-1- 2- AM NO- 3- ( HALOBENZOYL) - METHYLPHENYLACETI C -ACI DS, ESTERS ANEfygﬁ(( ;9 27
THEREOF The present invention relates to certain 2-am no- 3-

(hal obenzoyl ) - et hyl phenyl acetic aci ds,=%heir al kyl esters and netal sdlts,
phar maceuti cal conpositions contalnlng such conpounds and phar naceuti cal
uses thereof. 5 Certain 2-amno-3-(5 and 6 benzoylphenylacetlc .
aci ds havi ng varlouZ'bMBﬁgﬂﬁniﬂ&iQﬁﬁﬂﬁ eYbeme RE ACERBCet i es and ﬁf}
the nmethods of prepa A8 DPy HP THRS cAND § i THERBOF | Pat ent
4,045,576. The conpounds of this reference are not nethylphenylacetlc

acids or their 10 derivatives. U S. Patent 4,221,716 discloses a process
for the preparation of 7-acylindolin-2-ones mhich are internediates in the

prepar alt : on of t herl%é”ﬁ&é&%ﬁﬁ)fiﬂ%&iﬁﬂeﬁélﬁltlesg% iél?fﬁea%zﬁnlzi-mafaea-t
especially con ed wt al oben oy Yy eny acetic
aci ds, al kyl e@’ta@ré}’ 'F"%TM%SP Y%ﬁ‘-‘?g’r '%%?H»‘ adkylprtess
25 wher ei &nd?xﬁeeaﬁseautse, rptﬁtmseeatﬂ&aqr oi:nipﬂsitﬁéxkyl c8hedPn®hga

phar maceuti cal | acce table nmetal .cation represents, .a hal ggen atom and n
is an int egers“f‘%‘b 8u§d535n£ pharmageu ﬁ&? B SRR UHRRT %‘Pgt his invention

possessSval uabl e Certain 2-amino-3-(5 and 6) benzoylphenylacetic acids
having various substituents on the benzoyl—and phenyl moieties
and the methods of vreparing-and using the same are
disclosed in U.S. Patent 4,045,576. <he compounds of this
reference are not methylphenylacetic acids or their
10 derivatives. .

' U.S. Patent 4,221,716,disc105es a process for the
preparation of 7-acylindolin-2-ones which are intermediates
in the preparation of the compounds of this invention.

The invention is more especially concerned with 2-amino-
15 3~ (halobenzoyl)methylphenylacetic acids, alkylesters and
metal salts having the formula:

. _CHz COOR
CHs
NHp

20 C=0

Formula I :
| ¢

2 Y)
25 wherein, _ . ( n

R represents a2 hydrogen atom or a CI-CG alkyl group
or a pharmaceutically acceptable metal cation,
Y represents a halogen atom and
n is an integer from 1 to 3. :
30 The novel compounds of this invention possess valuabi.




L]

-2- pharnmacol ogi.cal properties and are useful as pharmaceutical agents. The
conpounds exhi bit outstanding.anti-inflammat@ry and anal gesic activity in
wdr m bl ooded animals with minimal gasto-intestinal toxicity. 5 The
present-invention enconpasses the conpounds of Formula | set forth above

wi t h tthe acconpanyi ng definitions, pharnaceutical conpositions conprising

the conpounds of FghEWmdoRRidde ﬁ%@g@ighgoﬁﬁl lﬁf{\ﬂ.re #Z%l{#‘wqﬁ]etbgical

alleviating.inflammtion in I ving ani

synbol s in the for APRESher J81e HRPRPRNES texhbibjbeontsitending: antriotighfiimmators
t hixs_specification h I et 131 £ ] ' gl f.l.gance.
The\éf/elrom "[err] al ﬁnlaf' aghqgs%dnﬁeﬁi n i%}&%@‘é‘g&%{(ﬂ@?éh@%ﬁ%ﬂiﬂﬁg t?rlan hed

chai n radical s of 'a%nma; gashyontastanakc) $RXyeitgref erably no nore than

four catbon agonms and i Thex yHdgdn©diverrtton 0éREemnpassER! hle IfPbunds of
propyl, isopropyl ,Fbut%f', &:co%d%é/ggg% tertiary butyl, anyl, 1"soa ﬁ o
and hexyl. 20 FOIMRE telR™ b ADQYR W1 Eh cEhedacsoR PRy nigh tions,
chlofine, .fluori nephlarmaceatdwhl mﬁmpbsi&iméraéﬁ??ieinéh%h@i%% hHds/ of
accept abl e net al cgéi ons _atge s%“tﬁ'i’ge ot as~3|é|m ga ciu magnesi um zi nc,
al um ni um copper ﬁmﬁéar t & ompunds ol Fepmudgmiodeds use tim s
i nvention are convablewibyipgedarfihnimation 7ibelheihgeahivinhndQ! i n- 2- one of
t{“e formul a_:lti err] 30 g4 the definition of symbols in the formulas
| | hereof and where they appear elsewhere throughout this
~— speci_f_i_cation, the terms have the following meaning
~ and significance.’ _
o - The temm"C;"Cg' alkyl" as used herein includes straight
15 and branched chain radicals of up to six carbon atoms
inclusive, preferably no more than four carbon atoms and
is exempl;fied by such groups as methyl, ethyl, propyl,
isopropyl, butyl, secondary butyl, tertiary' butyl, amyl,
isocamyl and hexyl. B '
20 -~ . The term "halogen" when referred to herein includes
s. chlorine, fluorine, bromine and iodine. .
~.Illustrative of phamaCeutically acceptable metal
_ cations are sodium, potassium, calcium, magnesium, zinc,
\ : ~aluminium, copper and hydrates thereof.
025 i The compounds of this invention are conveniently
prepared from a 7-benzoylmethyliridpli_.n-2-one of the formula:

2

CH

30
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-3- wherein Y and n are as defined above. These starting conpounds may be .
prepared by conventional nethods, such as those disclosed in U S’ Patents
4,045,576 and 4, 221,716 ment i oned abovd= The conpounds of .this'5 f
i nvention are prepared by hydrolysis of the 7-benzoyl- nethylindolin- 2 . ones
i n aqueous basic solution to provide salts thereof which may then be \w

aC|d|f|ed to obtaln the acid.. To obtain the |lower alkyl esters thereof, the

- acid is convep %%li}{{)l h.ﬂf‘dz;k $PbUawhaghihed BBBVESaC IS statﬁ:@gswtabl e
y e

. .solvent with an

to provide the desired e I nvention

may be put i conpoumnds deay rb%aPF%H§r§By?YaﬁanXeHG§'ﬁé‘raslofm% Ftc W
embodiment s ghdn b da50sé T aDEE168e8! LHSUL Sl.cPaterita o045, 516 (rjaméf erence
to 15 t he acconpanyi ng exa es anp | 0 um
2- Ani no- 3- (4-4r1220 z'@EFF'iimg‘p%th?Vﬁhen?ﬁ& gpg"ﬂa)éfoh?r/k'd gé) Ce
A i xtuge of s§RriH it éfb Opreparedf by- hfdidolysds of the 7-benzoyl- '
~..benzoyl ) - 5- ne in ted

at reflux foF“eJ%‘Yﬁ'tr}tﬂi fjfﬂfft ﬁ??u%ﬁ %e%x V\/gtaér@t%ﬂrﬁ% ?ﬁe so ﬂf&l on
at a tenper atsaf]ﬂ:s)ftﬂeereq;fvnbichtmaydthmt bec@qxidﬂtﬂiiﬁéctmy@b'@%hmdﬁh% aci d
25 to a pH af a ol V@se er and t he: _.
filtrate obt 5591 V\B?%o %er rrggngg'ﬁﬁdle%tee?% E?—%%f ﬁﬁe wi_t h )
gl aci al acet iaciatiis dﬁmweetedttﬁgayﬂﬁtéW'§éﬂ¢dWh%th#$e 7 FeactR<hed
W'th V"ﬁ{gfr then l?f'?% %h@yh&'&ﬁ el Qnikda. nitrle V€6 peeedaand. t he

ure r.ai

mas 11 ute sodlun1b|carbonate sol ution _
the deSired ester. _ U

The invention may be put into practice in various

ways and a number of specific embodiments will be des=
cribed to illustrate the invention with reference to

15 the accompanying examples."'

k gle l , : :
o Preparation of Sodium.2-Amino-3-(4-F1uorobenzoyl)- ST
5-Methylphenylacetate_Monohydrate. -

- - A mixture of 8.0 grams (0. 03_mol) of 7-(4-fluoro-

20 benzoyl)-5-methylindolin-2-one in 120 ml of 3N sodium
hydroxide was heated at reflux for 16 hours. After
- diluting with water.to 300 ml, the solution at a- temperature
of 50°C was titrated with concentrated hydrochloric acid \)
to a pH of 8.2.- The resulting orange solution was filtered

25' and the filtrate obtained-was cooled at 5°C and acidified
- to a pH of 4.5 with glacial acetic acid. The resulting
'~ yellow solid was collected and washed with water, then =~
dissolved in methylene chloride. Water was added and the

30. mixture was titrated with dilute sodium bicarbonate—solution



-4- until a pH,of 7.0 was nmaintained. The aqueous |ayer was separated and
concentr at ed by boiling with, absolute ethyl alcohol so as to rempbve water
as the azeotrope. The yellow powder obt ai ned,was-di ssol ved in isopropyl

al cohal 5 and one nl of water was added. "After al Lowi.ng the m xture to
stand for 3 days, the resulting yellow solid was col [ected and dried at 25 °
0C under high vacuumfor 2 days to yield 1.6 grans (16.. 5%yi el d) .of -the
title conpound as a yell ow powder having a mp. of [err]. Anal ysi s:
Cal cul ated for [emmtilc Pl of |70 opag Bapmtatped: The aqueous lagess. 71;

2 4.68 N34 4216ChEi<amses% ated I\?ér%% Pé&ﬁéél@éf@ﬁe@:bﬁo%bfélﬂlng wiﬁ]l absolué:e

of Exg(r)TpI e( 1, a %eog&eyaéo%lfg 35 a%%p 5 %gﬂ%sge;iwg eroasoi\gi'xe aze%te:ro%cee. urT(:‘iue
7-(4-chlor obenzoyIy)eﬂﬁwtﬁwdéndcdhtaiﬁe@neaﬁndiéﬁewédOinBibprdpym alcohol
of “the 11t ] eScompatith SR gk ik WRtSk ouiE| afleqs TMPERE a1 SowafoTiRe, mxtyre
for [err]: C, 59.0&o Ht@rﬁiz fdt4331h§€$58t18€ résulﬂﬁnglfpehﬂow solid was

(N2443§| gﬁl OrObenzorgzz{])q_e%@depﬂ{@tdﬂhd’faé%%@n&g}:nRiéh vacuum for 2 days

to yield 1.6 grams (16.5% yield) of the title compound
as a yellow powder having a m.p. of 140-160 %c.

E . .10 _ Analysis: Calculated for'C16313£m3 '.HZO§ C,58.72; g,zgg
v . . 2
N/ - Found - s+ C,58.71; H,4.68
: ' B _ ' R ' N,4.26
Example 2
15 - ‘Preparation of Sodium 2—Amino-3-(4-Chlorobenzoyl) -5-
Methy lphenylacetate . :

. Following the procedure of Example 1, a mixture of
11.5 grams (0.04 mol) of 7-(4-chlorobenzoyl)-5-methylindolin-
. 2=one an_d 160 ml of 3 N sodium hydroxide gave, after
- 20 recrystellisation from water, 2.5 grams (18%) of the title
B compound as orenge needles, ni.p. 262°¢. '

Analysis: Calculated for CINO_Na:  C,59.00; H,4.02}
' Pound ELEEnc e " N,4L30
., Toun . ¢,58.82; H,4.09;
N : . ' - N,4.32
25 ... )

- ample 3
Preparation of sodium 2-Amino-3- (2 4-dichloroben Y
5-Methylphenylacetate. ' -t

30 sodium hydroxide produced the title compo'



5-Met hyl phenyl acetate. Follow ng the procedure of Exanple 1, a mxture of

7- (2, 4-di chl orobenzoyl ) - 5- net hyl i ndol i n- 2-one and 3N 30 sodlunlhydrOX|de

produced the title conpound. -5- Exabple 4. Preparation of Sodi.um . ¢

2- Ami'no-3- (2,3,5-Trichloro- benzoyl)-6-Mthyl phenyl acet at e. Follomnng,the

~ procedure of Exanple 1, a m xture of 5 . \4
7-(2, 3, 5- trlchlorobenzoyl) 4- et hyl i ndol i n-2-one and 3N sodlunlhydrOX|de

produced the: g ]@pmpound Exanple 5 Preparation of Sodlum

2- Am no- 3- (4- Or Q en th Ighenxlacetate o Follomnng

the procedure of é?cgp %igh —Amino-3-(2 3,5-Trichloro- - o
4- chl or obenzoyl - 6- JATHE %ﬂﬁlgﬁF§BHFun1hydrOX|de produced. t he
title conmpound. Genmﬂaldvgd.ng rthélq:meéduséroﬂgmafuplenfﬂf LETRIXBar of _
drugs have be L9 erio | de cts.of gastric i ng
and ul ceBat i o?v@é?%drﬁ%i éﬁqg‘#ﬁ‘gb %ﬂ’g? g tﬁi{ﬁ'g naglin-esong. a(.m%ﬁfi

The conpoundssoﬁimmehmdrnxtderpmnduoadhehe biemefcompomndhave t he

advant age that | owered.inci-dence of gastric irritation is 20 observed

when they are administered in effective anounts for .reducing inflanmmation
as conpar ed t ExampdeetShaci n and the 2-am no- 3- benzoyl phenyl -acetic acids

and their derivati peeplrsdlitsebs &&mPﬁi&ﬂ 6-94 456910%5 AP the

conmpound of Exanplq.&gﬁﬁyyéﬁgﬁy ki dPats. " 5 < = -
19_ Following the procedure of Example 1, a mixture of ,

4-chlorobenzoyl-6-methylindolin-2-one and 3N sodium ; \J:

| hydroxide produced the title compound.

Generally, in the past, strong anti—inflammatory
drugs have been found to produce serious side effects
_'of gastric bleeding and ulceration when administered
~orally to animals in effective amounts. The compounds
of the present invention have been found to have the
' fadvantage that lowered incidence of gastric dirritation is
- observed: when they are administered in effective amounts
for reducing inflammation as compared to indomethac1n
" and the: 2—amino-3-benzoylphenyl-acetic acids and their
derivatives disclosed in U.S. Patent 4,045,576. For
example, the compound of Example 2,'sodium 2~amino-3-
(4- chlorobenzoyl)-5-methylphenylacetate, was found to
. be approximately twice as potent. as indomethacin and -
':“sodium 2-amino-3-benzoy1pheny1acetate but exhibited about
L'1/4 as much irritation to the stomach ‘as indomethacin
and about 1/2 as much irritation to the stomach as sodium
2-amino-3-benzoy1pheny1acetate. The compound of Example 2

15
20
25

30



25 (4- chlorobenzoyl) 5- et hyl phenyl acetate, was found to be

appr.oxi mately twi ce as potent as indomethacin and sodi um

2- ami.no- 3- benzoyl phenyl dcetate but exhibited akput 1/4 as nuch irritation
to the stomach as indonethacin and about 1/2 as much irritation to'the
stomach as sodi um 30 2- am no- 3- benzoyl phenyl acetate. The conpound of .
Exanﬁ#b 2 -6- was found to have about 1/2 the potency of sodium 2-

ani no- 3- (4- chl or obenzo 5-fl ugrophenyl ac e buh surprisipg xhi bited

about 1/4 as nuch V??l%SLPGnthgﬁﬁp ﬁJgg ?ﬁékaﬁ&lﬁz afum' 2- The
anti-inflammat ]gr yhaﬁsénu»ay éﬁa&hgaembwwm F-):sw-ﬂlame@f fmnzymae&ee usteg a

nn fication of the Evans e- n ur

Sancilio, L. F., JSUERL ﬁﬁ?g# E%bi §¥F :é%f %%Tgkgﬁg gg%ﬁi?% to the

toxi city was deterstomdchyas rhaitf icompommndaf 10 the nmethod of Tsukada et

al., Arzneim_.Forsch. 2 4 3 o]

al so act .as é%algetlcs g%edége#ngﬁéégéﬁktcégglQﬁ?&?ﬁgﬂ él %€¥%Qé§ in

Collier, et al., Btaborgtopyaanimals @Isé-m taermodﬁaficaigizon 296-the Evuams) .

The present 'nve“tﬁfﬁeﬁbaersgabﬁ%a' 985,20V HE PGP d AP o £ BEREDLIG, L he

conpounds of the invention a§ active.ingredients. FEffective quaniitie$ of
any of the foregoihg Bhar facBhagmagely v Ehedin dbfss 198204 261969) .

adm ni stered to a |ivingaggiel tBQdi&ill:Q- A FeteFmivtd Wip darsdiféation of
e*anple oraiéy as |n Caﬁﬁgheifo&s%ia%%F%t al., Arzneim. Forsch. 28:
- 428-438 (1978). | |
“: . The compounds of this invention also act. as
 ana1getics as determined by a modification of the method
-~ .. of Collier, et al., Brit. J. Pharmacol. ‘Chemother.
15 32: 295-310 (1968).
' '_ The present invention also contemplates novel
-ccmpositioné containing the compounds of the invention
as active ingredients. Effective quantities of any of
the foregoing pharmacologically active compounds may be
20 administered to a living animal body in any one of varibus
ways, for example, orally as in capsules or tablets, |
'parenterally'in the form of sterile solutions or
) suspensions, and in some cases intravendtsly in the form
— of sterile solutions. In forming the novel compositions
25 of this invention, the active ingredient is incorporated
| "in a suitable carrier, illustratively, a pharmaceutical
carrier. Suitable pharmaceutical carriers which are
uégful i@ formulating the compositions of this invention
include starch, gelatin; glucose, magnesium carbonate, |
. 30 lactose and malt. Liquid compositions are also within



parenterally in the formof steril e sol U_}I ons or suspen5| ons, .and in sone
cases intravenously in the formof sterife solutions. In form ng the novel
conpositions 25 of this invention, the active ingredient is i ncor por.ated”
in a suitable carrier, ill ustratively, a pharmaceutical carrier. Suitable
phar maceutical carriers which are useful in fornmulating the corrp05|t|ons of
this inventi atheé r‘plknvlfewt ofcithigeliatvent hdbncand, suag:labGJeerie;iﬁkﬂ)nat e,

| act d | t t I 7- th
of this | nvertiarmadhtts el BRI Fude SR ERY Y sl conal . Hat :&E%Y%f%“w
 phar macol 85."?3‘? ;’“3%?5‘"’““"’*‘““’@““* R vl . gl oyed n"a
uni t. dosage  of ‘frot ﬁ#&%&&%‘ﬁ%&’%ﬁﬁ? g&&%g%g:%% ﬁ%’ %Drg)
gdm ni sser ed a:dxcafa'xtiageyueﬂ.yl :ISthJerqd dlrora dumitledodag?y onfoﬁas:m Thel deo | y
osage may Vv V. 0 | S .

.OptI?TI.Im pgr Lallnl ngj%’giégg%# QEHE I"{dﬂ ?y ne@% sar%yatraﬁdltnj%]e ac :O‘\S/}gé‘é

i ngredi ent calsitly we &n milsiplee mide@ daglyhdoses.a Jhea adily
effective do l,h%gevg 'f'?:%%_ cd)n_-slg,e OV‘fgiﬂligi'aﬂfssag% f‘g rggrgg oyed.

I VI dla ,

The exact in sages as wel| as dal osa course, be
det er mi ned 15ni11569:¥5%¢l§| APPRAIS:. mnaunph ©@Bgl-es under the

directijgn of a phypicianefy Vﬁb@ésﬁr%“thﬂ'etﬁéth&%i%e&tr@:@di@}&
|nvent|on may be conbi ned with -ot her armacol ogi-cal |y acti've agents, or
with . ‘constitute an effective amount 1. €., such that a suitable
' effective dosage will be obtained ‘consistent with the "/
dosage form employed. The exact individual dosages as .
| well as daily dosages will, of course, be determined
15 _.according-to”5£andard medical'principles under the
direction of a physician or veterinarian.f
_ .. The active agents. .of the invention may be combined
with other pharmacologically active agents, or with -
buffers, antacids or the like,- for administration and the
20 proportion of the active agent in the comPOSition may he
” . _varied widelv.- S
The following are examples of compositions formed in

accordance with this invention.

-~ Examples 6A to 6B ' - ' N &
25 Capsules of 5 mg (Example 6a), anc 25 ng ] b |
(Example 6B) _- . of active ingredient per capsule

. were prepared With the higher amounts of active ingredient,
adjustment may be made in the amount of lactose.

30



{

“buffers, antacids or the like, for adm nistration and the 20 proportion
of. the act.ive ‘agent in the conposition may.gae varied wi dely. The follow ng
are exanpl es of conpositions fornmed in accordance with this invention.

‘Exanpl es 6A to 6B 25 Capsul es of 5 ng (Exanple 6A), and 25 ngy _

( Exail e 6B) of active ingredient per capsule were prepared. Wth

t he w¥ gher annuntg of fctlve i ngredient, adjustnment nmay be nade in the

anount of | actos npl e 6A Typical blend for

Per capsul e, encapgpiéaloBlend for , ' Peﬁgcéﬁéh!ﬁ,

I ngredi ent - encaggulation 5.0 Lactose

2867 5 Starct‘h ' 12970 V8 n sium stearate -
4.3 Tot al ' °t X)) Bnﬁﬁeﬂ&&PFional capsul e formul ati referably
contaiyn a hlsgher @E €of active i ngredi ent and are as fgf 10 Exanpl e

6B
nmg Active ingredi
306.5 Starch

~ Example 6B°

%ﬁﬁnesium s@ggr%§@§ule | ngredi ents

25.0 Lactose .
, 5  Total 99215 %gaeagum
Additional capsule. formulations preferably contain
a higher dosage of active ingredient and are as follows:

Per capsule
Ingredients - T mg -
Active ingredient R . 25.0
Lactose o - 306.5
-Starch S o 99,2
~ Magnesium stearate . 4.3

Total : 435.0 mg
In each case the selected active ingredient was

-'uniformly blended with lactose, starch, and.magnesium

stearate’

10

w
- 15
20

= &

\/'.
- 25
30

stearate and the blend then encapsulated.
Capsules containing 50 mg active ingredient could also

be prepared.
Example 7

A typical formnlation for a tablet containing 5.0 mg
of active ingredient per tablet follows. The formulation
may be used for other strengths of active ingredient by
adjustment of the weight of dicalcium:phosphate.

. Per tablet, mg
{1) Active ingredient 5.0

{2) Corn starch 13.6
(3) Corn starch (paste) 3.4
(4) Lactose- _ 79.2
(5) Dicalcium phosphate 68.0
(6) Calcium stearate 0.9
170.1 mg



Tot al 435.0 ny In each case the selected active i ngr edi ent was
uniformy blended with | actose, starch, g'ind magnesi um stearate and’ the
bl end then”encapsul ated. 20 Capsul es contai ning 50 ng active ingredi ent ¥
could al so be prepared. -Exanple 7 A typical fornulation for a tablet
containing 5.0 ng of active. ingredient per tablet follows. The fornul atyon
may be used for other strengths of active ingredient by .adj ust nent of the
wei ght of dical ci ukngedignsBel ,Per thiand 5 mexe )uniEerndyi hiendedat
g 2 Eig Eortnlﬁéfé&}.ﬂent 3 was prepared as a ]?63 éef%en@o% ‘Eeaﬁ.ﬁhré'@%t €)

act ose cium
phosphate ~ The blend WasGSanPé-)ate&Iﬁ%%ﬁ%%ﬁlhtEaSte and the wet et

0.9 170.1 nU mass %passeadtRitbagh, a&, e‘ig’rmﬂ resier @siné{eva) YSEi:ééﬂeQwhich -
I ngredi ent 3 was $ ?gﬁied ag g é% cent aste in vvatf The bl end was
granul ated wit?F sYRFRIPPESPE 4n Yl SHEAR A %Ebﬂnaﬂaé'l ght mesh
(US sieve) scdebed (sdbd chibed uhmug@ns a)ftvieBﬂa mesh {0 sbévg) asvrakhon was

o 1 e ) ot GBS, BpblEhEE. B0, S aReDl s PR AR talige "o,

pressed. were blended with calcium stearate and pressed.
- Example 3
Injectable - 2% sterile solutions may be made as f0110's.
_ _ Per cc. |
" Active ingredient cecssccacnnian 20 mg
' Preservative, e.g. o o
cholorobutanol csecescscssess 0.5% weight/volume
__water for injection ....... ‘eveeae q.s. '

. The solution was prepared, clarified by filtration ,
and filled into vials which were then sealed and autoclaved.



Exanpl e, 8 Injectable - 2% sterile solutions may be nade as follows: Per cc-

Actlve ingredient .............. 20 ngy Er%gervative e. g. chol or obut anol
............. 0. 596me|ght/volune Water for injection ........... g.s.

The solution was prepared, clarified by filtration and filled into vials

whi ch* wer e then seal ed and autoclaved. cpa CLAI MBS 1. A conpound havi ng

t he Fﬁrnula [err] wherein; R represent rogen atom or a [err] alKkyl

group or a pharnaceutlcally acceptabl e cation, Y represents a hal ogen atom

and nis an integer froml to 3. 2. '

2-.Am no- 3- (4-fluorobenzoyl )-5-neth Rhenylacetlc acid. 3. Sodium

2-\a#fi no- 3- (4- 1 uor obehzoy® ) COMpRURY| bagaBgy (thee ﬁﬁigmﬂﬁhohydrate 4.

2- Ani no- 3- (4- chl or obenzoyl ) - 5- net hyl phepyhac €HaCOOR d 5. ‘Sodi um

2- am no- 3- (4-chl orobenzoyl ) - 5- net Q! - .dis acetate. ;6. A conmpound as

claimed in Claim1 substantially as3SpESs aIIy desqubed herein with

reference to any one of Exanples 1 to

C=0

Hwherein. o (Y)

— " R represents a hydrogen atom, or a¢€,~C, alkyl group
- or a pharmaceutically acceptable cation,
Y represeats a halogen atom, and
n is an integer from 1 to 3.

" 2. 2‘Amind-3¥(4-fluorqbepzoyl)-S-methylphenylacetic aciad.
3. Sodium 2-amino—3-(4-f1uoroben20jl)-5—methyl—
phenylacetate monohydrate.

4, 2-Aminoi3-(4-chlorobenzoy1)-S-methy1phenylacetic aci

o/ . 5. Sodium 2-amino-3-(4-chlorobenzoyl)-S-methyl-
o phenylacetate.

6.. . A compound as claimed in Claim 1 substantially
as specifically described_herein with reference to any one
of Examples 1 to 5.



. ]
7. A phar maceutical conposition suitable for alleviating inflanmation and .
pain in a living animal body conprising an effective amount of a cOnpound !
as clained in any one of Clains 1 to 6 anbla.pharnaceutlcally acceptabl e t
carrier or diluent therefor. 8. A conmposition as clained in daim7 -
substantially as specifically described herein with reference to any ong, of
Exanpl es 6A, 6B, 7. and 8. 9. A conpound as clainmed in any one of Clalns 1

to 6 or a compositign asackhahdduid G ZoﬁéoﬁéiSthﬁQEa!ﬁ‘é ifor

alleviating inflamation in a living aninal Z 10. A_conpound as cl ai.ned.
in any one of (@hif¥iatipgsint t%‘lil 2R EI&Pnﬁdlﬁ-ﬁi&galalﬂma& a aup
8 for use in alpeay abbﬁlﬁrﬁ.@i&hg fbrﬁéfﬂéé‘ﬂiwlﬂﬁbuﬁﬂdﬁf aheompeund ééﬁe -

speci fication ha reproduced b t pcop ppli ants or i
Copescript. " ¢labRSd Rt 20T SreREetaiRn L B & nanAn s phatmade
The ori gi nal tyg@@sptablao&hmﬁﬂgn)dfma&&wemﬂdanefsfany be I nspect ed on the
prem ses of the Patent Ofice. | o
. 8. _A-composition as claimed in Claim 7 substantially -
as specifically_described herein with reference to any
- one of Examples 6A, 6B, ‘7 and 8.

9. A compound as claimed in any one of Claims 1
to 6 or'a'éompdsition'as”claimed“in Claim 7 or Claim 8
for use in alleviating inflammation in a living animal
body.'

10. A cbmpound_as claimed in any one of Claims 1
to 6 or a composition as claimed in Claim 7 or Claim 8
for use in alleviating pain in a living animal body,

The taxt of the apocinuﬁa bas been :opndum by phemap:ue the applicsnts original
v;neapt It may contain a few anendments wkich ave difficalt to Tead. The original
typesczipt mtaw.ag thuo nmu nay be mpocind on the premises of the Patant Office




