g-of ncutral aluminium
: " “%then -evaporated to -dryness.

“4ith- 2N potassium ‘bicarbon
- . -witer, dried over ‘sodium sulpha _ _
.- centrated at 40° under 11 Torr. - The residue The yield is 15%.0f the theoretical.
DT *js distilled in a bulb. tube.” The N. - phenyl- - L . . ,
30 2,2, 6 - trichloropropiono .~ Z toluidide .. d) 1 - 2, 6 - dichlorophenyl) - ~3-
.~ . boils at 155—160°/0.001 * Crystallised " benzal - 2 - indolinone
. from cther/petroleum ct '
" melts at 105—107°. Th
- i-the theoretical. .~~~
- '35 The following compoun
< ahalogously: . e
~‘chloro - N - phenyl -"N , :
: chlorophcny})" i propionamide M.P. the residue is purified by chromatography on
23--125° from methanol, and an aluminium oxide ~column. *Crystallised

is 599, of * indolinonc are dissolved in 50 ml of abs.
Lo ethanol, 1.06 g of benzaldehyde and 2 drops
“are - produced of piperidine are then added and the whole

xylidide, MP. 126 = ind:
.m ’ : 136°. The yield is 80%, of the theoretical.
| ‘B) 1.-(2 6 - dichloro/= s - tolyl) - 3-- ) 1 - (B
A A miethyl - 2 -indolinone ' _ 5 1do] o
; 45 - A mixture of 31.2 gof.2; 27, ¢ - tri-" ' 3gof the 1:-(2,.6 - dichlorophenyl) - 3-
" chloro - N - phenyl - propiono - # - tolu- . benzal - 2 - indolinone obtained above are
. idide and 312 g of aluminium ‘chloride is dissolved in 100 ml'of dioxan. 0.2 g of 5%,
“: heated for 2 hours at 1602 “The melt is* platinum charcoal '

indolinone

. ¢ then added and it is
cooled and poured onto 500°g of ice The h_ydrogenated at.-Toom  temperature under

50 - oil which separates is dissolved .in 100 ml " normal pressure.: L (2, 6 - dichlorophenyl)- . R
- of-ether. The ether, so '3 - 2 Lindolinone is formed. '

;3 - benzy
nl o carboniat n yield is 60%.
d with 100 ml of water, dried over sodium - - : '

. sulphate and concentrated. in " vacuo _at 40°. -

.EXAMPLE 9
neutral aluminium oxide:. . - methyl - hydratropic acid
: T@2-[0-(2 6

". . phenyl] - 2
. A solution of
P. phenyl) - 3,3 !
-*15" ml of ethanol a

(2, 6 \dichlorophenyl)~"

: lution of 5.6 g of 1 - (2, 6~ dichioro-. 70
.;phenyl) - 2 - indolinone- in" 10 ml of abs. . ..
.- dimethyl formamideis added to 2 suspension. <. -
S L Ctof 1. g of sodium. - Yiydride in mineral oll, . .
Préparation of Starting Materials - -. ‘suspended ‘in 30 ml -of abs. dimetbyl form- =~
. Thé ‘indolinones ‘used as :starting material * amide, the addition being made dropwise at

e . produced as’ 0-~5°, The mixtire is- then stirred for 40 -

S minutes at 102 after which 3.2 g of ethyl -

S L T { ‘jodide ‘are added dropwise. The mixture. is
-0 ~g) N - pheayl - 2,2%,: 6" s then stirred for. 15 :hours. at room tempera- .
“+. *'propiono « e wre., Tt s pouredoiito, ice and extracted

A solution of 5 g of - di - with 200 ml of ether. The ether ‘solution .-

- N. - phenyl - m.- tolui . (obtained * is scparated, washed: with water, dried over

en - >ss, i1 ‘vacuo at 400~ oxide. The fractions 2—3, eluted with:
% and" the residue is dissolved ‘in. ethyl ‘acetate/- ether/petroleum ether- 1: 1 contain the pure
25 ° ¢hloroform 1:1. .The solution. ‘is extracted +3 - ethyl - 1 -.(2,:6.- dichlorophenyl) - 2-- -
’ solution and . indoline.  After crystallising twice, from'.
te.and con-  methanol, the compound melts at- 100—~101°.

the compound - 278 g of 1 - (2;6 - dichlorophenyl) - 2- -

_ dichloropbenyl) - 3-

chloro - m - toluidino)- -
methyl - propionic . acid) -
gof 1-(2 6 - dichloro- 120 |
ethyl - 2 - indolinone ‘in:: - -}
d- 10 ml of 2N sodium " .
refluxed -for 48 hours: -

pound is. pro'ducediﬁ_-' -f5

gl - 3 - meibyls - 65
MP. 98—99° from ..

85 °

c . is_heated for 5 hours at 50°. The reaction
< (2, 6 - di- mixtare is then concentrated in vacuo and
100

¢hloro - N - phenyl ~propiono - 2’ 6’- - from_ether, the 1 - 2, 6 - dichlorophenyl)- . '
' 28° from ' 3 = bepzal ¢ 2 % indolinone melts at 135—

ey e R T

1o i

<" . 88 . The residue is chromatographed ‘on 500 g of o - (2, 6 - dichloro’ - m - toluidino) - a=~

P35 wit
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_, "'-..11-_'.

... dichloro - m - toluidino) =

. in 10 ml of abs. diméthyl formami

" -7 It is extracted with 200°m

55

© Ie is then -cooled toroomtcmperaturc and
" 50 ml of water arc _added,
which precipitate arc filtered o

. The filtrate

2 3 solution B, Tk 2N -hydrochloric acid. The ... The est
. is acidificd wi ydrox _ B Examples,‘lo hp'

5) [o - (2, .__;:diChloranilit.\o) - -phicnyl]-

. with water, dried over sodium :sulphate and.
- concentrated at 40° under:11. Torr. The
. residue crystallises from ether.

= ‘a:=:methyl hydra-
:tropi¢ acid melts, ‘after" recrystallisation from

e at 1871920, -The yield is 20% of

. _“the theoretical.

" a) 1-(2 6 - dichloropheriyl)- 3,3 - di=
. . methyl - 2 - indolinone- . - o
A solution of 5.6 gofl- (2,6

phenyl) - 2 - indolinone (M.P;:

5. mineral ot (1:1) in 30°ml.of ‘abs. dimethyl

- formamide, the addition: being .made drop--
tmosphere - of nitro--
d-for 40 minutes -
ethyl iodide - - 4 1 of 14
anilino) - phenyl] - acetic acid in 1600 ml of - 90, .
water and 40 ml of 2N sodium hydroxide - ;- .- -

- wise at 0—5° under al
. -gen, The whole is sti
. " at.10° wheteupon 7.8
30 . arc “added dropwise.

d - f

“The - crystals -

is extracted with 30 ml 0 ﬁéhcr “The ether -
& oeian is senarated and - theiaqucous: phase. _ : _ ' .
. solution is sepa g P 4 . The..esters - used -as \startix.lg materials i’ -
precipitated crystals are. dissolved."in’ chloro- - 11 ard'\obtained as follows: ~ .. -
ormjcther 1:1; the organic phase'is washed - : :

o~ (26 -

+ -150 ml of abs: ether.

" to stand ‘ovemight.-at room temperature

"' .to a suspension of 2.1 ‘g of sodium hydride- -este at -1u
. of the theoretical

The ‘mixtire is them:

acid ethyl - esters,

10.

° Preparatio fbf'smﬁing materials -

acetic acid ‘methyl ester

YMP. 50529, Canbe -
saponified in an analogous manner t0 Example -

100 e 3%/ cthercal diazomethan€ solu-

tion are slowly -added dropwise to a sofution =

of 10 g of o= (2 6 - ni
“phenyl] - acetic; acid (M.P. 156—158°) in
: The solution is left

carbonate solution

Gichloraniliioy |

o P.reparatio:}' of start terial ' ..~ whereupon it is"concentrated to dryness at - -
L7 The starting material ' Example- 9 40° under 11 Torf. The residue is dissolved . - °
" is produced as follows 7. in 100 ml of cther..  The cther solution is

" extracted with:50; ml of IN potassium bi- :
and water, dried over |

sodium sulphatéiand concentrated at 400. .

from ether/petroleum ether.

ester melts at 101==102°.

" b) [0 - (2.6 dichloranilino)
- . “acetic acid -ethyl ester .~

““The - residue crystallises.’
: The [0 - (2, 6~
~ dichloranilino) - pheényl] - acetic acid methyl - -
‘The yield is 72%

- phenyil-

A solution of 16 & of [0 - (2, 6 - dichlor- - %

. stirred - for 15 hours at'room témperature r and 4( ; _
" after which it is poured y: € ice.. ‘solution is cooled: to 5°, - 10.ml of diethyl.

. The ether extracts are combined and washed

_sulphate and concentrated “under ‘11 “Torr:

" 1 - (2, 6 - dichlorophenyl) -3
' 0°.. The

.+ 2 - indolinone -melts- ‘at’ 128
~yield is 67%, of the theoretica

[o - (2 6 - dichloroailino) :
. _ acetic:acid:
. A solution of 1 g of [

anilino) - phenyl] - acetic a

“in 20 ml of methanol and:S5: ml of 2N

‘potassium bicarbonate* solution: is refluxed

"' in vacuo, diluted with:-70 mi of water and
the aqueous solution is extracted with 20 ml

_ of ether. The aqueous solution is acidified -
" with 2N hydrochloric " acid, . the - oil- which -

separates is extracted .with = ether and the
cther solution is washed ~with ‘water, dried
over sodium sulphate and: concentrated, with-
out heating, under 11 Torr.:: The [0 - (2, 6+
dichloranilino) - phenyl].= acetic acid ‘crystal«

petroleum &hérﬁéM.P. 156+
-] _'t .

. - lises from ether/pen
158°.. The yield is.75

6 . T
. fos (26~ di

- tion: being cooled

with 100 ml of water, dried over sodium’ .for 2 hours.at

" "The residue is crystallised from’ether. The
3,3~ dimethyl--

for 15 hours. It is concentrated to dryncss

“the

-7~ under 11 Torr.*The residue is
ic . from’ ether/p

10° and then another 20

ml of 2N sodium - hydroxide solution and

10 mi of diethyl ‘sulphate ‘are added. . The ;

reaction mixture:is then stirred for 15 hours

at room temperaturc, The crystals which =~~~ ..
-, precipitate are; filteted " off, well washed with: 100

- water and dissolved in 100 ml of cther. “The:
~i* ether .solution: is -extracted with 30 ml of-

_ water, dried’over :sodium sulphate and .con-
-cenitrated at: 40% under reduced pressure. The -
( -+ To - (2, 6 < dichloranilino) - phenyl] - acetic
acid - methyl ester

:acid ethyl- ester’ crystallises ‘from ether/
ther;” M.P. 50—52°.
“theoretical.

EXAMPLE 12
loranilino) - phenyl] - acetic

of [0,
phenyl] - acetic acid benzyl ester are - dis-
solved in 50.ml of ethanol and, after the
addition of :0.2;.g"0

. hydrogenated at

temperature ow pressure,

The yield |

of 5%, palladium charcoal,
room - :
The hydro- . .-

s.": - sulphate are added . while stirring, the solu-" ;-
-an ice bath. It is stirred

105

0
@ 6 -- dichloranilino)- , .

1_15':_-.’_. S

- generation is complete after 1-1/4 hours. The: -~

catalyst is filtered off - and the filtrate is
- concentrated to ‘dryness at room temperature:

120

recrystallised - -©
leum . ether, M.P.:156— . . .~
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10

15

25

35

158°, The yield is 679, of the theoretical.

Pre‘paration of starting material
The benzyl ester used as starting material
in Example 12 is produced as follows:

[o - (2, 6 - dichloranilino) - phenyl] - acetic
acid benzyl cster

A solution of 2.96 g of o - (2, 6 - dichlor-

anilino) -~ phenyl] - acctic acid, 1.2 g of

abs, benzyl alcohol and 3 g of dimethyl form-

amide dineopentyl acetal in 40 ml of

methylene chloride is stirred for 55 hours.
. under an atmosphere of nitrogen.

The
mecthylene chloride is then distilled off under
12 Torr.  The residue is diluted with 50
ml of cthyl acetate, tix solution is extracted
with wacr and dried over sodium sulphatc.
The solution is concentrated’ to dryness at
40° under 11 Torr. The residuc is chromato-

graphed on 60 g of neutral aluminium oxide.

Eluted with ether/pctrolcum ether 7:3,
fractions 2 and 3 contain pure [0 - (2, 6-
dichloranilino) - phenyl] - acetic acid benzyl
ester. The yicld is 30%, of the théoretical,

It can- also be obtained, however, as
follows: - '

6 mil of thionyl chloride are added drop-
wise to 40 ml of abs. benzyl alcohol, the
addition being made dropwisc at —10° while
stirring well and introducing nitrogen. After
5 minutes at —10°, a solution of 2.96 g
of [o - (2, 6 - -dichloranilino) - phenyl]-
acetic acid in 10 ml of abs. benzyl alcohol
is added dropwise. The. rcaction mixture
is then stirred for 15 hours at room tempera-
ture whereupon it is poured -onto ice. The
oil which separates is extracted with 100
ml of ether. The cther cxtract is washed
with 10 m! of 2N potassium bicarbonate
solution and water, dricd over sodium sul-
phate and the cther solution is cvaporated
to dryncss at 40° under 11 Torr. The residue
is chromatographed on 90 g of neutral alum-
inium oxide. Eluted with cther/petroleum
cther 1:1, the fractions 1 and 2 contain the
pure {¢ - (2, 6 - dichloranilino) - phenyl]-

acetic acid benzyl ester. The yil.:ld is 48%,

of _the theoretical.

. ExampLE 13 o .
[o - (2, 6 - dichloranilino)- phenyl] - acctic
M Y

aci

A solution of 0.5 g of [0 - (2, 6 - dichlor-
anilino) - phenyl] - acctic acid methyl ester
(M.P. 101—102°) in 40-ml of 75% cthanol
and 12 g of Dowex (“Dowex” is a registered
Trade Mark), 1 ion exchanger (OH form,
20—50 mesh) are stirred for 15 hours in a
round flask at $0° and then filtered. The

residue is suspended in 20 ml:of “water and
the suspension is acidified at’ 5 with IN

hydrochloric acid. 30 ml of ether are added,
the whole is shaken and ‘thie ether solution is

- separated. The ether solution is washed vyith

10 ml of water, dried over sedium sulphate
and, when cold, is &ohcentrated to dryness.’

1589, The yicld is 45%, of the theoretical, -

. b
: EXAMPLE 14 v :
[o - (2, 6 - dichloranilino) - phenyl] - acetic:
acid, sodium salt. Cs
A solution of 186 _
chlorophenyl) - 2 - indolinone in 660 ml of

ethanol and 660’ ml of 2N. sodium hydroxide - 75

solution is refluxed for 4 hours. The solu~

.under, 11 Torr. The [0 - (2, 6 ~ dichlor-- 65
"anilino) - phenyl] -~ acetic acid crystallises :
- from - etherfpetroleum ether, M.P. 156—

0 -
gof 1= 6-di- -

tion is then cooled and left to stand for °

4 hours at 0—=5°,

The crystals which form

are filtered ‘off and recrystallised from water.

The sodium salt of [0 - (2, 6 - dichlor- -
anilino) - phenyl] - acetic acid melts at 283—: .

285°. The yield is 979, of the theoretical.

ExamrLE 15

The sodium salt of [5 - chloro - 2 = (2, 6- -

dichloranilino) - phenyl] - acetic acid is pro-. .
duced analogously to Example 14. It melts
at 296° on recrystallisation from water.

EXAMPLE 16
[e - (2, 6 - dichloranilino) - phenyl] - acetic .
acid, potassium salt. :

20 ml of 8%, cthanolic potassium hydr-..

oxide solution are added to a solution of -

' 8.9 g of [0 - (2, 6 ~ dichloranilino) - phenyl]~ -

acctic acid i 50 ml of cthanol. = The solu-
tion is boiled - for 10 minutes with active
charcoal, filtered and concentrated under 11

Torr. On adding ether, the potassium salt ™ .

of [0 - (2, 6 - dichloranilino} - phenyl]-" -

acetic acid crystallises out, M.P. 300—330°
with decomposition. . §

WHAT WE CLAIM IS:—
1. Substituted

phenylacetic -acids of the .
general formula I AR

)

wherein . .
a halogen atom upto the atoniic number
35 ‘or the trifluoromethyl group,
-Rgand.

“ 100

a_lkyl or alkbxy radical, 105

R, each represent hydrpgen,_ a low alkyl

v e . e i vl "

© 10

15

20

30

an
tol

ph

© tol:
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55
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- under an atmosphere of nitrogen.

* ‘the whole is shaken and the; ether solution: is

* 1589, The yield is 67% of 4he thebretica

" abs, benzyl alcohol and 3
 amide dineopentyl acetal in.

* with -waer. and' dried over ‘sodi
The .solution, is concentrated '

. ture whereupon it is pourcd:onto. i

oil which separates 15 extracted with' '1
_ ml of ether. The ether extract is uéa§hcd

" phate and the cther solution

* of the theoretical.

. (M.P. 101—102°) in 40 ml of
- and 12 g of Dowex (“Dowex” stered
Trade Mark), 1 ion exchanger (OH: form,:...

.- residue is suspended in 20-m

the suspension is acidified “at ‘5. with IN
. hydrochloric acid, 30 ml of ether are added,

: Prc‘parationr of stamngmatena _.
The benzyl ester used. as starting: m terial

i Example 12 is produced as; follows: ™ = : “from- ether /petroleum

To < (257
- phenyl] - acctic acid,"1.2 -
g of dimethyl f

acid benzyl ester
A solution of 2.96.g of
anilino)

40 ml of
.- methylene chloride is stirred for: 55 hours.

The.

* " methylene. chloride is then distilled: off ‘under - tion is then cooled and’ left to stand for~
- 12 Tor: . - The residuc is diluted ‘with 50°

ml of ethyl acetate; tig solution:is extracted

40° under -__Il-_TOr_r._'fI’he_rcsi_dl_;_lé is' chromato-

fractions 2 and 3 contain pu

o,

 dichloranilirio) - phenyl] - acetic acid benzyl

ester; The yield is 30%, of the theoretical. -
It can' also be obtained, however; ‘a
follows: - -
6 ml of thionyl chloride are
wise to 40 ml of abs. benzy
addition being made dropwis¢ 10
stirring well and introducing: nitrogen. . Afl
5 minutes at' —10°, a. solution:
of [0 - (2, 6 - -dichloranilino)”-:phenyl]-
acetic acid.in 10 ml of abs,: benzyl alco
is added dropwise. The. rcaction ‘mixture
is then stirred for 13 hours'at,fgro_o_mf_t_émctg-_-

with 10 m! of 2N potassjum:’
solution and water, dried over’

to dryness at 40° under 11 To

. (2, 6 - dichloranilino)
benzyl ester. The yi

20—50 mesh) are stirred for

round flask at 50° and then :fil

ether solution is was_hed:{" th

- under: 11 Torr. The [0~ (2, 6 - dichlor-

. - = 1580, The yield is 45%.
[0 - 2, 6 - dichloranilino) - phéoyl] ~ acefic.

"t anilino) -

xide, -

48"

. with decomposition. - .
4 " WHAT WE CLAIM IS:— - -

is chromatographed on 90 g ‘of peutral alum--
_inium oxide. . Eluted with  cther/petroleum:
. ether 1:1, the fractions 1 and
. acetic acic

contain’the

Y cthanol - -

of watcr and -

10 ml of water, dried ovér sodium sulphate
- and,. when cold, is concentrated: to dryness; -
. anilino) - phenyl] - acetic acid crystallises: '

ether, M.P. 156—: .
of the theoretical.. -

L MY .
EXAMPLE 14 I

acid, sodium salt. -

A solution of 186 g of 1 - (2, 6 - di-t

_ chlorophenyl) - 2 - indolinone in 660 ml of
* ethanol .and 660 ml of 2N. sodium hydroxide: -
 solution; is. refluxed for 4 hours. The SOl

-4 hours at 0—-5°. The crystals which form
-~ dre filtered off and recrystallised from water,’
“‘The sodium salt of [0 - (2, 6 - dichlor- .
phenyl] - acetic acid melts at 283—.

- .285°; " The yield is 97%, of the theoretical.

. ExampL 1S . -
The sodium salt of [5 - chloro - 2 - (2, 6~

. dichloranilino) - phenyl] - acetic acid is pro-:.-

diiced analogously to Example 14. It melts

at 296° on recrystallisation from water, - -

: L EXAMPLE 16 .
[0 - (2, 6 - dichloranilino) - phenyl] - acetic _. -
~ . acid, potassium salt. S
. 20 ml of 8% ethanolic potassium hydr-
. oxide ‘solution are added to a -solution of
8.9 g of [o - (2, 6 - dichloranilino) - phenyl]- -
acetic acid in 50 ml of cthanol. The solu--
"tion is boiled for 10 minutes ‘with active
‘charcoal, filtered and concentrated under 11.
. Torr. On adding ether, the potassium salt: -

‘Substituted .

phenylacetic ‘acids . of " the |

R

e ExamriE 1 o
" [o = (2, 6 - dichloranilino)~ acetic
- - acid ) o s N
: A 'solution of 0.5 g of [0 = (2 dichlor- 7%
" anilino) - phenyl] -- acctic acid methyl ester .- -

‘wherein : o o
"R, represents a low alkyl or alkoxy radical, 105
a halogen atom up.to the atomic number
© 35 or the trifluoromethyl group, .
R; and. - T

R, each represen
T

hydrogen, a low alkyl

X,

:':[a - (2,6 -.'diéhloranilino) - phenyl] - aqeti 70

‘of [# - (2, 6 - dichloranilino) - phenyl]- = -
" acetic acid crystallises out, M.P. 300-330%. . "¢ ¢

2 mo' ..

X

85 1

% |

i general
R - -
¥ 50 and the
i bases. "
1 - 8. F
- stituted
i formula
i 55 with inc

S
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10 ‘and their salts with'i

. phenyl] - acetic acid, - v L e
AR & - Dichlofoaniling) = 5--

G RIPRIL ST a

cts 85 . ki %o ifluoron

S . anilino) - phenyl] - acetic
- anilino),

- toluidino) - phenyl]. = pro
b0 AL 20 [ =2 .8

1 TRy Ry and R, have

" "18, Process for"

| 5. with norganic gnd organc bese,

 or alkoxy radical of 41
b-cr.

: gen-atom up,
- > to the atomic num R

alkoxy radical, a halog:
atomic numbet 35 of t
- group, R
R and

R, cach represent 'liydf:t'p_'g_em.: a ":l_pw alkyl:

radical or a benzyl radical,:

2.[0o-(26- Dichloro’ =

" . Z-It'éluidinb)“-

chlorophenyl] - acetic acid,
4,12 - (2 ¢ = Dichiloro
2" chiorophenyl] 'y aceti
5.2 - (2> 6 - Dichlo
§ = ‘methoxyphenyl] =a

"7 phenyl] - acetic: acide: dino, 4
- 7

. {2 - (2"‘, :6' -
bromophenyl] - ‘acetic aci
8. [0 - (=, o, o - Trifiu

G- triﬂudfoméh_mg,

w13, [o = (2, 6 = Dichlc

35 - a - benyl ~-acetic acid

R VIl N N
toluidino) - phenyl].

S .ﬂdd- 3 .
RERET TS

- general formula 1 claimed: i claim 1, where-

7 T R, and R represents & methyl oc byl -

- | general formula I'given in ¢

the meanings

“claim 1, and -

"+ R, Ry and Re ¢ _'3-"fbéféls€iﬁit'hydrogm,-
po 50 and their salts ' with inorgani i

" stituted  phenylacetic ® acid..-of .. the --géneral
formula I, defined ~¢laim 1.,31'“1.1“‘:h

.. of the

ganic:and organic

" wherein Ry Rsy- Ry R, R, and R, have;
;- the meanings: given in claim 1, with an alkali
. metal hydroxide or an alkaline earth metal
* hydroxide or an alkali metal carbonate and, .
. if desired, liberating the acid ~from ‘the

.. shich the reaction is performed in aqueous :.

- butanol, . ethylené glycol or dimethyl form-"
. " ‘amide as solvents. AN

' .."19, {n which the reaction is performed at a © .
. .. temperature at or -just ‘below the -boiling. . ~
- ;temperat_ure-bff-thc solvent.’ oy

1~ - stituted phenylacetic acid - of the general 75

- formula I, as defined in claim. 17, and their . °
- salts with inorganic and organic bases, which. -~ -
- comprises reacting, while heating, a compound. - :

n- . of ‘the -general ‘formula II; .given in -claim:
Y i 18'Whe'1'em Rf&_,Rz; R, Ry R;-and R, have
S R . " the ‘meanings ‘given inclaim 17, within an’7*;
o £2,6. < Dichloranilino) - phenyl]- - ¢
40’ acetic-acid. . - T LT -metal hydroxide, and, if desired, liberating ..~
i 16. Substituted §WMC "acids -of the . ali
cla “'metal salt obtained. -

| 0 yadical Y . . - which the reaction is performed- in aqueous = -’

45 1 Substituted phepir_lacet_ic'jgcids. of the’
ngs given in - s
~-in which the reaction is ‘performed at: a-

‘and organiC'.

‘produi cior of a sub-

_.-'ng'..,.‘ fi .
general 1

prises

alkaline -earth or alkali metal : salt’ obtained.;* '}
19. Process ‘as claimed "in ‘claim 18; in 65

ethanol, aqueous ' methanol, aqueous. 0= . - -

20, Process ;as claimed in claim 18 or 70

21. -Process  for- the- pr‘oduétion.j of a sub-. ..

alkali metal hydroxide'or an: alkaline earth.

the acid from  the alkaline’ earth or alkali S

22. Process. as laimed in &laim 21, in -
ethanol, @queous methanol or .aqueous-n- - L
butanol as - solvent.. TR D

23. Procéss as claimed in claim. 21 or 22, .90 ;.
temperature.-at or just’ below: the boiling ¢
temperature::of the solvent. . -~ . . <. o
24, Process for the production of a phenyl- -

! general formula I, defined
“thereof, which:com-
eatin; comipound
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L

the meanings given in.

" A represents hydg

2 to 26, in whi

- the solvent.

-, 'normal

+jn alcohol.

. gt most

;- from the

o Wheteiil R, R?!' Ra::'é‘Ru Rs

" and R, represcnts & low “alkyl
- § . radical, particularly the benzyl-
Y oen or

' ) arboxylic acyly =

radical of at most 4 carbon atoms;; o T
- with an alkalj metal’ ‘hydroxide, an alkaline:. * -
carth metal hyd_’rdxidg, analkali. m i :

10 bondte or bicarbonate or i
-exchanger, of, if R;-is an
splitting it off by hydrog

. o  fyticall activated hydrogen.

R - {iberating the acid from
b R - alkali metal salt’ pbtained.
> 25, Process as claimed:

“which A represents.an acetyl:
26, Process as claimcd .. i

oo 25, im which the reaction

| 20 the presence of ‘aqueous ]

- . -ethanol, aqueous n-butarol

““ior dimethyl formamide. g

27. Process as cl‘aimed_ in

‘claim 24 -or - vent and, if desired;. libera

anol, ; aqueous
thylerie giycol  Which _the solv

3-8 -:'_O_ﬁc of claims ¢ thethyl formamide.
ch the  hydrolysis is per- . 36, Process as claimed i

< ~25 formed at or just ‘below ‘boiling point of

... 28, Process as claimed,
- wihich the hydrogetiolysis
re, 8t 10
- $0°C in the presence of

performed -under ~claims 34 to 36, -in .whi
" témperature’ 10 - ‘hydroxide comprises. di
dladium -charcoal .- '

= 29. Process as claxmed _
i claims 24 to 28, in “which

35 .30, Process for the proc

- stituted ‘phenylacetic ‘acid.
- -formula T as ‘defined in; clai
. "salts thereof, which ‘comprises: reacting, while :
o+ heating, 8 compound 0
. " 40 AII given in claim 24;:
L R, and R, have ‘the, meanty .2 | as solven :

< a low alkyl radical - the acid from the alkali 1

the gener
n Ry, Roy Ry,

" and A represents & car o

R 4 -carbon atom
. 45, metal hydroxide, or an “alkaline’ :
) hydroxide and, if disired,’ fiberating the acid
alkaline earth. ot alkali- o salt’

line earth metal or n-butanol.

" 31, in which the reaction:: is " per.
* or just below the boiling ‘temp!
solvent. S

’ 33, Process as claimed inai
30 to 32 in which A DTS
- radical._

34 Process for the

* stituted . phenylacetic < acl

“formula I defined inclaim: 1

thereof, which comprises reactin -wh
ing; a compound of the . ge

or aralkyl
{ 'ml’ and -

- alkali . metal - hydroxi

the alkali metal salt obt,ziined_.._ R
- .. 35, Process as-._.?’ aimed '

.- methanol, n-butanol,

“in which the reaction is: performis
s, below the boiling temperature: of th
aim 24, in - '37. Process as. clai

potassium hydroxide.
38, Process for:the P

any one. -of | stituted - phenylacetic -acid . of
the ‘berizyl ~formula I, defined “inclaim

of a sub- ; heating, a compound of

al formula : radical O
' alkali metal hydroxide. im
ihgs given i - alkano] as solvent and, if;

. 39, Process -ag " claime
alkali - which -the low alkanol. i§+

{mesal 54 rformed

T

: - th
. salts thereof; which' comprises : ing, whi

the general formu

€ A r* whA
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47

15

S imto. 8 salt with an morgamc ‘or orgamc
; basc. ,
- 42, .Process for the produ
Y iubmtutcd phcnylacctxc acxd of the ‘general
formula I dcfined in
s converting @ free. -acid of ‘the gener:
. }m ula I,. dcﬁncd in claim 17, into a salt
with an morgamc or organic-acid. :

-as-jllustrated in

cribed ‘with_reference. 1

gencral 'formula I, dcﬁncd_ in claim 1 :

claim 17, "which com=
dl -compound of the general formula I,

“in claxm 17 or
. organ

43. Process for the, producuon ‘of new pharmaocuucally acoeptable, inert carrier. .

- substituted phcnyl-acctxc ‘acids of the general i 49, .Sun-tan creant or lotion containing at

.- formula 1, defined in claim 1, and salts there= least on¢ compound of the general formula -
;. of, substanually as hcmnbcforc descnbed -, defined in claim 1, or an addition salt with -~ '

C v_:_ah mfcrcncc to and as 1llustrated in Ex—; an -organic or inorganic base. 45

- 487 ample 1 : 50, Sun-tan cream or lotion containing - -

4, Proccss for the productnon‘ of new sub-.“:_ at least one compound of the general formula © .
stituted - phcnylaoqtlc ‘acids ‘the ge cral - I, defined in claim 17 or an additional salt _
formula I, defined in claim 1, ‘and salts. ijth an orgamc ‘or inorfanic base. - ‘o

. thcrcof substannally as .- rei nbefore des- 51. Medicameiits: substantially as’ herem 50.

"before dcscrxbed with reference 10 and as

47. Mcdxcament containing at 1ast one -
compound of the general formula I, defined - - k
in claim 1 or an addition salt with an organic -
or irorganic bas¢ togcther with' 2 pharma- 35+
ceutically. acceptable, ‘inert carrier. : 3

‘48, Medicament “containing at least one '
defined
on additon salt with an .

ic or inorganic base together with a

the foregomg ptescnpuons ).

“any onc of Examples 2,-_._; ,:and’S to-16. “jllustrated in
¢ 45, Comp ounds. of the general formula I, and b). ,
defined in clalm ‘1. and salts - thercof, sub- 52. Sun tan cream substantially as herein- | ;
“"stantially as hereinbcfore ; described  with before” described. - with reference to and as 55
reference 10 - and as xllustratcd in Example ** lustrated in - the. foregomg presmpuons c) R
have | 1 or 4 and d) o
\ ‘has 46. Oompounds of ‘the- gcncral formula | I,
h an 'dcﬁncd in claim 1 and  salts thereof, ‘sub- W. P. THOMPSON & CO,
; sol- T stantially” as hercinbefore::: descnbcd Wxth ; 12, Church Street, - -.
from 70 - 30._-'rcfcrcnoc to.and as xllustra in Examples L _- . o pavetpool, 1. oot o
e .23 and S to 16. . _ s - Chartéred Patent Agents Lo
4’ 1 Prinhd for Her Ma;est sStat:onery Oﬁoe by the Couner l’ress, ‘Leammgton Spa., 969 RN
h:““!’" _ l’ublnhed thol’sfan Oﬁ So__j;hampton Bmldmy, London, w.o .2, from hxch oopxen maybeo‘btamed
15 '_-"': ' " : ; i w
or 35, ‘ S :
x just . ERRATA-
me Of - SPECIFICATION No. 1,139,332 . - - W
,na_al ‘w #
de of , line: 49; for + “bolous” read “bolus”
e (l fl! read “ ” ]
a sub. 1_- “256” read “1‘56” % ;
%;mtrl?e , 63,104, 106, for “xylidens” .. RPN
, while - “Dxchlotoacetamhde” Y
orimula - RN
st'Ru .
jven in
lic acyl 90
vith an
us low . _“ » & “N-("
serating . : for “cholorephenyl” read
btainegi. o ¢ h"'
138, in° 95 ) lmc 89, for ‘lndol read “mdol-_ ,
?ﬂhaml ' t - inone’ IR
- Page 11, hne 42, jor “dnchlo:oamlmo" read. L
) R ‘dxcbloramlmo




