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[0006] Because of the high water solubility of parecoxib, particularly of salts of
parecoxib such as the sodium salt, by comparison with most selective COX-2 inhibitory

drugs such as celecoxib and valdecoxib, the prodrug parecoxib has been proposed for
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[0010] There is now provided a novel compound having the structural formula (V)
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namely, N—[[4-[5-(4—methy1phenyl)-é-(triﬂuoromethyl)—1H-pyrazol-1-y1]phenyl]-
sulfonyl]propanamide, alternatively named 4-[5-(4-methylphenyl)-3-(trifluoromethyl)-
1H-pyrazol-1-yl]-N-propionylbenzenesulfonamide. Further, there are provided
pharmaceutically acceptable salts of (V), including the sodium salt (VI)



rectally or orally, for treatnent or prophylaxis of a
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[0014] “Orally deliverable” herein means that the composition, either (a) as provided
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subj ect before substantial precipitation of insoluble
matter occurs in the solution. BRI EF DESCRI PTI ON OF
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(trifluoromethyl)-1H-pyrazol-1-yl]phenyl]sulfonyl Jpropanamide include, without
limitation, metal salts, ammonium salts and organic ammonium salts. Suitable metal salts
are alkali metal salts, including lithium, potassium and sodium salts, alkaline earth metal

salts, including magnesium and calcium salts, and certain other physiologically acceptable

metal salts, including aluminum and zinc salts. Presently preferred are alkali metal salts,
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acceptable chemical stability of N-[[4-[5-(4-methylphenyl)-3-(trifluoromethyl)-1H-
pyrazol-1-yl]phenyl]sulfonyl]propanamide is less than about 5%, preferably less than

about 2%, more preferably less than about 1%, by weight.
[0022] In this embodiment, the composition comprises in each unit dose thereof a

therapeutically effective amount in total of at least one compound selected from N-[[4-[5-
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beads or .whole tahlets. of.the ositian e._S0 .
RgaBen Vi A FogoshioR LA BRYIdED Becbbi-gR il s e tnvention
[?wu | YAn @§ Q%?hﬁ-ah@fotr hﬁugiﬁﬁg cOhvHESt bml[pt [51€4—meﬁ191phenyl)-
t he bene |ts of rapid absorption of
3|qn®ﬁimnqnauhgl)ﬂﬁ-pﬁazrdeﬂ -yléphemut] s1ﬂ§ondﬁpla>yamaﬁmde De%?éfeth@!TBOf to

h r r odr h i t.i.on. .
cglegox?b %Jnga c%m%gs#lgn c}xe 1§1veent1on 19& Sr’r}egr?s 28 sfc’anglal?y preventing

exposure of the composition to water, including atmospheric humidity, during storage and
transport. Exposure to water can be substantially prevented, for example, by enclosing
the composition in a sealed and substantially water-impermeable package or container.
Alternatively or in addition, the composition can be coated with a substantially water-

impermeable coating material, e.g., an ethylcellulose-based coating material. Individual
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[0026] A further exanple of nmeans for inhibiting
conversion of N[[4-[5-(4-

woredohph3Benyl ) - 3- (tri fl uoromet hyl ) - 1H pyr azol - REYUS Wz 085222
yl ] sul fonyl ] propanam de or salt thereof to celecoxib
in a dry conposition of the invention is to fornulate
soliepartclposi grawtes ofithe carhpasiticay onlgraepbeads ogwhpleditrptgioz the

contact of fhe prodr wiith an cipient ot her thar
cqapeniahgn hot Eethdf wiedes pibe S Ebr Meb P deaniiy
dE@ﬁda@f@fH&h@ gaﬁr@irﬁé&ﬁnﬁ&%ﬂ'sﬂ%ﬂt theM2nsfits BF Bxped FsBRftiohSf the drug
present 1 n The conposition. In another enbodi nent a
obpuodingr ark ayeranedled prtiseddlapistreleass of itlee gmp ar prpdaugdiremyhe
_such _exci pi.ent present. [0027] Illustratively, certain
inggsteth §PBRYUOT o1 exanpl e mannitol, that can be useful
(6025) P A irthel oRarfiIdBP Rlehndfdr i bSMBRIdHBEN- @I0d- 4o

profot e conversi on of parecoxib to valdecoxib'in a
iy LSHRRPYSi- (i fhroradnethe]) slEE-hymaroledyllphieeayif sul ©njipropariamadeor salt
contact with the parecoxib. |t .is contznglat?d hat "
theiraf te erleqexih Bedry cAFpasiiign g HRETVENIIHT AP rahtiase the composition

il 4t do IRV BEOMED cclidch b bk BURAERAN ahy UK After than

de or salts thereof

water €ielt 80Rld &theBysapremotssuch goversionc dirs sk ampleginaineleadotiiment
one of the excipient and the prodrug wt mat eri al .

ne aeh erCHIiPHt JeRreBhindbe ca@p%%?ﬂ-tlﬁéf%?g@ TRPOLB R RaTider layer is

can I nhi.oi : r inhibitin

e e R o P S e °

[do27i | uttugirivbly] derthih sigclezinles, Foiydxapipbambiusitoll fthatydah be apeful
anam de or salt thereof to, celecoxib in a dr¥ .

exdipisaisiin R 6AMPesiienol the Eenben. kFnd to REOTARHS SPRYRISIPR Of PREeGoxiD to
foskill in th 1 T : SisL

<ot 5y PG PO 0 TR PRl B

pRRSSABRCRYS é&ﬁérh;)bia'@d tiepkadl acamuideusmyiefty pramdte comremi@nof
oral ly deliverable solution. The tern1"substa?ti§ll
Nafi#ibi(&matedphenyhzt (flwerpmethybel Bpyiagel- Eyhphramtisgipnyll-

di ssol .ves i 4 h i
o SRS R A 8, BB NP SR e oo
iRk Ui afd theWrddud orithi astadetiyl thitseihiaizbecdntson betoleen them, such

residue, except optionally for slight cloudiness
cariessiorgcamrtieyintiibtied-exci pi ent i ngredi ents of the

GRAF a2l s Jor I P AN S b oL Gty
(tRflubldgheVig/N)- el ol-1BlpHeny Rulf6khE pedpahiaideaf: shlbhereof to

conposi tion. ter, for exanple tap water or bottled 8
cahepaxitony Dy semppeipnsbbie 2nasop will g epparentdo those of skill in the art.

i cuyl.ar sui t abl e. ternativel .
(R3] or i Brbb Pt nr e B Rb S 3 ke Bl ERR y solute in e
pERldb LR sy AdcUbthble WiyG&shs vRIGRS o fortd kS bAMNS déBvagable solution. The

teas), extracts (e.g., beef extract, malt extract

teymasubstantinly s9luble’s megngithaa wrigdose of the composition dissolves in a

volume of the aqueous vehicle not greater than about 100 ml, preferably not greater than

about 50 ml, with no visually observable insoluble residue, except optionally for slight

cloudiness arising only from excipient ingredients of the composition or of the aqueous

vehicle.

[0030]  Any pharmaceutically acceptable aqueous liquid is suitable as the vehicle or

medium for dissolution of the composition. Water, for example tap water or bottled

8



[0031] A conposition of the invention can consi st
essentially of N-[[4-[5-(4-

woreaohphybenyl ) - 3- (tri fl uoronet hyl) - PCT/US2003/035222
1H pyrazol - 1-yl ] phenyl ] sul fonyl ] propanam de or a
wat er - sol ubl e salt thereof, but optionally further
veddpisipagticudiyisuitablal Altsgagdilpnsstefial, flaeoradrphdior carbonated
phar maceuti cal |y accept ahl e, exci Ei ents.

§ . Such
bauerpgasSHell 25 MGPIEINS, TRibIuiosP-SPErsaBifysians) (e &p deps)- &itacts (e.g-,

' t 1 cal |
R PR PR T e AR BRET C ot 10

[063A)D eAGRRIpREtbARS e ihiaitiph ogH etgisisbessedtilgoi NN-[#-[5-(4-
substanti al absence of water. |f a desired excipient

nehylphanilt b(tpberonetiilc Hoormselr kyhphenylsdimytpioppagnide or a

cont ai ni. ng .t hat cj pl.ent.. S . WL
0 PUPIT Sy B 5L P b IO A R s, o
ef(%ﬂ RUhRh AR ANY acbptdsiciterds Sieheiiiedalibgedients are

0%2] Exanpl es of excipients that can be included in
peefeahlyss]ectednansf preseat inrspein ainownts ag, é0 bk ehgprieaityscontgtible with the
facili.tate preparation of the.conpositi f I :
i BB R B P o FRRE P o Qs FAATR b snc
ab DM e et hBUtdebirdl &xRtgieN iPfahdREgdiotaducl conversion, a
accept abl e bul ki ng agents, buffering agents,

canipbsitiak corgaiageerthat, exeipient flombBhe fogmulatad \@i)ﬂaﬁ'bﬁlé.@r lggyer to avoid
exci pi.ents that, can be included.in a, co i fd f

oF AR ) Aetean Seme bt aah i peSir e SedSrlibt e,

[ﬁg%? ert Eﬁ?ﬂé@ﬁ%& SicH5 oty tHaPBunHe ihl8dedCiaMRRifosiRidn of the invention

been that” parecoxi b, specifically parecoxib
asoehcipienth et facilitetn prepasaion lof theicompositigs.t fer exameple by prpcesses

O ATPLAL e § Nt bl S (et el b b omaconscatly
FOBH AR SBLLS HlRHRLha S an®billih@bdehisl bRl easant |y

ter to tas Accordingly, in a preferred .
[6083)di nBurthet kearaples of éxvipiente that cant eaincloderbis & ¢agppagition of the

InyRBE 0B RS AEaN o PR G SR PGP LG o b gp &) e
cglglipbilpbr? RYREbERSHANd ot HHEcoMY, Qﬁ%&ﬁcaﬂl&'ﬁhﬁe@&ki@ Rodium, has an

e sugars such as dextrose, fruct0ose, sucrose and
upleadahtly bitten thsty atdiits contampleted tiet N-Hddh-(AsnetbdpheyDrs-
cyclam c_acid, acesul f , _.aspartane, neotane, and
(GHaogomsthgh-A b oy oA T A PRI T APy SRR 1 SALS thereo are

| 234 S ifelyf hQrprefertd dfBodiment there i
Syé]?%&edﬁ@ge oo{yst?tt(fc‘gp t%%an%%%%ﬁggg’r%ﬁmrs Handbook of o
ifrdladedrin tegrorahiosition, at Brast @i drgapwelepfit-@abancingmgent selecteddrom
exanpl es_ of suitable natural, flavoys., .sone of which .
B AHeR 1 9B IR T S ST LRt T oo without
1SR %llugﬂ—zssugﬁ’g IS &LTS de&%é@ ErutloSD Rflero8nREmadiil, Snd synthetic
apricot, berganot, ackberry, blackcurrant,
shicetehat sych ssasaharinayalmelic acitiercesul faoien aspagame, msotanes, and salts
coffee, coriander, c

thasppfe Suiteblg naga ge ﬁyﬁtggt%@%éng«gﬁn@zgw%ﬁ%ﬁﬁ Stifdard

P / O / 33 i &, 3 ..
IF%8?%%0%1 fi‘%ﬁg)’%%ﬁ%]]e@:eﬁ%ﬁ #‘Ie}nd})g&@&}ggg%fh#&@%g: rd edition
(P995)9®on-limiting examples of suitable natural flavors, some of which can readily be

simulated with synthetic agents or combinations thereof, include almond, anise, apple,
apricot, bergamot, blackberry, blackcurrant, blueberry, cacao, caramel, cherry, cinnamon,

clove, coffee, coriander, cranberry, cumin, dill, eucalyptus, fennel, fig, ginger, grape,
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peach, pear, peppermnt, raspberry, rose, spearmnt,
strawberry, tangerine, tea, vanilla, wntergreen,
wer@4/047m3t e nodul ators are agents that affect BCT/US2003/035222
subject's perception of taste and include anesthetic
agents. [0034] Preferred excipients are those that
gleysiolity guavenipipe lemhap, licorideelimgirael snandhiin, | neolasses cwéBes, prange,

L B San SPAL RS P k1 A0 ISR v v

Bt Rl ehe. 'gbg{ewﬁsmaafs%&%éhtsqaétlﬁfem}e%pgsefeeﬁﬁdnnﬁtaste

agents, ‘cycl odextrins, etc he dry comnposition
aiﬂnndmdezmeathytusagehmbl e form but is preferably in a

idy dissolving form faor
wd e PSPk etpiays 1 S thes dissellie %@nplﬁf@rdelﬁlﬁ%? f@ffous vehicle.

A%ic%gohpﬁ{%}n&{ts ioﬂhﬁ gé ﬁl'cﬂlﬁgcg{o Qr%etcﬁst% 10n of other

an e vescent agent, or exanpl e

ihbreaicheqich ab&dstorg exdipi@sts Smﬂmdﬂphlannafehmaa@accepm’mlmettmg
i ncluded to accelerate dissolution and to provide

agﬁ@tarfdpbéﬁxt‘émhé%flts of effervescence. [0036] A

[@ﬁ#ﬁl Ci zﬁ‘?ﬁ'a’s 8{ %?nf% chiBe | rrf]a\ﬁsr%lafg&% Pdé’ﬁ‘lé lfi@ltol)leoflg}aﬁlfy in a rapidly

difeIMilefoARE ol legarBgleatp oW@l@fl(eégd i paveder prepared dgugaihslization as
vehicle. A high degree of orosHi%tls obt ai nabl e by

I@Sﬁnz@’fea dfssgmbﬁin ar 213’@1?161(}’ Prinieesing ibjst.cPatienallyan eé%‘mé@ent agent,
d.h
B}? g@gﬁ) %ﬁ%)gﬁlf%tg %\P glhcgl as s%c? Q%eb]rlcaﬁgorﬁ?e ' %A H? Hcﬁltd Ef & ?ccelerate

dHisBR$ibR aﬁ&)ﬁh #mﬂh Qs@haleptid batefifyshedfetyeseanee.di SS oI ved
in water to rman_aqueous_  sol ution. Conpound Z and

[0035] buf Amqwdgr a‘gemsﬂmneofﬁh@g@ﬁmthwrpﬁéabésohmﬁuéﬁplmt porosity to
C o nit & ns ﬁ'i a tz? ﬁl tgtg 't}\éagz}%egme ] gdtnI ol}lez{ ft?o'ﬁh IO%%HEGO\{YIS ththlC A

e%ﬁjée%ﬁp%résﬁyﬁi‘@otﬁmﬁlﬂb b?%@iﬁg%l 1§'¢phlilhzaﬁbﬁ pfdabte@ to prepare the
Concent rations of these ingredients are not critical; -

powidewax des¢nibedtherdiphedewest of process efficiency it is

G0 oot SDESEEN Poieii cobRSHE A SRR RS, Repts oy cppte
d‘ﬁSatsf&%'dEhun( bl%é?ﬁ‘eﬁe BYRBIORIANE, drd@issdId inGFat&Qb YBtink b ¥queous

QO her fornul ation ingredients can be added in this
sstuapm Cothpeimdd and)ﬂwérufmna@amt atsrpresenhit the scphltl@laat b ut

Bcegﬁgﬁél{g%ggbxﬁp 8§ 8&)[5—5% F(g}sg ediig gvgt&eth? ﬁ%sﬁpg atn{e concentratlons of

thdsBifBréfertd i1 M bl QinpdRftioRX RASYRE @ncéliftiBhOOF Wheselifigredients
wat er. [0038] The solution is netered into one or nore

ateymys leiitical ahowoever, dnthz interest Oépxgcess effidiency itHg ghnerally preferred that

cont ai r recei ves ms of so

R g & PPl BE BhiEh oY Ot D eiss TR btPared without
r@kﬁ’i@%%éedh%\’th@ Hnﬁﬂbf%eﬁibuﬁg Dhelfb@UISY ih 8RR daf be added in
occlr are placed on the containers. The Stoppered

tidestep |1fdnssech r @rden efiagslitiereis rioh cratiday bythit isi stranglyprefaedoradd the
an

compound0 Z last to ensure rapid and complete dissolution, and to minimize the duration

of exposure of the prodrug to water.

[0038]  The solution is metered into one or more lyophilization containers, e.g., vials.
Each container receives a measured volume of solution having a desired dosage amount

of compound Z. Stoppers having an opening to allow sublimation to occur are placed on

the containers. The stoppered containers are then placed in a lyophilization chamber and
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WO 2004/ 043934 PCT/ US2003/ 035222 the contents of the

containers are |lyophilized under vacuum On conpl etion
w@Rootioe3934 yophi I i zati on cycle, the vacuumis reCEHESHEA3/035222

and tenperature is permtted to return to room

tenperature. The containers are then sealed to prevent

the ahsaitpsi the coitaindis sikeyephifizednnidhevaatnms Kheroenp1¢toRiE3&] the

Di screte dosage fornms such as tablets and capsul es
Isephiliggtian £ysle, dhesyacunpis rlegsedanddgmperature is permutted to return to

Al Y A o g

fFoih thatRbaered by net hods known in the art. I\/Et hods
that mni m ze anbunt and/or duration of water contact

[a039 t hEquratmdQﬁ@ge forens spadrasitatdets apdoansyles pitahlst frepral
q%gﬂbOdl oé I\} ﬂgh[a[uem b}%nh%@y%-&ﬁﬁuorlofn%{h%) -p%tazol-l-

yiphedyl sﬂH@ﬂﬂ'ﬁ%}Jaﬁa@ﬁfé@%aﬁ ek dog caObd ﬁdegﬁéd birgletlidds &nown in
S|ngle uni't” dose of an orally deliverabl

théant.Mdethods det miginposimpon andfar duretieuefsvaer qoatacy withdke prodrug
#\?rt r and conprises a therapeutically effective
n total of at |east one conpound selected

[f{éﬂ]" ]n other embodiment, the invention fprov1des an article of manufacture
4- 4-met hyl phenyl )-3-(trifl uoronethyl)-1H pyraz

oohypihsmg]aphbﬂyﬂtjallymérengpbq:mabmmwélaamg contained therein a single

OS(?:c ut i ¢ é%iwe %E{jlta}fa?'lﬁ%‘Eq%f}%"hf?o%’g’%ﬁ?léﬂ\aﬁls guﬁstanqla\fly free of

; E@ocRi @RIENMB Mta] &F at Reast o d
%&g@g%ﬁ%gg&lé\/ﬁéﬁ ag&ﬁfé’é ution. [0041] Subsat are;?l al | ympoun

selatted ﬂonph’r[ﬁ@éﬁ&[%fneﬂml;ﬁuenylb\ée(tm;ﬂudnalnefﬂlhlé-1[1)%23@3@}@ L-yifighenyl]-

S3Uip e dR s Shamtacea katy poe BBl Biteor gRsefsigbly the
cg{n‘ﬁpﬁﬂgn E%b&gnﬁllﬁbldb?@ﬁt bcedficB¥ecepibtf £fRBhYvehicle to

east about 6 front hs an nore preferably at” | east
faxbmuﬂioﬁllydahmra}ﬂascbiuutmat t he conposi tion remains

substantially I ee of water def i ned H@L i n. 1L004211
[@lﬂlﬂ abl ‘eYpaeREYbhYatsRiEpGIeb] f"n FHGS T ﬁ‘e package, when
gq(ﬁrﬁf& R0 3fSos Fljly BSRRMINENS suffidl éﬂﬂ}r ReStar® i entrh ¥ moisture

age nust be s ed agal nst entr noi sture
dhﬁﬁ@ aglorageyperiop efiatrigas abee ddajde (pa‘:tfaabl[yrae lqagtcalbagté months and

contains only a single unit dose. of the oSi ti

e DS NB TragaPPR b bt Dot f pePouush TBgss subantially
fE@%ﬁ"?& ap){eﬁ&g}g@g{e description is an article of

manuf acture conprising a plurality of conjoined

[60423t anSwiedbleypaskbging nmmratsaabilude p/athkmgem,tatmcghash,quﬂmopylene,
contained _therein a sing nit. dose of Oéémnq tion

aBRminE, ¢/hy JHE p%agﬁmmte%ﬁ?ﬁ 2eqinR gty ot dugh any
gé& IB% é ema1u a]]{!?eb)z}gse thgg i@?}cﬁgﬂ% ofﬂ al su%‘?@ﬁnﬁi adefr$heCan
coabedition]eddes abt hav@ambalrésaﬁad sftexfusa. conventional foil

ack or_blister ?
[0043] Embraced by th above description is an article of manufacture comprising a

plurality of conjoined substantially water-impermeable packages, each having contained
therein a single unit dose of a composition of the invention. For example, rapidly water-
dispersible (e.g., effervescent) unit-dose tablets can be individually packaged in a plurality
of water-impermeable compartments of a conventional foil pack or blister pack.

[0044] In yet another embodiment, a method of treating or preventing a COX-2
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[0044] In yet another enbodi ment, a nethod of treating
or preventing a COX-2 11 WO 2004/ 043934

wWEIMOEREO3/ 035222 mnedi ated di sorder in a subPerUS1083/035222
provi ded. The nmethod conprises (a) dissolving, in a
pharmaceutical ly acceptabl e aqueous vehicle, at |east
nsdeatethilisodes® afubictib aravidedu {The atethaormpgsists @hdissadvingsin a
substantially free of water ﬁgd conpri ses_a

phpfenaspetinally apqeptableragrequs ¢ chigleptireast fng wribdosg Pt 3 phirgrgputical

one ¢ u ec . . .
cRAPpSEPE RS FSTRRLASE PEyotr nd somisgn Fgppppicaty effctve
atiduymasel oflatydkpdirriphpsuhd swisdtddofrapan e [d€4-amdhylphenyl)-3-
pharmaceutically acceptable salts thereof, to form a,
(sidluoranoethy e H-1psisgzobrl afl Iphensdlsn Moot pronsgamyle 28 phatrspeytisally

t he ubject before substanti r eci.pi{.ati :
bt S e 0 S5 0 Bl 3 Bl g s tuson o e
BB HE YeForY SiMsEdnBa i Beipitat A0 f MM IUBRC@UfidreRbiry irtuhe plucibh.e

aqueous liquid, including those indicated

[0@:45%i nabbesquet Vebirké ¢ap, betany phepmensastioalyipedeptaplgrpqueous liquid,
o g mopted TR o EiatettE Ay S YRR PR forhin one or

nre iMEe bR bt as WBEBRIs O flAV@ENE AGerfl 16 waARARE fhe @pleasant taste
conprises such ingredients. [0046] Any convenient

o¥ dleyredmog, whetherqu eouthe dioeangpasiionirempsises wsh frgeedients.

e 4k S S0 0 e
o Al S Pat i IfD uRfi QoS 6%96 cSfodiiE Trg;ﬁcfaﬂ? abloYnidot greater than

volune 1Is not greater than about 50 [ 0047] Were
abde 100ymide pyedered, amd inere preferably te yvobmeis potgreater thap about 50 ml.

| | hilized. powd it |
(08 on Bhers § Bacparfioadotste form O FEire LSRR
13%(8)1%4%? g]p%& RQUVESIerd1§ 1RGE kaBRAienf R addthSadiiebBROSfid td the

ore preferred that the container be |arge
cenaiighir whiah demovdiat & mckaget abbethisoywrpeseoit i thepgfoge preferred that

thesprnr D6 GBS GRPYBAII0 FooOBTaGHAT  SEIPRIS YHnY GBI WighHin upon
oé&ﬁn fhe doRtinRs) tH: gcg}F?&it'idh (t,atﬁ%efd?:fsgllv@{l pRofioSHanBhiStration.

osage form i atively a tablet, one or nore

(0G4S et sSWihate the dedabasbosiioa isin thatfére ofd disweisfdosapsdous
liquid_in a_drinking vessel, erejn.the . ositio
RSl P Ut P TGP SO R Pt DS 1 8 peiby vone S aqueous
AL L Iyl e 119 81ss1ed/Si%5¥8b administration.
h\%ﬁiéirlgitan&gllkg{ o‘i%ﬁéte?’ﬁﬂ%%{g?}i&ﬁna P[Ibog 1d esS isr aebl }gﬁot%o adininstration
[@040%| er Apiatidneorgtiniess thd catitsised artviesse] wherefnedissothition occurs may

conpositions of the invention require only nmld or

ba gruEbicit ASFeISEICTR BCCTON SO lTHET RENFTIREPESF PRt Rf he
.1 S I i : s@emas dissolution is
1@@@%{3@{6@1?&%3%#@]leztgm%]lﬁdgto ?g)tr I on g'an result in

[6030¢i i Tk teprilting sélnse istpreferdlyeadmiinistared 4dmon eotlissdlatimn is
t hereby reducing the benefits obtainable

. l%y tr@) ey hod. .
complete Pelgw Hy adgpmnistration eam qewlbmé}rfecd@ﬁqtmnﬁ iasofuble celecoxib in the
SR Ge6s Foah &S il 1RReAR Ytairki1 b i Getn 6f 6 ARkMion.

Typically oral administration should occur less than about 15 minutes, preferably less than

pt

about 5 minutes, after preparation of the solution.
[0051] Compositions of the invention are useful in treatment and prevention of a very

wide range of disorders mediated by COX-2, including but not restricted to disorders
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about 5 mnutes, after preparation of the solution.
[ 0051] Conpositions of the invention are useful in
woe@abswst and prevention of a very w de rangkCD1S2003/035222
di sorders nedi ated by COX-2, including but not
restricted to disorders 12 WO 2004/ 043934
CREAEIS20I08/ 08 smaRtion painpotér fovst  Bychi aefPLRHARS ¥R esprgially

Bl R G SN

LG ﬁlhﬁn F‘{;ﬁfﬁc%ﬂtﬁf 1%§jscﬂahhﬁﬂ 3lde PR tHah cofnpbsiubmOof conventional
signifi can% ' ess "harnful side effects than

mnmmshammkseteﬁtmmfoe RO6Raver GOXF DsIntpasticulacgompositions of the
selectivity fo ul ar.

i B hategRgeGH ppiRBa ok sk ot Sow B s Bbinieeting!
1rr{f£tlo?13fﬁcﬁﬁﬁﬁg ﬁ)ﬁe{' gé%kroﬁl%hﬁélttﬂce?ﬁﬂm%étb[e%ﬂﬁh%e@} ¢od@arison with

I ng upper gastrointestina
cbnp6sielbns0sT cdndertioae NNSWIDsb T hos npapositimswif the invention are

PGS OB %, SO Lonal M s T OB
|t t h
NIRRT 1R Ao B BB St i,

uRRPdtve culig dbvertiaditis bi with areginenclhiseryt @igasur(slntestmal lesions;
ulcerative colitis, diverticuliti or with acﬁtecurrent

ghsteninfestingd blgading.sioagwatiqnilisorders ingluding aneatip 1At i nal
bI eed
RGP SR Ao OB Bl
pﬁﬁé}ﬁé PSS tolsugByordatieds eﬁﬂqngrarntmoagnmme nts prior to
surgery or patients taking anticoagul ants. g Pg%‘ln
(@054 eanamte@pbaé@mmos@ﬁgs aedsefibioyreat & Ve tic disorders,
u?q%rlél &Ibot Tl t{) glg’?bt %gﬁlgnchs spaa st pRttes Quty arthritis,

eurm

oSieen e tRasstuhap Aipak e@themuudsyas and fuvehilesarthritis.

osteoarthritis, system c Iupus eryt hemat osus and

[9a53¢ni | @uc&rqompopjt@ns fa@@lgg‘”}; Wtrgméﬁt qn@,ngoga)étis menstrual
usef uI Itn ! r@ cri] tm&; b sﬁ E}Jgﬁileir?fc%gﬁﬁg e onﬁ%ﬁ‘llﬁffrb'saﬁlfecnon

r§| [ er

aﬁ@MBhE h&lucﬁ HW@@I@&C{ ﬁp@td;sliﬁ aghbhapo, liva ﬂi&aﬁmndudmg hepatitis,
I ncl udi ng -induced apoptosis, |unmbago,

sklinsre el qondmsms pepDiE PaQIRastss SCZeBR; RAIFSIHPY @CE%HHS@% Hyraviolet

Ry N e e R L

f&?o%’&mg Bﬁﬁtﬁﬁhﬁﬁ@ shrpblyaioRbd @farhtGutidiNer Ibﬁacttwefsufgegw ng
op ht hal m ¢ sur gery such as cat ar act Surq:%

[0054;] act Su@ commysitipns fn@ogqij,ll mt edfioppting ng}ilé)ns such as
11?, ol é;qgi&ﬁg E&Fo t ' n st%?lg %ﬂa@l@%o%?@nﬁﬁ)me and

I'Sease
tﬁ@%bﬁnslrrltable bomel syndrone and ul cerative
I'tis. [0055] Such conpositions are useful in

[oassat i n§uchrdolngraviiohe areiusefolisHreitive dntammationinghel digeases as
ng%m%%e%awggﬁnlqgé}t%{ It I 8snao %I%gidmsthlgstg aher‘?lla ﬁ%dgﬁ}fscdlsease

scleroderma, rheumatic fever, type I diabetes, neuromuscular junction disease including

myasthenia gravis, white matter disease including multiple sclerosis, sarcoidosis,
nephrotic syndrome, Behcet’s syndrome, polymyositis, gingivitis, nephritis,
hypersensitivity, swelling occurring after injury including brain edema, myocardial

ischemia, and the like.
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scl eroderma, rheumatic fever, type | diabetes,
neur omuscul ar junction di sease including nyasthenia
w@ranios393nhi te matter di sease including nulti pPE@I/US2003/035222
sclerosis, sarcoidosis, nephrotic syndrone, Behcet's
syndrone, polyrnyositis, gingivitis, nephritis, _ )
[0056¢ " S ehrhtcompbsifiosswet biafgl iodratnrenhef erhthaimicisgrgers, including
i.ncl udi ng. brajn edema,. nyocardi al i m. and the .. ..
BT T R g
u'gpﬂﬂp %gélhis?&?br@‘iﬁﬁig%&gﬁﬁs_, bﬂ—gﬁﬁc@ﬁitfﬁ%ﬁ bRIpheRt, ReflaMifatory
I'sdrders; including wthout limtation i nf | ammat or y
dibofterieNsors tivh oms paricd e dya) a1t fesinochoraiditier iridpeyclitis,
retinitis, _iriditis, cyclitis, choroidi.ti.s, .
inidacaelpelosoiditis hplom ERTWA £ %V%‘h*éﬁ@raé%%&iw{“‘él?s’ biepharoconjunctivitis,
| NI AR 25 dhi i (AN rBRdpal; ddiar
e@yé’,theg.r%ﬁ?&rné |1€1tg% oi:ng %lfutelgg{Cﬁ]idrl do%yc irt [ Sofpa'E/
phétopIRshis laeerb eragind iof by (iss of theeymineRidingdsissigical trauma, e.g.,

keratoconjunctivitis, blepharoconjunctivitis, _etc..
foflaveng cipagt arsame ke EBIen SR SIS o i TnEBBR e
.r.eti nopat hy: . ocul d bi ai |.0f any
i Foargt Ry o S AR08 A Plar Ol R 207

nb@®kQirdatisaimhritls et LUGWER infuipasipfatidn;snzadar egeneration;
post surgi cal ocul ar inflammtion; intraoperativ

cysteidimeaculan edrseg; refralental replesigicovrsoriar glapenmas %ﬁﬁfﬁ?@af pain.
S P ey . R e
B e AR 001 O L EQ bRt R, o

ARG Eihted SR MBYird @ifecionetand cistib fibpdsis kad iniene asomton such as that
gl aucomm; and ocul ar pain. [0057] Such conpositions
aspoeiatedofith osteppprasst nent of pul nonary i nfl ammati on,

as, hat associ at | ' ' [
(B0, 2o Bp Q505 A0 e Py RG] R8s oyt

ARSI, 8ld@ths WoltitaD&dneaipias asiglind AXESmeBY discapasoddgensation,
are useful for treatnent of certain central_ nervous

as§ s¢néral neivewsrsyetew, dasagh resyltingrfione girokge isehgpigand trauma. The term

| udi,ng Al zhei ner’ s . di . At
“tegmeay s ten S oy HeRRS BurElY GRS ARRALA! bPdbmerRAS
il BB B ekt B4, vAR1d: @eiientid, hed-iefict démentiagpre-senile

present context includes partial or total inhibition
dementenyeicobalis, dementih aud pepilaldementd®r' s di sease, vascul ar

enqentia, . nulti-infarct L re- ile. .. .
L N R T R T A
APRRONnRURR, GRIFRASH HheRSyAMBmesal livel disdaeat ment of

allergic rhinitis, respiratory distress syndrone

[@069bt oxSuvhshopksitignuare weefahig thaateent ¢f paias@cludpgdw} not limited to
Such conpositions are use{ ul aihg%ng{ eat ne

. of i

DPHOPTA VP ERg, AT eyt By i iR ipd KR lfhoer. For
egﬁﬂ]glé,l suBR b Smp SRSl 22 uRFNITor RINES PFaih, TeR hd fdlafringifon in a

cancer. For ~exanple, such conpositions are useful for
vaebtiy ef cafditpmis inclidivg rheantitic fé¢vearinfiesnan and oger viral infections
including common cold, low back and neck pain, dysmenorrhea, headache, toothache,
sprains and strains, myositis, neuralgia, synovitis, arthritis, including rheumatoid arthritis,
degenerative joint diseases (osteoarthritis), gout and ankylosing spondylitis, bursitis,
burns, and trauma following surgical and dental procedures.
[0061] Such compositions are useful for treating and preventing inflammation-related

cardiovascular disorders, including vascular diseases, coronary artery disease, aneurysni,
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vari ety of conditions including rheumatic fever,

i nfl uenza and other viral infections including commobn
wa@oiod/ 4396w back and neck pain, dysmenorrhea, heeriasives3/035222

t oot hache, sprains and strains, nyositis, neuralgia,

synovitis, arthritis, including rheunatoi d arthritis,

veegan esjedtionarjesiontledtis cafberasclaret sinaludingicerdiac, trapsplankind

ankyl osi hg spon s, bursitis,. burn and. t

oS EAToR. B PaTCAl inBidione bR s strekh HESmoHE e Al Eyenous
t1%8ﬁ88§1é,tah Oig nﬁfi@dlﬂg Ghatdbid Aeitd, BstohA§ pBidde PIRMAALIIHY

i nflamiatron-rel ated cardiovascul ar disorders,

bastetialdhdiged asfanimatioti indlading Cl“wnwhreanylumdt 1eﬂgmma§@@,s\@ral induced
aneurysm 14 WD 2004/ 04:%9%;1l / US2Q03/ 035222 1
n,@mmtmn, ] flpmaation apsopialsd oy il Fegigal PRRGratSs Sioly a5 qpgcular

PR Sl AR e i

ah@i@bluﬁ?r Mem 9nmementt idantesiony, engherdnyasolequipsegures involving
unst abl e an coronary plaque inflammation,
apjeidesering an I@ﬂ% nfl ammati on i ncl udi ng

fwnﬂ%%op %%89 Ohgléljlﬁ %%ﬁ{ inQReatnfdnt BF aﬂg‘f%ééﬁ@ﬂs—related disorders in

I'on assocl at

a%%ﬁbtc for eﬁﬁrﬁﬂed@{rﬁﬁbwuﬁ{br asgivaarsiks aBuchyeafiidsitgns are useful in
i ncl udi ng coronarf/ artery bypass sur

womstof moplases oA WgingcmeieH st oRBbaMlpE Ca rgpdfiensigh as comeal
{?éeﬁﬁ%ﬂgg?%nﬁ{, ov%gcql%z%{ﬁr? CQMRA nQfvaQhulbe! éahcgﬁ’ B[S

V ng arterires, velns an capl arles

nEORBAllar46ibn ESIGRERE InjorySr ddfectitse fiabetioretingathypniacalfr
angi ogenesi s-rel ated dj sorders in a subj ec

degcmpmgn,trgtrp]ﬁmabﬁbroplﬁq@fang@@pw@;ﬂ alsglauco cheraglve diseases such
as ﬁg%g%SI L) oD Pglrs icdb %{191110 {Plﬁhéﬂaﬁr‘tc%cml & sueggsphé}ﬁér%lomas

asrs, 0] |ca condi t1 ons such

imctudifg ﬁﬁ’ﬁltlle Eélﬂérigwrﬁas@ @ﬁglﬁﬁbroﬁmldf aliie nasopharynx and avascular necrosis
neovascul ari zation, retinal neovascul ari zati o
15 II‘&FI‘IOSlS.

off heneydidh glsondé@\xééhmfeafﬁlez@pmﬁlﬁctﬂ‘tﬂ ERIYC

di_ abet.i c retin
lﬁf%in S s BBEhio G Bfanar bR e “r?S%tv%fsbS‘ﬂg“ and
i%HQrR M@nord 268 hadplida HichRReeensers fuchas coldsdotal carwler; @rdin cancer,
pathol ogi cal, but non-malignant, conditions such

bhfmmlgcro apithelial ar-dsaivieg npemrlesa (spisheliakaargingpagl such as < basal cell

oflborraofthen 0 V, n
e
§ér/;§1ta §éifé€r amalk %@W@E&dﬂc@@ kt®mab® 0&dkr, Sbllbh camuepdiviet cameer,
e useful in prevention and treatnent of benign and

bieglderaaedr, PaNGTSAs Cavar, @ef@lm CABEH, ¢%P4}m@r epg ACers st cancer,

s col orectal cancer ,
B PP Borpaaar AR e 28 Eoegrsy BS RARES: renal ol
&gﬁ&&&ogm othbChown Hiasak tise bffectepithdiadoalls throughout the body.
enocar ci nomm, gastrointestinal cancer such as |i

Neaphsias farodtuéh mmtlonseg mg@g1on@a¢1@@,temglﬁt§ﬂ|to b@p@“pwularly

ugcpfgﬁzgg Iga%g%{{gﬁma gapp%gr gg.rrgé’o 8?13 U a’r11v£ﬂccaa§5ercﬁlg&(?e[r cancer,
pﬁﬁér&ltf&@an&@,%ﬁan ChiRGr, GROGAE caktef dStvifBAREL, lung cancer, breast

cancer and skin cancer. Such compositions can also be used to treat fibrosis that occurs

with radiation therapy. Such compositions can be used to treat subjects having
adenomatous polyps, including those with familial adenomatous polyposis (FAP).

Additionally, such compositions can be used to prevent polyps from forming in subjects
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skin cancer such as squanous cell and basal cell

cancers, prostate cancer, renal cell carcinoma, and
worden4ionpown cancers that effect epithelial cePtBHUS2003/035222

t hroughout the body. Neopl asias for which

conpositions of the invention are contenplated to be

d@ﬁ@kbﬂEABrly useful are gastrointestinal cancer,

Barrett's esopha% liver cancer, bl adder Cancfeeﬁ,O :
(8¢l r eabich iong inhipprogtaneidrind Yoee spgeth mugglegontraction by

g@ﬁ}ﬁé)]%aslylgﬁg NE&E COnItr%lr ?CQ&%E)IdS @ﬂ ce cat B 8{ uff 2kinfent of

conposli ns can a used to treat

dysReRsitea fiahaReslabsr, amutnh aﬁ@ddmﬁdphn-fela&rdaﬁsorde‘ﬁucﬁhey also can
conpositions can be used to treat subjects having

ecbd oEor dgge@smgflrwe lpsscattiputaglytin GeEmeperausa iy qmen (z e., treatment
denonat ous QS P dditionally, such
OgSﬁtﬁB%qu@n @Iﬁg’g’% brgRe géﬁﬁ%%ucp PQV ent pol yps from
[b@ss7 N9 fe!?er?édhis%fo‘% comp¥Ri QA St invention are for treatment of
PCT/US2003/ 035222 at r i sk of FAP. [0064] Such
rhanpaisidtartbrisis ammmjeqart}bn@stfahpﬂlm nanagesest genserlly (n@?,@ulérly post-
contractlon b i nhi,bi tin contra
ORGSR PN ser: ey Bt Bplrbp lip FRRp Bl gfd acute fares
SPYSEBRALHRE %r RERIRLHRRA hdkffent GSHidaARh8AAd migraine, for treatment of
eosl nophil=related di sorders. They also can be of use
Almheld:erfs éasasngandcﬁoecdlgls sangar @heumpmeyth’m
mengpaus aI eat.ne
opoPeuss of %E’nﬁef 8%%?“ ?%B@Et 54 be eﬁB’é’gfd by
gataﬁﬁ&%doﬂ{ﬁe? ﬁw@ﬂt’ior? RO ebhpMtforRihat b parBb@aeffvantages over prior

ention are for treatnment of rheumatoid arthrifis
oaaity dmvatab]etcbmpbsmpnf off sefeaiive GXad @pi:ghntorgén@sefpn typeatment of acute

CBRbnetiin leolet, cor o ERepBRi, iRl Balehe
{léh%ﬁ nﬁéhc?ﬁl%ea ahfiﬁﬂ otdis).. for prevention and

eat nt che and m grai ne, for treatnent of
[#0ahei nBedidesticimaseful forchuom tmatmﬂrnt,cmmmsitions of the invention are

chenopreventi on. [006 Because .of . the rapid
u@@@}@ﬁ@ﬁt@%ﬂéﬁﬁé@%@ﬂ& oAb PrOUg ﬂﬁw 19158 arfinals, and
tﬁeoﬁ?eo g.lsurt' Qllaﬁ AHantARs] M&Q?ybﬁ@ulaﬂ?%&ﬁb@ﬁ%ﬁ§bf the 'il%/ehﬁ&?are

ar ular vant ages over prior  orally deliverab
veefpfos l:featﬁrmt of COX-2 atediatedRiiborders mnhdyisesp dygschndg@tsf o r

treatment of acute COX-2 medi at ef sord
[8Q9%d | aTheydqsage regInens to(-HreY)eglt rglvqlg 1€ (gﬁpq)reellqlﬂlorate the condition or

%8{%??&:@ erabl Q:‘Bl'rg o‘ﬂgs &) h%%@ﬁ“i@f‘ce@an&’a VAR but can be

d[l esl es beéi ng use human treat nent’
nmisiif@bintaccordamle wittea iv:m/@ylbf fantoas. eThags afchideftios type age weight, sex,
veteri nary treat ment_ of cort‘rpalglcﬂl on ani ma

dig jandmediceLeandeiomag|the subjcs {henajize ﬁvpr&tm ogltlyeydlsorder
’fﬂﬁ S n% EOSag@fegnﬂa{ Lclf {1y ﬁi SUIRQAH W %O 1 b ﬁlereforeddewate

i on-ar use for eatnent” o -2 nedl ate

ﬁﬁbnﬁﬂfeq)emrremddmagsﬁ@mdmtmmm [ 0068] The dosage

regi men to prevent, gbve relief from or ag‘ellg
[0069] c onlwitial @'ﬁatment can begin with a dose regimen as indicated a ove Treatment

is generally continued as necessary over a period of several weeks to several months or

years until the condition or disorder has been controlled or eliminated. Subjects
undergoing treatment with a composition of the invention can be routinely monitored by
any of the methods well known in the art to determine effectiveness of therapy.

Continuous analysis of data from such monitoring permits modification of the treatment
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di sorder preferably corresponds to once-a-day or

twi ce-a-day treatnent, but can be nodified in
waewangmsace with a variety of factors. These iPCI/US®03/035222

the type, age, weight, sex, diet and nedica

condition of the subject and the nature and severity
regfmdzrhhlrmgsibﬂapy $o fhht@tlmahler effgeititpedasepraadmindsiergd piany point in

e ar and can,t her.ef

PR A5 SRR otealeP S Pt SSuEeS R S Bl e teatment
e[éﬁﬁ) 69nd! d¥stdochd dubod iR tatfoRAl P BTN Jver the dowSe wmempp so that

I ndi cat ed above. Treatnent is generally continued
thadowest esmsantyofdheconap q@érqncmhlbﬁlrge&abﬁfaﬁomeéf@@tw@em e r al
mont hs e nt i. he. con on.o or de
it e e By s e o ey For o RS by g ssary to

of the invention can be

s%céﬁs?fuﬂg'ﬂea{"{h% Qoﬁdlﬁgﬁ' pr y&k&rﬂ&n

'y nonitore any of the nmethods well known
[0o70} he Paeferably, thet N+ d- [&(%ﬁé&yﬁphwﬂbggtrﬁfuotdml&ﬂylH-pyrazol-1-

Conti nuous anal ysi s _of O?!f froglsuch ng )
yirhenyijsulieapiipropananye o saftilereqfe FEpPIAng godium Salt i
mﬁzﬁ 94&3&3 4d{§409%%?3’({: B %&%ﬂeﬂt S LiRA 160'Wd thibBﬁ‘leer@BXng

oses are admni stered at

ceﬂé&bxﬂﬂlerel pirefeh‘edrﬁall}adluiaga)amdsmits treequivelani tobait 50 mg to about
treat nent can be determ ned. t hi s_ way. the

400 g foe prample ghorg 09 meg w&vagz dRE&FFIEOE N
[Oroﬁy Fg\;\ﬂé g%{ g{%g%ﬁlblgglpﬁgﬁg ﬁtnhﬁ'l COREESein ]ﬁl@ 1, %B¥apﬁ@ aﬁ@@&mplete

OSItI on ex

is3d in&ﬁﬁﬁédﬂWrsﬁfnfcﬁ"N—[[‘4€{I5€(38n¢thy1ph¢hyil)93 Qhﬁuembmedtydi) hﬁ-pyrazol—l-
that adm nistration is contjnue r. so Lon

ylighengdadionylpropanagijde e sal thve?ﬁf@acpl%weg%awﬂ AdjRingstration of
th%p?crcﬁg%? éfovgfgg ng]em{f%ﬁ aﬁrcff;%i%)d la ?}al clj)(r)x;:%nr’%rg%lﬁr)ll of c_:e{ecogi})rtgat is at

ledt 'cbmpéiﬂa]nl&eﬂﬂb' tHias pilof faley Ib}y prad pamantbteteionrof selbd:oxulh #sedOdt equal
for exanple the SOdI umsalt, is admnistered in a

dasaiin gn Howadieteanlsasn oBBUI val ent to about 10 rTg to about

[0&2@]8 n {Tg“hgf‘:ae le@tqcu : VE‘Pdwf t?lo Béegérﬁ ﬁ\gegltlgﬁl 'ﬂ{tﬁ(;h czglgmatlon

ick OF 2 @¥@BPSiHoR bOMlE kRt AYwith cabou tnozmmgg selected from opioids
el ecoxi b. [0071] In an especially surprising finding

and| Othmanalgéﬁcﬁ, Angiidjng narcel analgeaioaldu EeTpioe Y g?fgstf,ﬂ%lppa

reREF[tfrAZI‘?BSg%?’% 5?1%11 %Frp ﬁ{m Ie) n%p ?(%drlftf“fea g.rrl ﬁ'esuiwsﬁl? ono:1$1ne u%take
inflbitors, ¥ddnokigs YédusdtingQmyth, Raniniesii derivitivas, §ab$ta1td&d’r andgonists,

to celecoxib that oral administration of the rodru%
nm@vm%reaﬁpteamtggq@mar@somuab@rnqymalsb’racl@b% awAng aihptsn Preferred

co&algg:ﬁa)ec %1‘39818% g?ﬁgla% ke o a%ﬁl%go? 8 tl%ln"f‘v Ewﬁtﬂ%ﬁ]e o more

O

eco itsel

ds §80&Red ﬂoﬁ@cbﬂﬂﬁﬂﬁ@b@enﬁ&h@ﬁ,sﬁa(feﬁmﬂdoc{a@ﬁﬂa}101d
Therapeutl ¢ nmet hods of the present invention further

aqetautmaztmenom@tmn@saipl 4cn@ndwﬁe@ebflsaéwﬁlé#wh? 8¢idn of the
S—Iacrilé/n%g}trﬂn%t 1on1ne a?c ofenac gﬁ{er?tam A 1p§§&1ﬁg ta?rﬂmoﬁz%@%nog o%pgl%

alphaprodine, aluminum bis(acetylsalicylate), amfenac, aminochlorthenoxazin, 3-amino-
4-hydroxybutyric acid, 2-amino-4-picoline, aminopropylon, aminopyrine, amixetrine,
ammonium salicylate, ampiroxicam, amtolmetin guacil, anileridine, antipyrine, antipyrine
salicylate, antrafenine, apazone, aspirin, balsalazide, bendazac, benorylate, benoxaprofen,

benzpiperylon, benzydamine, benzylmorphine, berberine, bermoprofen, bezitramide,
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and ot her anal gesics, including narcotic anal gesics,
Mu receptor antagoni sts, Kappa receptor antagonists,
Wo04f08398Ht i ¢ (i . e. non-addictive) anal gesics, PCT/US2003/035222
nonoam ne uptake inhibitors, adenosine regul ating
agents, cannabinoid derivatives, Substance P
odiidahgiohitsomns fenaggubrokiontatanilides 6 dsemesatinyligpsil aetatand

di h |. b] ockers,. t . _Preferred
brogrRshARsEiTD furer ATEG: Rfrreae s B ente BiEAEE R on o
bl%ﬂr}gnrérgl’gﬁ&tﬂtﬁdbeﬁﬁ,tﬂﬁtiﬁﬂi%n,oduté‘fﬁhﬁloI,Q:@Imﬁﬁ' RektylsicektLd

ecl of enac, acenetacin, s-acetam docaproic acid,
cabahaepine pteebiphemme tapiofens edredlam agderabutinal echlorthenoxazin, choline
acetylsaljcylsalicyli.c acid, - adenosyl net.hi oni.ne .
sl piss SASRIPEHOUATR, AP PHTAG SRy g Bene, clonixin,
| PlolvB: cod@inPNARERE hiXehy] BoMEHE Woleine phosphate, codeine sulfate,
dg#ngg(gég%tklgg}lcsog [ c’;rﬁ%gtﬁg) , ar‘?;l enac, am %lggﬁl%spt%gnchglgierﬁ? e
cr3pphinite, drobethtmoidyblesgmaorphme; dkxoRadzod, dextrbnpiremidendsgzocine,

am nopropyl on, aninopyrine,. am xetringe, .a ni.um _ .
dlé@lpmglriaf glogq%q:,,cgggpg%ﬁpf;aw%}pﬁéwc{?, a{msp’, thydrocodeine,

i i di ne. . . . o . '

R

dibenexados idimefiepamal dofi@hylthiharpid dioxbpiretyl hatyzatd atipipenone,
benzyl nor phi ne, . ber beri ne, berpopr of ejg, bezitram de

dipyropgtyl JuurgeaditerobEToissh FE105EE R CISIENIC A6 Sirizole,
n - br tan..| | ] ' cid
ol L g ATRASE B 0, SLOHGIRSE, b2
cthylaetigi@ianthutexasthglmopphing icralo]ac, dofenemnateptomiezene, eugenol,
but acetin i buf en, but orghanol ,

J butib cafj ciu . .
fefhyiracy feghvieny feaglezic agidy Frafiesab dpnaprofemy B?tﬁ?ig]r@?tlﬂaca_ fepradinol,
fe@%%?x?eﬁé‘l%@tsag ] Ce;f’/ Fl{al?e%mfctuc% glp Eéﬁiﬁ%fen,cfmo%sit)ﬂ&%ﬁ’ﬁh&’

te, cin Cl nnet aci n,

fl@iro quaced, fluebiprbisrg Cosfedal) petistd Mid,glafamiba zbimametacin, glycol

clonixin, clopirac, clove, codeine, codeine, methyl
saip YAt dguaiazsirap iy dprrodpiea budromgmrhone. hygraxypghidine, ibufenac,
. I 0O 6
R AP, SRR SERABLR gD o e
infHrieakanioz doeszotic f ieslpddl g ethadirfe] isohikad, isoxepac, isoxicam,

di hydr ocodei ne,  di hydrocqdei none enol acetat e,

ketobeyidense KpRPIo&D, SRRy At IOPRARE KA ddetpming Jeygipharol,

RSN BRSPS,
mégRyiuaNgetylaliayiale, mdclofinamin actdrendfazamtie acidnfepaitiige, meptazinol,

acid, epirizole, eptazocine, etanercept, etersalate,
mesalfaripgmelazoctien Blsisdens, methalimepasivganetiazinic acid, metofoline,

t hyl net i ' .
VT T T
mb@hiigfsalfate] MOIhOERE sAiehte, igfsltsdd, nathenaeie) halbuphine, 1-naphthyl

fentanyl, fentiazac, fepradinol, feprazone, | L
satity)ete cHapr%e8, DAPERR Mefpamaricemombing, REpRaspaH niflumic acid,

1 ugresane | upirgi o2 f r vk L Qo .
o S g B LB AMBRR LR i
nodpip&tine, SledlhLiné, Vpeim Bratepzoll SxBnethoiak, 08851078, oxycodone,

hydr onor phone, hydroxypet hi di ne, i bufenac, )
oxymorphone, oxyphenbutazone, papaveretum, paranyline, parsalmide, pentazocine,

perisoxal, phenacetin, phenadoxone, phenazocine, phenazopyridine hydrochloride,
phenocoll, phenoperidine, phenopyrazone, phenyl acetylsalicylate, phenylbutazone,

phenyl salicylate, phenyramidol, piketoprofen, piminodine, pipebuzone, piperylone,
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I buprof en, ibuproxam i m dazole salicylate,
i ndonet haci n, indoprofen, infliximab, interleukin-10,
w0 s@imzdBac, isol adol, isonethadone, isonixin,PCT/US2003/035222
I soxepac, isoxicam ketobem done, ketoprofen,
ketorol ac, p-lactophenetide, |efetamnm ne, |evorphanaol,
pirMmpMmld@mnK@hml pirprefenzpreneprofess prOgINEHACIN, proheptazine,

of en, ne acetylsaligylate
b Dbk Brordarh PRarEa rirmEREnaR Bgurpne
pf@i@ ghid £Uif S amiBRI-BAS, FothifentAlS Mnd¥bEm MBHIAARE, Bacetamide,
t hadone, net hotri meprazi ne, metiazinic aci d,
sahetrgﬁaiidymmde reatigpamnide wedfcetic acid,cabicylsubfusie etigcsalsalate, salverine,
Jnor azone hi ne, dr.ochl hj
sigiide Socngrephon e LR AIFSAE gphdht songBRiclfRutase,
lﬁj%féﬂ Pl fiftrzods, RaRfuhate, tehia E%éh@;h@am NaRTMeRte, tetrandrine,
arcei’ne, nefdépam ni conorphi ne, nifenazone, niflumc

thagdotinobutazoms Ui dptefenib ‘acid] tiaramile; phmpaxmudmnﬂol&mm acid,
norlevorphanol norneth?done nornD

tqlmpr;sm, deRsdel, tigpesin. el XSRPUAH. X3Rg E%Faltopmfen ziconotide and
; n
@ﬂﬁ% 3géenfhe SRR T 13tH 193%%32% Rymwgg @hfeory and
Bﬁﬂ@g@ﬂ Qitivety In¢ﬁ[ liso ﬂﬂte,m héelnd EAhalgesighh EAnitiaxfamenatory” and
.phenazocine, phenazopyridi ne hydrochl oride,
apdets P-, phenoperi di ne, phenopyrazone, phenyl

. (es¥q
(RS A e PR R D SR B st o
theliResnyiba Méth alﬁoﬁi@dzeﬂlﬁbﬁkﬁﬁ &3)4:6 Eﬁﬁ'&ﬁ]ﬁﬂﬁﬁfﬁbﬁ&ﬁ&@lﬁmd compound is
pi razol ac, piritram de, piroxicam tpl rprof en,

cqsleiropIcBeLdine, pRAGhiaaet adrrvatiye isepfazi ne, pronedol ,
A BB B RS M i

infventi drediin @i ddmififsteasddy angrome, 1h61uﬂifngtparen&8dllyc etatly] WWpically, etc.
salicin, salic Ianlde salic g( am de o-acetic acid,
t

Weherg ogth she Nl t4-b5-Gomethyiphead)-ar(liflugsprpethylnd H-pyrazol-1-
y. éﬂ“cgt Q dﬁﬁonyﬂﬁr%l Wﬁé b?éﬁhﬂﬁ&eo?ﬂd&ﬂé gﬁ'l'glto be adm1mstered n

ndac, super oxli

cSHBh A @NtheWwithie Bota delivdrad Bﬁaup;HhEy cdnebel iﬁﬁﬁulated separately or co-
tenoxi cam terofenanmate, tetrandrine

forminlates) infciomnesiies of theapyationi Where N-([4{ s4metylphenyl)-3-
(t{l]hlgl?}‘glalg ﬁ‘lyl)t irlg L ?yl]hqﬁér@?]@&l%nﬁ%@%p%amfdglomits%ﬂ@ F]hereof is co-

Sin, X1 mMopr o

fo%ﬁlhla@ﬁﬁftﬁﬁse&jnd@mg, ifstesxam@le AOspRpidrdasg, ¢1mcd'ﬂﬁ?drwg cakbe
I ndex, 13th Edition (2001), Therapeutic Cat ;@lé and

fopmylatest ipdmmsdiate relgase.rapid; onls%wtatnr?érréleﬁsq@ lfelease form.

kS e R i e e

ccﬁf«?l'iﬁlfﬂ i§ BeMBBhObr @i (??élﬂ@ QB¢ peSdht @bmpbdigor is\aeﬁﬁm&ﬁredd ihh
an opi oi d conpoun nore particularly where the opioid

cayabipatintherapy gode Vﬂéomﬁélﬁéﬁor,dqrﬁférabbb% ¥aitiae derivptive having

G SRR e oD RS R oAb

[0076] = Combination therapies wherein an alkylxanthine compound is co-administered

with a composition as provided herein are embraced by the present embodiment of the
invention whether or not the alkylxanthine is a vasomodulator and whether or not the
therapeutic effectiveness of the combination is to any degree attributable to a

vasomodulatory effect. The term “alkylxanthine” herein embraces xanthine derivatives
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i nvention can be adm ni stered by any route, including

parenterally, orally, topically, etc. Were both the
W(N2([0EI/04:{9§4 (4- met hyl phenyl ) -3-(trifl uoromet hyl ) PAFURY0ZE35222

ol -1- yl]phenyl]sul fonyl]propanam de or salt thereof

and the drug to be adm nistered in conbination

Habige @wne bihmatesC 1bmlltyldmbfev®ﬂjememyh Istilystitiehtsyarsbphabmaceutically

f %ﬁ%ﬁaﬁg ﬁsg}f%ﬁr at o]r;}f/gtg\ﬁsf &H@?tgy qhmes and trimethylxanthines,
i i Ily preferred. Most
P %%?%%?EBW Bt Aoy o s OIS e

pataiibBethe alkg/:eathing dvatppahd u§caoffamef ornul ated with a

second drug, for exanple an opioid_dr he second
(0077 c aTihaietal pid Felatire dasass AMAVBRICAPELIFAP é%%%ethy phenyl)-3-

B B S SRR MRS58 Lf o orne
vabiah sl disr FodciEdhairedelectod el Bd therapsutioaldpiactia @ophylactically
m graine, the present conposition is adm nistered in

ef:foctb{eifat felinf oftraimapyosirted vathiae birdatliear srigrapice Peiableylogage

t t h
b e R T e T s Sy
eScaiPlenatd @mbihteion @héi‘&py/\@ﬁh @icBleadkigprogiugednidvafieine, typically the
conpound is co-adm nistered wth a conposition as

cpleowiibl prbdneg wilhbeadmisistaretbiac dajlyidngags PBOERt cREAN fephout 50

t I '
o2 A S0 BT R I 0 L A b
c&fbiRStd & @RSRsRe dulfine 6fEHINAY ntol abotitG 08Ny, Ppeefebly about 10 mg
attri butabl'e to a vasonodul atory effect. The term

td albduy KRG mehineee priaferaily abavb 26 eess oxehAUA0Ranger i vat i ves

04/ 0439 PCT/ 035222
e 25 pmopabE PRy S TEandf B 1 BB Slign therapy
51295 ABARAERI ahy sﬁﬁﬂﬁ@ tadle8 f&ral bypaifsuitislb rocas tpiéfegibly orally.

rivatives. Dinméthyl xant hines and trinmethyl xant hi nes,

Tha cfbwdm?ﬂylactcafdrfeﬂfy&ammmmtwealbhbﬁ eotiemphaipd with, N-Hidel 5-(4-
R

Jr&’ll[ (ﬁ;ség’eefoH?ﬁ Q‘lﬁﬁslzq @H&H &s%n&f of the invention optionally comprises both
met hyl phenyl
N- t[m[ﬁlf(émmezmﬁpllmply)) BIHmﬂym@mﬂthyl) yﬂimra@ngrl-]yﬂphwﬂﬂyul]fmyéb

p%rh%gwggﬁ%ﬁ ?}g(laépﬁ%ohtﬁlia&()f 2331(){1)6an61ém? ﬁlécxlas og&%ué qp tal%ind relative
aARAAR CoRi QBMiALIE @B dok anﬁﬁﬁl%%%! Mft hfsﬁ’:[nab@% eAlt&ﬁatPﬁa‘l}n the

associ ated with the headache or m graine. Suitable
Ndfidd §€4-natinylphesiylyi 3-(triflopeombtion)- mepympt-ilryiﬂphﬁsnyl]sulfonyl]
asonodul at or or al kyl xant hi ne
DI OPaRAE RS BT POREI N S5y R et BB s PP 37 B Boeous
v‘e‘@fzfe%k ??ovﬂeﬁipde?é}ﬁ | a)ﬁdttﬁ@vas%ﬁlo%ﬁﬁﬁr%r BIK9EaH@ind dah ePresent in the

mnistered in a dosage anount “equi val ent to
aquout veficlenfot acaatm«z;ta odlﬂielmgpd hevehee sishys maognffepogr sepffeinated

oy R 200, O SL.20 K D 0 B B Db Rion ot e
nWeﬁE&[ab' y about 10 ny

S

U0

EXAMPLES

[0079] The following examples illustrate an aspect of the present invention but are not

to be construed as limitations.
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to about 400 ngy, nore preferably about 20 ng to about

300 ng. [0078] The vasonodul ator or al kyl xant hi ne
wa@eoposst of the conbination therapy can be PCT/US2003/035222

adm ni stered in any suitable dosage form by any

suitable route, preferably orally. The vasonodul ator

Btan@ll&Y! xant hi ne can optionally be cofornulated with

N-[[4-[5-(4- . .
{; y! pRegpprasionof t{p(+mstlofRheny)y-@rfyyreaséyl 4 H-pyrazol-1-yl]-N-

propanam de in a single ora

}%Ségﬁgg%ﬂkﬁ&hkﬁg%hheconp05|t|on of the invention

optionally co s both N[ [4-

[ 5- (4-nmethyl phenyl)}3 ;(trifluoromethyl)-1

H pyrazol - 1-yl ] phenyl | sULtﬁhyl] - propananmi de and a

vasonodul ator or abkyl xany such as caffeine, in

total and relative anmufts o ent with the dosage

amounts set out herei nabove. natively, the N[

[4-] 5-(4-nethyl phenyl)-3 -(t aoLonefhyl) -1

H- pyrazol - | -yl]phenyl] sulfonyl] -Nprolgananide can

be present in a dry conposition suitable CFs

di ssolution in an aqueous vehi'the 4Ss provi ded herein,

and the vasonodul ator or alk hi ne can be present

in the aqueous vehicle. For pl e, a caffeinated

beverage such as tea, cofijc€e, ¥ a caffeinated soda

or sports bevera?e can be used as the vehicle for

[808Ho0! uCetsnoxib ([ T-Chpstiiphenys-tmuorpmedydildhpyrazol-1-

MPLES 007 The inhl e . .

E%etneiﬂ‘l c%} gO gm f1 O}é\/?%i Itegrnaﬁgcﬁp‘ﬁjgﬁ (3|0b nﬂ? #Jr% iGnid thydnde
Qﬂﬁ&lr ged ﬁ g] @13 maf) 290 J08H @é&%ﬂ‘ﬂylammopyndme (0.02
CT/UQZOO 035222 Exagp{ghl 0080] Preparation of

mol] 844 4) mercgtirpsanyafluxgor 4 hi fThg orishie Wy ganeenipjeda dissolyed in
%L@%e%@@a%lgﬁ?&égpgs u; {hgﬁ]y%%c%?onc'ﬁ% (HII\@ lgme a19d water.
Afﬂer b8 OB HYInREIeAYdul o aﬁlrdoﬁd:dﬂl%ﬁﬂ%ﬁﬁd& highhrapyinaZBé mixture

bénzenesul f onam de) (0.

wmdmhwdm ethamol @B stimed for grio ph ovhiite sakityas p@léecte@d)yzﬁltratlon
triethylamne (0.22 nmol, 22.3 g), and

(HBEI grré%ﬁ)/l")gm nopyri dine (0.02

[0082]  mp 88.3-96.7°C. Anal. Calculated for CH1sN3SOsF3: C, 54.91; H, 4.15; N,

9.61. Found: C, 54.84; H, 4.23; N, 9.52. '"H NMR (Ds-acetone): 11.6 (brs, 1H), 8.06 (d,

2H), 7.59 (d, 2H), 7.23 (s, 4H), 6.99 (s, 1H), 2.8 (m, 2H), 0.98 (t, 3H).

Example 2
[0083] Preparation of 4-[5-(4-methylphenyl)-3-(trifluoromethyl)-1H-pyrazol-1-yl]-N-

propionylbenzenesulfonamide, sodium salt (compound Z).
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nmol, 2.44 g) were stirred at reflux for 4 h. The
m xture was concentrated, dissolved in ethyl acetate
wa@na4meBed successively with hydrochl oric aciBCT/1IBY003/035222
brine, and water. After drying over nmagnesi um sul fate
and concentrating under high vacuum the mxture was
di ssol ved in Eifangl andastirred for 4 h. A white
solid was collected fiiltration (79.1 g, 90.4 9.
[0082] nip 88.3-96/7C. 7/ Cal cul ated for
C20HL8N3SCBF3: C, %4.91; A 55 N, 9.61. Found: C,
54.84; H, 4.23; N, 9.52.¥1H D6
(brs, 1H), 8.06 (d, 2H), 7.589
6.99 (s, 1H), 2.8 (m 2H), 0.8
[ 0083] Preparation of
4-[ 5- (4- met hyl phenyl )-3-(trifl
-yl ]-N- propi onyl benzenesul f e, sodi um sal t
(conpound Z). 21 WD 2004/ 043 / US2003/ 035222 H3C
Nat N\S O 0 S NON CF3 H3CG[0084] The conpound
prepared in Exanple 1 (4%f et hyl phenyl ) - 3-

(
triflugronethyl)-1H pyrazol-1-yl]- r opi onyl benzenes
e _F{“‘d%)mlt o gipgled in g xpmpie | én@@tlﬂ%h&lpg?@ofm )
R g T Gl B O WSRO 8.7
ahd ethheol(B&G mleweva sticed elenbmatmporatwat wher( sheium bpdweide (0.4936 N,
was added (fne d the m xture, was re-concentrated.

n
0TRSO S8 s c0 el R0 it BT FORCETE iy et (-
o gy 0 Bl

-acetone): 11.6
2H), 7.23 (s, 4H),
&ﬂ)N\ Exanpl e 2

Qyl Y- I Byr azol - 1

cul ated for
répoatdd /dShB padact, Cwhii2 s&led, wds oBtafid alfer dgingmt 760fm@: d. (81.7 g,
Co22-17; H 3.72; N, 9.22. Exanpl e 3 [0086] Bl ood
9§18aé)m concentration of celecoxib in beagle dogs was

(ST ™ A5Yab02, ARRCRERKLORCC R N0 SSURG SaeRkd B

maf e “subj ect s. ecei ved edch of

ot 131 FRuhd:a@tI2eIT; §, 8s72cIat 8i2ked bel ow. Treatnents (a) and
(b) were adm nistered at an earlier

Example 3
[0086] Blood plasma concentration of celecoxib in beagle dogs was determined in a

pharmacokinetic study using 6 healthy adult male subjects. Each subject received each of
three treatments as detailed below. Treatments (a) and (b) were administered at an earlier
time, in randomized sequence, than treatment (c), but to the same dogs. The treatments
were:
(a) a single oral 200 mg dose of celecoxib in the form of a Celebrex® capsule;
(b) a single oral 200 mg dose of celecoxib in the form of a freshly prepared
suspension in apple juice; and
(c) a single oral dose of compound Z in aqueous solution at a concentration of
24.1 mg/ml, equivalent to 20 mg/ml celecoxib, in an amount of 10 ml.
[0087] Each treatment was administered as a bolus dose by gastric intubation,
followed by 10 ml water.
[0088] Celecoxib blood plasma concentration was determined using a validated high
performance liquid chromatography (HPLC) procedure. The mean plasma concentration
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time, in random zed sequence, than treatnent (c), but

to the sane dogs. The treatnents were: (a) a single
wWo@r@ki/02084 ng dose of celecoxib in the form of BCT/US2003/035222
Cel ebrex(r) capsule; (b) a single oral 200 ng dose of
celecoxib in the formof a freshly prepared

oS tegenibi Homi todiioars pmistdese ianibwic jn Figsf nghleulsicdiplastwe

of conpound Z in aqueo Iutlon at ncentration
pbﬂmagqlﬂ&etrﬁngetsﬁ%wﬁ taae %‘6%’@’1?@%& ecoxib, in

an amount of 10 nl. 0087] Each treatnent was

ad rframsﬁePharmsccaumsicmrams@rsagprg:a@mlb ip plassiy (appn + s.d. )

fnJ lnunpl B 1.1 1|| \ﬁ&‘ CUAT, U JTUUU b"I
]

CORBEAROLEY | on | vEelecauP AR e uéﬁ'lﬁ"é’xg’ %ﬂleg OH'F ndZ

performance liquid chromato dﬁﬁwsﬂﬂmmﬁpﬂnrnredﬁp tion

The, ."ea/mpl as{re caseerdat i on  A80MO13094/ (4393040 + 1298

'”Lﬁ“agaé 37 0352221 08t CA) ecoxi b ¢.3mo03t 0 24 haugss: 0.68

Y ml) 5700 119899 1. | TGS AT185oP! dSMB5733 4 32451

A\

TeTTC PufullC €S 1 LTI TUUAI U al © yrverr 1Tl
Table 1. Table 1: Pharnmacokinetic paranmeters for
celecoxib in plasma (nmean s.d.) paraneter celecoxib
capsul e cel ecoxi b appl e conmpound Z |juice suspension
solution Cmax (ng/m) 852 690 4602:L 1305 5040 1298
Tmax (hours) 1.05 1.10 0.330.13 1.830.68 AUC

(ng. hr/nml) 6792 5822 306351 16590 55733 32451 23 WD
2004/ 043934 PCT/ US2003/ 035222 WHAT IS CLAIMED | S: 1.
A conpound having the formula H3C HN O O O N,N CF3
H3C or a pharmaceutically acceptable salt thereof.
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2. The conmpound of Claim1l that is the sodiumsalt of
N-[[4-]5-(4-nmethyl phenyl)-3- (trifluoronethyl)- |

woR@y0awed - 1-yl | phenyl ] sul fonyl ] prop anam de. PGI/U$2003/035222
pharmaceuti cal conposition conprising in a unit dose
thereof a therapeutically effective anmount in total
whgt 14 epatvenerssonpound of Cains 1 or 2, the

conposition being orally deliverable and

ubsg i all er and havi ng neans for
ﬁnhfb??&%ghgéﬁ%g%§¥€%ﬁM% said at | east one conpound
to cel ecoxi b ps& to oral admnistration. 4. The
conmposi tion of O aim3 yherepn said therapeutically
ef fective anmount is/an nt equi val ent to about 10
mg to about 1000 ng, prefg about 50 ng to about
400 ng, of celecoxib. 5.9The [Conpqggition of Claim3
it nmeans conpri ses
expogure of the

means for substantially prevemy
conposition to water. 6. The conposi i ol\of FaimS
wherei n the exposure preventing neans_coppri S€s a
seal ed and substantially wate Qerneadl e package or
container. 7. The conpositiol
exposure preventing nmeans cQRp gs a substantially

wat er - i nper neabl e coati ngec 8. THe conposition of Caim

3 wherein the degradation inhibitjng neans conprises a

f or ok ahamrecetticeHE aewnisblsiseltdhererfvi ng substantially no
anmount of any excipient that tends to pronote such

2 e g Thd abinpnunvhef Clarm il k4t isthe sedinmaselt ofiN-H4-4 &i(dtmzgthylphenyl)-3-

| east. one 24 04/ 043934, P 003/.035222

co %’iﬂ?&?or@?th;ﬁgéﬁg@ﬁﬁ@ﬁfﬁmegjsﬁ? PIORRAP e, npr i ses

an excipient that tends to pronote degradatio %2 .

kai o pharmaeaticlromnombion SOmPESIES bt Bt fose ihetpel . therggeutically
degr o] i nhihigi i £ onmbaty 4
of "eREAbsrsainf LBl B 10RE6, G 8P Chibg 1 22 eRRmposition
sai GeRsrallyedylivanblesaid dubdtartiailg free éwatenpalinging fearfor
article of manufacture conprising a supst agtai ahl y.

wat éxhibitips dagartionnisrid e loast pOgicREPE R Qi SHEGOXREISF fp gral
single.ug%%k%pse of an orally deliverable

pha ﬁﬁ%% g

I'cal conposition that is substantially free

of ter and.co | se t her a tical.l i .
Loro e SPrPEBHiSH ObF Lt DR oRE PampRUr o TR es pByatis an
Of  Zmoht eqliiiléi té Mot 90 nfel 8iaBbd0 00D & E bieféBly about 50 mg to
conposition is in a formof a powder and the package

i s abswai08dng oficeleensiib.sui t abl e when opened for

addi ti on of an aqueous
5.  The composition of Claim 3 wherein the degradation inhibiting means comprises

means for substantially preventing exposure of the composition to water.

6.  The composition of Claim 5 wherein the exposure preventing means comprises a

sealed and substantially water-impermeable package or container.

7. The composition of Claim 5 wherein the exposure preventing means comprises a

substantially water-impermeable coating.

8.  The composition of Claim 3 wherein the degradation inhibiting means comprises a
formulation of the composition having substantially no amount of any excipient that

tends to promote such degradation when in intimate contact with said at least one
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vehi cl e wherein the conposition can be dissolved. 12.

The article of Caim10 wherein the conposition is in
w@2doamosf a tablet and the package is a foilPQEHUK2005/035222
blister pack. 13. A nethod of treatnent or prophyl axis

of a COX-2 nedi ated condition in a subject, the

met ethpomtri si ng adm ni stering a therapeutically
effective amount in total of at |east one conpound of

ol aime cém?asdﬁoﬁ 6f Chfn Sukit@6inpridd. anAxpidipthabiends RArbMGte
or preven a COX-2 nedi ated disorder in a subject,

t he degmatlatin ccf(sm}dralt kiastpng apmup%rsblo\f:phgomb rwhgrein the degradation

o AP ENEsEar fordriea  RBUCar eshpaereob ke Phy e Higter laver
Subsgatsh %Llhxéx&w%ﬁt é}fd say@at%asa&ié fRPREhSES a

therapeutl cally fective amount in total of at |east

1C1e a%{lf ?n s?r[ ubs @iy et O4ble package,
SRR Rt Chudisile Frueb At R A=

s u blhﬁﬁ'hg b@ﬁt@fn@d mb@ﬁ a@ingad urf sk ptt irebralin delfveratdophdrhaceutical

matter occurs in the solution. 25
composition that is substantially free of water and comprises a therapeutically

effective amount in total of at least one compound of Claims 1 or 2.

11. The article of Claim 10 wherein the composition is in a form of a powder and the
package is a sealed container suitable when opened for addition of an aqueous

vehicle wherein the composition can be dissolved.

12. The article of Claim 10 wherein the composition is in a form of a tablet and the

package is a foil pack or blister pack.

13. A method of treatment or prophylaxis of a COX-2 mediated condition in a subject,
the method comprising administering a therapeutically effective amount in total of

at least one compound of Claims 1 or 2 to the subject.

14. A method of treating or preventing a COX-2 mediated disorder in a subject, the
method comprising (a) dissolving, in a pharmaceutically acceptable aqueous vehicle,
at least one unit dose of a pharmaceutical composition that is substantially free of
water and comprises a therapeutically effective amount in total of at least one
compound of Claims 1 or 2, to form a solution, and (b) orally administering the
solution to the subject before substantial precipitation of insoluble matter occurs in

the solution.
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