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. obt ai ned. anal ogously from

5-chl or o- 4- (2-chl or o- 6- nethylanlllno) 3 thlophenacetlc aci d et hyl ester by
boiling with nmethanolic sodi um hydroxi de sol ution and appr opr| ately worKking

up the mxture. 20 EXAMPLE 8 ' —



: “chloride at

330 ng (1 nmole) of 3-(2;6-dichloroanilino)-2-thi ophen acetic acid et hyl
ester are boiled with 1''g of potassium hydroxide in.5 ml of ethanol for one
hour31ﬂ'he mxture is then diluted with 20 ml of water and extracted with 20
o qf et hyI ene. chI oride. The agueous sol ution |s aci dléé 03 qiaﬁhﬁ
prect e _ TTT.
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obt ai ned -anal ogousl y- from 3-(2-chl or o-6- net hyl ani | i'no) - 2-t hi ophenacet | C
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2 hourg dnCh h%%" é&:&( :%E%% qu%% :
col g t I’BhdhlaQﬁrug sﬁﬂ&q P&é dﬂtd\tﬁ‘e%rfm foﬁ c{n{r s%'?e 420 .
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1 N SO@hakmabalsliyoxi de sol ution. The aqueous solution Is extracted with-
t ol ygne antﬁebhaommhlﬁbhladm,&nmgemnd iitipp@tivvictibn df th ddypb@iIb bétoidingasi d and
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obt ai n vf,’::' gﬂo i nb Wgh eﬂﬁgh dth ?(a 393 9% EdeIWd f?ﬂ?"‘ﬁanner
316 ny 3 Rk bl it oraganlelnamgf © FHRSHEHDCBYI% % ci d et hy !
ester are |ntroduced into a soluti ofA#£110 ng of pot.assi um benzyl S

al cohol_at eSérial ¥® i Namelgbgpmpound cohol .. The mixture is stirred at room
tenperature for 2 hmsd-mmnwmmh 4-@rtigit adid ed of f i n vacuo and
4- (2, 6-dichlofoanl |ino)-3- .55 thiophenacetic acid benzyl ester is obtained:
as the re.si.dué - -'"“° ethacin . 55 EXAMPLE 1 1. 30.1.g (0; 1

nol e) of 4-(256- d| chyl reo(ﬁfi‘%&m)m,%—thg,bg%ggé}ggg .am de are warnmed.to [err] in

135 m of concentrate uri1 c acl of water for 3 hours T.he
m xture i s podred. ont-@-dhdfo- andtityhﬁﬂuﬁﬁ-aaﬁieﬂteﬁadeﬁ&ﬁud)f

4- (2, 6-dichl oroanilino) -3-t hi ophenaceti ¢ aci d whi ch has formed is fil tered
off. The 60 Preci p|%@tsed'?'%f’f?rér“l‘%W'%&"%%W'OGM"QWFem'l et her . and dri ed and
then melts atg[err]
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manner: 28.3 @ (0. M- (liﬁﬂh%)o-@—fnethylamllno)-3-th|ophenacet|cacld .
4- (2, 6-dichl oroanilino)-3-thi ophenacetonitrile are i ntroduced into 150 m-

~of concentrat@d sul Phi@rahlorcag-methalauiling)-3rthiephehapetioavid hour - at r oom.

tenperature. ‘bt i's poyred:onto-ice t'he preci p|tate whi ch has ferned s
filtered off. 4;Recry éI"I"?"s‘B‘t"?“H‘rqdf‘?rgﬁﬂpg?'ﬁﬁt'c&ﬁ'gt ate gives 4-(2,6- 5

di chl or oani | oo) - 3- tsmhmerrfeetcﬁmogmm.&.swetac 3LE 12 A sol ution of 135

‘mg of sul phuryl chloride in ' met hyl ene chiroride i's added dr opwi se to-.
a solution off1283 nip- (Qélchmm-m)atmlhn|I|no)-2-th|ophenacettcacld : .

4- (2, 6-dichl éoanrlrno) 3-t hi ophenacet.oni-trile in 20 m of- rrethyl ene
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separated -off, dried, cIarlfled wi th bl eachl ng earth [for exanpl e -




"Tonsil™ (Regl stered Tr ade Mar k)] and concentrat ed. Recrystallisation of
the residue from nethanol gives _
5-chl oro-4-(2' 6-di chl oroani [ i no) - 3- t hi ophenacetonltrl le (m [err] - 33
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'acrd met hyI ester by chI orination with sul phuryl 15 chloride. EXAVMPLE 13
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chloride at -1 500‘\ntmmpal|st-q@ctm nmesompg-mdmpmw teftheznrentimmame 10%
strength sodi um dif m aﬂgﬁﬂf&?@“}%ﬁ ”mewm{% Ease is
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~acid (d. [err] 54Chl oro-4-(2- Ctherf%‘ar% ani | i no) -3t hi ophenacgtic acid
i s obtained anal ggously from4-(2- edalrnammthﬁ- et hyl ani-1 ifno) - 3-t hi oghenaceti c
~acid by chlorinafion wth{sul phurlyl c?hnom de.|.25 EXAMNPIB-ethel gctn g (10
mol es) of - N-(2, ¢-di chl ordphenyl - é‘}f""@"'@{& of 2- oxo- t hif egalEReas bl 1 fyrrol eare
boiled in 40 M of nethangl and 1] ofdhe 6 N [KCOH f or hdlffoandhp;ur The
mxture is dilut¢d with 290 m of| wasubstanged elxtract ed Wit hira%l uend, the

“aqueous phase is|acidified d9tHe prleGsi’t at e TEaPRUYD 6. Jimokt or odni I no) -
3-thiophenactic aghfhoyfal chhp %{g,, Cr%re e%?%f"yl tler “8,“53% Thﬁqe ’%ﬁ[l pijftate is
Yoiled up with diiLsopropyll efh nd dried and tRenimelts at [drr] The

starting conpound i st obt ai neldor n t31e f ol5Bowi ng nmedaher: {1 .g1@®. 33 ol e) of
4- (2, 6-dichloroapilino)-3 tnjlo?her icetlic acid pnd 0.7 gj(0.33 nolg) of
phosphorus pentag¢hloride tifqredfin 10 mj of toluepe at room o
tenmperature for half an hqgur 4.0Thg s fture is jextracted{w th vvater'J'and
sodi um bi carbonage soluti¢n, clafifigd with bjl eaching ¢arth (for 35 exanple .
Tonsi|") and congent?ated| R&ryqt4l I|i saffon of ttfe regi due F¥om '

i sopropanol--give$ N-(2,6-| 19,0 58 B .

di chl orophenyl ) -2, 3-di hydjo- 2- oxq-t hijeno[ 3, 4-jb] pyrrole{(m [err] BEXAMPLE 15
2.83 g of “4-(2, 6{di chl or odni Pidno)[-%- tfhi ophenalcetonitrilje-are intrqduced
into 40 m of die¢thylene ¢glygal; i ¢h has been urated wyf h hydrochloric
acid gas at [err Thée m "X ,-urg'%i S \é\{gi rred?'gt r om%zéo te er\zg?_tre fqr one
hour and poured ¢onto watey, Bloe qogssequs phas is extragted with et hyl
acetate and the product phase is]|washed sever times Wwth water, |dried and
concentrated. Regrystallig$at®dn ¢f5% e résid e P cy¢l oi@%%hne gilves pure
- 4-(2, 6-di chl oroapi | ig10) - 3{t.hizgphe r@cetl,gaam | 2s{g2r hy rogxgﬁ hoxy) - et hyl
ester-(m [err] EXAMPLE 16. 45 - 5.28 g (147.5 nmmol e$)

4- (2, 6-dichl oroapiligo)-3 thB@phen@cetlesacr apd0di ss Iv@éSQn 30¢ym of
chloroformtoget er with P (17 es) |of _trj eth@nol apgine, -4nd the
solution is extract yd by . haﬁrgng vﬁg th Z‘UE3 ﬁvgtj ftergaevapo#atl ng of f-

‘the water, the res)gng, aﬂamﬁcwaesametrhﬁnaiemanm.uu&n%rm allised in a
crystallising dish by evaporati on. Tri et hanol anmoni um - '
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Pi perazsnuamﬂmiaaién ég o?g)g%l I no -§ra%h|8gﬁp gnacett at I(ra'] pfvgoor%ttsz‘glasﬁed 5
anal ogousl y. 1m&ril7adﬁﬁlsﬁ}a®r(c@thb cofapdndo be tested, female Sprague-Dawley rats

4- (2, 6- di ©dups ofdﬁlahlmb)ea& MIgbmﬂeM@e'mab 1&@1—d7@9)efrdn Mbh thedesd fAlFO0InNT  of a

1 N sodi uﬁ*ﬁ sed) X1ag eMg r%tvr ad, likitgm] hagdbepnwithsleaynes yrs befpeghang| 3¢ j on i s
al | oveq,t %:em%ij arl ' Igﬂ, Paw‘ﬁ'“‘r? BhPY BRI e? SEPNERiCBTRET UL et at %o
whi ch has df%a hrJth@Je‘?&lmf?lEa (2(_D§ rnL‘@iBﬁJl mlé urements?ipggch'gase) before
3-(2, 6- dl sdshrarpﬂﬁ&dubm Ry RIRISFEEL RYuRS aftedBdem priododatiorOPHevEIB§E percentage

anal ogouspaw stel(Ab’Bf_dEcﬂﬁealm g)ﬂ(ib de&hhﬂécﬁat\thetsbecﬁffed doies sfter d@mmldmcmeéttmﬁs of
30  ng ar erefatadethatiofake witrsated ¢sattolipedup 10K g '
'4-(2,618ichl ¢Ee>ma’ﬂrnrm Q'Eaﬁterﬂd Q'@E’Heé"e ﬁ%meaaeeﬁge 'é" g"ch 588
\;Ia romec chp ous
e m xture

T epa lume determm 1l
g of | aCt § cedt the wof erat |s recor&%ﬂ %t}?
srlrcrc Ash haﬁlﬂﬂz nate®are mxeq

is sieved. T|Thé3dd§b§<1haléa&ed fSr tﬁ@h&ﬁ@ﬂﬁitd&édhve?e &mhm&memmefvoﬁ&egf IQ;fud of 20
pol yvi @9l mykg. ol i done in 320 m of ethanol and granulated: t hrough a sievezo0
- with a mesh \Nﬁldeﬁam‘Takleﬁhmhe?h@ngﬁwnblogsﬂmmuFheé@#'%tv alﬁdetl'l? therapetitini xed

quotrent of the compounds mvestlgated



with 160 9 of pectin, 50 g .of talc and [err] of nagnesi-um stearate. “Thi's
mxture is pressed to tablets 5. weighing 200 ng with a di amet er- of 8 .mMm
5 EXAMDLE 19 10, 000 capsul es Wi th an- active cOrrpound content of 25 ng are . o

prepgggd as. described bel ow 250 g of - . GB 2 021 584 B .

4-(27 chi-oroam i moy=3-Throphertaceric acT ., /4b g of mcrocrystar T"‘l ne

cel lulose and 5 g of unpressed anorp Eaj licic acid.are m xed thoroughl y -
g

and filled int f 4 SR 5 BRI Eed o >

10 Preparatmﬁ%é' I td&%ﬁ%@ﬁ%&bﬁgmwsamﬁaﬁ&m raorsididale MPPOSI LOrY
- base [Suppoci rsebdaa Bddis iniptenkatiat efcbotton (sewcal)ed@oB&Opelgt tedt) 4-afdth6-ethal

di chl oroani | i @9‘}0"3“?#1? pr?iefﬁéé@!'i"é"%ﬁﬂ‘@’(lqﬁy’t he formofthe.sodiumsalt) is
. stirred intofThe Mertf The s PPOSAHiBHich oTass | S| nonogeni JedethdiGetighen} cast. in
smoul ds. - 15 EXAMPLE 21 formation.of . after o .
15. Pr epa'r atipn of a batch of. 1 00]. ﬂtaﬂ'éég"{ﬂf a spispensi-on.f ﬂg' of | [err]
30 are .added}to 901 -of water’ | -whi I% f,t ri ng tn_goro:usly Tﬁ 6 Of. T
4-(2,6- dich or.oani lipo)- 3- tﬁn ophemqeﬁyg: aci.dl 0.11 kg{of sauisumc cl arrate L
.and 0. 08 kg :pf -sorbic Bosed >are t hen. addeE;Pn‘"Ty Gboanestita Regi(®t®red |Trade -

Mark. The mikture:is ra&" to 10O | 9& =rq“°F p @ through at
corundum di s é‘?‘ﬁp?ﬂnd shiP&dueit | y° degapse | o |1°I dd aﬁ% dé}? |

fractions._C(clanates apq 20 sgbjecf to the Art|f|C|aI Sweet ener
Regul ati ons, | 1969. EXAMPLE 22 Preparation: of 1p0 litres |of an injection
solution. 65|1 of drstrﬂ@ed_uateV arel heated tp-[err] whilst gassing with
N2, and 2.000 kg of 4} (2.6~ 25 digchl of oani | i noj- 3-thi opljenacetic acjd (in .-
the formof {he sodiumsalt)|and 0.15D kg of pfednisolore are 25 then
added.  Wen gverdt hinh Bds dilsso¥ved, |t 1 sol uji on!Bs cdol ed &b room
tenperature and 0. 200} kg jof - odi'htdipulphrte 0.025 kg |of .cysteine}
-hydrochl ori d¢ and -26.p0 kg of - propyl ene gl ycol are gdded and the -

m xture is npde up tof 161 MAHHWGWQWI | ed mate-_and'sttrred'until-aF PR
solution is MOrned, P1arqaco|ogy630 -l The pfonounced |antiphlogistic,
anal gesi c ant antipyr=tlt actli on "of tnhe conpouhds according to'the

i nvention cah. be denohsfrsated i msvari pus tests| As an exanpl e, ‘the
conpounds -ac¢ording tp the. 30 inveption arefinvestigdted in conparlson '
with the compercially]| aﬂéﬁlad e E%npOJnd 2 and{wi th the jconpound 1 -
descri bedi n fArzenei m {Fgrsch| (Dug Res.J120(1970),A93- '94. Tafle 1 hi ch o
fol l ows show$ the conpection|between the serial ‘No.. and |t he nane of the .
-conpound i nvéstigated} PABLE|{1 S&ri.al | No. me of coﬁpound 1 Co
ili t hi opheng.4- catboxylrc

g

3-(2, 6-dichlgroaniling)- 3 cid 2 i ndorret hacin. 3
4-(2,6-di chl proanilinp) 2 t hijophenacetic acid 4 . ' B '
4- (2- chl or 0-"§- et hyl a1| l'i no) 4 3-®hSBRehacetic agid 5 - .
"~ 4-2,6-di chlofo-3-nethyl gpili ro)-ﬁ-t hi pphenacetic acid 6§ - -
3- (2, 6-di chl ¢r oai | i nd) - 2- t hifophenacefic B8id.J - 5 - 8
4- ( 2- chi or o= $-net hyl afi Bi%o) 3- t Mophehacetic aid 8 - o
. 4-(3-chl oro{2- methyl aniglg no)|- 3- fhi opphenaceticjacid 9 I
4- (2, 4-di et hyl ard | i.no}- 3-t hi gphenacet | c sagbd 19 >567. .| . >20.
5-chloro-4- (3, 6-di chl ¢r®¥ehi | i{no)23-t h| ophenacefic acid 11
3-(2-chl oro- hyl afi li 0) {2-t i ophgngggpi c- cidosh2 | -
4-(2,6-diflu rggghl i ng) - 3d1t hi ooh@nace | ?‘ggl d %51]6 >>30 .

GB 2 021 584 B) ED,J5ddsalwhish 2aushe ansavetage mbmf@nahthﬁM@gmgt Dfeﬂ%t'-’hon t"he e
toxicity and the thertigpuonf29%. quotient of ‘the conpounds investi gat ed - TABLE:

2 Anti pRLagingithipreeddrodr aﬂtestmngmmume aﬁﬁ&mpeaqas% BGsthd BHARY foRfbtioRl an
acut e i of grantitibh fduéd St implanBRISRIGFRBttdH/in ki sd-BdibdI0MGR péildt mathédlgeeni n - ‘edenm of.
t he *hi nd paveatton pelietimanitadraer: Niesse. Hartmanh/Haidenhelns tcotsdni petigts sied, NhGSBé’QhaI '

B act i orf Mich weighs 13.04:0.5 mg-and has been. impregnated beforehand with 0.1 m! of a 'solution of 0 5 - B
 mg of penicilling Gand 0.8 ‘mg of streptomycin sulphate/ 1 ml of distilled water is in each case o
implanted subcutaneously into the shoulder-blade.region, on both sides, of male Sprague-Dawley i
rats (groups of 8 animals each; weight of each animal: 150—170 g) under. diethyl ether anaesthesia = . .
. and under sterile conditions. The cut skin is closed by means of clamps. oo
10 ' The, compounds to be tested (in the form of the sodium salt in aqueous solutron) or the 10
correspondmg amount (6 mi/kg/day) of tapwater (=control group) are admmlstered orally each day.
on seven successive days. On the eighth day, the animals are killed and thecotton granules are ‘exposed
carefully, that is to say preserving the fibrous tissue capsule, dried (15 hours at 120°C) and weighed. By -
.+ subtracting the weight of the cotton pellets, the amount of newly formed granulation tissue is obtained.
15 The percentage reduction in the average granuloma dry weight of a treated group compared wrth 15
- the control group (=100%) serves as a measure of the antiproliferative action of a compound '



rats. Maxi rrumrnhr b|t|on of. carrageenr n edema Within 7 hours

Lethal action after oral: - .. . after adninistration *'-37
~admi ni stration of the : N - - for 7 days subst ance R
' (rats)17Dose S Jerrl: Therapeutlc [err] gk a. 021 584 B rmﬂ‘kg'
‘quotient - g/ kg/ day Corrpound . ‘peroral y % - peroral ly ~ [err]” -
perorally-I -~ = . 10.0 31 ° . S5PaBLE4 - 2.1 120 100.0
5%1.0 - 29 2 " Antfarthritic #bfion (so-called/adfdvant arthritis; E’atsZED . 55
1Q/0 "~ 56:0.3° 29 3 oral administratidn for 5 days)Gand toxicltyll,.[g” in rats after6 9
1173.0 _ 56 4 orgl ﬁimimst%on for7 daysB : >>6.7 L >>20 6

3.0 52 o >>6. /] - - Inhibition Gf%aﬂva?\t S 3'. 0] 49
[err] - >>10 11 : 0 arth:w@ofzs% [erT ' >p6. 7
>20") [err]-dose whic i t ‘The-

D

causes- a nax(r 'Ieh hi‘bjit i | : |
~influence of the conpgunds to bp t eSteds yg rragee a“;niﬁga@ﬁ%not the h| nd
:.'paw of .rats was 5 det ¢rnined .as foIEtl:rqus therapeutlc “for 7 days rats . -
hour “after oral - adfdbatanse; at | one/g/dahe| c é—g s} t madke/danst ed.,_ ferrale
_Spr ague- Dawl ey rats (¢PBIEhYof - L0 PHARHAI s| &detiE wer ght_‘° Weach| animal:. .
140-170..9),. from whi cl The Teed| { Aigrom n| ( RaglsSt erled Tzade Mark) R water '
-ad I|b|,tur_r] had been Wi thdrawn hbout 16 hpurs beforfehand, are | njected,
subpl antarly in the rilght2hind paw98& h o} 053, per ani B8, of a 1%
strength carrageenin 10 uspengi ony o9The T at gsare klept afy [err : _
| 0 The .paw vol une of Jeach rat |s deterniped (2-3 iindividual neasurenents
in each case) before edema provocation and at hourly intervals for 7 hours

“after edena Prednfluerdeiobthe carymuadssp ag‘ezsqsemmt\taag@s ratsauset bwgvawbaceawtr
treated gh“b'u 'ﬁ@?’éﬁ'h’ﬂ n@ﬂiPVa'Dt a[th'et'ss)m'ﬁ? idptiean] %’Ef&w B“e |

i nj ect :aj’ jg;s"eﬁ%f e eEOYDENEIC e B gL VDAL oo
- The max '(t(‘ %ﬁ r IE |&%€a%ﬁ&t§§el?cmﬁ s%vé?i \ij\ﬁtg of the
~anti phl Oghlﬁbhrﬁaﬁ%rbﬂﬁnd of tﬂe ﬁc&ﬂlwy\fé% oH)B chusedRlrAE BY i ermal injection of a
plethys rrmmebusacﬁ ahﬂyﬁclurﬂ/ﬁﬁﬁélﬁioﬁgl it pareffih Bito thb base of tharail ntibhicpistid agkintyhiasied

t hr ough -tthiesyellingoéactidre rat is recorded digitally via an el ectronechani.cal -
pressuf@® tra Sand £ shayt the anatwesis (inlammatiopain) pagpantipyretis (ypgstdaducerdfpyest ed f O
t he conpdGiRfef thecpmpoynds testadsin addtipr iodhe ipthal action fEhegPericqurtE™ot 20 20 mvkg.
20 Table 3 and Table 4.show the chronig antlphl ogi stic action,. the toxr city
and the t herapeutic quotlent of the co 8s i nvest| ate GB 2 021 584

B 16 TABIfEa'Se P £rpRound EeaRd) "%P the,lov o Spisfia 'he
: k% A’S\E nce on th ain eacti n(vgl‘gllgagmg e§¢lrhr{ﬂqr 5 ?

I nvent i-on In P:(i rifl & ,,J: §:t(pa.n Ratd H&rﬁﬁ@-
the forration@ .o.gbra;nwya.tr

n tlssue after subcut aneous Irrpl antation of

0!
cotto_n_ ( so- cpttea—eotior—pett t ereaw ant—the—tethrat—actt "Leth'él iy ILO{:‘, mfter
oral admnisfration for .7 day$. |nhibit i on of the : | Taftero hal
action . ' I Analgesic action - . Therapeutic . administratron
- e Inhibition . quotients for 7 days
- Dose - of the pain ED,, ") ED" ) " LD, LDgo |- (rats)
- mg/kg | . reaction 9/kg. — LD,
Compound ‘perorally | | of % _ perorally ED, ED,o _ mg/kg/day
r. ) . 3 : 1 10 -
20 | *20 S | : o
ak o - o 30 140 4 0.8 120
: 100 1 40 : :
200 - 60 .
1 < _
2 3 36 12 6 | 458 092 | 5.5
_ y .. 5 S _
3 | s | s |1 a | 11 ser| M
- 10 62

*)- ED,, and ED, , ~ dose which completely suppresses the pain reaction at the time of
maximum action in 25 and 50% of the animals respectively. :



formation of . - after granulation . - .

oralct|3,ue after : admi ni stration treatnent .

for 7 for 7 days ' days Dose 7 x
[err}g. Therapeutlc Ny (rats) ng/kg/day . GB 2(%9’%8&4@y
 quot rert ' [erTi wrrpounu —oratt y o pt!l oratr— Ty

[1<ér-r 1 _ n‘gl'.#eqi/ tqueXce of %he coE%gm to betested on the %‘&?’3 nyprovoked in raisfxygnerefling an ¢ 'Zg% \\_,,: .
F 4,

inflamed tatsal joi ation).-w. termines
~dead) 0.1 gagedon the"éngg\og of HOFFMElsmé 1&‘? [Arznelm 11974)600/20.9 miofa 1% 22 - \_J
1 strength kifef rlitrate solution is injectst ifto the arikie joint Baside) & the right hané Bavk ofdddlead) 1.0
16 5 & Sprague-Dawley rats (each animal weighing 160—1806g) under ether anadsthesia. The animalsare8 3. (6
2 6 3 0 kept at 24°Q gldpre fed Altromin® R and water-ad Hbigym.]After the AgNO, i |nject|on, almost alithes 5, 7
nimals (90—-—9 be made to cry30 by moderate. biﬁmg of the ankl %II the animals - -,

tm itj I ro
30 [eg;;.n.stzﬁgga 5@ j&%ﬁ%@%ﬁi ST, e E
gran% dt.QQte b&ﬁr’dﬁ‘an Investigatl n’Q theyg
| uence QkertaliRricdsIRGU Sﬁéredlbia.sﬁa&hedhesubetla@cemé Hme.waf anfmdly radtthgisi ON

t|ssue ddtéravined ayHatthbwlyiroervald. cotton.-in rats (so-call-ed cotton pel | et

met hod) : 1 Tb@mmurp eerr-@m(mﬁthe pretegted animpls guar § periqdiof frhowns atter atisrinjetratipn efot t on
pel | et sthepuns gcel Istiveiedhe number Qf ARl {ihg pRetrelgrayReeasting i Hibsrsees
|npré6n3faé°’ e ?‘8?%%%?5'83%%% 0.1 m of asolution of 0.5 5 ny. of 18
‘penicilling G and 0.8 my of streptonycin sul phate/1 m of distilled water
is in each case inplanted subcutaneously into the shoul der-blade region, on
both sides, of nmale Sprague-Dawl ey rats (groups of 8 ani mal s each; - wei ght
of each ani mal © 150- 170 g) - under di ethyl -ether anaesthesia and under

sterile conditions.” The cut skin is"closed by means of clanps. 10 =~ The
conpounds to be tested (in the formof the sodiumsalt in agueous sol ution)
or the 10 correspondlng amount (5 nl/kg/ day) of tapmater (=control

group) are administered orally each day on seven successive .days. O.n the
ei ghth day, the animals are killed. and the cotton granules. are exposed .
carefully, that is to say preserving the fibrous tissue capsule, dried (1 5
hours at [err] weighed.- By subtracti-ng the melght of the cotton.pellets,
~the anmount of newly forned granul ation tissue is obtained. 15 The
_percent age reductlon in the average granul oma dry wei'ght of a treated group .
conpared with, - 15 the control group (=100% serves. as- a neasure of the.
antlprollferatlve action of a conpound. 17

GB2 021 584 B -1 7 TABLE. 4 Antlarthrltlc action (so cal | ed adj uvant:
arthritis; rats; ED oral administration for 5 days) and toxicity. [err] in
rats after. oral adnlnlstratlon for 7 days) I nhi bition of adjuvant '
_arthrlll s of 2596 ‘ _



[err] inrats after oral admnistration LD5 after for 5 days

admnistration [err] therapeutic for 7 days rats. Substance; 349

mg/ kg/ day quot i ent _ ng/ kg/ day Serial No. perorally [err]
~orallyqd . 9 - . 13.3 _120°2 " @B 2 021 58488

306 . 553 —O0 20 - 55 J.J.lne'

fl uence of -the conmpounds to be tested gg gl yarthr|t| S |n rats caused by

| l\/ptcbbact eriurr buw{i IO gﬁ& oqad lc%ﬂ tL[ A BJ‘I | : m ned
using the experi rrmﬁ;'& o of §eABORIOR feﬁ%ﬂa ﬁ@v&%ﬁfﬁtﬂr "ggnﬁ .Z‘s?iﬁ“ thOd
descri bed by NE\/\B(leﬂharvdtlﬁERRl NE et aI [ NEV\BClJLD B B. : |

Brit.J.Phar macol 2t 7 (196}
Arch. int. Phar_ codyn. 1174, °5
carthritis, which manifestls itsel
(primary.lesion)| and of tjhe paws| eg is caub@ﬂiilaﬁ“qﬂat by -
intradermal ‘injgction of Ja Mycob 1ct°ad ‘suspensi.gnggpih; t;agw df .
paraffin into the base of| - the tafl ofﬂd%tsm n@gls j ¢ agent q 1hr bayis t
swelling reactign. 1 0 fgﬁsl e B &hd GED&%))N ﬁl@r@m;lcg si cfr t1i)nf I ar
ai.-n) and anti i c (ydast¥ihdliced fey. n df unds
_t)estzad in add:otl °%'1p(tu'<')ét/' & °ét('?{a acti mgg:grgl?- 'F%‘gza%t‘fc u"li % TABLE 5
Anai gesi ¢ action -of the qonpdund accord' ng to tjhe I nventi o_n after sifngl e
oral. adm ni strat|i on- nmeaqureq by|t § i n{l uence [on the pai[n reaction
(vocal i sati-on) groveked IIn rats p &nd d{nggan i|nfl aped ankle [&yr]
arthritis; inflgnmtion (jpai) - and7th3 toxicijty In ratg after admjni s-
tration for 7 dgys. Lethdl actiop after|oral Analgesic agtion

Ther apeutic. adrini stratijon ¥®nhi pi t 2dn : SR quoti-ents

for7 days Dose of tte pain [gyzr] . [dgrr] - {(rats) ng/kg -
reaction s ng/ Kg - - LD50 Conpgund pgroral ly
of % - gerofally |- 3[erf] %7 np/k§Pday 3 1 | 10 52?)

20 1 30 6. 1.8° 140 4 0.86 | 120 300

40 200 - 60 23 2| _ 3 186 1.2 6.
4.58 0.92 1 5.56 - 0.08 | 500.%- 126 3 - -3 -}

50 1 3 -{1]1 3% 31 10 -} - 62 ED35 and
ED - -dose whi ch cogpl etgly ™8 _ [ hegpai 1] reagtd onjat the ting of
maxi mum action Iin 25-and |50%®f theqanials redpectivelyy . 38 18

'GB 2 021 584 B | 18 The{influentce of the conmpqunds to b¢ tested on |the
pai n reaction prlovoked i} rdt%s by bdddi hg an irflarred tafsal joint (AgNCB

i nfl anmati on) wgs det er mine s fol Lgws}] Based |on_t nme{ hod Jof, HOFFMEI STER
et al. [Arzneim Fo?sch.- 24%‘:}'?1 l"%oo a% >6}§ 1% streng%qh si lfver
nitrate solution issinjedtedantp the ankl'<esJO| nt %ds1rsi d¢) of tahe rijght

hand paw of fermal e 5 Sprague-Daw ey ratk (each ani mal_ we] ghl ngzo[ err]l. under
et her - anaest hesila. &he ai n@% afe” 18 KeptPdt 2402%dd afe fed®A trgniri R R

and water ad |iBitum ~After 0%the JAgNG8 ijnj ection), al nost- fll the
| e | o8 | 15 | o3 >0 - | - >30
' - 10, | 23 L
- 10 S R . 0.8 ] >>40 : - 520
06 | 18 I G A
03 | 05 _ '- |
12 - 0.9 >88 ] - >80
1.0 LI .

*)} ED, , = dose which causes a maxlmum reduction in yeast-induced fever of
1.6°C. : :

The antipyretic action is determined by the mfluence of the compounds to be tested on yeast-
" induced feverin rats.
Hyperthermia is produced in female Sprague—Dawley rats (in groups of 5 animals: wenght of each
5 animal: 160-—180 g) by subcutaneous mjectlon (neck) of 10 mi/kg of a.20% strength aqueous 5
brewer’s yeast suspension (brewer's yeast *’Heliosan”/Hefereformwerk Radolfzell). 24 hours after the :
yeast injection, the compounds to be tested are administered orally to the animals in a volume of liquid
. of 5 mi/kg, and a control group receives the corresponding amount of tapwater. The feed (Altromin® R,
;v;tg ad I|b|tu m) was withdrawn from the rats 18 hours beforehand The rats are kept at approximately -
10 ° _ ) : 10



ani mal-s_(90-95% can be nmade to c¢ry out:-by. noderate. bending ofthe ankle
- joint 4QJ_I the ani ‘mal s reacti-ng positively are. col l.ect.ed into. groups of 10
ani‘mal §; The corrpounds to be .tested- are adm ni stered oral l'y:in-a- voI uma of
| i quod of 10 m./ kg i myedi atel'y after -adnmi ni stration-of GHha 02t 5B4 :
“untreated-control aninals receive the corr espondi ng armunt of tapwater

.10 Over a 'iﬂ@[)ody%rﬂserﬁurhﬁ%&r&fiﬁ@lbur%gmerﬂdﬁﬁd' Nalibf He slibbante/dilatnsimly (he /&s :

: .nurrber irtdrvald Hftebd dininimdon ¢fghe sebddaicer m ned at hal f hourly intervals. The-

. maxi num pdhe arakinge refuctidndn pmerms!tee(cblaalmmhastem@atumqg@mas‘d"nﬁﬂaﬂomshes after \U

 admi ni sehsten¢ehin the coyﬁeofgmwsaﬁa( 24 raé‘l‘ F‘Fr%'@f ?:rr'a etigtiRsy Therbody fempgraturen the
S

;g?f fﬁr ’bqa'lqu@dpe% of t& mpoun ccor othgl#:ventl%rr?:)ver gl%éje of th%fpn&rbgt Q%ques

o Tabjes 2—86.

..@B 2 Oﬂmé'éefbgvedatmf ableQS TABLE 6 Anti pyretlc act i on of the corrpounds o

_-'-z"';f‘-'--'jaccor dlcnngo the ‘Fravention < - measured by the fnfluence- of yeast:i nduced
fever-in rh?bamlhmepthszphgiaeetlgﬁadsqidmmn%!llftmnu'en ‘and-‘t he- Iet hal. actlon

- NMaxi‘num reduction in yeast- i nduced gever over a period . e
- Lethal action of 7 hours after: ., | _ - after  adii ni stratlon
" adninistration of the substance "~ 'Rn for_ 7 days-Dose

[errfo Therapeutic - = (rats).s a my/lkg . quot i en?

[err] .Conpound peroral ly - R |R2% [err] - rrg/ ka/ day 1

03 '~ 061 - ' 8.2 14.:6 . _

120 10 - 1.7 30 2.1 1 ek 0%2 2~ ' 3 0 7

50 S : '5.56’.'_2',.18003 3 0401 083

:  whi 27.5 - .11 0.3 1.4 1.0 "--174 [err]

' ' e‘ai 1 3enotes a hydragen &tom, a chlorine atori a dforfine atom or a methyl group, - 1 7

<0 3 " R? denbltes & —CH,—COOH grouBor@ —CH,—COORa gtdup, 1.7 . <0.3°

>>66.7 R denotes:a:hﬂ@-og)en_’ptom ahalogep a@png an alkyl group, ap algoxy group or q_tr@noromethyl 0. 3 :

>1oo15 group, . - >30, 1 3 3 0.3 . 1210 - . 1

. :3 agpne of t emeanm ?1@ :legl 0 5 12 e T

, _ denotes a hydrogen atom tom oran : ' . _
L 0 9 : Redendtes an alkylgroupW|t Qog onatomsvlhg?ns ptioﬁé’ll'ylsubsﬁ@&ﬁ bv\mrﬁ&ylpauses a .-

maxi mum reﬁ&e&yamaxyoﬁalymﬂbxyl ks, 06la bedxyegroas arlder r ] . The "anti-pyretic action is-
det eaoni nedvdeyotehkoinf | uence of the ‘conpounds to be tested on yeast--.- 20
©‘and salts of the acids. - .
-2 Phenylamrnothlophenacetlc aclds of the general formula L3
+ PR

B el I
le s”
fwherem C -

e 28 Rt* denotesa hydrogen atom a chlonne atom, a bromme atom ora methyl group, S 28
: " R2* denotes a -—CH,—COOH group or a—CH,—COOR®* group, - ' '
R3* denotes a hydrogen atom, a chlorine atom, a methyl- group ora tnﬂuoromethyl group,
R* has one of the meanings of R3*, .
' R5* denotes a hydrogen atom or a chlorine atom and Co
© 30 - . BR®* denotesan alkyl group with 1 to 4 carbon atoms whlch is optlonally substltuted by an acetoxy 30
' groupora 2-hydroxyethoxy group; ora benzyl group, . C
and salts of the acids, '
. 3. Compounds accordmg to Claim 2
" in which o _ - .
35  R'™denotesa hydrogen atom ora chlonne atom,. . .. - -
.. " R?* denotes a —CH. ——COOH group or a —CH,—COOR"* group, . v : . ’ :
" R** denotes a chlorine atom, a methyl group or.a tnfluoromethyl group, _
" R** denotes a chlorine atom or a methyl group, .
. Ré* denotes a hydrogen atom or a chlorine atom and : . .
40 R®* denotes a 2-(2-hydroxyethoxy)-ethyl group, o T . .40
and the pharmacologically tolerated salts of the acnds o T S
N 4, Compounds accordmg to Clalm 2
-m whrch
R‘*denotesahydrogenatom Lo T SOR R o R
45 R?* denotes a—-CH,—COOQH group, ~~~ -~~~ L e 48
' ' R3* denotesa chlorme atomora methyl group. R I '

«Q

W



i nduced fever in rats. Hypertherma is produced in fe y
rats (4'0 groups of 5 animals: weight of each 5 ani mal nﬁlmllm“gimmn
subcut'aneous injection (neck) of 10 m/kg of a 20% strehgth dgudous

bre r S yeast suspensr on (brevver S yeast "Hel i osan"/Hebgrgf@mrrwgukB 20
Rad et y—24tours—after—tte ycaat M ectTom, the CoNnpounds [O pe tested
are adm ni_stered oraII tothe / kg, -
and a cqntTr”‘SP° %%ﬁnqj‘ﬁe tral % ‘T’%"gb%hﬂ'mm&ggtﬂﬁf"bg%gfeaaﬁ&éi WY The f eed ﬂ"
(Altr t.rr@&euwrretasirha\eganserm béBreladinfisktidul ke -

bef ore Q@Q&nc:ﬂ?ﬁhé @Juﬁse%f G h S RPienb asP MesttteORthR | ayitipyrbtic bétioh] The body temperature
10 5 (sBneasit2dwiita tediperbinee froik/(Toszopet H Braus elestranibor ded 1 hour before 5

adni ni st r &ine oupedérity bihs erimpoumdsaceardingto thejumentjor qyerthesg|ofthg prigrart is shown

admi ni emake abaverdats sfdaklegdrince. The maxi num reduction’in tenperature

(rel atrY& the tenperature before admnistration of the substance) in.the
course O Bﬁh%faﬁmﬁﬁ’ﬁ%ﬁna%&caacﬁgaﬁHéSen@tfalfhhﬁxl@nt' pyretic action. The body
tenperature 5 I's neasured with a tenperature probe (Tastomed H Braun

el ectronic). 5 RAe superiority of the conmpounds
according to the invention over Rhode of the prior art is shown fromthe
abovg data of Tables 2-6. CLAI I\/le Ryl am pot-hi ophenaggti c aci dsof the
general forrmula [err] 10 2.
10 wherein [err] denotes a hydr ogen la:t_qr fa Wh1Sfine atom a br om ne atom

or a nmethyl group, [err] denotes a [enr]/[®T] denotes a hydrogen atom a

hal agen atom an al kyl group, an al kcﬁejngroup or a trifluoronethyl 15

group, - ¢

he t h t
h aI og e:_‘]q a‘}%?ﬁeg) ﬂ:’h ogee% a crh%SI i.é:ﬁd br[)r%{ngla%wg}aky tl?y Q%gﬁ O\?\ne[]ha 10{']0 g
carbon at ofigye wsgapatb.q rtﬂtaf’ age.wtas, i armyagtnmamarwmwhp or’f'mdﬂlwtqtﬂdtkﬂxy or

al kagpy! oxgrogp; OUps, or benzyl group and ndenotes 1 or 2 " 156
20 and salﬂ‘smasénetdﬂmeannad@gsqﬂ’Phen | am nothr ophenaceti c acids of the

gener al cﬁsrﬂﬂt’fﬁeﬁ*h oep twn @'%3'2 "‘°’ 'é? seRat e h a
chlorine df° fgotes . rakaé: A ou P °"a§!§s"[b51¥tu{egg BN ‘ﬁa"gma [err]
[err%o denq}” E xyp° Yarom s chI o tom a nmethyl group or a 20
tri fT uQhesank By egg.@_up, [err] has one of the meani ngs -of [err] [err] denotes
a hydr ogem.®heipadtin@hiépHendceticaciis ofthagehedformula I*Al R denot es an al kyl group

wth 1 to 4 carbon atons which is optionally substituted by an acetoxy - 30
group or a 2-hydroxyethoxy group; or gs%enzyl group, and salts of the

aci ds. 3. Conpounds according to gd*ai 5 2, in which 35 [err] denotes a

2

hydrogen atomor a chlorine atom. 2 ' (* 35
[err]denotes a [err] [err] denotesss ot ne atom a nethyl group or a
trifluoromethyl group, [err] denof'es a CMG atom or a nethyl group,

[err] denotes a hydrogen atom or a chl gl om and 40 [err] denotes
a 2-(2-hydroxyet hoxy) - et hyl group, R S 40
and thg,Rha{ macol ogically tolerated salts of the acids. 4. Corrpounds
accopsli Ng RS dbhods'® hedrogen atom, a chlorine atom, a bromine atom or a2 methyl group, - 25

R?* denotes a —CH,—COOH group or a —CH,—COOR®* group,
R3* denotes a hydrogen atom, a chlorine atom, a methyl group or a trifiuoromethyl group,
R** has one of the meanings of R3*,
R5* denotes a hydrogen atom or a chlorine atom and
30 R®* denotes an alkyl group with 1 to 4 carbon atoms which is optionally substituted by an acetoxy 30
group or a 2-hydroxyethoxy group, or a benzy! group,
and salts of the acids.
3. Compounds according to Claim 2,
" in which )
35 R'* denotes a hydrogen atom or a chiorine atom, o - 35
R?* denotes a —CH,~—COOH group or a —CH,—COOR“‘ group,
R3* denotes a chlorine atom, a methyl group or a trifluoromethy! group,
R** denotes a chlorine atom or a methyl group,
R5* denotes a hydrogen atom or a chlorine atom and
40 Re* denotes a 2-{2-hydroxyethoxy)-ethyl group, : - 40
and the pharmacologically tolerated salts of the acids.
4. Compounds according to Claim 2,
in which
R'* denotes a hydrogen atom, ' . .
45 R2* denotes a —CH,—COOH group, 45
R3* denotes a chlorine atom or a methyl group,



in which [err] :denotes a hydrogen ato [ enotes a [err] :
45 [err] .denotes a chlorine atorn or I "(!!'Ij 40 20 : -41.
GB 2 021 584 B 20 The body terrperaturec LF €60 hour before -
adni ni st 't he 2 021 584 B 21
adni ni strati-on of the substance. The maximum reductron I n terrperature
(relative to: tﬂfedérer&ercﬂbn»neetdmirﬂre adm ni stration of the substance) in the
_cdur.se ‘of 6 hoRft denotasadydregenatampasur e of the antr pyretic-action. The body = -
"t énper at ur @ngtheisp §‘i?|'°@l$a "?'Pfaﬁdf%ﬁgfe ature _(Tastomed H, Braun
el tronic). 5. Phenylaminothiop phenaceticac err'-: Of the conpounds
according to the invention over those of st,.,he prr or art is shown fromthe
above data of Tables 2-6. CLAIM 1. d?he t ami not hi ophenacetic acids of the
general- - fBrmul a [err] wherein [err] Es.a. hydgagen atongsp chlorine 5
atom a brom ne atom or -a rrethyl -gr oyp L) dejiotes a [err] [err] denotes
a hydrogen atom a hal ogen at om -anR ky!_ or .an al koxy group.or a '
trifluoromethyl 15 group, - oA o
15 [err] has one of the neani ngs -of R3 lerr] Yenot es a hydrogen atom a .
hal ogen- at avhemin an al kyl group, [err] denotes an al kyl group wth1l+to 5"~ 3
carbon atons. vR*tdenptes ojwdra naatb osermsthr/ltgmwd b\éR“ydroxyI hydroxyal koxy or .

al kanoyl oxy gr B0 “°*6?aa'%b grr%:g 9feelhot§ '
20 and s, 4,..1 § % ’°92“ he ?fB'E“h‘r‘ ’Bb‘H\QHEPEEPT%‘" ‘rﬂ’?j‘%eﬂdf 9'?%

eann bo
general - orrrul@;. ‘I fvd gc@émeato"{ae,gr] denot es .a hydrogen at om
chlorine atom nwmmmearmmwmar 35 dadblon SRS Prhich isR5tidrdlly bR BEna [err]
[®err] denotes aefb)(ﬁgrﬁg&ﬁaat-moxﬂthbwglbum&ﬁeﬁiﬂgraum'et hyl group or a
trifl uor onentigdits gf theipcids]. err] has one of the neanings of [err] [err] denot es
&, hydr ogth at o%cdmpa“'@ﬁF@PrdWét‘h@'éfm%nd 30  [err] denotes an al kyl group!5
with 1 to 4 Iny ,p&ngttfgg d"ﬁ} :%io' s-optionally substituted by an acet oxy .30

group or a 2- hyseh g_rc@,@ ,grﬁgoaa;@p,z;dcogﬁau&o nd salts of the

aci ds. 3. Conprremdbhoss s EHHNB BtoDa Qhﬁylr&&porﬂtrwiﬁ@rhetﬁﬁ@ roup, [€rr] -denotes a
hydr ogenzat om R#t* denctes @ctilorine atoovar a methyl group; : - 35 20
[err] denotes 'ﬁ*:[@m Sfbsrdr enjetamioechlering ffosvande at om a nethyl group or a

trifluorometh sa xglsethyl g9 i ne at om or a met hyl group, .
[err] denotaﬂg}%p:aw EF %ﬁﬂ%‘;g&s?rﬁhe&“ldﬁe atom and 40 [err] denotes a
' hiBoXY ) -

2- (2- hydgepiy & et. 40 25

and t he phar mawo-r&gb@ai hwrdgedjﬁbﬁ; ed sal ts of t he aci ds 4 Corrpounds

accordi ng -t o Gk% dendtes a A-ChH—-CIOOH@Foup, denot es :a hydrogen at om 45 [err]

denotes a [err 3"denotesa chlorine atom or a methyl group, .. . ) SR 45 [err]

denot es’ g -chl o "%‘F%) W‘naamwr group, o R -
-3 bl notesa ydrogen atom, _ I o - 30

- and their pharmacologically tolerated salts.
" '8.4-(2,6- Drchloro-an|I|no)-3-th|ophenacet|c acid and its pharmacologlcally tolerated salts.
_ 9 Medrcaments contamrng as active ingredient one or more compounds according to Claims 1 to
8.
35 ‘IO Process for the preparation of phenylaminothlophenacetlc acids of the general formula l 35
‘according to Claim 1 and salts of the acids, charactensed in that functlonal carboxylic acid denvatrves of .
- the general formula II _ .

S

wherein : ' e e - .
.40 R, R3, R%; R® andn have the meanings indicated above, e S 40
.-~ R7represents-a—CH,—G group or, together with R®, a —CH, —CO—— group o '
" R®represents a hydrogen atom or, together with R?, a —CO—CH — group and -
G represents a functional derivative of a carboxylic acid group, .
are lyolysed and the resulting acids or esters of the general formula | are then optronally converted mto
45 one another and/or into salts'in the: customary manner. g 45
11. Process for the preparation of phenylaminothiophenacetic acids of the general formula *
-according to Ciaim 2 and salts of the_acids, characterised in that functional phenvlamrnothrophenacetrc
acid denvatrves of the general formula I+
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584”","”"”’1'"“1‘”!“!8n0t es a chlorine atom and [err] denot es a hydrogen

d t hai r mpha ologically tolerated salts. 5. e

Phe ¢l ami_not hi ophenacetic acids of.the general fornula GB"z Pzt r5p4vrlner en .
[err] denotes a. hydrogen atomor a net hyl -group, [err] denotes a [err]
[err] denotes a hydrogen atom a chlogine atom a nethyl group or a
trifluoromethyl group, 10 l.l-] RIélas one of the meanings of [err] ok
10 [err] denotes a hydrogen atomo chI 0+ Ng¢at om and. ,[err] denotes .an- = &
alkyl group with 1 to 4 carbon atag R opt i onal W substltut ed by an
acet oxy group or a 2-hydroxyet hox® group/ a/benzyl group, and salts of
the acids. 15 6. Conpounds accor di o Claimb5,
15 in which [err] denotes a hydrogen .5‘torn [err] denotes a [err] [err]
denat es a chl orine atom’ a methyl group-or-'a- trifluoronmethyl group, 20 . -

[err] d’g £ RaedReb roup; - . e
20 [err] . Mﬁ%ng*ﬁéme%%gg 95"‘[‘3; é%;;%ea—ttﬂ &girer’r] ‘denctes-a
t

2- (2s5hydr eryreprbsaliig ) ﬁ%rbgdnawni)u&og tolerated salts
of ‘the aCIGdsepreEentik)fmpcﬂondsiemmrodaBﬂbdxﬁnc .argmu 25 ln ich - 25 [%rr]
denot ed® °’M raﬁ é\qfﬁv'@mat[cbrort}stﬂemenml[famu I'[z&éfhknﬁ&lbﬁil@&al&géﬁbﬂe@l’l ne

at om o?" EF‘P']"e P are anothiat anrfoniatasalten and 30~ [err].
d e n 6 e ratlon of phenylaminothiophenacetic aclds of the general formula =

Mo : r,rm.nr mi?é%’fif‘""’i&ﬂ“’"“‘ CIo0D of o binerd? 10

t o

4 (2 6 Dr chlnoro ani-l-ino)-3-th e|(op henacet.1.c- aci dm"r {:?rm¥lallphar nacol 0gi caIIy
tolerated salts. 9. Medi cament s contai ni ng as active ingredient..one or nore %
conpounds according to Clains 1 to 3RF* - 10. Process for the preparation :
of phenyl am not hi ophenacetic aci @é™of the general  formula 1 35 according o
to Caim1l and salts of the acids, Whéf'rﬁé’d in tH&Y functional - h

carboxylic acid derivatives of thesgeder f“rnula 11 [err] mhereln 40 s
[err]and n have the nmeani ngs indicated.a [ ' 40

- [err] represents a [err].together witiefsyr [err] represents a hydrogen

- atomor, together with [err] and G represéhts a functional derivative of a

car boxylic acid group, are Ionysed and t he resultlng aci ds or .esters of

the geffd ﬂ,%@ﬁ dﬁy n t% onverted into 45 one another

OJ%Engoirr'l a ove, - -
andjr in Q.p:geg tgﬁ Eymelisis 6@&5 '

o 15 Wwith R‘“,a—CH ~CO—group, |

45 Proe i a waﬁ‘ogarﬁ roaﬁdgemem.t L apg-0ei oL hi glpaacet i ¢ aci dd ot
t he gener 6k bsrestuitsa flrtidral dueicativel b ugcaiboxyllt emdrgr&:pand sal ts of -the:acids, .
char acdngiiviolyesl and ttietvesulting acids o pstérs phé«ngdnalm fooute ld‘rﬁnetlraemﬁooa"amrde@m I vati ves
of 't hemg@neﬁrmther @y linto safts in the eustomarymangeorg

phenylammothlophenacetrc acid denvatrveo egeneralformula lll** <~ T 20
9'* . ‘;ﬁf‘i\

R OOC CO

wherein’ '
_R1*#*, R3+# R4** and R‘“ have the meamngs mdlcated above and
. R%** represents a hydrogen atom or an alkyl group wrth 1to b carbon atoms, .
25 or a salt thereof, is reduced and the resulting acids or esters of thé general formula I** are then ' 25
_ optionally converted into one ancther and/or irito salts in the customary manner. :
: 13. Pharmaceutical compositions containing from 1% to 95% by weight of the total mixture of at
least one compound according to claims 1 to 8 in admrxture with one or more solid or liquid
* pharmaceutically acceptable inert carriers. '
30 14. A process for the preparation of phenylammothrophenacetlc acids, of the general formula I :
according to claim 1- substantlally as descnbed wrth reference to the speclfrc examples hereinbefore set
forth. i . 2o . T )
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wherein [err] have the neanings indicated above, [err] represents a
[err]Jor, together with [err] 5 [err] represents a hydrogen atom or
together with [err] and 5 & represents a functional
derivative of a carboxylic acid group, are |yolysed and the resulting acids
or esters of the general fornmula [err] are then optionally hal ogenated
and/or, in the customary nmanner converted into one another and/or into
salts 12. Process for the preparation of phenyl am not hi ophenacetic aci ds of
the general fornula [err] 10 according to Caim5 and salts of the acids,
characterised in that a) functional phenyl am not hi ophenacetic acid

derivatives of the general formula [err] 10 wherein. [err] have the
meani ngs i ndi cated above 15. [err] represents a [err] or, together
with [err] 15 [err] represents a hydrogen atomor, together with

[err] and G** represents a functional derivative of a carboxylic acid
group, and |lyolysed and the resulting acids or esters of the general
formula [err] are then optionally converted into one another and/or into
salts in the customary manner, or 20 b) a phenyl am not hi ophenacetic acid
derivative of the general formula [err] . 20 [err] [err]
have the neani ngs indicated above and [err] represents a hydrogen atom or
an al kyl group with 1 to 5 carbon atons, 25 or a salt thereof, is reduced
and the resulting acids or esters of the general fornmula [err] are then 25
optionally converted into one another arid/or into salts in the customary
manner. 13. Pharmaceutical conpositions containing from1%to 95% by wei ght
of the total m xture of at |east one conpound according to clainms 1 to 8 in
adm xture with one or nore solid or liquid pharmaceutically acceptable
inert carriers. 30 14. A process for the preparation of

phenyl am not hi ophenacetic acids of the general formula I 30 according to
claim1 substantially as described with reference to the specific exanpl es
her ei nbefore set forth. Printed for Her Majestys Stationery Ofice by the
Courier Press, Leam ngton Spa, 1982. Published by the Patent O fice 26
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