GB2055820 B .1 SPECI FI CATION .

2- Ami no- 3--( al kykt hi obsnzoyl ) - phenyl acetic aci ds 5 The present'invention

rel ates to certain novel 2-am no-3-benzoyl phenyl acetic acids having

al kyl~t~l‘l| o 5 substitution on the benzoyl nviety, their al kyl esters and
etal 'salts, and pharmaceutical conpositions incorporatingG8d@%pa8oundd.
"Certain 2-am no-3- (5 and 6) benzoyl phenylacetic acids having the benzoyl -
noi ety <SPBEIFICATIONd by | ower al kyl, hal ogen, nitro and. tr|fI uor onet hyl .
groups and. met hods. of . prepari ng and using the same are disclosed 10 in U. S

Pat ent ZFMB*%“PH‘VRW“{%WBWWH?"W*M present invention cannot be prepared

by t he Resdl-lg %ﬁ{ E-I\?entlothelgtéﬂ Cl & d t h rr%lno X}_he éh@h’ argzgtlc(z)aglds havm l?yltﬁ ec : fic alrsl y

concer Reg, a} &Eh‘?{%ﬁ PRl VAR & iatoutill modtidsy| €5t ePs

and et aheofpdtifi doﬂﬁo& or mul 1

ferr] Certain 2-amino-3-(5 and 6) benzoylphenylacetlc aclds having théllﬁn{o@l’riidlet\f_’ﬁbstltuted by lower

Am alkyl, halogen, nitro and trifluoromethyl groups and methods of preparing an@ @su[gehq me are disclosed

"For nul'& |p U ?g’atenm ,045, 576 The compounds of the present invention cannot be ;T-@Iaqe]l by the procedures 10
her:

ég \Ighlelr‘ 2:“319 mventlon is rgld% e%&"f“cal?y nceth gév(\)/ ¥ an%l[nceggﬁ%lthllobanz\éﬁlﬁh%lylké@tlc s, P-

phar maceutlcal I y accepta catlon R2 represents a hydrogen or a
hal ogeg atom or a | ower al kyI '.| @mg lkoxy group, and Am represents ag
Primary am no (- NH2), rrgt hy I met hyl am no group, and

phar maceutlcally accepfl s and salts thereof. 35 The -novel
conpounds of Fornmula | poss 52 uabl e. phar nacol ogi.cal properties and are
useful,,as 35 pharmaceutical 3gentSAmThe conpounds ‘exhi bit

antl-FﬂfIannatory and anal ges({e=gctivity and Inh@iﬁﬁl | ood pl at el et 20
aggregati on in warm bl ooded apimals. United King pdt ent Appl i cation

No. 82. 14848 Serial No. whi: a d|V|S|onaI fromthis application
describes and clai ms cert ai el glates t he

7- (S—P@meralkylthlobenzoyl) 3l i n® ZOWEG nes, which may be represent ed®hy
Formula 11: , _ 40 45

[err] _ : - 45
[err] wherein: _ Formula Il 50 o
50 S-taoweR aﬂpkeyéntd}&\ydrogen atom or a lower alkyl group, 30

55 wher ei ﬂ repreaqeks fRbydigoen etsmneerlemallsm@uel@fauphaa\acevm"mptabinfﬂeammrmr y
acti vi ty a[%p’b‘éétﬁab‘@'fﬁ?ﬁ%?’raﬁ“ ““‘H’"ljzj E'y) modj £ cation
of the Q%&% rggi’é ,,1‘,?;{  ReIPGITIRg ?’L‘i' N aﬂ?é"é’a?f”Bfa"% {:’l“lc‘r“il'“l! J.
“~Phar n@@o Th ! compalinds PrpiidesA IR pharficoldifalrdpR R e aftlusdr@bdTul @ I 35
have beeghafhesguticd sgeh@Orht CortiRunds BkHBitafti-mfisthm&tb9 @l hbigéskabivitpgHanmibitibicod by
use 60 oﬂlateléteggrwtlorohwamdblo:ddled)amméls pl at el et aggregati on as descri bed by
- Born, J. Hl"tepﬁ Sdonl%?zent@ﬂ'%O 821 19848)Serig| Yo.Ey an which is g ivisignal tsém tispt . Med.
128, 8 1?&56%}'bes a'BF‘?fll lS}“"’éﬂfﬁ'Pﬁf é’teér‘%ITWF'@g‘("hd’thf&%‘/“dPﬂﬂ’“%l‘F‘t er 2
hrs t# °"§f l?ﬂr%"desﬁ FRYMAE " rich plasma obtained. Col | agen was #°
‘“added to the platelet rich pI asma to induce pl atel et aggregati on and

conpar i sons were nade betwee ontrol and treated sanples. 65 The present
i nvention encorrpasses ﬁpe @

& nul a | set forth above with

acconpfnyi ng 65 45
2 ' '
Formula 1
50 50
55 . ' 55

wherein R and R? are as hereinabove defined.
The anti-inflammatory activity has been demonstrated in laboratory animals using a modification of the
Evans Blue Carrageenan Pleural Effusion Assay of Sancilio, L.F., J. Pharmacol. Exp. Ther, 168, 199-204
(1969),
60 The compounds of Formula | have been demonstrated to be inhibitors of blood platelet aggregation by use 60
of the test of reduction of platelet aggregation as described by Born, J. of Phys. 762, 67-68 p. {(1962) and
Evans et al, J. of Expt. Med. 728, 877-894 {1968). Rats were orally administered test drugs and after 2 hrs the
rats were bled and platelet rich plasma obtained. Collagen was added to the platelet rich plasma to induce
platelet aggregation and comparisons were made between control and treated samples. _ -
65 The present invention encompasses the compounds of Formula | set forth above with accorhpanying 65 '



ounds in living animals for their pharnacological effects - as set forth
srein. In the-definition of the synmbols of the fornul ae hereof and wher
t hey2 appegp ,@bs@oter e thr oughout t hi S speci fi cat i on, the terns have th
foll A

straigh ?,nd branched chal n oulpl}'s’}ﬁf ug, to SIIX carb ! I ncl usi ve, and s
s ol gy ?’ el otsegt orgiPhm i ing et o 1
Secondaanh it fition ol o mulé‘brﬁéteofah§@ﬁmthe%geé?agé“hereﬁtr&f Btﬁmlé’ | oveer
al kyl  geéfitaton, utenesﬁzoetnwoﬁovh fonifledhce.Car bon atons are used term

"1 owsr dhdeentyloweaslkyi'ee ufed hendin dnclubeslsaight aed Heatiched Ehein grevipdof lhﬁb ﬂ:gﬁfbony\:hen 5
r ef er rigeusive, dnd isekempifietty s@h graups d8imeghytiethyl, ptabyl, is¢prenyt, biyli seeonddry butyl,
phar mategigivibedyl V'a@e@ﬁtaa%teévlrmfaﬁb't'awr | gzqups tiswinp penors eyt erhon cal ci um
rragnes?tﬂl'f’gt:rf“se '°‘ﬁ?5ﬁ;5d‘§?’here éf‘egﬂ'gs'gﬁ P&’Pq?éky'c hereof. The starting ;

fl U%Obmnzta &%}h cm%&em oty Easﬁ(}tdagp&pﬁ@mueéalﬁ,ﬁp% ol VeR 1 o1

@ni tions as conposition of matter and the utilization of:these novel
{

may bezifl @psdr ek yga,eesg{eregpre o the met I scl ose atent -

4, 045, 5Tke stddn®g ﬂmbisunebydmnﬁ-ms:&d uield & épardiiompoudys stedinefiGon may be '
2- am nerephredipy owdre momydf the methotadissioeadin Y.8. Petehtyl 04&% enfethod diediasedtherein Bu OC .
(ter té i 2agips perepntip ?arma rnatsta beawehql_'?w' ﬁacﬂfe tthoalilvé'arv '
7- (h I

9;?..31

QM Zchg gde A r:;ﬁ%i cI:%ys pro the %ﬁzoy I;::(glghgeg) RFmo ucatlon (l:i!fc eH; é
héls

usi ng & tin pow er in alcohol and congentrated
7- (hal gla%ameyi i s amesrep% lof:t } Gardion SDuoRBOBMRGMAS Used

wher ei meﬁh@dWremh@KﬁboWoﬂﬂﬁm{v&&Bd by tin powder in al cohol and
conc¥ntrat ed hydrochloric acid.- The foll owi ng equation is representati2e of
the preparation ﬁf 7-(fl uorobenzoyl)-indol i n-R_Z- ones us«ﬁd to prepare the
conpounds of thefy nvention: 20 N

20 [err] 25

25 [syr] [err] 3 _ 25
35 Sn [err] 40 o

-éo 45 Am+cHR(scn3)EUUR

[err 50(tsBul01 30
55 6 (Qn+

i s acconplished by
“al kyl sul phi de,

60 The preparati g
reacting fl uorobd

t he conpounds of this-i E

i ndoli n-2-opes with al pt al
foll owed by acid lysis to obtain the 7- _
(al k3 t hi obenzoylgfi ndol i n- 2- ones and hydr ol y2| ng with an al kali-nmetal ¥ase
to give the alkali-netal salt of the :

2-am no- 3- (al kyl t higbenzoyl ) phenyl acetic aci ds. e follow ng reaction
sequence il lustrates the pr epar ation 65 of the li-netal salts of the -
conpwunds of Formula I: _ 65 3 .40

GB 2 055 820 B 3 R2 H5 '

5 1) Na al kyl sui phi de 10 _ R2 H -
10 .15

15 [gyr] R ferr]
20 NaOH
20 W
50 50
F
56 55
60 60

- The preparation of the compounds of this invention is accomphshed by reactlng fluorobenzoyl
indolin-2-ones with alkalimetal alkylsulphide, followed by acid hydrolys1s to obtain the 7- .
(alkylthiobenzoyl)indolin-2-ones and hydrolyzing with an alkali-metal base to give the alkali-metal salt ofthe °
2-ammo—3-(aIkylth|obenzoyl)phenylacetlc acids. The followmg reactlon sequence illustrates the preparatlon .

65 of the alkah-metal salts of the compounds of Formula l: ' _ 65



[err] 2530 . E I
30 35 i : '
35 Forrrula[a 40 To obtain the free acid ([err]) fromthe alkali netal

sal t ~acetic acid is careful ly added to an aqueous. 40 solution of the salt
.which causes the free acid to precipitate. The free acid 820956820 Bepar & ed
Ny fiTtration, washed with water and dried. To obtarn the ester ([err] =

| ower- al kyl ), the alkali- metjpl salt is treat eﬂ?l h a suitgble sol vent such
as dry di nmet hyl f or -'-- with a lower al kyl iogide. Watef is added and.the
ester extracteg?f ot With a suita gh as di et hyl
ether, dried oVer]? m sul phat e and the 45 ved by

evapd?r ation. . N
The conpounds of Forlmula § wheWei Al MIkyEsulphrdeet hyy am n? ar &xpr epar ed by

reacting a 2- ani norﬂﬁﬂylzacetr c angW g wherein Ami's - NH2
wi th formal dehyde and sodi um cyan rohydride ina soﬁvent such as .
acet®nitrile unde |y acidic conditions as vi ded by the use of 10
‘gl aci al acetic ac The invention may b ig_‘-@ 'p@ ctice in various
ways and a number ecific enmbodinents wil 50 WELHi bed to -
illustrate the invehfion with reference to the onpanyi ng preparations 1
to 14 of sone startigﬁg materials, and preparatigns 11 to 14 (which areyt he
®subj ect of our above nmentioned copendr ng applic tl? II::ﬁarrpl es 1 to 4 of
the conpounds of the invention and Exanples 5 t @rrwﬂa rmaceutical
corrposr tions in accordance with the.invention.

PREPARATI ON 1 7- (4- Fl uor obenzoyl ) - 3- met hyl t hi NaDHdoI in-2-one: A soI usl on
of 42.2 g (0.196 nole) of 2-am no-4'-fluorobenzgphenone in 2 litres of
met hyI ene chloride was cooled to -[err] and 2@2 g (0.198 nole) of ethyl
met hyl t hi oacet at ewasadded. Asol ution of 23.0 g'\(Q. 21 6@rpdNg) of 95%
tertiary butoxychloride in 50 ml of nethyl ene rde was added dr opw se,
keep#™g the 60 tenperature below -[err]. One after the-addition %as
conplete, 22.2 g (0.22 nol) of triethylamne W a8ded dropwi se and the

5 45

concentrated to 700 nl and then washed with wat ¢.gThe organic solution was
concentrated and the residue dissolved in 400 mj of nethanol containi ngg 30

m of concentrated hydrochloric acid. The m x was heated at reflux for
65 one hour followed by cooling. The m xture Ig_@d st and
overni ght, the crystals collected and 65 RlYs5 820 B

4 waghed wi-th nmethanol to yield 31.4 g (53% -a>bfight yellow solid, mg.
165-167.[err]. Analysis: Calculated for CJerr], 63.77; H 4.01; N, 4.65
5 _ . _ _ .

.5 Found: C 63.58; H 4.11; FO”RP@ [87 PREPARATI ONS
2At 0 2G Utrlrzr ng the procedure of Pr aratron 1 but substituting for

'2- anfngo gt i %jregﬁgrf; Héem gibpeac i sl acisdtpen sgipauy g 0

solu on acid Cipt ree acid isthen'separated by filtration,
<10 2-a ith t&gﬁ@dn d rf% %% Qfﬁﬁﬁn 1a|ky|), the alkali metal salt is treated in a
2-amn 9un4ble Edivent sQchars &Zﬁﬁh WA 8 lower alkyl iodidé. Water is added and the ester
2- am nextrhcted frandthe fr'fﬁc-tu‘t‘eﬁriffyd doBatleplen suek as diethy! ether, drred over sodium sulphate and the

2- ammeol\tﬁntrﬁrlnwﬂév%mrvmbenzophenone 15 _ 45
2_ am no-The corpayds oiformyla) mhprein ﬁ@ﬁ\etﬁgammo are prepared by reacting a 2-

15 aminophenylacetic acid ester of Formula | wherein Am is -NH, with formaldehyde and sodium
cyanoborohydride in a solvent such as acetonrtrrle under mildly acidic conditions as provided by the use of
__glaclal acetic acid.

50 ' Theinvention may be put into practice in various ways and a number of specific embodiments will be _ 50
described to illustrate the invention with reference to the accompanying preparations 1 to 10 of some
starting materials, and preparations 11 to 14 {which are the subject of our above mentioned copending
~ application), Examples 1 to 4 of the compounds of the invention and Examples 5to 7 of pharmaceutical -
b composrtlons in accordance wrth the mventron . _ _ p . _
55 | _ o ~ o | 55
' PREPARATION 1 - S B o ' '
7-(4-FluorobenzoyI}-3-methyIthlom dolin-2-one.
A solution of 42.2 g (0.196 mole) of 2-amino-4'-flucrobenzophenone in 2 litres of methylene chloride was
cooled to —65°C and 26.5 g (0.198 mole) of ethyl methylthioacetate was added. A solution of 23.0 g (0.21
60 ‘mole) of 95% tertiary butoxychloride in 50 ml of methylene chloride was added dropwise, keeping the 60
temperature below —65°C. One hour after the addition was complete, 22.2 g (0.22 mol) of triethylamine was
added dropwise and the mixture was allowed to warm to room temperature. The solution was concentrated
to 700 mi and then washed with water. The organic solution was concentrated and the residue dissolved in
400 mi of methanol containing 30 ml of concentrated hydrochloric acid. The mixture was heated at reflux for
65 one hour followed by cooling. The mixture was allowed to stand overnight, the crystals collected and 65



y no-4' -fl uoro-6-chl orobenzophenone, c
&N no-4' -fl uoro-5-net hoxybenzophenone, there are obtained: (2A) -

4-f | uorobenzoyl ) - 4- net hyl - 3- et hyl t hi oi ndol i n-2-one, 20 (2B)

- et hyl - 3- net hyl t hi oi ndol i n- 2- one,

u
4

: . (20) .
-f orobenzo | or o- 3- et hyl t hi oi ndol i N2 9N 2E) s w~t
- T B'Fed%tH%i;'F') fﬁﬂ%flg ogxhs g oAt P 6%1%?66 ( 2F)

14
-f

ua,'h. p U1
jl.

t18Y8benzoyl ) - 6- chl or o- 3- ret hyl t hi oi ndol i n- 2- one, 25 (ZG)

uor ehenAedboc, i JNRLIOXY - 3TIgAY | filaloi ndQhpg- 2- one. -~ _
25 PREPARATION 3 7-(2- uorobenzoyl) 3-net hyl t hi oi ndol i n- 2-one. A sol utison
of 86 g (OFdumdol e) of 2- ami no- ZGﬁslaaorB.bemzomeabne in 3 litres of |

met hyl ene chl orlde was 30 cooled to -[err] and 54 g (0.4 nol e) of et hyl

nmet hyl t 110 30, 95% ’
tort |1§rlﬁj iy @h%:. faereiotRpbls e g PEine-4C P BB RA S RURTOHF oy e
keepi ng Qrmg,{, t@,k}gﬁgo WénoeS! 1] . One hour after the addition was .
conpl et EZ-aﬂaoQ-ﬂ(‘ Srod-nidthyien@bhdnbheet Nyl ani ne was added dr opwi se and the )
m Xt ur e Barhiovwdivbro-6vwsathiwhbepzoblenoom t enper at ure. The sol ution was -
-concent raereigo-¢ dluarodehlotl@Boptiencied t hen washed with water. The organic

sol ut1rr’on2‘<’10&'§° Werarfrepigrobenzapdne™e resi due di ssol ved in 35 800 ml net harfél

cont ai ni i §§4 s, :fr{:‘;(‘t?hox ef‘ F%;"gnehydrochl oric acid. The nmixture was heated ¥
at ref |kt btame T6I10Wed by cooling. The mixture stood
over ni ghm) t7he.ﬂu&mn@w.$.m{hsl IR&RviERInbami2ame,and recrystal lized from 20%
aquea@ds @BhanoHudrebegroyiBs-Hithg-Xrbafgthipmtigin@eaint,ow needl es, m p. 147.0- 148.256C.
Anal ysi sl2C)43-(4-fluorob@adoylité-prethdf3ongtieyithipindolin-2-ong, 63 77 H 4.01; N, 4. 65
40 Found(ZD) 7-(4-fluorobenzoyl)-4-chloro-3- methy ioi Ilg- 2-one, 4 N, 4. 66 PREPARATI ON 4
45 E? ré :"l‘,tg}:n@egiz’ﬁ g%c oro:g: eﬂ"ﬂ - "%l 8,";"5 3 but subst ituting for
2- amigo- gay 7'(9%6?{19& -3:% hiokHAbIfL2-orf&5 amount s of 25
2-am no-3' -fl uor obenzophenone there i s obtained
7- ( 3- f |rmeparpaiONgy | ) - 3- et hyl t hi oi ndol i n- 2- one. 50 PREPARATI ON 5
50 7- ( 4-(@Flyonobsreqys) hwrdlewdqtmz#oﬂe Th| S |s ‘the startl ng material for
Prep aspat‘ﬁﬁﬂ’l““f n of SAg ;5&‘?]?) f Zﬁlu ﬁlgi methylerfwe chlondzewas ] %
5 (o} e
7- (4 lé@@ﬁg?ﬁ ox ch E echl as ro ugk& %@Q‘ of "t n_
powder era,worsg»c oame toaqﬂ ofiib .&nga
concentdravisd ahy @Ié Q&Nr@é’llbﬁe&ﬁ rY\ebSto R>0 d.Re SFlukibriwa cmsntmat&imﬁtor 6
hrs, t maoo riahd ;eeelashid with wasdr. Thd brgariid sbmrat\@smemmhaﬁutﬁmdsudche«sm\ed inpi t at e
55 vva"’§ o ml f@ﬁfbwggamd;;ge_[éhgym:mnb&@e@d 'ﬂwdg;hlp %gf;xalr@@#zt@egategﬁtsﬁfgégr ‘%4 ¥ g
0 e 0 ix 00 n rys 0 nd recry
]ger/o 6%‘ BTot}omqeeu\seg;ganglgoglgﬁsﬁ? Eg?\) ogg\r/eﬁrw jn 14 %ﬁg %e 8 Feul gged
Found lys - C, 70.80; H 4, 12 N, 5.51 GB 2 055 820 B -
PREPARATI O&gcﬁﬁeag,@gﬁhmdztg Zi Ng g, 68r7pr AU &N, Qi;s Prepar at ion 5 but 40 .
substituting for 7-(4-fluorobenzayl)-3-nethylthioindolin-2-one equal nolar .
anmounts of Ford: fol | owi ng C,63.97; H,4.19; N, 466 o : <
7-(4-f1 uorobenzo )/I) 4- et hyl - 3- net hyl t hi oi ndol i n- 2- one, :
PREPARATION
45  Utilizing the procedure of Preparatlon3butsubstltutlngfor2-amlno-2'-fluorobenzophenone, equal | molar 45
amounts of .
2-amino-3'-fluorobenzophenone, there is obtained:
7-(3-f|uorobenzo_yl)-3-meth_ylthiqin_dolin-z-on'_e. .
50 PREPARATION G N . R 50

'7-(4-Fluorobenzo yI)mdalm-Z—one

This is the starting material for Preparatlon 11.

A mixture of 40.0 g (0.133 mole) of 7- (4~fluorobenzoyl)-3-methylth|omdoI|n-2-one and 40.0 g (0.34 mole) of
tin powder in one litre of 95% ethanol was heated to reflux and 100 ml of concentrated hydrochlonc acidwas

55 added. The mixture was heated for 6 hrs, then filtered while hot. The filtrate was cooled and the precipitate 55

was coliected and recrystallized from isopropyl alcohol to yield 24 5 g (72%) as off-white needles, m.p.
185-187.0°C.
Analysis:

60 Calculated for CysH1oNOoF: C,7058; H,395; N,549 . 60 .

Found: ~° C7080; Ha4412; N5



7-(4-11 uorobenzoyl ) - 5- net hyl - 3- net hyl t ht oi ndol i n- 2- one, , : o

f 1 uor obenzoyl ) - 6- et hyl - 3- et hyl t hi oi ndo 1i n- 2- ohe, " l -/

f1 uorobenzoyl ) -4-chl oro- 3-net hyl t hi oi ndol i n- 2- one, :

4t uor obenzoyl ) - 5- chl or o- 3- net hyl t hi oi ni dol i n-2-one, GB2085820 B 5
ftoorobenzoyt)=6-chtoro-—3-methyttiior ndot i n- Z-one, 10 : '

fl pREIRRMBONEBA tosgTet hoxy- 37nmet hyl t hi oi ndol i n- 2- one,

her e @igngthé srbdraée offoddhratior Fbut éwart@#aeszmaLfMo&bémm;slmam}ubmdamqrbee

). Rafalmblataaiontys atatyfbljowingret hyl i ndol | n- 2- one, (6) _ ,

fI uo7l=(6-lﬂe¢rsz oyl)-G-metity eth'dtblmr\ctolmm 15 (6D) e IR
U&ﬂ@ﬁw @Pthﬂtblomo'm B s

6E) 77- g:%uorobenE ;%ﬁ mdoql one1 n--2- one, ( 6F)

-

flu h >QHE, . (66

fl u01" @RESM nﬁtm%l%qxéwn d'i*h oaéle 20 PREPARATI ON 7.

(12- Fi-la8inarbmnZayl-5metosB3- mathawrmolmde-mexture of 60 g (0.2 nole) of 10
f | voredyesttandd) - 3- met hyl t hi oi ndol i n-2-one and 60 g (0.5 nol) of tin
powder rﬂs’&né(ﬁ'ltqf@e@ﬂbvl%w@v'waﬁtﬁrz aR8s heat.ed to reflux and 150 ml of

concentralggd gﬂﬂ"mnz Yﬂl)% ﬁt‘QY'mﬁg %8ded. Heating was continued for 18 hrs

5
7- (4-
7- (4
7- (4
7- (4-
25 ( 4-
10t
(613
7- ( 4-
7- (4-f
15 {
7-( 4-
7-(4-
20 7-
7-(2-

t hen pe Bb< G zé f)’r ecipitate was collected by 25 15

decantl ng(sg)he(,ﬁ Iordb¥na ,|pm @ngogﬁtgbﬁg ng tin and filtering the slurry. The

filter caskm mfldo%éM8iilﬁé dhlcF@RHoliNG -6, 25 from absolute ethanol to give 31
g (60% WHG)t g- (Mmmszovlrms plethﬁ%dblﬁﬂh}neAnal ysis: Calculated for [err]:

C 70 58 5; N, 5.49 30 ... ..

30 ?’jEP’,\“AT'OW 20 C 70.31: H 4 08 N, 5.56 PREPARATPON
8 ' i f‘.ﬁ 5 i iy ngo?& fll Dhe Zylﬂ%‘in eta éoQ;QoéRBn oftin
7-(2-f1 ypha ﬁwngu r Sletiliicand %%Io d hgBrbéMioria BiaARdsS Of

t he f ol | sawddigsating was contmued for 18 hrs then the mixture was cooled and the precipitate was collected by 35
7- ( 3- f2b iscantiay theospiry-fidrmitied rarpbitihg i and Gkaring the olnmy. The fitersaliesvagtstmstalidd twice . 25
7- (3 f I deomotheaiutesthanol to dive 3119-(00%) white rRRERBARATOBRINE- 40 Wtilizing the

pr r oceduri®alytis: Preparation 1 but substituting equal nolar amobunts of  ethyl
a(methylthl 4 | te for. £yl hyl acetate, there is’

obt ai ngd g@?ﬁ%ﬁ%%ﬁ%@y‘?) 3- néfﬁ’ysP SH%tEhyI%EF% ndol i n- 2- one. . 30
PREPARATI O\IF&.Shd45 Utilizing the cpromseddramsof Nesparati on 5 but
substltgatﬂ:ﬁgg efgﬁ‘l nol ar amount of 7-(4- fluorobenzoyl) 3- 45

nmet hyl - 0|ndoI|n 2-one, -there

7-(4-1] UOP?#B'@ 'sz_l ;"; Fﬂt'ﬁ’%‘l’ﬂ‘ ﬁ‘bit'tbtﬁ‘é f°'T1‘?eﬂW°é’§E'tzP‘6’r? ’Bﬂ'f‘n‘ﬂﬂ"t"l"ﬁﬂg"zé??ﬁ'l
'for prega Uma . ﬁ oy ..g&'ﬁ?%% pev\ﬂn ounds of the invention are
more ful | YiaistubrdBdnie) Fboliniz- ‘chtollow -

50 PREPARBRARANION G 7- ( 4- Met hyIth| obenzoyl)rmdol in-2-one. (R2= R-H | .ower

al kyl 4&C|—99IIZIA9§19bquen ofPrepaation hbuteubsttutingeaushipelprgemounss @‘ﬁﬁwl@dmﬁhmhmoo f°
of 3N so‘d;WW P@X'"g‘éh 'PI °2‘ﬁteg Tf)'ssbtﬂ edpl e) of methyl sul phide, was nixed
awith 25.57" :' melpy-SmeRY ISP lEE" oy 1 )i ndol i n-2-one (see 55 '
~ Prepar atgrgpadariontfae m xture was refluxed for 1.5 hr, cool ed and acidified

W t h cgut UMRing the fRcdtuRIDT Pragaiation Sbilt ah:ewleur@‘éqﬂavmaarraaiau.cilow-(ahaomeewlm ng 45
pr eci pi tradteyl-3a@thgitiidimipliegrosentheredsmbiatiiedll | | zed twi ce from benzene to .
7-(4-fluorobenzoyl)-3-methylindolin-2-one.
"The reaction conditions employed for preparing the novel intermediates and compounds of the invention
are more fully illustrated in the examples which follow. o _ . o 50
PREPARATION 11 _ : . .
. 7-{4-Methyithiobenzoyl)indolin-2-one.
{R?=R=H; lower alkyl =CHj3)
- Asolution of sodium methyl mercaptide, prepared from 400 mi of 3N sod|um hydromde and 24g (0.5
55 mole) of methyl suiphide, was mixed with 25.5 g (0.1 mole) of 7-(4-fluorobenzoyl)indolin-2-one (see 55
Preparation 5). The mixture was refiuxed for 1.5 hr, cooled and acidified with caution since much methyl
sulphide evolves rapidly. The resulting precipitate was collected and recrystalhzed twice from benzene to
give 17.8 g {70%) as yellow crystals, m.p. 167.0-169.0°C. : :
Analysis: _ o _ -
60 : o o o : 60
Calculated for C1gH13NO,S: C,6782; H,4.63; N,4.94 S

exa

Found: ' C,67.65; H,4.63; N,4.91



give 17.8 g (70% as yellow crystals, .mp. 167.0-169.[err] Analy5|s 60

L ulated for.[err]: C, 67.82; H, 4.63; N, 4.94 Found:

7.65; H, 4.63; N, 4.91 6 GB 2 055 820 B \J
6 PRBPARATELEN 515?898-@ 121 Ut| i zi ng the pr ocedure of Exarrpl e 1 but %
substi+-ut- ol-a S

foo
t he fol %%gﬁ % fI uorobenzoyl) 4- rret hyI | ndoI | n 2-one, (see Pr epar at i on o¢
6A 5 I
) lizing the roce él:ox\é Iﬁ?f)ur[es s?( tu{mgg r7- AE‘ fIUO((%eniorg? récﬁs?n-g n Oﬁqu o(?ar

I upmb&amycly)m eem..%m DR, isbrFlapaRBon dapee Preparation 6D) .
| uBRabebEdydy))-5metiyinionn-Ba6d, (seF2epar@on €8s ee Prepar ati on 6E) 5

f
-5
-fl ubeemlzqn v))-sﬁneu‘wllmom-zrdm {ses-F2eparation @Cbee Prepar ation 6F) 10.
-f -4$h' nHe' mdfqeﬁteearetivesm(see Prepar ati on' 6G
-(2
6

}”?‘lﬁ:ﬁ i(ﬂ ° '°'i° "i‘ P L( gl[:p i °§ reparation 7)
( I tion 8) there are obtaln
. %ﬁ ’q%et, - fuf“e' @ie'g oneCﬁ (Exanple 12A) 15  * 5
rret mlfmmmmnmy&n),a&nmbyﬂemdaha)n -one, (Exanple 12B) _
(4hmearé1yﬂtmhndobenzoyl ) - 6- et hyl i ndol i n-2-one, (Exanpl e 120)
rrethgmemvbbm mstftylfndshm mdﬁ:rwmh)e (Exanpl e 12D)

-c OI' n- -

4%t "E""t\! e (Exarrpl e 12E) s
liEiEaE
4' -c o%ﬁ {h20VdnE hv

e, (Exanple 12F) 20
re sfpne, (Exanple 12G)
yttiﬂb&h@vm)émorbinadmlzLdi\e,mesle6ﬁarm| e 12H) .
7 (32¢rethWnﬁelmvﬂlﬁebmwl))S4medmkvlmma-bm Exoangize) 121) . PREPARATI ON 13A TO203C
25 Uti | i Z{2mpthyiteiohenzaybindaiin-2ohe Exammld 1@HN but substituting for-sodi um net hyl
mer capt i He&metyliipbepeviipdolirdent xampleit he fol | owi ng: -sodi um

et hyl mgy; gﬁﬂhﬂﬁ“sﬁ?gg i sopr.opyl mer capt i de, . sodi-um-.n- but yI mer capt i de 30

t her gar egf; {I\@grto %931 but substituting for sodium methyl mercaptlde, equal molaramounts 25
30 7- (4ot ek bonbiiRg-0b enzoyl Yindol'in-2-one, (Exanple 13A

7- (4- 1 sopdomektymendaptidepy| ) i ndol i n- 2- one, (Exanpl e 13B)

7-(4-n- bﬁfﬂyht'mpma\émszt)iﬁndol i n-2-one (Exanple 13C). 35 EXAI\/PLE 1.

35 S%J t ar gte ol ' Hderpt hyl t hi obenzoyl ) phenyl acetic acid nonohydr at e) oA
m xt are 4_e &eggf :1‘?9 (3 ;mp731(3ﬁ) met hyl t hi obenzoyl )i ndol i n-2-one (See
Pr epar at”ms ,{hn,b ndg.f ﬁg [B4gydr oxi de was heated at reflux for 20
hrs. Thez-f@ecbus |uﬁdnmnma<suni2tw @danaiéhse). yel | ow precipitate formed. The
precipitate was collected by filtration and washed with a small amount of
col d3oa*MPHRY then 40 triturated with tetrahydr of uran. The preci p| tat S5was

R i G

formed. The precipitate was collected by filtration and washed with a small amount of cold water and then

40 triturated with tetrahydrofuran. The precipitate was again separated by filtration, dried, and recrystalllzed . 40
from 95% ethanol to give 4.9 g (83%) of bright yellow needles, m p. 244-247°C
Analysis:
Calculated for C1gH1NOsSNa: C,56.30; H,4.72; N,4.10 . _ -
48 ' R S . 4B
Found: C, 56.38; H,4.62; N,4.17 ' '
EXAMPLES 2At0 2L
Utilizing the procedure of Example 1 but substituting for 7-(4- methylthmbenzoyl)mdolm-2 -one, equal
50 molar amounts of the following: 50

7-{4-methylthiobenzoyl)-4-methylindolin-2-one, (see Example 12A)

7-(4-methylthiobenzoyl}-5-methylindolin-2-one, (see Example 12B) -

7-(4-methylthiobenzoyl)-6-methylindolin-2-one, (see Example 12C)

7-(4-methyithiobenzoyl)- 4-chloromdolm-2-one, (see Example 12Dy _ _ .

7-(4-methylthiobenzoyl)-5-chloroindolin-2-one, (see Example 12E) -~ ' ' b5

7- (4—methylth|obenzoyl)-G-chlormndolm-z-one, (see Example 12F) o ' '

7-{4-methylthiobenzoyl)-5-methoxyindolin-2-one, (see Example 12G)

7-(2-methylthiobenzoyl)indolin-2-one, {(see Example 12H)

7-(3-methylthiobenzoyl)indolin-2-one, (see Example 12l)

60  7-(4-ethylthiobenzoyl)indolin-2-one, (see Example 13A) _ . 60
7-(4-isopropylthiobenzoyl)indolin-2-one, (see Example 13B) ' '
7-(4-n-butylthiobenzoyl)indolin-2-one, (see Example 13C)

there are obtained,
Sodium 2-amino-3-(4-methylthiobenzoyl)-6-methylphenylacetic acid, (Example 25A)
65  Sodium 2-amino-3-(4-methylthiobenzoyl)-6-methylphenylacetic acid, (Example 25B) ' 65

[31]
&

L



S

Anal ysi's: Cal cpl ated for [err]: C, 56.30; *H, 4.72; N, 4.10 45 -
- 45 Found: C, 56.38;, H 4.62; N, 4.17 EXAI\/PLES

2At o0 2L Ut|||2|ng the procedure of Exanpl e 1 but substltutlng for

7- (4\Prét hyl t hi obenzoyl )indol i n- 2- one, equal 50 nol ar anmounts of .the :

foll odi ng: _ GB2055820 B B0

7Y ( 4- meT hyTThi obenzoy

7- (4- et rs,sama|zabenm&haeﬁ.ﬁum;eht»{,np-needhyweayuwaec aciiSBRnipleasnl e 12B)

7- (4- et wphnbdmzfabmamy—kn)eﬂﬁkhmthw Sichidrophe@davetie acid, sExemplx 280p| e 12C)
Hivmi2amineBdg-me thnlﬂtstmemmﬂ ﬁdﬂnmwewlaymacl s@emm Ie 12D) 55
F't"ﬁlzti'ﬁ‘é'ﬁ‘z"d thy ':"(5 erle a"c's | e 12E) .

h.% Egggﬁnm% E_%i Dlobe zo iceﬂc:g , xa?r%?g zsrng)é(arrplaremllgG; 2F)

7-(2- met @shmlzqmzsq &\ynﬂm h2Byl ﬁWacetc%@@( ema &) 1

7- ( 3- et h;pu*uh|2abmmmyis);pradmhuonenzoyomeeny(aseﬁeacﬁ;Esmh;ee252)1) 60

7-(4- et hﬁowhmabenm@ym)11bnduhwhem@vlbpi@nvlétamamﬁx&mpipe 2813A) " 10

B0 7-(4-is Ith| obenzoyl)| ndol i n-2-one, (see Exanple 13B).

7-(4n- g 5! J:):e dolin-2-one, (see Exanple 13C) there are

obt ai ne é%% e DG EH BREE Ao RS AN A G dog T
for7

( Exaﬁwé @regﬁ'@t)on deHenzoyl)mdolm -2-one, the titled compound is obtained.
- am no- 3- (4- net hyl t hi obenzoyl ) - 5- et hyI phenyl acetic aC| d, (Exarrpl e 258)
65 7 EXAMPLE 3 : |

GB 2 05§0‘8‘£'02'8"’"0'3'(4-’P618Ud¥%m22¥/m#(3¥/@e vigreaegiit hi obenzox) 1) - 4net hyl

henyl ac ve% hylm ol|n-2-one (see Preparation 14} in 3N sodium
- ami oM gjg?@, rj‘" ric rty'p% Wf&%ﬁ%@m%sﬂ%‘*%ﬁ"&“s PsEthy e 25CP°
Sodi um 2-am no- - (4- et hy th| obenzoyl ) - 6- chl or ophenyl acetic acid, (Exanple

25D) © So@xamPpLE-4am no 3- (4- met hylt hi obenzoyl 4- 5- chl orophenyl aceti c acid,

( Exanpl &thpZtamirgetiituretyitiiohenyBhediarety | t hi obenzoyl ) - 4- chl or ophenyi acet | c
d, 2§ E)@& Feen grgqn} (0595 mg[gmf gqﬁlum 2-amino-3-(4- methylthlobenzoyl)phenylacetlc acid monohydrate

2 am no-lsge '“aSe'Y’r’é"PﬁYB%f E‘?iﬂ" | with 5

5 S LR ézzw ‘f"- e zs : eg; f&'ezsw
Sodi UM GraRuR&r iR ‘%Ele?-.{?% toQE\Siﬂ %ﬁ&‘i bﬁp&lﬁh e 251)
Sodi ugs 2-m€brﬂ§énan\(eﬂh®ta ylcctrhu JomfpBs&ik aﬁ\em.r@tmwpm(n&«amalneeﬁﬁﬂ) )
Sodi um 2s &fiveiapr&lignts- Effective quaptities ptﬂnenfznvbr)agqﬁwhymmgmallmﬁwdpor(-@adq)has 25K)

10 Sodlblﬂﬁl@n'&ﬁﬁeﬁ@-a(‘;ly' mamﬁaeqylmenvehﬁ;ﬂmw waypy dy*amp@wre"vaenneaps(ﬂmml e

tablets, parenterally in thef uspens:ons and in some cases intravenously in the

h
7 (4 %@Rﬁix % :%é T@Z] 5la°f" ﬁﬁi B “e():ggﬁ AL sﬁ%ﬁlm g EHQQ'%Z;SQ “#ffé rﬁswfze %
. 1 f l - -
(see 15 nageaaah&hnbemhtelﬁhoéeathd.% figihib bt??fiﬁa me&bkwﬁ%mapﬁvmeﬂm; teentior | ed
.conpoun @nd Ruitghidd lau?dedarmaceutlcaI]cErrlE'XNW&é:_ettB/I Sadiblpropylene glycol, glycerine and glucose

2 am nosSPug.4- rreth | t hi obenzoyl) -a met hyl pheny Iacetlc aC|d A sus ensi on of

7 (4- Akt h"_%FE’ @"V?:“'Se ‘f?ﬁtpﬁ dp q:ﬁ"aZ‘ta@ J: N . d mP 3&9
bSOdI um gl‘%]a?ti’]}?g |I {&l ram
vacuum ai{ ceQE é‘ttthe aetive fHgred tut e Jci: dt,(?@ s ht t9£tﬁi§tﬂ

sol vent eﬁmkdﬁe illlbe Byt .Recammbnam ikHthddisdte lfdrhlee.bevwosﬂ ploangnidaadoddges
45 as well as daily dosages will, of course, be determlned according to standard medlcal prmclples under the 45
direction of a physician or veterinarian.
The active agents of the invention may be combmed with other pharmacologlcally active agents ‘or with
buffers, antacids or the like, for admlmstratlon and the proportion of the active agent m the composutlon may
be varied widely.
56 The followmg are examples of pharmaceutlcal compositions formed in aecordance thh thls mventlon . 50



~Sevent een granms (0.05 rml e) of sodium ' ;
Rl no- 3- (4- met hyl t hi obenzoyl | phenyl acetic acid nnnohydrate 25 (see
pl e 1) are dissolved in approximtely 150 m of di nethyl fornmam de @
' %ol Utl% tre%ﬁi with 33 g ethyl iodide. The solution is stirred at
roomterme 8297584 2.5 hrs and_added to water and the nixture extracté@d
several times with benzene. The conbi ned benzene extracts are washed wth
di | uteEPSéMBL&EﬁGtQ/m er, dried over -sodium sul phate and concentrated to
obt ai n Geppale n‘ﬂ 30 . The esent i nventi on aI so contenpl ates
novel ¢g 9’?E E Et“,‘\gﬁ I8 p 1 Qt‘fl:@s 'i‘ﬂfg ‘E xanwle o gl petiveiqaredianipers - act i ve
st e are it heh oun ve ingredie clju tmentmaybe made in the am
i ngr egli ef fPective qu {1°€S° B an For I'ng phar maco?ogl cgl |y
active corrpounds nay be adm n| stered to a |IVI ng ani rral body in any one of
various ways, fuopicesenigpbe, orally as ||Pbreaa,§mul es or tablets, parenterally
in the form of estapsiidtonsol utions or suspensions, and in-sonme cases
intravenously in the formof sterile solutions. tn formng the novel
conpd®iti ons ofA%i¥fiRerediRpbnt i on,: the ac F’ e ingredient is 35 incorporatél in
‘a suitable carrgape il ustratlvely, a PRArmaceutical carrier. Suitable
phar maceut | cal M@rngg"ﬁﬁgtearate% whi ch areggseful in formulating the .
conpositions of this invention include starch, gélatin, glucose, nagnesium
carbohate, |actose and nalt. LchaJl d co@cms;tl ons are also within the 15
purview of this invention and sui.tabl e |iquid pharnmaceutical carriers
i ncl udz @H‘Wa' aap&lﬁhfawmulaalpw?f@ﬁ*év ‘gj’l”?lf‘@lh'gh@"?ia@i* Pfﬁet'vawareglﬁereaggegwr up. 40
The ph ¢ioweo| ogically active conpounds may be advantageously enployed in a
uni t sglesageLep from 0.1 40 to 150 milligrans. The unit dosage may be
adm nistered once daily or in nultiple or divided daily doses. The daily
dosages may vary fromO0.3 to 450 m || i®pgreapsule,Fi ve to 25 mlligrans appears
opti mum per unilpgrediengs |t is only nece™8ary that the active ingredient

const2 tute an e fthI (g anount, i.e. s that a suitable effective dOszsage .
will “be obtain $%nt - vvlth t he d% ge form enpl oyed. The exact -
i ndi vi dual - dosagg,gh 45 as well as dailygdosages will, of course, be

det erm ned accqmébne@rﬁaeaﬁrstandard nmedi calapr.i nci pl es under the = 45 .
direction of a physician or veterinarian. The active agents of the
i nved®i on may be- corrbi ned wit hTQS!|her pfeafmacol ogi cal |y active agents, &P
W th uff nt g for adm ni e ngd-t he RO ortion
f e unifor act

o the b Fre SadE ﬁ?dnffke&b. et b o T

| owi ng are exanp ar rrac eut i cal ‘conpositions forned in ‘accor dance
W|th3$ h!X&MP[BBSI’ItI on. o GB 2055820 B 35
8 EXAVPEBI®s5At 0 5D Capsul es Capsul es of .5 ng. (Exanple 5A), 25 (Exanpl e
5B), andABpipgyform manﬁretas@?cowmaeﬁpm qfﬁ‘{j'l‘"é‘dﬂfemmp%Fab@aprSeThaf%mefepar ed.
Wt h t KRYRE 4158 for Shersrengths a&t&‘te"!ﬂéedfeﬁbl?/éﬂlf‘%ﬁf“t°%{’6ﬁ'%§?fﬁﬁﬂf'“'ﬁﬁ9°sﬂ'@t?mde in the

anoun 5 of | actose.

5 Typical blend for ' ~ Per capsuT 2et m?lcapsul at i on ' . %
mg. 10 _ (1) . Akdtilesfgridighk edi ent B0 5.0
10 Lact ose (2) Cornstarch 296. 7 St1aech
129. 0 Magnesi unist eafosm sarch (paste) .. 4.3345. :
Total® 435‘ b ctose .. - S M2 15 Additi onéF
capsul e formul g onscjﬁsué';ré h@ﬁﬂ'\?tecont ain a hi §ﬁer dosage of act] ve
i ngredi ent and are as 20 EXAMPLE 5D _ '
20 Per capsul e, Ingredients ' 1701mg ny. 25 Active
i ngr&di ent . 25.0 : 50
25 The procedure for making the tablets is to uniformly blend ingredients 1, 2, 4 and 5. Ingredlent 3is formed
into a 10 per cent paste in water. The blend is granulated with the starch paste and the wet mass is passed
through an eight mesh screen. The wet granulation is dried and sized through a twelve mesh screen. The
dried granules are blended with the calcium stearate and pressed.
- 55
EXAMPLE 7
Injectable - 2% sterile solutions
Per cc
806 60
Active ingredient .............. e eaeeenae 20 mg.
Preservative, e.g.,
chlorobutano!l ..........coccciiiiiiiiiennnnnt 0.5% welght/volume

Water forinjection ........ccccoovmviriecennneen. q.s.

‘3

P



- Lact ose 306.5 Starch
99. 2 Magnesi um stearate - _ - 4.3:30

Tot a "435.0 ny 30 I n Each of’ lﬁ
Exa s 5A to. 5D the selected active ingredients are uniformy bl ended
withglactose, starch, and nagnesium stearate and the bl endgh$ og}oghsul atgd.

35 EXAMPLE 6 ' oBEE " TS

35 Tablets A typical formnulation for a tahlet \ g’ U o&?
i ngredi dhe prpethJteavPeteP?feF'1°G9\‘/§"°“1*f‘r3é‘f\f'b‘?"rmr"él?'? 8eff ‘y‘“?)‘é!aﬁ Bl '8? 8%
st r engPRSUACa%e4d i ve i ngredi ent by adj ustnent of weight of dlcaIC|un1

active

phosph 40 Per
ta.blegaﬁIMS ' - 40 (1) Active ingredient 5
5.0 (2) 1. Ateémigbuhd Beving the formula: : 13.6 (3). - Corn starch
(paste) 3.4 45 (4), Lactose -

79.2 . .  4.mmﬂ¥" Di cal ci um-phosphat e

68.0 66) © Calcium stearate

50 The procedure for making tR
1,2,4 and 5. Ingredient 3 is forke
bIend Is granul ated with the starc

0.9 170.1 nmg 50
sistouniformy blend |ngred|ents
0 a 10 per cent paste in water. The
Amand the wet nmass is passed

throu h an ei ght nesh screen. The \ granulation is dried and sized
throdyh a twel ve mesh screen. The -rlgd,granules are blended with the °
cal cium stearate and pressed. 55 -

55 EXAMPLE 7 Injectable - 2% ste utions Per cc 60 -

60 Active ingredient .... N ulﬁ‘ﬁ'?rgliﬂeservative, e.g.,
chloﬂmbutanol ............ 0. 5% t/volume Water for injection .... 20
........ 9

B 2 034 Q B 9 The pfocedure is to prepare the solution, clarify it
by fi1tTRldpkBente¥cfobbd atbrh of bRer¥ikbBuphi Ch are then sealed and

aut 0@k ave'Geprésets dpogen atom or a lower alky! group or a pharmaceutically acceptable metal cation, 25

5 1. A ckrpoeseolts h hydroggnbhieldgen arorh ar a 1a@er alkyl or lower alkoxy group and
10 [err] Am5epresentsa primary amino (-NH,), methylamino or dimethylamino gfoup-r |

15 S-1 OV\% %ﬁgy -methy\th|obenzoyl)-phenylacetlc acid.
e

20 whgrefny c%n'ﬁﬁﬁ -3-(|ﬁme hy'é.xﬁ? Tﬂ@éﬁg”%i éégf @’aﬁa 10‘%%‘? tef@:JeK-)é ko &ERHQn 2Ato2L, 30

3or4.
5. Acompound as claimed in claim 1, 2, 3 or 4 for use in alleviating inflammation in a living animal body.
6. Acompound as claimedin claim 1, 2, 3 or 4 for use in alleviating pain in a living animal body.
7. Acompound as claimed in Claim 1, 2, 3 or 4 for use in inhibiting blood platelet aggregationina

35 warm-blooded animal. 35

8. Atherapeutic pharmaceutical composition suitable for allewatmg inflammation and pain and

inhibiting blood platelet aggregation in a living animal body comprising an effective amount of a compound

~ having the formula:

40 : ' 1 40

HROOR
R2
45 ' Am 45
=0
50 50
S-loweralkyl
wherein,
5% Rrepresents a hydrogen atom or a loweralkyl group, 55

R'represents a hydrogen atom or a loweralkyl! group or a pharmaceutically acceptable metal cation,

R?represents a hydrogen or a halogen atom or a loweralkyl or lower alkoxy group and

Am represents a primary amino (-NH,), methylamino or dimethylamino group and a pharmaceutically
acceptable carrier or diluent.

56 9. Acomposition as claimed in Claim 8 in which the compound is present in a unit dosage form in an 60

amount in the range 0.1 to 150 milligrams,

10. A composition as claimed in Claim 8 or Claim 9 in which compound is 2-amino-3-(4-
methylthiobenzoyl)phenylacetic acid.



25 [err] represents a hydrogen_atom of a | ower al kyl group or. a
pharmaceutical |y acceptabl e nmetal cation, 25 [err] represents a hydrogen
or hal ogen atomor a |ower alkyl c“um‘m“ ﬂ roup and Am represents a
pri mary—am no (-NH2), nethylamn m muﬁ group. 2.
2- Am n@ 3- ( 3- et hyl t hi obenzoyl ) - phenyl atet®c faci*d. 3. Sodi urGB2055820 B - 9
25ai no= 3= (Z4-met hyt thi obenzoyt J-phenyracetate nonohydrate. 30 4. A
tcormEgundI aﬁaaeuﬁlog%dh’?edd sthreﬁJggihg]sélut%ﬂQl ir%ﬂ%ﬁdncﬁhlnh’rt rrlewsdme ot théh s@?&gr gnce
0. Exanplaad duto 0 or4 conmpound as clainmed in claim or
.4 for use in: aIIevratrng inflammtion i'n a livi ng ani mal- body. 6. A
corrpound@célMﬂarrred inclaim1,2,3 or 4 for use in alleviating pain in a
living mma bod(%; 7. nAh((:aorr@olund as claimed in Claim1,2,3 or 4 for use ©®n
i nhi bi ti ng™bfAGYBP ndfheyjng fhe & YJH'8gation in a 35 warm bl ooded ani mal .

35 8. A therapeutic. pharmaceutical conpositiongsuitable for alleviating
inflammation and pain and inhibiti Mel et aggregation in a living

ani mal 1body conprising an effecﬁz’ z Mt . of a conpound having the 10
formul a: 40 - 1

40 [err] 45 [err] [err] 5 wherein, R
represents a hydrogen atomor a 1 owe] al kyIA@roup

55 [ernk represents a hydrogen atom Q=@ | oweral kyl group or a : 15

phar maceut | caIIy acceptabl e netal cafion, R2 represents a hydrogen or a
hal ogen atom or a | oweral kyl or | quefr ~s] koxy gr oup and Amrepresents a
primary am no (- NH2) met hyl am no J l.-' o group and a :
pharmaceutical |y acceptable carri & Hi uer%afdm 9. A conposition as
claimed®in aim8 in which the conpdlnd is present in'a unit dosage forrf
in an 60 anount in the range 0.1 to 150 mlligrans. 10. A conposition as
clained ighddidi m8 or aim9 in which conpound is 2-am no-3-(4-

met hyl t hi oBeapresstits 4 hyHepen atoedriadoveee alkll group, * GB2065820 B

9 The wocepawesensahvﬁrmeegtam@r@ 'he'ers!#vlwmuanra @Pwamf cally acggptabieimetal edtiom, andks
fill it inforeRrpsents ahygrogeporhia ';%FQW‘ ’%Q’QEP"”@LAI M5 5

o 3 o e 0 o

10 .15 [ um 2-amino-3-(4-methylthiobenzoyl)- phenylacetate monochydrate. '
20 whersal n4 R doRB6 A BEdIFmad iRNEIMOGRMastheHcAR daschisbdRith ekd«ehhetgeme 12ﬁtozi ergp]
r epr esent 3ord. hydrogen atomor a |ower al kyl group or a pharmaceutically

accept abl e5nﬁttampmyamrmeoﬁsclfl@r1% relselmalbev'at- mﬂamg@t'prumalhlarg@ ienal kedbom or

a | ower al ByIAcgmpreyndasclaip
RIS A ot

%?‘:@GB %%ltmg 00! IateIE aggregayon ina no

35
8. Atherapeutic pharmaceutical composition suitable for alleviating inflammation and pain and
inhibiting blood platelet aggregation in a living animal body comprising an effective amount of a compound
n having the formula:
.t 40 - - 1 : 40
2
R
45 : Am ' - 45
. C=10
50 50
S~loweralkyl
wherein, : . }
55 Rrepresents a hydrogen atom or a loweralkyl group, ' 55

R' represents a hydrogen atom or a loweralkyl group or a pharmaceutlcally acceptable metal cation, .

R? represents a hydrogen or a halogen atom or a loweralkyi or fower alkoxy group and

Am represents a primary amino {-NH,), methylamino or dimethylamino group and a pharmaceutically
acceptable carrier or diluent.

60 . 9. Acomposition as claimed in Claim 8 in which the compound is present in a unit dosage form in an 60

amount in the range 0.1 to 150 milligrams.

10. Acomposition as claimed in Claim 8 or Claim 9 in which compound is 2-amino-3-(4-
methylthiobenzoyl)phenylacetic acid.
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45 50 wherein, 55 R represents a hydrogen atomor a |oweral kyl group,
55 R represents a hydrogen atomor a | oweral kyl group or a '
pharmaceutically acceptable netal cation, [err]represents a hydrogen or a
hal.ogen atom or a |oweral kyl or |ower al koxy group and Amrepresents a
primary.-amno (-NH2), nethylam no or dinmethylam no group and a
phar maceutical ly acceptable carrier or diluent. 9. A conposition as clained.
in daim8 in which the conpound is present in a unit dosage formin an 60¥
anount in the range 0.1 to 150 mlligranms. 10. A conposition as clained in
Caim8 or aim9 in which conpound is 2-am no- 3-(4- :
met hyl t hi obenzoyl ) phenyl acetic acid. - 10 GB 2 055 820 B
10 11. A conposition as clained in Caim8 or Caim9in which compound is
sodi um 2- am no- 3-{4- nethylthiobenzoyl)-phenyl -acetate nonohydrate. 12. A
phar maceutically conposition as clainmed in Claim8 substantially as
specifically described herein with reference to Exanple 5,6 or 7. Printed
for Her Majesty's Stationery Ofice, by Croydon Printing Conpany Limted,
Croydon, Surrey. 1983. Published by The Patent O fice. 25 Southanpton
Bui | di ngs London. WC2A | AY, from which copies nmay be obtained.
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