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BACKGROUND OF THE I NVENTI ON This invention relates to conpositionsYf rMARh(gUQE
treatment of cycl ooxygenase-2 5 nedi ated di seases and net hods of treatnment

of cycl ooxygAanRAsRe2 nedi ated diseases. In particular, thpsrkpi{AidgOn
relates to a conposition for the treatjment of cycl ooxygenase-2 nedi at ed

di seases, the conposition being suitable for once a day admnistration, the
conposition conprising a cycl ooxygenase-2 inhibiting compound characterized

by hi gh potency for the inhi PHRRAACEITIGYCoMIOSEEORESE- 2, a hi gh degree of 10
specificity for inhibiting cycl ooxygenase-2 in preference to
cycl ooxygenase-1. Such a conpound is exenplified by

5- et hyl - 2- (Bicx@iRoonp of i InveigiaRi | | o) phenyl acetic acid. Non-steroidal
anti-i nflammtor%_ﬂiggents are normal ly administered 2 to 4 times_daily. The

relatively short THigiveptigndelaies ipeempergtions fos theitgatmentof cyslomyesmaeror y agent s,

such as ﬁsﬁhédid?addi&HﬁE%&ﬂeth&lﬁﬁf@é%ﬁ&méfﬁcﬂbﬁlgeﬁa@ﬁﬁwdﬁﬁéﬁﬁeés&@t once and
even twice a day_ 15 admnistration is not possSible, unless the agent is

formul ated in a &bparticularchis vertion s¢lafesto aspraposision firthe ariramt ofThe rel ati vel y
l'arge doses needaMedss i ROEE 9%;;% - Bé[lﬁ‘é‘&u‘t le ot SR%Eda, ONnal

non- st eroi da‘f}agr]t i ?ﬁ n ?gngig_tt\égPy agéﬁ?s u{tlgaa SO fg%?_j to si délyef fects, if
gi ven in an ddminigiation thedoapesitidineomptising eyclogwysetnse-2 irihilrting compogndner al

under st andi : 1 [ ' ' T‘rfﬂ ease

formul ati on%u?ﬁ%%@?@ﬁp?gg&&%m@&% Ha&a]ghriﬁrl SI ny yhlg&e%éﬁ%gund has
been i demt i fspecificityi fothinkibiting eyclopygense-2dmpafermectozycloanyzdmss-k Sactda whi ch wi | |
not produce an unacceptable | evel.  of. sidg eff, Legipnmen, and in
par ¢ cul ar vierPoRgs StBERe b fendia Orplof b Snilh bt e SATEC. 21 10,
99/ 11605, publ i siNed-sidasidd) adti-inflidifiatodi apeitoare sormally kdthinRtcedy taditinephenyl aceti ¢
g?cﬁgggjggﬂg gt ‘é@@hﬁ%@e&}? gﬁﬁ@fet%ﬁg.ﬁﬁtn&%emﬁﬁf SR S0y B, Suck'

5- et hyl - 2- (&'assitih, Ghuprdien, bhpioxeaant diclofonpd) eityinsalat bhee and ettnpois adses a

setho. 18 or R FRGRR FrpoLpibky AT HREAHE o HAed iR PRt SHBER st cr cd
once a day igleddd forniildRieh. AR rélRlveR I gd @fseiteddel @achidvéibned By freddBintOEN about

200 and about 1200 ng, 30 preferably between abpu 0Q and 800, nost
preferably afsgRntians newystergidal Antirintlagimatery Fesaia0rog kR lsrd s S citcts, F°

given in an immediate release formulation, so that there is a general understanding that
once a day administration in an immediate release formulation is unlikely to be
20  achievable.

' Surprisingly a compound has been identified which can be employed on a once a
day basis and which will not produce an unacceptable level of side effects on such a
regimen, and in particular will not cause an unacceptable level of gastric side effects.
WO 99/11605, published March 11, 1999 discloses 5-alky}-2-arylaminophenylacetic

25  acids and derivatives thereof as potent, selective inhibitors of cyclooxygenase-2. We have
found that 5-methyl-2-(2’-chloro-6"-fluorcanilino)phenylacetic acid possesses a
surprising combination of attributes that make it possible to formulate and use the
composition in a unexpected manner. This drug, when administered once a day in an
jmmediate release formulation in an arount between about 200 and about 1200 mg,

30  preferably between about 200 and 804, most preferably about 400 mg, provides effective



WO 02/20090 2 PCT/ EPO1/ 10448 anti-inflanmatory treatnent over a 24 rq)mR 2008
period, w thout the use of extended release pharnaceutical formnulat
exci pients and technol ogy. SUMVARY OF THE | NVENTION 5 This invention

provi des awgBRGwption for treating a cycl ooxygenase-2 deﬁ?ﬁﬂﬁmm“gii sor der
or condition conprising 5-methyl-2-(2'9-chloro-6'-fluoroanilino)phenylacetic

acid or a pharnmaceutically acceptable salt thereof, which conposition is an
i mmedi ate rel ease pharmaceutical conposition for treatnent of said disorder

or condi ti on af@inflaigidtory téhtracht HR¥ 24 hdud WitiouBhP 85 of kktended Yélékkd ON i S
directed to a nethod of treating a cyc oogl)’égﬁnase-z dependent di sorder or
g

condi tion t oPharmacsutical formplation fICipicnty Apd ey

5-met hyl -2-(2' -chl oro-6'-fluoroanilino)phenylacetic acid or a
pharmaceutically acceptable salt thereof in an anmount effective to treat the
di sorder for SUMMAREQFTHBINVERIFON conprising administering orally once a day
to a humag in need of such treatnent one or nore i mediate rel ease

phar maceuti cal conpositions conprising 5- .

met hyl - 2- (2' - chl oTks giverition prayides 4 compppitienfor teating & cycldqoayrsnase-Zslependemteut i cal | y
accept abl e i I 54) e _4 | Lr.ected to a
medi canent p?%h{ga}e(;}grlbﬁﬁé%‘ é@%ﬁg@@#??{Sﬁfg?ﬁﬁ%yﬁ?n@aﬁ%@g'&é@ﬁgﬁgs e-2
dependent di scid@ea pharmasenitiatly anceptatiicesalt themot sihichsnmpesitioniisaigrmedBte30 (a) one

O O T S RSP i A o SRR )
phar maceuta c24lhyuaccept abl e salt thereof wherein the one or nore imediate
R I e T L
di sorder for cadiosxygéirhse D depsndentdisofde} ofuonditiarto iarhamanieadmposisgdi rect i ng that the
S et hyl 2. (2 CHBHSieEne SEOF e rEY APy 2B o S i ot er ed
orally pharmaceutically acceptable salt thereof in an amount effective to treat the disorder for
15  about 24 hours, comprising administering orally once a day to a human in need of such
treatment one or more immediate release pharmaceutical compositions comprising 5-
1methy}-2-(2'~chloro-6’-fluoroanilino)phenylacetic acid or a pharmacentically acceptable
salt thereof.
In another aspect, the invention is directed to a medicament package or
20 composition for treating a cyclooxygenasc-2 dependent disorder or condition, the
composition comprisinj:
(a) one or more immediate release pharmaceutical compositions
comprising 5-methyl-2-(2’-chloro-6"-flucroanilino)phenylacetic
acid or a pharmaceutically acceptable salt thereof, wherein the one
25 or more immediate release compositions comprise an effective
amount of 5-methyl-2-(2’-chloro-6’-fluoroanilino)phenylacetic
acid to treat the disorder for about 24 hours; and
) printed instructions directing that the one or more immediate
release pharmaceutical compositions comprising 5-methyl-2-(2’-
30 chloro-6’-fluoroanilino)phenylacetic acid be administered orally

once a day.




once a day. 9 9 MAR 2005 WO 02/ 20090 3 PCT/ EPO1/ 10448 DETAI LED DESCRI PTI ON
OR THE I NVENTION All patents, patent applications, and other publi doq iNARS 2005
referred to herein are hereby expressly incorporated by reference in their

entirety. Wy eadieeof a conflict between the present spec'éi.fﬁg&lbgﬂsand
material incorporated by reference, the present specificatron 'S

controlling. The present invention is directed to a conposition for the
treatment of cycl ooxygenase-2 nedi ated di seases, the conposition conprising

a cycl ooxyge fnﬁnDF&t:ﬂnbﬁ'l ' 11519]5@@1‘1'@ characterized by: (a) high potency
for the inhi ???I on or cyc tt(?)lggggenase- ggs measured by the-ability 30 of a
si ngl e t her apeut i All pidents, pétent applicatinne andiother ppblivetichs refardddd héreioare
osteoarthriti N ) sl& -l iLfe 3. . 6 rs...and. (c Lgh degree of
specificity *1 %?ﬁ}iaér’fﬁﬁe f)slhg i?'ng cyg{l%’(’)llf%%ﬁealgé%f ﬁ“ﬁ'gﬁr 2? ‘éarseeﬂ%éecot%g%t Qd‘gcm

cycl ooxygenase-picses speeiisationcinib yaterialincorporatee by miferencasthapresensspeeificatioined i n WO
99/ 11605. _ One _sucgh conpound is

5- et hyl - 5_(2scpgtﬁq -6' -fluoroanilino)phenylacetic acid. 15

5- et hyl - 2- (2' - chl'lerpeesbnt-idventondadirecied 6 pivapyditkadfos the aedtslenticf s utility and
met hods for it synthesis.are.disclosed in W) 99/11605. Thus, the present
ovent ton | s CtmaTiBEre Lol RS OB oD CRRPITPER Vel A i ase. 2
dependent di mmgfgcempmﬁ(éh&mze_@smri sing one or nore imedi ate release
pharmaceutical conpgositions _conprisi.ng 5-nmethyl-2-(2'-chloro-6' 20

f I uor oani | i no) phely Mgl BeFIEY &rithe IB‘Flb’amb?Fﬁﬁgwg‘t"P@aé_W@{@%@a‘gf Py ¢
thereof, jghe oPAngé ther¥Péric dFEERE HB COmPRIhE AT RoVGATIIRT frbmUBfeokrthMES pin;Ng an
effective amount of 5-nethyl-2-(2'- chloro-6'-fluoroanilino)phenylacetic
acid to treat the(bypbaflifedte§bowBdnd 24 hours and printed instructions

directing that thg Qﬁggwaﬁgﬁc{iﬁw&@hﬁbftﬁh%?&&x?%ﬁmﬂ%&&@dw to

conposi tions conprtsi 2-(2'-chloro-6'- oroani | i no) phenyl acetic

aci d be 25 adwilooxygennsed asmagasueddydi vigro gellplar prseysas deseribedim®Q Bt e rel ease
composi ti on(s) d0gg. sPRLorfMR is 3Gpethl ol(S1 itko-BRARoanlinGjoEH faclc 2l ¥ Ter | C

conponents to inpart exte se characteristics To the conposition As

di scussedisi n SwRtind-2425¢cttoro £ -fueraanilso)pbenylaseticcrsid, itsailitiand goethode fosits - 2- (2' -
chl oro-6"-fl ‘d%&%ﬂkléd%&)&&ﬁ%@%ﬁi&s?d d, is useful for the relief of pain,

fever and )
Thus, the present invention is directed to a composition for treating a

cyclooxygenase-2 dependent disorder or condition comprising one or more immediate
release pharmaceutical compositions comprising 5-methyl-2~(2’-chloro-6’-

20  fluoroanilino)phenylacetic acid or a pharmaceutically acceptable salt thereof, the one or
more immediate release compositions comprising an effective amount of 5-methy)-2-(2'-
ctﬂoro-ﬁ’-ﬂuoroanilino)phenyla‘cctic acid to treat the disorder for about 24 hours and
printed instructions directing that the one or more immediate release pharmaceutical
compositions comprising 5-methy)-2-(2'-chloro-6’-fluoroanilino)phenylacetic acid be

25  administered orally once a day. Preferably, the immediate release composition(s) does
not comprise sufficient water-insoluble or polymeric components to impart extended
release characteristics to the composition

As discussed in WO 99/11603, a genus of compounds, including 5-methyl-2-(2’-
chloro-6’-fluoroanilino)phenylacetic acid, is useful for the relief of pain, fever and

30  inflammation of a variety of conditions including rheumatic fever, symptoms associated
with influenza or other viral infections, common cold, low back and neck pain,




30 inflammation of a variety of conditions including rheumatic feVﬁrH 005
synptons associated wth influenza or other viral infections, co M:Acﬂ 3

| ow back and neck pain, 0 9 MAR 2005 WD 02/ 20090 4 PCT/ EPO1/ 10448

dysmenor r heg o2pgggache, including m grai ne headache, tootpagRfor8fagai Ns and
strains, nyositis, neuralgia, synovitgs, arthritis, including
osteoarthritis and rheumatoid arthritis, degenerative joint diseases, gout
and ankyl osi ng spondylitis, bursitis, burns, and injuries follow ng

surgi cal and r ' ddeache, Sptainy sldQgrsingenase- 2
(COX-2) i nhi S tor%%?&?%&'gﬁgflgrglﬁi}i \sﬂ"us’éek?aecg%’itvi tymf'or i nhi biting COX-2

over cycl ooxyeyesitis acuralgiacsynayitis, erthyitis.tigdluding opteoarthritis and rheumatoid arthritis,

chloro-6"-fl I ] i | AaEhni o L “‘Z‘“ﬂia% Lernative
to conventiol#g¢e9&%#ﬁ-1§§9e@% dlg%antl-ﬁ?kﬁ%%mng#]gﬁﬂr ugiss’, NSAI D

parti cul ar | y felloeving sorgidal a@Alem8l precpdurkse contra-i ndi cated such as in patients
wi th peptic ul cer 4 Lyl Legj g L ER serative colitis,
diverticul’itis orﬁhﬁgéflﬁseﬂé rcryglﬁ?’lyglag%co?% b}gfggi%nrt%r?r#e@?i na{)r 1féesi ons; 4
bl eedi ng, coaegledtixity fom inhitstingd20X-2iomer cyclonyzaneai Bth Sawethyl-2-(2’-
hypopr ot hr onbj hemn, h I lia.or .ot her bl | | ' udi ng
those rel ati ﬁb’gfc’g& %‘aff’&aﬁn@%ﬁnﬂlﬂ?ﬁ? %ngfsgp%ﬁgt%g #:Eﬁtgﬁ{a@%t?%%%@&h di sease
(e.g. i rrpiai r@dn-stemda]?ﬂﬁﬁﬂamﬁét' oryldhgs 2 ﬁ\ISKIDfSr)NSphrgctﬂaﬂygﬂtege mchNSAED&lgagr )

anti coagul ants; and fhose susceptjble.io i nduced ast e

i medi at e reh’@&%’aﬂ (ated saeEh 38, at@ﬁﬁﬁ'ﬁé?‘fﬂ"&ﬂ CIE RS E%“?gff’“f‘ﬂ%%ﬁ‘f‘f’s and
TTEFPOSF Olio t%eiaﬂ?/@dbﬁiliﬂﬂ?ﬁﬂi&hﬁﬂs@?&hhh’&n?ﬂ% ?Ntter)idft@ﬁsﬁdhﬁa?tm a:lrthyioheeln a form
suitable for _oral use, for, exanple, as tablets, troches, .| ozenges, aqueous
or oily susleaw?ag"lﬁt%@P@ﬁm clyding ancmiqsuch;ps hyppRigthrombinemid, s hard or

sof t capsul eaerfiphiliv ol BiherWlecing PiobRms (idd18dik WMBbTREIRHgit6 AlduccdTPBfpairedns usef ul
in the practice of the invention are_for oral 20 adm nistration and are

"i mredi at e r ePlatelel dmction) dejdney dispase (e3g, ippajred repg] dunchion)y Hhess PRPLIQSUEHY Ahosi t i ons
useful in thfialcﬁlfgaﬁﬁi&faﬁulﬁfts;tnﬂ&thbﬁ‘éﬁﬁgﬁtﬁﬁ tH MSAID Biabdrafasthi® phar macoki netic nor

physi cal characteristrcs of extended rel ease pharmaceutical dosage forns.
Thus, a Bhar nacelihs mmediatamsisase phasmaceyticel eampositions dorgise Bxthekitsgnd ¢ e

i nvention, ifpd b il ¥dhing b Bisé RigFcRieRt il Wik & Rlrkufill @1 V.
preferably w't wﬂﬁg*nde’gﬁour o? a%ﬁ%n%@gtratl n, an y25_ adm ni stration of a
phar maceut i cairal pesafos skanipd agtgblets, troches; Jnzengns caguecus ol Yt shEpensi®iént i on  wi | |

202 - chi or o RSP BRaLR of NSRRI o AT GBS ol o TR o
pl asma concerfthe phdrmacegficabcompobiions ugefglin theipragtics-of thefinvgniiancan K’F ad phenyl aceti c
acid wl| o €3G Birflst AR R T Mirhddk flath ¥feale® dﬁgaﬁe forms. That is, the pharmacentical
compositions useful in the practice of the invention have neither the pharmacokinetic nor
physical characteristics of extended release pharmaceutical dosage forms. Thus, a
pharmacputical composition-useful in the practice of the invention, if in solid form, will
disintegrate or dissolve rapidly, preferably within one hour of administration, and
25  administration of a pharmaceutical composition useful in the practice of the invention
will result in a rapid rise in the blood plasma concentration of 5-methyl-2-(2’-chloro-6-
fluoroanilino)phenylacetic acid. Preferably, the blood plasma concentration of 5-methyl-
2-(2’-chloro-6’-fluoroanilino)phenylacetic acid will reach a maximum within two to six
hours after oral administration and will then fall rapidly due to the relatively short (310 6
30  hour) half life of 5-methyl-2-(2’-chloro-6’-flucroanilino)phenylacetic acid.




hours after oral admnistration and will then fall rapidly due to hqf
relatively short (3 to 6 30 hour) half life of MAR 2003
5-met hyl -2-(2' -chl oro-6'-fluoroanilino)phenylacetic acid. 0 9 MAR 2005 WO
02/ 20090 Switfehli2kidgl/ 10448 Non-i nmedi ate rel ease drug for npdpkbfRssgWi Ch are
not wthin the scope of the present isnvention or used therein, include,
inter alia, delayed release and sustained release fornulations. Sustained
rel ease fornul ati ons may be further subdivided into prolonged rel ease and

controlled rel ea g At | . . r el f 5 t hat
SRor-Rhididtl te dr%fog?ﬁﬂﬁahogg WhHR Srebb R AR i s&lﬁgfb‘?ﬁﬁ

use repetitive, intermttent dosirn ) ug fromone or nor
i mredi at e- r elpeesené invention or nsed thepein, incinde,iinferalia, delayed welesssand sustaineth Exanpl es of

and enter | o EaaroArPafineCSyatll HAE BRI A6 boR b e e e or

and enteric-coate ere tinme y a barrier
coating. Del ayodahgecielaseand contiolled releass formuiationsp Distipiestrelsase sustevnsairthasei f or m

bl ood pl agsha n trati r o LLtent 10
peaks 2nd§t r(t)t%gﬁsg?gpﬁ{lﬁ?é%&%'g%mgc[oasﬁgp%ﬁ%%@é{prgﬁoﬁ#}gﬁ’qﬁwﬁ;&%i ch are

bot h desi r ablyits indofirated into £ dimgleagusageifornr dxgmpleoef delayeddeloape fdowtatiomsed r el ease
drug fornmul ations inglude dr formul ations th | ase of a
dr ug over an mé’g’trag i 'aﬁg‘ﬂ‘ é{grnfqa%'ﬁes,l apg5agﬁ%@éﬁeﬁga§iegéﬁ§§stgﬂ¥o¢%?at I on can
mai ntai n a c@whiendd byralt@rrice beuting.r Belayed rdleasd foemilitivagidqhe produceidr i s referred
to herein as a,15 "control l.ed rel ease” forpgylation, If it does.pnot maintain
L constant o LR PR oon Bestis coRREHOSof G o Bterotise SRR ne 1 e
concent r ajpi Opedks ahd@orEhs!ih thabldteplisha cogRentation 6fdyag, whith afe Bodndssirabper i od of

tinme than woul d, be achievable with an i mediate release fornmulation, it is
referred to H@MW'&'&“‘B"“%F@%%@H Fease" formulation. Thus, controlled

rel ease fornul ati gReaikEirelbak Brug férflftibnéShctude digifamiulatipakathatiiod sphasma 20
concentration of drug over an extended Period of tine, typic I%% twelve to
twenty four relenss of a dmgoves apexendedprsiod ol g lﬁ?%@ﬂl"dﬁlﬁi‘%ﬁlﬂ'ﬁ‘ bt .
Typi cal l'y, syskfiingdofsBnE@Be cRHetiralOSRAR oo Pk, 1108 fefétfed tOREEM a0

diffusion system a dissolution system and osnotic system ,or

i on- exchalfge “‘egninolied relepsel farmulation, IE i dpcs pat maipfain A cpRstpRECONGINLratan ‘ifﬂ'glgdr ug is
et r 1 1ed Dy Byl B TR USRS B B5Ehth BraghoiERigs Ther o ar o

two types usi evices: reservoir devices, in which a core of drug

i s sur r oundedottalorgepptripdef time thapiwonldde achinyable with an impasgisterclease whi ch
di ssol ved or f&hﬁﬂﬁ%ﬁ%ﬁi f&%dhﬁhﬂ%iﬁ%i?&&ﬁ&emﬂa@%ryﬂuﬁﬁbﬂmﬂﬁyt an inert
nmet ho

. y S . .
pol ymeric matrix. Typlica S used to nmake reservoir-type devices
i ncl ude controlled release formulations maintain a relatively constant, peak blood plasma

20  concentration of drug over an extended period of time, typically twelve to twenty four
hours; the compositions of the present invention do not.
Typically, sustained release oral dosage formulations are based on a diffusion
system, a dissolution system, and osmotic system, or an ion-exchange system.
In diffusion systems, the release rate of the drug is determined by its diffusion
25  through a water-insoluble pol;vmsr. There are two types of diffusion devices: reservoir
devices, in which a core of drug is surrounded by a polymeric membrane, and matrix
devices, in which dissolved or dispersed drug is distributed uniformly throughout an inert
polymeric matrix. Typical methods used to make reservoir-type devices include
microencapsulation of drag particles and press-coating of whole tablets or particles.
30 Generally, particles coated by microencapsulation form a system where the drug is
contained in the coating film as well as in the core of the microcapsule. Some materials



m croencapsul ati on of drug particles and press-coating of whole taplr%egﬁRomnS
particles. 30 Cenerally, particles coated by m croencapsul ation fo

system where the drug is contained in the coating filmas well as in the
core of thgovse@gapsul e. Sone materials 0 9 MAR 2005 WO fefRRRA6s49

PCT/ EPO1/ 10448 typically used as the water-insoluble coating, alone or in
conbi nation, are hardened gelatin, nethyl or, ethylcelluloses,

pol yhydr oxynet hacryl ate, hydroxypropyl cel | ul ose, polyvinyl acetate, and

waxes. Mi”it&pﬂﬂW&@éa@ﬂm@w&%ﬂin@@lﬁﬁWo&ﬁﬂfaﬁﬁeﬁFﬂbﬂﬁnﬁUﬂdﬁ Afd RdieliB r1 x materi al

and then 5 conpriessing the mxture into tablets. Wen using wax matrices,
drug i s genegalstingmethykasethyloallylosesnpolyaydrowymethagylats, hydroxyprardesialess, ed,

granul at ed, gaflﬂ ER6S sRdwdxe 0 cores. Matrix systems typically have a
primng dose 0 rug coated onto the drug-matrix core. The major types of
material s used i M@mdpﬂ@pmlmﬁlymdﬁhIWME@sm&ﬁémmlaNFbﬂ pl astics,

hydr ophi | c ude net hyl |0
acryl at e- rkret E‘gy}’}‘ﬁ‘%ﬁac%‘f“?&ﬁ%gﬁ%}g. ny sﬁﬂgorl a%hggﬁgy%Fﬂ%ne
Hydr ophilic dqmlrspdmmkmmwhmtsmmhgmkﬁwnuhwmwdymmmeI | ul ose

car nauba e Ong TGP e bl RGO Bl BEWHEEIER, S0,

car nauba wax an i s ara utron type sus
rel ease fornﬂrheamajorwparoémtdrih}smseﬂnnﬁmmmmh of mattixsiewices aroinscdybdd ens or

matri x di ssolutio st.ens., Enca at ed di tion for at| can be
e as S SRR P S S T

i cknessies ate ichlo c itic on. conmon
nmet hod of m ¢roenca uI atl n i.S CcO cervatlor{ VO ves t he addition
of a hydr ophPPY e ]5“1% c‘&l%r%mal’?“a?@ﬁ 8?1“ Rydrophilic
subst ance, Wairbdk ﬁﬂﬂ:@&eﬂﬁl&cZ@aﬁ}tﬁﬂ@ﬁﬁiﬁdmmﬂé weles suchasicarimmbswivesided from a

w de variety of tural and synthetic polyners including shellacs, waxes,
st ar ches, ceﬁyﬁﬂfgstﬂ'“%?é@?ate pht hal ate (or butyrate) or

pol y\él HYLDYHOHOMBQcI:sQ;]ﬁt%l nttmsﬁlstamlmgleﬁmtf@hmd ahorwasessaﬂhmd capla.imemf thg dr ug
i nside the m crocapsul e I s aval,l apl e | Mmedi r I,Ssol ut n an
absor pti o, Histolition §YSeRPT AULdiese ﬂ’é‘”ﬁ%nﬁ?‘ “%@Efggiﬁs%}%sﬁ? LYo

thi ckness andafleSpQattiicfior b coatiaf mgemeg&mukéof?cﬁugmm fhRMpes@@at i ng

t hi cknesses are used in the mecr ocapsul es .that conprise formul ati on,
drugs will be ﬁl@#”ﬁé@éﬁeaﬁlmfsf%Pléﬁ’?cmﬁﬂ?@&ﬂ%tﬁ’i"nﬁrﬁgﬁ“@?‘HEQ“’E'B give a del ayed-

rel ease, pul %ﬁ&b&:ﬁaﬁlfaﬁé‘&ls chdcerRatRRERhiER Vel besithd 4aliBS SPShydfoplB! Oyed, a nore

const ant bl ood
substance to a colloidal dispersion. The hydrophilic substance, which coats the

20  suspended particles, can be selected from a wide variety of natural and synthetic

polymers including shellacs, waxes, starches, cellulose acetate phthalate (or butyrate) or
polyvinylpyrrolidone. Once the coating material dissolves, all of the drug inside the
microcapsule is available immediatély for dissolution and absorpticn, allowing drug
release to be controlled by adjusting the thickness and dissolution rate of the coat. If

25  three or four coating thicknesses are used in the microcapsules that comprise a
formulation, drugs will be released at different, predetermined times to give a delayed-
release, pulsatile effect. If a spectrum of thicknesses is employed, a more constant blood
concentration of the drug can be achieved. Encapsulated particles can be compressed
into tablets or placed into capsules.

30 Matrix dissolution sustained release fornmlations are prepared by preparing
particles comprising drug and slowly soluble polymer particles. Such particles can be



concentration of the drug can be achieved. Encapsul ated particles mm 2005
conpressed into tablets or placed into capsules. 30 Matrix dissol
sust ai ned rel ease fornul ations are prepared by preparing particles

conpri sing d slowy soluble polyner particles. Suc ’Hﬁl;[)t]. s can be
0 9 MAR 208?%0%% 20090 7 PCT/ EPO1/1Q448 prepared by congtéa |n}g18 ?ug with a

pol ymer or wax and spray-congealing the particles or by cooling the
drug-coating m xture and screening it. Alternatively, an aqueous dispersion

met hod can b ' [.S . ed in

wat er and th@"?%@ﬂ?"t%%‘rag’é??‘ﬁ@ P%fsl Q?Fﬁ%?‘me%%ﬁ%g"#ﬁ“éﬁg‘[ﬁ@é‘?g‘Sﬁ‘)’%‘@%&%art i cles
are then 5 cbhygmobssthd dingtopatinglrhistues. anf eereankngtii. cAderratiwtly, e lagueons osnot i ¢

gradi ents ha .S0 e 0. Droyj i.ned. r rug.

Typi cal ly, sé@e%r"rﬁt}ﬁ% (fagE’gq?etﬁv%ﬁeﬁ%xg'ggfgon%ﬁg%@&g%'rs r%lg eO%P o°d\(/4\'/ét er but not
drug, that swatepanddise rasultingepanicles aregolletted. Fhandrugpayinerspatticiayatel thabel | very
aperture. Water fl e, tr%(ﬁgh t he sem perneabl e nenbrane, dissol ves drug,
which is 1o fwsﬁ%rfﬁé’da * of the formulation through the delivery
aperture. Materi aiosmiladdns cleanrebycon astdtc gradientshave ples beealnbesl topravidane ar e

pol yvi nyl al cohol ol t hane, cellul ose. .acetate, ethylcellul ose, and
bol yvi nyl  ch it reicprelof e g ically. syl ramlag i FvBINe g oerirate, perioeable,
practice of tdwatérueith dag, MSurrduiids i esel of dHig. OTHe Imenfbeane hals D@yalldeliverepar ed
according to any nmethod. known to the art 5 the manuf act

or [ e, of
i medi at e r eFREREE- BYP&?‘rP&&éWP‘&QitWW&?EW“LB%m @&EHh% $"0H2 ey contain
]g)lne or nope ﬁﬂ?ﬁﬁlﬁpﬁ?}'ﬂ?&ﬁtﬁé’f&ﬁ:ﬂ?ﬁdﬂh&&ﬁﬁlﬂﬂ&d&i@&?hﬁérﬁuflﬂtM&pmth:ﬁhltihg agent 3,
avoring agents, coloring agents and preserving agents in order to provide
phar naceut i c#fedys %mmﬁ%ﬂﬂ%ﬁﬁ?ﬁ@%‘%%ﬁ@i@ﬁg@%-éf@l@&m ain the
active i ngregée?d?é,eth&ﬁelﬁﬁdﬁia,’%ﬂ'iﬂg%&lréhﬁﬂﬁb.t oxi ¢ pharmaceutically acceptable
exci pients which are suitable 20 for the manufacture of tablets. These

exci pi ents may belliedmmediatesrlease formplationsiusefisliin the practice of thednyeBtionAre. ar bonat e,
sodi um car bom@agq bﬁ&&?&%m&akf&mwaﬁ&ﬁg ﬁrmfﬁﬂ'mmmgsmmbr o
granul ati ng an I St ntegrating agents, for exanple, corn starch,  or alginic
aci d; bi nidi ngheampmnfaturefafimanrdintg Rgﬁaé‘t BirepacewispleprRostions.c BRehAOMBNRIIONE br i cat i ng
el pr ent o o 2 SR ond BARGS weEERL P 12 o Ap OB o el el bl e
pol ymers or layarog agratseceoning agenteand presrvisg ageniécip efdef WPBViAS e, or water
per meabl e PolyIRE S AlanyRitE s HMPpabiifbiSH patatioA TR Wntain the active ingredient
in admixture with non-toxic pharmaceutically acceptable excipients which are suitable
20  for the manufacture of tablets. These excipients may be for example, inert diluents, such
as calcium carbonate, sodium carbonate, lactose, calcium phosphate or sodium
phosphate; granulating and disintegrating agents, for example, comn starch, or alginic
acid; binding agents, for example starch, gelatin or acacia, and lubricating agents, for
example, magnesium stearate, stearic acid or tak. The excipients cannot be water
25  soluble, water insoluble, or water permeable polymers or waxes where such water
soluble, water insoluble, or water permeable polymers or waxes are present in an amount
sufficient to impart a sustained release property to the formulation. In a most preferred
embodiment, the immediate release pharmaceutical composition is a tablet.
5-methyl-2-(2’-chloro-6’-fluoroanilino)phenylacetic acid has surprisingly been
30 found to possess a duration of action in humans of sufficient length that a single oral dose
of between about 200 and about 1200 mg, preferably between about 200 and 800, and




sufficient to inpart a sustained release property to the fornmulation. In a
nost preferred enbodinent, the inmedi ate rel ease pharnaceuti cal cgrg:npﬁrRt P60%
is a tablet. 5-nethyl-2-(2'-chloro-6"'-fluoroanilino)phenylacetic acid

sur pri si ngiwo i22ese 30 found to possess a duration of acti opci/BpdidoReS oOf
sufficient length that a single oral @&ose of between about 200 and about

1200 ng. preferably between about 200 and 800, and 0 9 MAR 2005 WO 02/ 20090
PCT/ EPO1/ 10448 8 nost preferably about 400 ng of drug per day in an
i medi at e- r eMesiReeierablrabont Afhmaof drug per dey Wen dhiediste veleasa foemalation willf | anmat or y

treat nent ov L8 t .cl i nical
dat a Suggest ohas et far e Bffunokleh g et o FOUDE petoa WRRLY eify

f | uor oani | i nbYysd &y fhearyeclinicabddtaisnggespthatrihe effeniadf Sethatind2H@’ -cidbratédd t o pl asma
concent 21O i bl T Bl RO R R BT R R 13,
pa’: |he|nt§ ?(Zacbut\rjathgmgsherglgﬁeen&ddxylﬂlp ahnsatraiondof drl::g mancffr(:jct compartn;ent T';hﬁ Con
met hy ra uorgani | in etic.acid indicates tha e
response is ﬁcg Woléf%nsf VP |n'feﬁlﬁ'fé‘ﬂ‘&5"8°%®%rpé% JESFViRE 1% g“'lf"g of 3¢ wi ce
dai |y dosi ngmeihyk2- m&hlmgw-ﬁ’eﬂmnﬂmm)pbe@hcdﬁ;t acld srdiggtedittabithé Mdpo¥ds is nSICh an
agent is partrgtg‘% ﬁ‘ﬁ‘fm |n tﬂ@g at nent o 0, chr I ndi cati ons,
such as rheufHi =it ﬁﬁ?”l“ﬁ SipgIYithA00 e YeEVS e+ s

Di sease and picealy dosing vﬁﬁ14130|m”gm Stﬁ:ﬂ@.ﬁﬁgent/\f@?ﬁﬁcdlﬁ lﬂéﬂgmnﬁ@@l@mtbp t aken

every day for the duratio | fe, because co Il ance is nuch
easi er wilPh Shewc mdigations ‘?Fd' “G""Eﬂ ‘H&E‘Q@%“ {peqrihrifip ps well asrm"he‘m"s

5-net hyl - 2- (bmessbmmoﬁmzﬂmwamdnbaoww@MHﬁgwﬁt@&tqkenJeﬁc@rdeyﬁi t he
order of between about 200 and about 1200 ng, per patient per day. In a

preferred entSdurpgEeh of ambieetistlide decpusecomplinnce is mueh gasies withSuee ©8Y and about
800 ng. In agg e preferred enbodinent the effective amount is between
about . 200 and about 600 In_an even nore preferred enbodi ment, the

effective amount W%ﬁ%@wlﬁmﬁw (2rehlozerfy fluomauiling) phaniylacatie agid s t
preferr EdISenm@fﬂﬁ%}dcr Bhﬁt\?&flﬁwui Y& AHRbE 1300 n%?&trpa lzcﬁ i 5 The anount

of drug that nmay be conbined with the carrier alsto roducea singl e

dosage f or m Rrefdrred gmbodimentih¢ elfectiyramountds bﬂ!&eﬂaﬁh@mﬂ@ﬁ)mabeﬂ §08ang Bd pi ent ,
the body CO%FE%Fréfeﬂéh é?ﬁbohﬂﬁ'enf %'eﬁ’eﬁﬂfzmﬂ}ﬂ &ﬁ&kﬁiuf%d’ﬁﬁﬂﬁgﬁ
atron intended for ora m ni stration

adm ni stration exanp fornu

by human recmsi Mgwmmedﬂmmm%mqaﬂmnmhcwm my of

maori ol whi ok i O P R R Sk B RN B R AL s ok B0 |

20 mg.

The amount of drug that may be combined with the carrier materials to produce a
single dosage form will vary depending upon the size and weight of the recipient, the
body composition of the recipient, and the particular mode of administration. For
example, a formulation intended for oral administration by human recipients may contain

25  between about 50 and about 1200 mg of agent compounded with an appropriate and
convenient amount of carrier material which may vary from about 5 to about 95 percent
of the total composition. Dosage unit forms may typically contain drug in amounts of 50,
100, 200, 300, 400, 600 or 800 mg. In one embodiment, the immediate release
pharmaceutical composition comprises between about 50 and about 1200 mg of the 5-

30  methyl-2-(2"-chloro-6'-fluoroanilino)phenylacetic acid or a pharmacetically acceptable
salt thereof. In a preferred embodiment, the immediate release pharmaceutical




of the total conposition. Dosage unit forns may typically contain drug. in
amounts of 50, 100, 200, 300, 400, 600 or 800 ngy. In one enbodi rreﬂtﬁdhrﬂeZﬂ[lS
i mmedi at e rel ease pharnaceutical conposition conprises between about 50 and
about 1200wap2abosbhe 5- 30 net hyl -2-(2'-chl oro-6'-fl uor oap¢tepa)ipdagny! acetic
acid or a pharmaceutically acceptableg¢ salt thereof. In a preferred

enbodi nent, the imedi ate rel ease pharmaceutical 0 9 MAR 2005 WD 02/ 20090
PCT/ EPO1/ 10448 9 conposition conprises between about 50 and about 600 ny of

the 5- et hyl cemgodition BbRfBes Betwdeh 465 80 hild dB@ﬂtBb@H]‘é'OPﬁﬁtilrﬁetﬁﬂJthzQéhl&o-
pharmaceutical |y acceptable salt thereof. In a yet nore Bre erred

enbodi ment , ShBuqreapiiselphenylaspiicacid qsmhme@umaswcemﬁ'ﬂegql&t febnpratses
bet ween aboum%r@eﬂaﬁéi%&:ﬁ% 130 mitedibid SelusEiatyd oeé’ncﬁl?con@gémp 6" 5

fl uoroani |l ino)phenylacetic acid or a pharmaceutically acCeptable salt

t hereof . | n cemaprifpshetwesnabeyt 58 andabpw#0Rmatof the Aemathil 2R zellorodi ease

phar maceuti c

B ety - 3. Do SRSk ROIR! briiharnbtaff PR sll Bficor. In the most

phar maceut i carelfeymdembghmtethsmeduanemm phm@umaémmoemloemsnent t he

I medi ate r 1 5 28, I n the nost
preferred enbodi men ; %gs%Q{}m"rg%%hﬁcﬁeﬁggﬁﬁ%@?}]%?%ﬁ%agglm%‘or mul ati on
conprises a plﬁ:hmcunctaﬂiyampﬂadcsdtstbﬂm mmprskﬁedmﬁoﬂhncnpﬂwum@ala conposi tion
of 5-nethyl | '

phar maceut i cgf{age aglg’ m+ er e°5 a ﬁ?ﬁt\%%&y@&?%&fﬁéﬁg |d%enthm60% to
90% by vveloghumhe:hadrehaasd]btnrmmghm fofimddtion canprisesi dtellet, | n a further aspect,

Lhis invent] g ol 18 400 ny of
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phar maceuti c ﬁr-hyoraﬁﬁlﬁm;ﬂbhﬁa@ad 4cid drarpharinacentienllg iacceptable s-'fltﬂmtofdmwpg ases
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phar maceut i cal Iy mnh@hépemsmistm\tehmmﬁway aivitirgdaliate Elesel tabletdompusinge| ease

t abl et 5
S?Ime'?hylm-51 2 °ig§“g'y&l%ﬁg ‘?ﬁéﬁiﬁ'ﬁ -opsganilimpiphepylepstic agidioga,, 4 20
phar maceut i czphém abdeptable sdlt mﬁwﬁerhytmbgdnmn@rmmmhabmder st ood,

however, that thes ecific atlent wil |
depend upon Maﬁ“flég‘?‘ 69%105‘9&' ﬁ*yl-f T‘:BIS‘ ﬁaﬁ‘/?gp"% E"&g{?ﬂﬁ 50" 8 gener al
heal th, sex, pHirfilacentidlf a&fepﬁﬂﬁlsﬂt m&mm:m aheumﬁemﬂemaﬂﬂctdmayg
conbi nation and the ty

Chor apy.  For CHEPFReN Bxfoot SRLE @ iS5 oo Pglactle BB don about
200 and afput h&ﬁﬁ&umwﬁh s&lf @,&%ﬁgl\%@et ween about 200 and about 400
"9 per day, m)st ?trvgfl (tayé gx?dlc}/sto%goh%twcﬂcg,othg%le speci 1c ose lsévcl ?cg-laﬁy? Bfrtqcu]ar
patient will depend upon a variety of factors including the age, body weight, general
health, sex, diet, time of administration, rate of excretion, drug combination and the type
and severity of the particular disease undergoing therapy. For many patients, a once daily
25  dosage range of between about 200 and about 1200 mg per day, preferably between about
200 and about 400 mg per day, most preferably about 400 mg per day is indicated.
For long term therapy, such as in the treatment of chronic diseases including
rheumatoid arthritis, osteoarthritis, Alzheimer disease, or prophylaxis of colon cancer, a
once daily dosage of between about 200 and about 1200 mg per day, preferably between
30  about 200 and about 800 mg per day or between about 200 and about 600 gm per day,
most preferably between about 200 and about 400 mg per day, is indicated. More




For long termtherapy, such as in the treatnment of chronic di seasesu
including rheumatoid arthritis, osteoarthritis, Al zheiner disease 8rMAR 2005
prophyl axi s of colon cancer, a once daily dosage of between about 200 and
about 1200wgn2paedeeday, preferably between 30 about 200 angipbsii10490 NO per
day or between about 200 and about 60g gm per day, nost preferably between
about 200 and about 400 ng per day, is indicated. More 0 9 MAR 2005 WO

02/ 20090 10 PCTIEPO /10448 particularly, for the treatnent of

ost eoart hri t particolaryOfor &R tRhtnlMlofBRELart BRI 2 d8bedh HerBAHbout200 afiDabb@r day i s
preferred, er eas for the treatnment of rheunatoid arthrltls bet ween about

400 and abouf00m@perday jsgreterzad, wherens fir dhe tregtmepipf rheymatopdasthritin betyeeth on- chr oni ¢
i ndi cati ons MNMMMI)@& p is PleRFrBd. FYh Weinhinp 8f AddbhRdsN, bet vween

about 200 and _ 5 about 400 ay is preferred. The invention provides
in a further ndiggiians suchiep beed mw@avqw@gavmam-éﬂmeghabommql adi ng.
The tabl et ”%upﬁ)omérdh ISWI on e.g. 10 to 20 nun in dianeter,

preferably 15 to 20 hun, )Pmst preferably 17 to 18 nm to 10 nmin w dth,
preferably 6.5 tﬂnm@mm@sm@nh@w@fammmeéfedut%blqtrvﬁﬁhaztn&!b 8 mm

preferably 4 HERb n forces of
bet ween 10 tgl%gg&ﬂﬁFgr mm%%??g?%mﬁgggmgbﬂ;fgﬁgﬁpr@@ﬁgﬁed t abl et.

Benefits of prefesably Tgitoaﬂugn,lmwmfgrabladebifm ovi@anm iy wisiaprefepably ¢y,
rel ease char uﬁﬂﬁ@&b @8 HANpri ses. a
conposi tion g‘ég‘?zrﬁ,{[{ﬁ}c S rugﬂhg?\@fe?ﬁlﬁ-}gﬁ at on‘g gj}r<tarr[)rng|9
phar maceumi c alostqrefgretly 5i8omrs. Compoession ﬁ:gc&ioﬁmm-mm(@ kilpgNewtons are used
chloro-6-flu QSW,!Iﬁﬁ cceptabl e
salt thereof %'r)%mp%’e‘aecf&lé q')s‘qlge e e%")% %nt@wa g‘%ﬂr‘%’ [ E}Ogedé‘escrl ption
by way of exaivavailalilityyre bﬁscmhmmnmlcméwﬁpliaim | nvent| on. 20 25 30 0 9 MAR
2005 VO 02/20090 'F ﬂlbli':lPOl/ t:}lo Akage compnsesg%mnposm&?ra&f)ﬁ‘fn%d Bﬂmgéonlszor mul ation
directing that one or more pharmacentical compositions comprising 5-methy}-2-(2’-
15  chloro-6-fluoro-anilino)phenylacetic acid or a pharmaceutically acceptable salt thereof be

administered orally once a day.

Following is a description by way of example only of compositions of the

invention.




Tabl e | Ingredient Amount per 200 ng tablet batch (kg) Core Granﬁl tMm 2005
5-nmethyl -2-(2'-chloro-6"- 50** fluoroanilino)phenylacetic acid dr ggal
substance M crocrystalline cellulose, NF (PH 12.85 101) Lactose

monohydr at g0 Mzogbd- 65 Croscarnel | ose sodium NP | Povi de@eppddRbisé

Ti tani um di oxi de, USP 2 Water, purifyed ***, USP 20.375 Extra-granul ar
Phase Mcrocrystalline cellulose, NF (PH 13 102) Croscarnell ose sodium NF
3 Titaniumdioxide, USP 2 WMagnesium stearate, NF 0.5 Coating Opadry white

2.801 **** (md{%hu%@oﬁfﬁmuhmmy red 0.4 **** (Opadry bl ack 0.0504
**x*%  \Water, purifie , *** ** The wei ght of drug substance

I s taken vmth ref erence to the dried s'[ﬂ??tlance (100 per cent) on the basis
of the assay val ue (fRgIQEZATT O . STl ' it is 5 adjusted
by the anount of m crocT? yslta I|ne cel | uI ose used. l- bved duri ng
processing. **** | ncl-uge S e ’ o othe coating process.
Tabl e 1, above, sets (Qﬂ'ethe forrrul a for a batch of approxi mately 250, 000

i mMmedi ate rel ease fil iGranalatich t abl et s of 5-net hyl -2-(2'-chl oro-6'

5-methyl-2-(2’-chloro-6’- SO**
fluoroanilino)phenylacetic acid drug

substance

Microcrystalline cellulose, NF (PH 12.85

101)

Lactose monohydrate, NF 11.65
Croscarmellose sodium, NF 1
Povidone, USP 4

Titanium dioxide, USP 2

Water, purified ¥**, USP 20.375
Extra-granular Phase

Microcrystalline cellulose, NF (PH 13

102)

Croscarmellose sodium, NF 3

Titanium dioxide, USP 2
Magnesium stearate, NF 0.5
Coating

Opadry white 2.80] »¥e*
Opadry yellow 2.0 3***
Opadry red 0.4 Frex |
Opadry black 0.0504 **#% i
.Water, purified ***, USP 29,758 #¥¥»

|
** The weight of drug substance is taken with reference to the dried substance ‘
(100 per cent) on the basis of the assay value (factorization). The difference in weight is
5  adjusted by the amount of microcrystalline cellulose used.

*** Removed during processing.

*#+* Includes a 50 % excess for loss during the coating process.
Table 1, above, sets out the formmia for a batch of approximately 250,000
immediate release film-coated tablets of 5-methyl-2-(2’-chloro-6’-
10  fluoroanilino)phenylacetic acid. To make the tablets, titanium dioxide is dispersed in



lo fluoroanilino)phenylacetic acid. To make the tablets, titanium di o%e |
di spersed in 0 9 MAR 2005 WD 02/ 20090 PCT/ EP01/ 10448 12 water, fo 1D Bbg%
the addition of povidone and m xing for 20 mnutes to nake a

povi done/ t {yoARiabyep di OXi de suspension. The drug substance, pdpgbeice
mcrocrystalline cellulose, and crosgarnellose are m xedP| n-a hi 6?1 shear
mxer (e.g., a Collette Gal) for 5 mnutes to forma drug m xture. The
drug m xture is granulated in the high shear mixer 5 with the

ovi done/titanju i oxlLde syspensj on.,- The,suspension,is punped at a rate of
DO ot | Bt oy b e BT St ficoneato PR BT 2 Bimates B85

addi t : onal 9@oﬁdxﬁ';emighn_iunadib??e aié;begmge Theldfug Bubstaiice] ﬁa&ﬁgm&mcﬂmlﬁntet :
ranul ation 1 re In a | e [ I, S n nin al.t erat ure
0L o0 o O ety 384 el o Pixed i High ot Atrer (g of Gl ) 78 o o
2.5 - 4.5 9% middié t6lforMd digamixtuad. THE diug nid@ers &Crdnilatedgiths highiskanmibet ng a mil |

10 (oscillator) and 30.nesh screen. The evi ous steps are repeated to
ke 5 sedond iRy RaR AR ide SR PAr LRSS PIPBSY AT O do | o

passed thr ougt/in fb the g axtGre. PR @R Ning HdAurd i9miEda ddaitiofd 90 sdcbnd¥l xed Wi th
the extra granul ar phase mcrocrystalline  cellulose, croscarnellose sodium

and tit ani umafsradlithrsusnension igadded, The wetigragplatiagyis drsd 1m & fipid\bed dayPro RN 0 form a

penul ti mat e g Xjidd o cenlREIAES bD6! T8¢ Alidudl FaRPGHECs 899G Apchlissipesh hand
screen and is mxed wth the penultimate mxture in a twn shell mxer for

50 revol uti emwge pH2.§ ok %B). (e |deied granndation ispassedrtheouginp peseenigingp Millire i s
pressed ipto [ %cﬁ@ﬁ) : coati ng
powders ( aé%%@kgbgnﬁﬁgg%ﬁwt pll}?lla F@g]m g%et &%‘E‘gqgﬂ%és%%ﬁw 20

coati ng suspa@rapletion. The tablets are filmcoated with the coating suspension

02 coating. pancyshid el et Bohe R phssl FRGERL U0 frstialid © 2 Sets out

the contents of a ]
5- net hyl - 2- ( 3treexih The dry @ranfilations emmiikédropheenptagrannlar phass mickdcryaivat ed t abl et .

0 9 AR 2005 4021 20030 A, Lol o G R0k in VIGHH o il 560 o amoun

15 revolutions to form a penultimate mixture. Magnesium stearate is passed through a 60
mesh hand screen and is mixed with the penultimate mixture in a twin shell mixer for 50
revolutions to form a tableting mixture. The tableting mixture is pressed into tablets using
a tablet press and ova} punches.

The coating powders (Opadry) are mixed with purified water to make a 15 % w/w

20  coating suspension. The tablets are film coated with the coating suspension in a coating
pan using 60 °C to 75 °C inlet air temperature. Table 2 sets out the contents of a 200 mg '
5-methy}-2-(2'-chloro-6'-fluoroanilino)phenylacetic acid film-coated tablet.



5-nmet hyl -2-(2'-chloro-6'- fluoroanilino)phenylacetic aci dsubst anceu(éq:t*ﬁR 2005
substance 51.4Filler Mcrocrystalline cellulose (PH 101) Lactose46.6Filler
Povi donel6Bi nder Titani um di oxi de8Col or Croscarnel | ose sodi umiDi si nt egr ant
Water, puriig @Boegese S- G anul ating Extragranul ar phase 52| i ggiv@poi/10448

M crocrystalline cellulose (PHFiller 192) Croscarnell ose

sodi unl2Di si nt egrant Titani um di oxi de8Col or Magnesi um st ear at e2Lubri cant

Core wei ght 400 Coating 7.4676Col or Opadry white (00F18296) Opadry yell ow
(O0F12951) 5. 3312Col or - Opadry red (OOF 1. 0668Col of Opadry bl ack
(00F17713)0.1344Color Water, purified :_EE 2] Coating solvent PCT/EPO1/10448 0O
9 MAR 2005 WO 02/ 200figredlienPCT/ EPO1/ Théettidahgr e dimetiod heor et i cal Functi on
anount [ng] Total weight 414

amount [mg]

Core
5-methyl-2-(2’-chloro-6’- 200 Active
fluoroanilino)phenylacetic acid substance
drug substance
Microcrystalline cellulose (PH 514 Filler
101}
Lactose 46.6 Filler
Povidone 16 Binder
Titanivm dioxide 8 Color
Croscarmellose sodium 4 Disintegrant
Water, purified * Q.S. Granulating

liquid
Extragranular phase
Microcrystalline cellulose (PH 52 Filler
102)
Croscarmellose sodium 12 Disintegrant
Titanium dioxide 8 Color
Magnesium stearate 2 Lubricant
Core weight 400
Coating
Opadry white (00F18296) 7.4676 Color
Opadry yellow (00F12951) 5.3312 Color
Opadry red (00F15613) 7 1.0668 Color
Opadry black (00F17713) 0.1344  Color

Water, purified * Qs. ~ Coating solvent




* renoved during processing In addition, the tablet formulations man QCWRa‘izﬁUS
5-nmet hyl -2-(2'-chloro-6'- fluoroanilino)benzyl alcohol and/or

5-met hyl -2-(2'-chloro-6'-fluoroanilino)benzoic acid 5 in an anount between
about 0. Olw@y@rdfby wei ght, nore specifically between abpgigpfhihosagand | %
Thus, in a further enbodi ment the presgnt invention is directed to a

phar maceuti cal conposition conprising an effective anount of

5-met hyl -2-(2'-chloro-6"- fluoroanilino)phenylacetic acid and between 0.01
and 2% by weignt -2-(2" - 6" - T Fittieani [ 1 no) benzyl al cohol .
10 Exanple 2: Act|V|I?'§mm Thdbrdi 2

5-met hyl - 2- (2' -chl oro-6' - f1 uor oani | amexmimgl/| acetic acid in humans A four
week multi cent-er—+andeomzed—tdouble—bine—doubtre—dummy—ptacebo- control | ed
paral | el grou'SO‘tﬂ}V%!Bh'(the st udy) of¥our dosing regi mens of 5-nethyl-2-(2' -
15 chl oro-6' =ftuor ||1| phENytacetic acra 1T n patients with knee or hip
primary osteoaf?‘????‘ﬁ i

SPP8r ned, usi ng di cl of enac as a conparator.
Patients are nale and female from 18 to 75 years of age, have a clinical

and radi ol ogi cal d|a sis of knee.or hip ostepar |s as gdefined by the
Anmeri can Col | ege Bfad Erﬁ’é?t&?lﬁtgf?r'@ﬁl?tpgﬂlﬂp ﬁ%%h]' (455pigror ﬂt ensity of at
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15  chloro-6’-flucroanilino)phenylacetic acid in patients with knee or hip primary
osteoarthritis is performed, using diclofenac as a comparator. Patients are male and
female, from 18 to 75 years of age, have a clinical and radiological diagnosis of knee or
hip osteoarthritis as defined by the American College of Rheumatology criteria, and have
a pain intensity of at Jeast 40 mm (Visual Analog Scale) in the affected joint prior to

20  screening for inclusion in the study. 584 patients are randomized to receive either 50,
100, or 200 mg 5-methyl-2-(2’-chloro-6'-fluoroanilino)phenylacetic acid or 75 mg
diclofenac administered orally twice a day, or 400 mg 5-methyl-2-(2’-chloro-6'-
flnoroanilino)phenylacetic acid administered orally once a day, or placebo. Drug and
placebo are administered in capsules. The comparator, diclofenac, is an extended release

25 tablet that is over-encapsulated to match the placebo. The treatment duration is for 28
days.

Pharmacokinetics are performed on 52 of the patients who receive 5-methyl-2-
(2’-chloro-6’-fluoroanilino)phenylacetic acid. Blood samples are taken at 0, 0.5, 1, 2, 3,
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6'-ﬂuoroamlmo)phenylacenc acid on day 28 of the study.
Figure 4 is a plot of mean plasma concentrations of 5-methyl-2-(2’-chloro-6’-
15 fluoroanilino)phenylacetic acid versus time on day 28 of the stody.
Figure 5 is a plot of mean VAS scores versus time on day 0 of the study.
Figure 6 is a plot of mean VAS scores versus time on day 28 of the study.
Figure 7 is a plot of typical mean VAS scores versus plasma concentrations of 5-
methyl-2-(2'-chloro-6’-fluoroanilino)phenylacetic acid in the 400 mg once daily dosage
20 group.
Figure 8 is plot of change in VAS scores from the greatest pain in the previous 24
hours versus AUC on day 28 of the study.

25 " Following muitiple oral administration of 5-methyl-2-(2’-chloro-6°-
fluorcanilino)phenylacetic acid to ostecarthritis patients at does of 50, 100, and 200 mg
twice daily and 400 mg once daily, there is a dose proportional increase in AUC and Conuy
on day 28 (Figures 1 and 2 and Table 3). The Cpaz Of the 400 mg group was similar to
that of the 200 mg twice daily group at steady state (Table 3).

30
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Trough plasma concentrations of 5-methyl-2-(2'-chloro-6’-
fluoroanilino)phenylacetic acid are shown in Figure 3. The trough values observed in the
twice daily groups increase approximately in proportion to the dose, e.g., the troughs in
the 400 mg once daily group is similar to the trough in the 50 mg twice daily group (see
also Figure 4). The tu: occurs, typically, at 2 to 3 hours. AUCy is similar on day 0 and
day 28 (Table 3) suggesting that 5-methyl-2-(2’-chloro-6’-fluorcanilino)phenylacetic
acid reaches steady state in plasma rapidly. Plots of VAS pain scores are plotted versus
time post dose, on study day 0 (Figure 5) and day 28 (Figure 6). On study day 0, in each
dose group, except placebo, there is a reduction in VAS score with time which reaches a

. maximum at either 4 or 6 hours post dose. On day 28 all dose groups show an increase in
the change of VAS from baseline, and mean values for all active dose groups are better
than placebo. Unlike the data of day 0, the VAS scores on day 28 are relatively constant
with respect to time post dose. Not surprisingly, given the variability in VAS pain
meastrements, a dose response is not readily apparent. However, the 400 mg once daily
dose gave the best mean scores throughout the measurement period. Table 4 summarizes
the VAS results at days 7, 14, and 28.
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constant over the sampling period, and thus there appears to be no direct relationship
between plasma concentration and effect. A once daily dose of 400 mg of 5-methyl-2-
(2’-chloro-6’-fluoroanilino)phenylacetic acid gives the same or better pain relief as 200
mg twice daily. Plotting the VAS pain measurement over the previous 24 hours (primary
end point) on day 28 versus exposure over 24 hours give a positive correlation with 7 of

0.12 (Figure 8).

Example 3: Hi compressed 400 mg drug loadin

To develop a high drug loading 400 mg active agent composition, high shear granulation
and spray gramulation processes are evaluated in parallel. The drug substance is
granulated with a povidone solution. Povidone concentrations of 4 % (96% drug loading)
and 8 % (92% drug loading) are used. The granulations are dried and milled through a 20
mesh (0.84 mm) (see: Remington: The Science and Practice of Pharmacy, Nineteenth
edition, Volume I, p. 1606). Portions of granules that are retained on the 60 mesh (0.25

and 80 nesh (0.175 mm) are m xed and are conpressed
on a carvey pressonfdaydh plot of mean plasma concentration versus mean change in VAS from

baseline using a once daily 400 mg dose results in an anti-clockwise hysteresis loop
(Figure 7). Without being bound by theory, such a phenomenon may result from the
action of the drug in an effect compartment. By day 28 the VAS score is relatively
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Initially the higher drug load at 85% active is evaluated. Compression profiles that are
20  generated demonstrate that the high shear granulation process results in harder tablets

with increasing applied forces. Conipression forces greater than 12 kilonewtons (KN)
‘cause lamination of the 85% active tablets. In comparison, lamination is observed at
forces higher than 9 KN for the spray granulation batch. Both of the formulations with
85% drug loading result in high friability values in excess of 2% after 200 drops.

25  Friability is a measure of the brittleness of tablets, and is measured by weighing tablets
before and after they have been subjected {0 “dropping”, and dividing the difference
between tablet weight before dropping and the tablet weight after dropping by the tablet
weight before dropping and multiplying by 100. Friability is measured using a friabilitor,
which is a rotating drum that, every revolution, drops tablets enclosed therein a distance

30 of 6 inches. Typically, about 20 tablets are used for each friability test. Acceptable
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binder. The disintegrant (croscarmellose sodium) is split equally into intragranular and

extragranular portions. The extragranular portion disintegrates tablets into granules and
the intragranular portion reduces granules to even finer particles, facititating dissolution

15 and release. The filler, microcrystalline cellulose (PH 102) is added extragranularly as is
magnesium stearate, which is used as a lubricant, Three formulation factors are studied
at three different levels and five responses evaluated. These are shown in Table 5.

Table 5 Formulation variables and responses.
Factors Levels : Responses
Binder 4%, 6%, 8% Compressibility
(Polyvinylpyrrolidone,
Povidone K30)
Disintegrant (croscarmellose 2%, 4%, 6% Ejection force
sodium, Ac-Di-Sol)
Lubricant (Magnesium 0.5%, 1%, 1.5% Friability (500 drops)
Stearate)
* Disintegration time
Dissolution rate

20  The tablets are formulated by first mixing the polyvinylpymolidone binder with water,
followed by addition of the COX189 drug substance and croscarmellose sodium to the
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10 Table6 Experimental rans
Experiment Binder (%) Disintegrant (%) Lubricant (%)

! 4 6 ]

2 8 2 1

3 7.5 2 1.5

4 45 6 0.5

5 8 2.5 0.5

6 4 5.5 15

7 6 4 1

8 6 4 1

The following process conditions are kept similar for all the cight experiments. These
include:

Equipment:  10L Gral mixer, GPCG-1 dryer, Frewitt mill, 4 Qt V-blender, Beta Press

15 Water amount: 18.5% of the sum of drug substance, croscarmellose sodium and povidone

weight. i
Binder addition rate: 3 minutes 30 seconds for all the batches
Gra;nulation time: between 30 seconds to 2 minutes

Drying temperature: 50°C



5 Tablet press: Beta press with gravity feed franme Tablet press

75-80 RPM Tabl ets are conpressed at various forces to generate corrpﬁasHABnm%
profiles. The conpression and ejection forces are nonitored during

conpressi o an instrumented tablet press. Fri ab| i egration
time and df"é‘sb?f E‘?Pon of the cores are,pl so eval uated. ﬁégr‘ﬂi @hﬂ&ows t he
data at 13-16 KN force for the eight experinents. Tabl e 7 Tabl et physi cal
characterization data for the experinental nuns
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ej ection ffprcmletﬁegspl te the di Bia Qggwﬂl:ﬁgrhﬁ(sy&’bﬁ fexinebi nder and di sint egrant,
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drops, but hglgflbﬁ §?§ i cant e??gégp% ej ection forces. For further
optim zation, friability is optimzed as this response is considered nost

critical for '&bbmmdmiptssﬂlaevmiouﬂfoﬁ:emaeﬂ@ﬂsmr@rﬁﬂbﬂmﬁ&s FII’fE/ EP01/ 10448 and
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10  Table 7 shows the data at 13-16 KN force for the eight experiments.

Table 7 Tablet physical characterization data for the experimental runs

Dissolution Dissolution
Compression Hardness KEjection DT at15mins at60mins Friability

force (KN) (Kp) force (N) mins:secs (%) (%) (%)
14.9 19.9 590 1:48-2:42 81.9 934 1.26
14.8 17.0 546 9:30-10:18 73.7 85.1 1.30
14.5 18.1 511 8:32-10:13 73.1 83.9 1.03
15.2 19.1 648 3:05-3:50 81.8 89.5 0.20
14.6 19.2 583 8:45-9:20 67.5 87.0 0.40
13.9 17.1 542 2:07-2:28 74.6 90.0 2.45 f
13.9 19.0 526 5:15-5:58 75.6 90.1 1.02
13.6 17.9 516 4:47-5:32 78.5 87.6 0.83

Friability is measured after 500 drops, and the acceptable dissolution standard is 70%
dissolved in 60 minutes. It is observed that binder and disintegrant had a significant effect
on disintegration time, dissolution, hardness and ejection forces. Despite the different

15 levels of binder and disintegrant, all batches pass the dissolution test (Q point of 70%
drug released in 60 minutes). Lubricant levels had a significant effect on friability after
500 drops, but had no significant effect on ejection forces. For further optimization,
friability is optimized as this response is considered most critical for successful scale-up



Responses 5 Table 9 Constraints on tablet properties Friability Hardness
Disintegration time Dissolution (after 15 minutes) FEjection forlg MAR 2005
Constraints Between 0.1 % and 0.6 % Geater than 15 Kp Less than 9 m nutes
75 % drug swRIeased in 15 mnutes Less than 1000 N Opti m gepepifibfag | evel s
and predicted responses Optim zed fackpr |evels Binder 6.55% D sintegrant
4.26% Lubricant 0.42% 22 Predicted responses Friability 0.5% Hardness 19.7
Kp Disintegration time 6 mnutes 36 seconds Dissolution after 15 m nutes

75% Ej ect i onafddeselofingda Nban coféd tablee Fribtanit ok ﬁﬁsl tmm 19 (préreddblgefounegldat with
rant, _and, ,0.42% | ubricant |evels, which yielded

6. 55% bi nder . 4. 26% nt e

the properti 35% §é$ ﬁ@%ﬁs‘f peded; for eRtimizgtion, gTaple ) lists the eqostmintson and predi ct ed
val ues of theccpptmab]ee@-owesoptl m zed formul ation at 14 KN conpression
force Properties Friability

Table 8 Constraints on tablet properties
Responses Constraints
Friability Between 0.1 % and 0.6 %
Hardness Greater than 15 Kp
Disintegration time Less than 9 minutes
Dissolution (after 15 minutes) 75 % drug released in 15 minutes
Ejection force Less than 1000 N
5 Table9 Optimized factor levels and predicted responses
Optimized factor levels Predicted responses
Binder 6.55% Friability 0.5%
Disintegrant 4.26% Hardness 19.7 Kp
Lubricant 0.42% Disintegration time 6 minutes 36 seconds

Dissolation after 15 minutes 75%
Ejection force 634N

An optimized formulation is manufactured at with 6.55% binder, 4.26% disintegrant, and
0.42% lubricant levels, which yielded the properties set out in Table 10 below.

Table 10 Observed and predicted values of the properties for optimized

10 formulation at 14 KN compression force
Properties Observed
Friability 072 %
Hardness 18.3 Kp(17.4-19.4)
Ejection force 688 N
Disintegration time (mins:secs) 6:54 - 7:28
Dissolution after 15 minutes 75.5%

The optimized formulation is forther stressed for friability by increasing the ubricant
concentration to 0.75%. Hardness, dissolution and disintegration times are not affected by



Har dness Ejection force Disintegration tine (mns:secs) Dissolution after
15 mnutes Cbserved 0.72% 18.3Kp(17.4 -19.4) 688 N 6:54--7:28 {}

optim zed forrmulation is further stressed for friability by increasing t

| ubri cant weonResmbration to 0. 75% Hardness, dissolution pegepiiabdagegrati on
times are not affected by 0 9 MAR 2002 WO 02/ 20090 PCT/ EPO1/ 10448 23

I ncreasing the |ubricant concentration. However, friability is higher at 14
KN conpression force. Increasing the conpression force to 16 KN results in
acglept abl e fnmeadmh' %gllhé ljab(z&nﬂ&gﬁ:entr'ﬁﬁﬁl EHivienér7 RiEbilig ifmi ﬁériaont l'én as seéI EU} in

Table 11, with infor a out as percen ose, an g

50, 000 t abl efOMPEUAR 19860, dpcregsing thep ﬁﬁﬁ‘ﬂb’%@gﬁbm%{tgﬁﬁcwﬁwﬁor changes

i n exci pi ent friabiliggouradi ons will not affect the overall product attributes.
Table 11 q)ti m zed for rrul ation conposition % w w ngredi ent I\/g/ doseKg/ bat ch

Sodi um NF ( A BTG TR i34 53 ORI NEbh SR AT PR B0 HoDeage
18. 12Puri bi edlwvawdosc.lalﬁl’kg!@@eo&blenwtm B%?cdiﬁlﬂhﬁrﬁaﬁfdéﬁlaﬁrhdnﬂﬁatéhﬂ ul ose, NF
(Avi cel PH144,906. 066.,102) .2. 150rosqarrre Ios sodi um

(Ac- Di - Sol ) 15958 ient popcetRtipns vl %B*e‘t"&’ﬁpé” oduct attributes,
Table 11 Optimized formulation composition
% wiw Ingredient Mg/dose Kg/batch
Granulation
65.04  COX189 Drug substance 400.00 20.00
2.15 Croscarmellose sodium, NF (Ac-Di-Sol) 13.22 0.661
6.60 Povidone K30, USP 40.59 2.029
18.12 Purified water, USP* : Qs Qs
Blending
23.56 Microcrystalline Cellulose, NF (Avicel PH 144.90 6.066
102)
2.15 Croscarmellose sodium, NF (Ac-Di-Sol) 13.22 0.553
0.50 Magnesiuvm Stearate, NF (vegetable 3.07 0.128
source)
Film Coating
84.46 Opadry, Global White 00F18296 15.2028 0.296637
14.03 Opadry, Global Red 00F15613 2.5254 0.049275
1.51 Opadry, Global Black 00F17713 0.2718 0.005303
Purified Water, USP* Qs 1.990218
Film Coated Tablet Weight 633.00

*Does not appear in final product. Percentage of water added used for granulation based
10  onthe dry weight of drug substance and croscarmellose sodiam.

The batch is granulated as described above for development batches. The granuiation is
dried to residual moisture (% LOD) of 1.79%. The formulation process is the same as for
the development batches as described above, except for the additional step of coating

15  with Opadry in a coating pan. The coating powders (Opadry) are mixed with purified
water to make a 15 % w/w coating suspension. The tablets are film coated with the
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t hroughout the conpression, rum IS

bi |
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pharmaceutical conposition conprising an_effective anmount
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20



chl oro-6'-fl uoroanilino)benzyl alcohol. 20 25 30 0 9 MAR 2005 WO Oig’@q%p 2@@5
PCT/ EPO1/ 10448 Claim 1. A conposition for treating a cycl ooxygenase-
dependent di sorder or condition conprising:

5-met hyl - 2a/6%2n6d3h OF 0- 6' - f [ uor oani | i no) phenyl acetic acid 1/10448
phar maceutlcaﬁy 5 acceptabl e salt thereof, which conposi Tl’%‘?? 'S an

I mredi ate rel ease pharmaceutical conposition for treatnment of said disorder
or condition for about 24 hours. 2. The conposition as clained in claiml
whi ch conpri gpgnsabout 60%to 90% e.g. 10 60%to 70% by wei ght of

5-nmet hyl -2- (2" -chl oro-6 -fl uoroanilino)phenyl acetic acid or |

phar maceut i cél | y SEUBROsHIST @T%FPEPHE’%%“S‘%‘Z‘FFE“@%QW ehrordition ai med in

W

claiml1 or 2 wher'®MH¥Bg:d conposition conprises about 65% by wejght of
5-net hyl -2-(2' - c hi-wethyle-(f chiptodfiriluproaailinmiehsyylacetc #d ot @%mﬁwaﬂv _ _
phar maceuti cal | y ResoBlealh femtt, Which €5ffsitioftis af MEmEAARAGédsé ON as “cl ai med in

any preceding claimfor once a day oral administration. 20 5. The

conposi tion as cl|Rhamragedtigal spypesition Seritreatmentnf s9id djserder o sppskitiontforaboltoes not
conprise sufficiept yater-insoluble or polymeric conmponents to inpart
extended release characteristics to said conposition. 6. The conposition as
clainmed in any preceding claimconprising between about 50 25 and about

1200 ng of 5ymet hwe-ca.ggéggfog.% f] i SO PN oo R A8 6DR2 bOwALL . OF

pharmaceutically acce -sa here conposition as clfainmed in
any precedi ng cl a60%% tocofry weighy ob®mathyk->oblorost)-fluprpasibioeiphenglacety of sai d

5-nmethyl -2-(2'-chloro-6'-fl uarg@anili cetic acid 30 or
pharmaceutical ly aé@::"éﬁgmm a‘fcﬁ%tglgel%)ga%gé{)&NAR 2005 26

3. The composition as claimed in claim 1 or 2 wherein said composition comprises
about 65% by weight of 5-methyl-2-(2'-chloro-6’-fluoroanilino)phenylacetic acid
15 or pharmaceutically acceptable salt thereof.

4. The composition as claimed in any preceding claim for once a day oral
administration.

20 5. The composition as claimed in any preceding claim, which composition does not
comprise sufficient water-insoluble or polymeric components to impart extended

release characteristics to said composition.

6. The composition as claimed in any preceding claim comprising between about 50
25 and about 1200 mg of 5-methyl-2-(2'-chloro-6’-flucroanilino)phenylacetic acid
or pharmacentically acceptable sak thereof.

7. The composition as claimed in any preceding claim, comprising between about 50
to about 400 mg of said 5-nethyl-2-(2'-chloro-6’-fluoroanilino)phenylacetic acid
30 or pharmaceutically acceptable sait thereof.




8. The conposition as clainmed in any preceding claim conprising ahgj‘%‘?ﬁﬂﬁ'
ng- of said 5-nmethyl=2-(2" -chloro-6"'-fluoroanilino)phenylacetic aci
pharmaceutical ly acceptable salt thereof. 5 9. The conposition as clained in
any preceding claimwhich is a tablet. 10. The conposition as clained in any
precedi ng claimconprising mcrocrystg line cellulose, |actose nonohydrate,
croscarnel | ose sodi um povidone, titanium dioxide, and nagnesi um stearate.

- 10 11. The conposition as clainmed in any precedi ng claimconprising about

200 nmg of S5gmnet bt 00 | d1Ai O ' L/, about
103.4°ng of c@éf%?é‘é‘ﬁf“|°?ﬁ*ea%‘§’|°?b“l Sy YREOY QuiRDIREE A6ak 100 BEOE ot 16
my of povi done, saidSumethd-2r3 -eliloroi& -Anpraenilinodphierdacetibanid ori86 ny of

croscarnel | ose sqgli f magnesi um stearate. 12. The
Aol oo sl

conmposition as cl Ing claimconprising an effective
anount of 5-nethyl-2-(2'-chloro-6"'-fluoroanilino)phenylacetic acid and
bet ween .01 % apd 2% by. wei ght qf. . . o
5ot hyl -5 (3 - o e BnbsbkioR Eh Painellin nyprocetiog ol whish s afablets A o canent
package conprising: a) a conposition as clained in any one of clains 1 to 12
and b) print Ingtructions directing that.one .or nore pharnaceuti cal
conposi ti ons?gs %“81“5‘?%& ap ! %’é(?éeﬁf’ﬂ'ég c@?’g’i W@Bﬂﬂgﬂﬁr%c&s‘?ﬁm
5- et hyl - 2- (2" - chdeDsilBseBlactofel tisHoRyiRite,icRBpmelityd sudaini, ovidond, titaniam
pharmaceutically acceptapble salt thereof be adm nistered orally once a day.

dioxide, and magnesium stearate.

10
11.  The composition as claimed in any preceding claim comprising about 200 mg of

5-methyl-2-(2'-chloro-6’-fluoroanilino)phenylacetic acid, about 103.4 mg of

microcrystalline cellulose, about 46.6 mg of lactose, about 16 mg of povidone,

about 16 mg of titanjum dioxide, about 16 mg of croscarmellose sodium, and

15 about 2 mg of magnesium stearate.

12.  The composition as claimed in any preceding claim comprising an effective
amount of 5-methyl-2-(2’-chloro-6’-fluoroanilino)phenylacetic acid and between
0.01% and 2% by weight of 5-methyl-2-(2’-chloro-6’-fluoroanilino)benzyi
20 alcohol. '

13. A medicament package comprising:
a) a composition as claimed in any one of claims 1 to 12 and
b) printed instructions directing that one or more pharmaceutical compositions as
25 claimed in any preceding claim comprising 5-methyl-2(2’<chloro-6’- |
; fluoroanililno)phenylacetic acid or a pharmaceutically acceptable salt thereof be
administered orally once a day.



