DI SPERSI ELE FORMULATI ON OF AN ANTI - | NFLAMVATORY AGENT
FI ELD OF THE | NVENTI ON [ 0001] The present invention
W0 edoawesi3¢ 0 a met hod of treatnment and/ or prevePtT/aBR0Gf002461
an inflammatory condition in a fluid-containing organ
havi ng a gatural exterlor orifice, such as t he udder
DIFP AT

i nvention al so rel ates to a di spersible phar nmaceut i cal
conposition suitable for infusion into the organ

according to the nethod of the invention, and a

process for prepari pgEyQE PHRQNRANFION. BACKGROUND

OFTHE | NVENTI ON [ 0002] WMastitis is an inflammation of

[00(d ] ranTibe prespnaimyentiomiel akespo aduethabofarvatradis and/or prevention of an

i&ﬁ?@%%q%gﬁgéngﬁﬁxgﬁg@?&gﬁ%ﬁ%&%ﬁ&gﬁgﬁgﬁgrﬁgpnﬁce such
'ﬂ‘ge lﬁ{a @ﬂfé rétici3Unfma oY %@ galfdf N 6Rke. (Tr; € IHV%I'[IOD also relates
I ni ca . er een

stitl or gani'sms have
tola dispenibidplasmaceutiad] ic\amppﬁtlbmg&tmbleffOf intfesiorni@tdmhe btdanSiccording
Trhsee of the maj or groups of pathogens are
tQ PgrgiBed of the invseiien, aeﬁl amq?@ﬁafm REPHHE JuFh a gprposition.
granposi tive bacilli % i ene, environnmental factors
and met abol i ¢ diBAQ F’HiE@WENWKhNgh m |k

LY CPIRRUE s b o ioB AL B BB Ce T Bcing animals,
feSSafiph @fryWolwl, MBSt ol §ausbc$ b99§dt$ria\l S f¥ctfoal ‘B?akt%hﬁ @nter through
with i nfect| on and negatively correlated with ml

they teahranilod thel?cmerqaﬂeamﬂlcyn cause amﬁeccﬂlamab@vsuhwhmcblemasuus Over

135 PR s TR, beit R el o RSBt Ba s mastis. Three
oflit /gr@uw%@ﬁmoxgeﬁsra@@gﬁ% -pdsiiRCcEIN g{aﬁ{.ﬁe%aﬁy(\%g&gﬁ and gram-

from of the cows In a typical herd

Ppsiﬁseebaq@lélr I‘b@\?ﬂﬁmmmmﬁﬂ@h@ﬁ@%@@@ﬂwc plésturbaneep deriving from
ne mastit i s the conpmcally costly

g SRR e it ALy TR AHIe FogBE BESebel Thgsc An

idreds¥®sdthdtici @ cQ@At' @s%&né’c@dﬂ Hﬁth'rﬂashﬂs tli‘ﬁosHWe'iye&n%tlﬁE@@ltg

alone. The majority of these [osses are due to reduce
mfﬁq:tl@nmnddl@gatlveky COFR O3] WﬂeUmllhsmotimflbmnﬁ@qumnlyamdmfected cow

t 0Si ti,ng,fromco St tlsot
o SHEF R Broht R it HET i MasEh b arsels g it
ehti@MfE bfles BB iscdBes proferhf trd B0 ThREFPALds a'v&fa%@fmﬁt 1®% to 30%
drug therapy can be useful in the treatnent o

OﬁﬁS’thWiSSH a [ypdaud herdnwith hesseserey ca manging fremi$d85 of $250 per COw per
sitions co I Si an anti bacter.i

Y RO s SRR b RaEmieRie ool nddp g A gndbstr, wit

1%RésBRlifated AVBLS bIHIMbIlaReMB LAy i WPO0Rdd HARs Atk al?hcemajorlty
for such administration are fornul ated as oil-based

of thepaloases @resdue to reduced milk production.

[0003] Because inflammation and leukocytosis resulting from coliform mastitis often

persist after the bacteria can no longer be isolated from the gland, the use of long term
anti-inflammatory drug therapy can be useful in the treatment of mastitis.

[0004] Intramammary administration of dispersible compositions comprising an
antibacterial agent for treatment of mastitis in milk-producing animals is well known.

Several compositions suitable for such administration are formulated as oil-based

formulations.



i [0005] U.S. Patent No. 3,636,194 to Parizeau
di scl oses a conposition for treating mastitis by

w0 pdosaemssrary i nf usi on, conpri sing an anti bi ot PCT/IE2004/002461
vegetable oil, an al cohol sol ubl e fraction of nat uraI
lecithin phosphol i pid material for pronoting
[6005per sU®) Patent N6, 3,656,19410 Patikoau dikelosésasdvsiositiofl fhatdating
sel ected fromthe group consisting of phosphati dyl
masblis bnemémalaﬁmbng esiely comptising hmaitibéotiengl vegesabls @ik an alcohol-

SBl S5k On s R SRE R BT s S BB o o
oflii BRIKS tHephbsphelipid deirdndlesa rﬁtonmnbgﬂufg cbhﬁﬁ?ng JFPROGhatidyl

British Patent Application No 7 di sCl oses a
chadinsawil phosphfiadyl Eﬁl@aolamglermdtmmtusesdbﬂpmﬁ agid rpgesamt inan ameunt of

and, a. p, maceut.i.cal | ta base, ,
oSl D5 S RO StAs 56 1 Woa Rt figpetsion info
i RNHdShbR hikkebstagd.i al |y entirely of al cohol sol uble ,
material for pronoting dispersion of the conposition
[00606] | IBrtUSh[IBﬁ@l?]AthcampaND PAREH/LT Amplosetsaatdompots\iuon @or treating
222.712 dj scl oses a 03| tion which nt ai ns Pne or .
MRgHits CHRRAr{NEABRcHYe é %FEP‘FF ¥ aggeptable oil base, said
CSRRSIR PaRlin 8”?%5@?@%%&%‘{ e RSl Bt alcobol-
salelbly Ima&trtad)fmlpr«andtng @qreydmrabﬁhhobmp@smbﬂmlmilﬁ n an oi ly,

f mn raI veget.ab] e, nthetic or m xe
[@ﬂ actiupPeas ewnb%aﬂt?étlw BR<03ta kﬂathaclt)%?Séﬁe@aosmon which
f r I [
oSTURERR Amb DSy RIS AUl L) ') S Sali oo micure o

triglyderid¢s dflpﬁhnltlﬁr @fd8pariheidivgethér with pehyﬂijeﬂtﬁ@h&ﬂ)éetyl alcohol
has, al so been propagse

ents st iti
artcg%%yl aﬁf % 8%3 IR@n oidy mediunpef migeral YR rPIR, smthtéyor mixed
S
cftEof eﬁlﬁﬁhﬁgmﬁﬁgnﬁ%ﬁééﬂ 161588 B utkse ofthe antimicrgblal agent n
tha udderperﬂmm:lng its binlogiGil phteataipamdndduchigemikbid tine. be

Ohf)g{; for tr at ment of pain, fever, joint disease, -
[ mathig UShHP rstl mgﬁmmatqry agenty/i9dreef @asttt@ has alse been proposed

[Oggﬁjn 2 € 58! pfient 'i'%s 5 '7%5 S529 Rfishit BRI 'tI‘ﬁl’leyidgéncJﬁ]%sn C? ﬂ"l\c/elh'{olﬂs%‘cf using

gl nglvit rsensitivi
p}eyﬂ)lylrtfehmmﬂfoﬁmrmc&\mhipbﬁ@saﬁ treanioflanthatidn in%d’iﬂiﬁamon animal.
[ 0010] er nat i onal Pat ent Publication No.

: ‘@iﬂ/@mvn j 206 P Esbe §ﬁ>1‘ttF“@ﬁ§eIE@ifrﬁ?1PsﬁeM‘§ 1% diseagep fraumatic

1nﬁiog?zfﬁ1h\f§ rﬁﬁﬁg&z tegﬁm?thslé %(gggég%fﬁﬁé@gﬁﬁ t& tl%‘ %ﬁm ¥ofillitions,

byrn©ahirgsi vitis, Wyperedmitivitg, duinfimetivivie, @g@ﬁﬂeﬁnmﬁtﬁinud\eelhng and
antii.nfectives, antineoplastics, inmmunonodulators,
myegar gl isghepda. anal gesics and anti infl arrmatory agent s

[Obg%g h?@xs (?5 'Pphtghtt lgtfb%)catl (i \ﬁ@ 'EB’z%i %tl lo%@?cotfl?posmons

ni stere arentera oY aneous
confiprisageoneRE ynore bioaav\e:l’tatgeﬁts in mhqlaﬂemrrieo nﬁﬁbh Bds been modified to
have an increased level of oxidation products, wherein the bioactive agents include anti-
infectives, antineoplastics, immunomodulators, antipyretics, analgesics and anti-
inflammatory agents (e.g., COX-2 inhibitors). Such compositions can be administered by
a parenteral (e.g., subcutaneous, intramammary, intravenous, intraperitoneal or

intramuscular), topical, intravaginal, oral or rectal route.

[0011] International Patent Publication No. WO 02/006865 discloses one or more
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intramuscul ar), topical, intravaginal, oral or rectal

route. [0011] International Patent Publication No. WO
wW@200806886 di scl oses one or norebioactive subsPENTE2904/002461

a non-aqueous carrier,wherein the conposition has been

adj usted to have a mater activity of between about 0.2
bipastive lgmstameﬂn APQREGERIUA CarTien yhesgin the gemposition has been adjusted

Lntrava tal a r r
oliys AR APrn e se R ul 7 ATARGR R GbEaf fpical e
inBORRIRI rbahIORd i BnAMirhary RERES dM@RiniRition SePprapbdeds Among the
i mminonodul ators, ant | pyretics, anal gesics and

bieavtive iagértahisted amymtaga‘mtyeq @ngneOPta@lxcszlmmnmmdw@?rs,
| nt.er nat i P t ent Publlc

r%@%ezéwﬂs%swg R SR fe. ?Q?ﬁ% imRitsFang

[0@1?]' of enaGafial PSent Ifhbli@c{ti%h'N@WO@@O%@ 8ist10sds'a&dinbination of
ections with associated i nflammatory conditions.

th{a@fh8hiconndrdiciofienavafor Batin NeteRudry inteatidinerfoNksat imdctions with

01/ 60409 di scl oses .a paste conposition conprising a
aspardgieghi P’Enaé%rééﬁ?ndl?‘ d silica, a viscosity nodifier

[091‘% !ﬂ%@;‘hg % lﬁqfu'i)h@c{tronw REOH1/d0R09 BREBR]UT Hakte

nt is se ecte rom i nsecticides, acaricides,

copgpoditioh icoingeising atierdycoti¢ agent, furoed hheen hanscesity, mod1f1er and a
oi | -sol ubl e Al Ds, avernectins,. m. be

RTINS @W, v earandhe @g{apg@t%entﬁ? 8@%@?‘{%@“1 insecticides, acaricides,
paﬁ&ﬁ@f&e@y&ﬁﬁwtﬁ§ msetnhEﬂﬁgﬁdoﬂﬁ&hgpé|NSI@ﬂj§}’$vermectms,
rivati ves and 0 itors. Oral, topical
mifbstdinsanordslidpdeic aeild, esouges, pbgestns, rphsm)ﬂmrazmesas®st1tuted
contenpl ated for the t.e .co ition,
pYEtSbREIY] Ry atiyes A iphifidors, éralctgﬂca\q d6hal and subdermal
roﬁﬁ% %f 5&%}’5&&{1&‘?5& QSntbﬁlgfaEe%%%@&)ﬁﬁg ob Wan S RoRPositions
arb Sz(id tht\Aesappli@ﬁM]n wiGinaBapracticeAp pleatoeent ofdifakdsisoelt aon
No. 2002/ 0032228, di %cl gses use of a heterocycle
| Pf@éﬁlpmanmﬁﬂlt%%%‘ﬁ it af%béﬂ%ﬂhéﬂsa di pheny!
[O\I\ﬁéyer °W§|I%té?lﬁ A'p \Sﬁ Puf)fi)ca'ilf)ﬁ%io 6639@&8 Qis@l%?e%%%e of a
opi ng cou rax snoot e contraction
hegeroelicle ammeauangi cclsrapdunﬂj for eCahle a)dupheayidletew@ch)dehvatn@, to treat

listed as preferred di phenyl heterocycle deriyvativ
dipngppklispasps Bhepping 5pie aqth Wo%fmﬂté pcpuirastion s@ftsﬁ%?fﬁ and

mgﬁfttfs' 5{19 %@ﬁﬁ c%gcﬂﬁ gh\g}g {)ﬁfé{%ﬂ Sd%HéB?i' Heteré&ycle derivatives.

ract rom a esi s di scussi ng
[o0hS)r actAeLatgifilgsodiict brabliat I(Nétiae)(lm: 09301838 editionh ﬁoma@attefosse

canal . The sane thesis aaqs]crl bes an riment . -
Cormoesion AeNtRiA ak extFRGt iramahesiy by pleie AHBY). ciettping ghyracteristics

ofﬁ%@?e{gﬁm lyft %AﬁtCS' 1H r CAWI.LPRE sanld th@@@dé@ﬁ%\é% anha erlment

tte eentlre surface of t
inpéliBigGhjeomn gsleabirafiFM M?di9¢48§}ﬂ:ﬂne(édt\m&1 gemtinm mialrmty a cow teat It
ganglion. [0016] Two articles hy G?o et al. (1995) in
mﬁxow&wtlraéﬁlfﬂ eueieddhe qré{rmurfagw %@am@awtna&qc yma section

ar{deIJ C%ﬁj?g%{rg ?@Q[gg%gp&%hgf steroid from bi odegradabl e
[0016] Two articles by Gao et al. (1995) in Pharmaceutical Research 12(6), 857-868,
“Controlled release of a contraceptive steroid from biodegradable and injectable gel
formulations: in vitro evaluation” and “Controlled release of a contraceptive steroid from
biodegradable and injectable gel formulations: in vivo evaluation”, describe preparation of

gels containing le\;onorgestrel, Labrafil™ M-1944CS and glyceryl palmitostearate.
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formulations: in vitro evaluation" and "Controll ed
rel ease of a contraceptive steroid from bi odegradabl e
wapwsiong4ect abl e gel formulations: in vivo eval Pel/iE204/002461
descri be preparation of gels containing
| evonorgestrel, Labrafil (tnm) M 1944CS and gl yceryl
[T t d3tiedisatiers roddsetorG anty i thocatemen celdles ghwover fisguent
to the comqmon cold as. t nost frequent.illness a .
illepy P ST th UBPATaies ORESEE d5eTdersre el of painful
i rﬁ%éfé/l rEsp%Bfrf’toqﬁfe@tﬁdﬂs, élﬁ?%@f@ﬁ@lti HsYor (raeRL e b&. An otic
Infectirons, allergic reactions or trauma to the ear.
irfectidhimayi bef dfGiacterialiiy ghleor oirabarigie anddeterfnmmugiah ob theyireade
origin and determ nation of the precise @%ﬂl OL‘O%Y E‘?F :
efiRlogpisdet Pragiical sineethe KaURHYR EAREm &t @fz‘?ﬂ g t fspiafp and
iffi . i e OLidi .
cfthlrp S kB8 Bl P thicetioty s hidia FpfilcRial fections) and
otofhes (dtRRMedndith haptiilee dar drtiintcassingeltusion) tite amgiguhethost

ear drum causi ng effusion) are anong the nost
ppavelent litdigiders.di sorders. [0018] Qtitis externa,

L vl Vi ng. t . i . s
e R S
ol gicdl probikniBeduieig mainty diritg Hot,Mmidrvesthés, exlifivd dives fMore

swimmers than in non-swi nmmers. In the incipient stage,
froguantly im s Wisenerd ghantia BpRrgWamEesalih theAngipigntesizge cxypptoms mclude

S SRR I DERRA s ARB LSl Bngpe

eki@Mal Sudio¥iEshnall, thetdaeloBefd millet ‘e thetjag & mevalo Un did dafiinitive stage,
occurs in the ear canal and heari nge may be decreased, '
sppErativo wees datbe sasrangtang ihsaring mpnbe dacecagrie @ver 90% of cases of
cterial and.f L infections. . .[0019] Pathol ogi cal
Ogg?]%’&?lfngﬁge @gﬁo §$¢?e§réal ?%%ngglﬁgi%gté%&t ause, changes in

[éd”l@; surpacRodieN ebRditiéds cahfatibd Roinglarddag icheseesha@festih Sfmirface

surfaces, especially epithelial surface tissues. The

tengiosrof al/liquidi intsrfpcesanf sissuesurfrees cesppaiflyeapithelial sutace tismes. The
cerunen,. exudat .no ly. secr et t [ [

R oL R O RELT R PG B AR S5 e

uF@ﬁ the@pitiRelay tidiug hnﬁ’lg theo&erh@Nsiinorylched Shtparts a particularly high
nfl ammatory by-products can further increase such o
seifiacedensionsheriion Inflaematgsely-piednets ean afbeigncieaseych surface

[ f in _both . f
t%’tsnPol?lrr :ts[r.?crr]‘tfaﬁe %}EIP r?geﬁ?loga%a%@%ﬁ%}éﬁﬁe%‘bagsb&thrges% toths gud

t1eh@RHF 6F otithe i ALdieas add swinfia it AbRETde @ SarlaSloai@d] thel fiereased
the epithelial Iini ng of the outer ear canal, tends to
sifvietsensiana rgsisient wpray tbe epiftieliel linjeg afpbe petst passaedl, tends to inhibit

t herapeyti c.agents,. [.0020]., | f, otitis externa
et B P e bR BRSS £ o' o
[OGD] 2P EMlthe pAE VikiS eteFANRS badn tRGitedWitiiopicabapplication of

activity as well as anti-inflammtory action. Broad
terapeutic agentsplenminbtyatini2fastinfigrebiahadtiyitp as weldes anti-inflammatory

et B e Sty ek Bt PR iR one Argning
afibdferial agents, for example neomycin sulfate, colistin sulfate, polymyxin B, or
combinations thereof, all broad spectrum in effect, have been utilized to destroy causative
bacteria. Antimycotic topically acting agents, for example nystatin and clotrimazole, have
been employed to destroy underlying fungal disease. In addition, the antiviral agent

acyclovir has been utilized to treat viral otitis externa including herpes zoster.
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conmbi nations thereof, all broad spectrumin effect,

have been utilized to destroy causative bacteri a.
wa\niosmywet i ¢ topically acting agents, for exanpdEIB2004/002461
~nystatin and clotrinmazol e, have been enpl oyed to ,

destroy.underlying fungal disease. I'n addition, the

[0921] Vi rAalti-in@leminabay afad incliamgbRe ettmplé, Z@dto@ortlsone
treatj/iral otitis externa including herpes

hydperostisope @cetgte Apd dexaﬁﬁt@mmtsodwnug@ﬁm@tq, ﬁf,tpry inichgled frpthe

g het oy SaR RRDRs B AR AP BRELEL T e
infIARInGRbry Yrdtebd dTohtiBib SRBAR Mskt bl hihtihREOHMI A4E antl@mmatory

been enployed to control the |nflannatory process of
agentstarcsutmlmeénm eombingtiongibttesat, thamusnmcﬂ; tiggatingdigorder, e. g bacterial

infigtiph VoS TSIRLATTAET PRIeG Al B 6P ABP Mt e 4
a&?ﬁﬁfs?errécﬁ!ls éugﬁgé?@fohé)ﬁl , dr&§ fOMe for ﬁ)ﬁléﬁh@dtﬁlﬁfshﬁt%fﬁfthé’ affected ear. In

process Its hey are al so nost often adm ni stered
order teweapas iaot pravidedy pprefuniformh dch\teo)pofcwbh agdicatisnsrtathico n

affected ear. "In e and pr.ov
cnifell Sine G on o g S S ira PRt S Buon,
ar@?hﬁ%&%‘ to&raw tHaI s0eheRbioh o HelBF BBl IR er, M & Fhe TBESe
orbent material such as cotton, are utilized to
prélsemnirt Ihml]snMoems ofoutitis m:ktn:mm endstie cemmeh pradontau eylr;uazblu @ll
to the exud esent ur ul ent f@gms of .. ot

pr.

infAmaTiReY CAMATHoh 8B SUA PBSIRRT RGP i ibyiog psuch
mlacﬂfz%t J@ﬁ%ﬁo E@l@'eﬂeﬂﬁ audHo@catdf. f ace tension resists

uni'form ribution of such nmedications throughout
[0022] ex(Tdemadst eamlinbwptic diaodbr, ofifO@2{ia ke lemlitg cosmuihearing loss

ofic disorder, otitis nmedi i s.'a_l.eadi ng causge af.
infbeDnifesl P andTepFrseiti A sigaisaak LSbUA THErEEREY Olaldhood

g d

R0, et dod L ) AR
actéridy ford3ex ﬂpbrce@ of allscfrmlﬁo@d wisitotorpediafrians wech Bar and

percent of al] .dhoo s to pedi atrjcians each
fey@é?m%ﬁlefer%‘% ﬁ’tl OIFTB}@ Sth ﬁreofoéﬁslaPP%]lyr n US.
th
(OBESY | o TRERE SR04 FBRK ek, HE R Y el do PR 0 Blesent
thpadrid iaterfabeloaated hpeputhe epntﬁeéuaf lideg bbhates lumen irdcnese the
epithelial lini a% of t‘g Elube | unmen i ncrease the
OWEH}&M@SSW&W ¢ 8 Bfh#ehpen this channel . [0024]
[05!& c al’[:yélcgltly Gtid 131 %Hﬁoﬁb&%ﬁ&?ﬁssotﬁfé cﬁ'a?al‘éttfe‘éieﬁ with a course
nedia are treate th a course of antibiotic therapy.
ofSeebiblie thdeapok SvbhalMerdi/Mhned) 1toadi(id® 9309), Sectiomh, Chapter 84.
Chapter 84. Syst istration of antihiotics
S)gﬁéfﬁ’él? arlmgm%t@alep ngntmlawslgﬁmtrﬁ%x fea%%@&‘%lhaﬂ%?ﬁ doses and an

;ﬁ)ﬁ@cﬁzﬁ)‘fé b éx/ ét@gcﬁlk{;@thﬁﬁgéﬁﬁ' 16VeR fngﬁé ene ?fétgmkceéépﬁ 1§atio% of

e ear. stem c applitation o rugs via parenteral

diags viaphrenteud] @8 oralioutes, e tumidajly resechingnbe ¢dseachian tube and
eustachi an tube and m ddl e _ear, may have advers

médgle eari mayhaveedyersmw iRt efesihuid ioFe {pogiaptipgyre not especially
effRGE btaciellﬁéermg a concentrated dose of the applicable drugs where they are truly

needed, directly to the target tissues. At the same time, direct drug application has been
complicated by the sealed chamber anatomy of the middle ear.
. [0025] Combinations of antibacterial and anti-inflammatory agents, formulated

together.in a pharmaceutically acceptable vehicle, have been proposed for topical
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effective at delivering a concentrated dose of the
appl i cabl e drugs where they are truly needed, directly
WO eoosloa948@r get tissues. At the sane tine, direpCT/iB20gt002461
appl i cation has been conplicated by the seal ed chanber
anatony of the mddle ear. [0025] Conbinations of
applicaper tethe ghr, Hhvarigns patenis hedprbliortiona droteding thoserindividimlly
C%qpﬁﬁgﬁrjn a pharnmaceutical ly acceptabl e vehicle, have
e proposed for topicalapplication to the ear, in
[0026] oumgap%ﬁ@v@r@s%w@@@tagmﬁaa ncludi ng those
individually cited below [0026] U S . Patent No.
[002395, 4S. Patc@dyd.,440,%H4 tp OBgEler ). S . Patent No.

28ho, 5. Peclip &880 Foglost o S patent No.
@2355 55 PReRi PR io et Vs Taront
[083p] i CAT.SoRatBuitNG. SeR6549 o PuRRd & GOKIARG6. [ 0032] U. S

Pat ent plLicatjon Publication No. 2002/0142999.
[4088B3] WySsPatenfrAnplicatinn Rublieatinn Ny 20D YAPI366N0 .

/0 [ . i ' 3 Lated ear
108320 o3 S Bt SERERE R ReLI . FWEBLIRED L0 &
[00g8] i di.BePaymtApsicaidnTibitdtn Nd. 20020644920idéclRss treating
canti-inflammtory conpound (for exanple a non ‘
ipepeomgdinted war disorHers piradministeingp BNE@ntegonist and apyNgridipe

. 2 inhi bitor), a cytotoxic compoun an
syRfeis i foro P Pk id ap Bp 6N Bt G SRS roframpte a non-
stédidal Al laitinAGe Wug 118DRHwLhsa NEAIS 6 a AOX-DGAibRRY), a

Publ i cati on No. 2002/ 0076383 di scl oses adm nistration :

cytosic compeic: pb Antirgeemastic mstdiolitd pousivondray extirbeyradtic agent.

ito nal .. the conrposition.c i S .ljpid

045, s PR e RPN E SR At
adn@ifBir@ion0sf addn@iokition 4l kil adrbid o6 MB eRteRiAl hitilor@anal, the

tissue lining, a spreading agent and a propellant,
COtROsiEion COmrisipg e dipichyrfagient iniag agwiiatelEttive oriowhengswiase
R 8 B enh BT B B8 g BB o
o e e A
steyplst il poif. diglasiesel esietsy pg@ﬁh@limds, stbphyirags adproteins, all in

0 U-S.. P . lication Publication No. .
pos 5 e A0 5o o BReldiRnc ek HP et Rl Binabaatoneg hile
prévidig pReteaial aghinbidtghirréite OF befiN\@ter@hr Way, Wwherein the

osition conprises a lipid surfactant in an anount

conp . se .
[0835]ect Pvie Paient Sppli¢atign Sublicatien Nen 0@HMOXHM S8 distlosdsi qui d

i nt.erface n epi.thelial tissue Linin nd a .
adgg?lgté%f})%gof é%@ﬁlpoghon S an aerosol tchrough an externdl airway, wherein the
composition comprises a lipid surfactant in an amount effective in lowering surface

tension of an air/liquid interface upon epithelial tissue lining, and a spreading agent
selected from a group consisting of sterols, lipids, fatty acids, cholesterol esters,
phospholipids, carbohydrates and proteins, all in powder form. The composition is said to
increase the patency and pressure equalization performance of the eustachian tube lumen.
[0036] - Ear drops have been contemplated as a formulation type for selective COX-2
inhibitors, for example in the patents and publications individually cited below.

- —[0037] --~U.S. Patent Application No. 2001/004.1726.
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selected froma group consisting of sterols, |ipids,
fatty acids, cholesterol esters, phospholi pids,
W@ 200500486 at es and proteins, all in powder forpCT/IB2804/002461
.conposition is said to increase the patency and
pressure equalization performance of the eustachian
[0038¢ | udsSn PatetOSG]lickzon No.R001/085376deen cont enpl at ed as

f tion type, f l'ect i COX-2 inhibitors, f
pahnl R b Llishidn RRQOGRITel0: ons. | ndivi dual 1y
iihed hel 37 lbi cat i No. .
L0870 o 57 bepoeladirNo 2o ol P2t Pon No.
[(0AQ]/ 00537 Bdtent ] FA07\04P 10 BaicRBE /PP | cati on No.

2002/ 0010146. [00404 U.S. Patent Application No.
[0048b/ 00483k gent N0 413291526 to Adammer Mo. 6, 307, 047 to

k [ .. 0 U. S. . Patent No. 6,329,526 .t
g3 A Bivents gbAB Tieions sieht Vi aiF InaeTPiid rein By pedrence.
[0039Y € D&pitd FREMAUIREs MBS 1RIvVE bBh FBdEnRMAEstahdihg XM des of
Despite recent advances that have been nade In .

otihdiserdersnidicy tpmadie largaly epreventiblecandiasodifibeudt to telfestively treat. It
remai n_ | | y. unpreventabl e and are difficult to o

W Ry iot 5 FoVidh S mebpdh and sochroiioas fardhe

pRY&MHiANE klcheRat SGCBISNAIS a%n?ﬂﬁ@@%gtrbﬁ&%t QLtol he

prevention and treatnent of otic disorders an
[09d8D| i- deinnoss corematkydis¢chpackeging f@04ib¢rs Theé detb&ty devices for -
commnl y.use ackagi ng contai.ners, and delivery L
e R e A S AP ROGH BB B o6 e AaT G pastits in
AR ProdRidedniAMs bOwhii §&for QBr&gFﬁQH&ﬁtme adrhiRistrBtion to treat otic
m I'k- produci ng ani nal s as as for conpositions t5r
. diserders adnéamstseated oforxygen-perembble plasticmateridlsy for ak@ample
onstructed of oxygen-perneable plastic materials, for
PRI BOPEPKFIEE. ABOmPED Jiochon, TE¢ B ofsy iy eegble

paté:g%iﬁg’ EontdiRrs gﬁ@ dQfveRXIEARs RGTHERAsE P @&Kﬁ%é%siagd for

ainers and deli1very devices for anti-
cangprptmns foisasmnt bopreeanipo of diiodisofders fosesaderiems problems for long
revention of otic disorders poses, serious probhlens
tekmp Ehrnicel Ag{orpbKcH Sablinhel croTS GioB £Pniginag thareig. e
cOnBRADK coAPric@Hnah Hedeh %kﬁhlg)(l'efan LBEVLRAPROhet B3P an excipient,
conprises an ingredient, for exanple an active
thateid praedm dxidati wendegradafpdrent , that is prone to oxidative

OB 2 b3 Mol 5SS b o

oSl 5 CEF ARSI, s, otk SR P o

pravidingrexfrngded cleeimisal abd/or plyysizhl statsibirypfsi doinposipian padegded in an

an . L . . .
oxygen-permeable container, where the composition comprises a pharmaceutically active

agent and/or excipient that is prone to oxidative degradation. Despite the above
téachings, there still exists a need in the art for pharmaceutical compositions having one
or more of the following advantages over prior art compositions used in treatment of
mastitis or over prior art compositions used in treatment or prevention of otic disorders:
(a) extended chemical and/or physical stability even when packaged in oxygen-permeable
containers and delivery devices, particularly where the composition comprises a
pharmaceutically active agent or excipient that is prone to oxidative degradation, (b) safe,

effective.treatment.of the inflammatory. component of mastitis or of an otic disorder, (c)
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oxygen- per neabl e contai ner, where the conposition
conprises a pharnmaceutically active agent and/or
wex@spiesd that is prone to oxidative degradat PONIB2004/002461
Despite the above teachings, there still exists a need
in the art for pharmaceutical conpositions having one
saxﬁe e¢ffaceive freativent ofl tho paingnfishumatiorg ederny, devep ahdswellihg associated
mposj tions ysed in treatment of mastitis or over

Vﬁi‘h 19pstisOr g A6 dispiden éDuBiamal jo pe dEitation alter adsigiskpionyef the
08{1]1;1/)%1{1 ‘i‘g)t%g faedl ersetgpét W%lff Q&?%a&@ﬁﬂ@?@osﬁ%ﬂ i®Inilk and in udder -
flsdsge rqulylmhielve effmﬁdlalhsnﬁécﬁca’mdlt ﬂﬁ'lsls\ae Sies @€ wifta@smation, (f) rapid
part icularly where the conposition conprises a

ma&srbal@wf B alif gorpesitien lagbmwamm@bsmrmrénmemtmtan |esr to quickly

efhg%c(i)(?ﬂ qﬁécﬁé’a ? f%gl %}t%g 8&%}@%%‘1}“«%18? (ﬁggf vsfeirlgg 8F the

s@tffaoal’!ermdrﬁofdhé gir/ghid 1ﬁt@1)f§c%fd¥ epdlartdsue 1ﬁdr@@lr{§ﬁfﬁen@§ of the
the pain, inflanmati on, edema, fever and swelling

apditsy Fanabdndi(ire prateciivd epating fon inflaneeddhacons srembgaties of the ear.
mnimal to no irritation after adm nistration of the
conposition, (e) SEMMARYQERHBINVENTIONan
is conposition in mlk and in udder >
[‘?(% Jas X %Veﬁq methodg o bharatmeR M phamscasah S Rosiions having some or
a% B floSids nt§ge()§§‘at bu'tééfdem& Lo Ve Halid n5\9|3|3(?rhdeve10£ed. In
ispersibility o an otic conposition in e waxy

panticslar, elmm squmodded aDﬁomh method tod treatirekt amdmmr@eﬁtxon of an

% caci ous _nedi ca | evel s ‘at sites of
inflammagiorycopdition i a Mﬁ@l@mgg peaR favisg A paenl exisEPoeTifise, for
eIt oA bF il 6T i SPln APl B o bl G il gubject.
Tpe meémtilcwmpusatadngmﬁlenng a hativRdlamnenory agedths deasgaf via the
ar, SUWMARY, L OF THE | NVENTI ON [ 0047] Novel nmethods
e’ef:ﬂ?rrfggt*?ﬁéml a‘é‘ﬁH’%ﬁM@@@Pl“@ﬁPn thsraps harewikla a pecpnd geent as
I

ASRE 18fei Thein| A AMRR) SEE NS dRiblo £ ARARICERAN

cqmpositibacompnising| inneltthiod totaid agait neevihidd thadconprisee () bon
nmat ory condjtion in a_fl uid-containing

of a
araplgaﬁhﬁaq}i tﬁ@t I3 WL dhsaesibia @d. eéban@} jeplukle, @bém@rfaawgqaﬂme wax,
an ear of a
@%ﬁg@én%g?%@§&b%%gﬁ e rret %mg%rrpri ses
(0948 ni Stueh angm@nsmm hasiloW limerfadiglrtynsigenhed lﬁlactdden eb1@adt with an
via the ext g}r orlflce and adm ni stering i

AQUSAYS Wa‘ilwaln Horlgxpd twgh%belﬁg ézog%bhaleageﬂw this low interfacial .
r r

tqutr# %glttgir% et g&ﬁh % 2 Clgl nl%lg%g@ﬂhs bih as milk'as well

ascin e insfengaxyl momdﬁdwimnmneﬂitcof Y| Iedr dgenirefeaed apithol of thedhvention,

ri ses an anphipathic oi] . that is water
th&’feg%éf@oﬂlaéméfﬁgraé’loﬁéﬂ Hie flrid-spaipining quggn, the composition disperses in
dieEpcrystal line wax, and (c) a pharmaceutically
accept abl e non-aqueous carrier. [0048] Such a

[00d90s A preferfed aintidnfldnnhetofypapeat for @ssinaRe Weeidd R &t vdniion is a
contact with an aqueous nmedium It is believed,

sefctive tO%éiMub#Bund by theory, that this |ow

[d()gb]er " 46k Aethod can, for example, comprise intramammary infusion of such a
composition for treatment of mastitis or other diseases of the udder in a milk-producing
animal, or otic infusion of such a composition for treatment and/or prevention of otic

disorders, and-is-efficacious-in a-wide variety of inflammatory disorders which can be
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tension results in the conposition dispersing readily

in udder fluids such as mlk'as well as in the nore
WOR0F/00mB&t environnment of an ear. I n a preferP@niB2004/002461
. method of the invention, therefore, upon

adnini stration to the fl uid- contai ning organ, the

associpied |Wlﬂb<hW@tlﬁs\f§€1¢tS’@§ infectione ofganisaps. Efb@tﬂg]n “mfp?l@n”ehemu

t|-|nfla r r use.i.n the
o fisia SRR e BT il e tBSiitch bicFutFE ] B G Sruic-
coMRbiRRG &g&h V15 He XM bfic RRKhHBle the oAl EaNRBA Yhe case of
I hnfusi"on of such a conposition for treatnent of
mmmantmzﬁy anfusivh er the iesteembauditoryt ¢emaliddiey caseofotic infusion,

pr ni e tic infusjon,of sug TR
“’rﬁé’f%“éé of s RFAE FERLeenin Giaresp PR E: RO 264  ection
f S
P 0 o Rl OB Pt e ety Ahmariy
admnhestetad bginseningithef caotule nezzd)af ofaeninastitis sytiegetiatonthe external orifice

o ot el ARdDSh e i B el g e
[dols¥] dc Ciﬁtaﬁbtﬂé{%}nwdﬂﬁéhtYﬂeaanhhiﬁﬂ%&%{drg Ege(ﬁ'f 6 é&mr%xgﬁeoé: selective
exanpl € the teat cana nth ase

COX-2 $itibitar] istalimiixteed ﬁtaborahidatimthexfapylezhthlamectdmd aga&e Tthé '
otic infusion, reg ardl ess of the tinescale involv

sqcAng a@nbﬁ%@rﬁn%@ﬁmﬂtwaﬂyu 2t YRsRZSAL UsFY 1m fregteent czfﬁnasa% or otic
d1§%§%a@hbl?géc¥n%(ﬁﬁylﬂaﬂgﬂ “ﬁ@? @gﬁ dn, ?xﬁgbga?tteﬂmpa%gﬁg on

arteoplbAicrupeats eamithaxcsmﬂium sllaswllbmetsnhmlptyfngmhﬁgéwés
orifice of a teat canal and injecting the conmposition
anticAerpigrreenie. HeAhe bkq, ﬁ@fbcqrﬁ@n%r&aléﬁherf 051] I n anot her
di t
sg?]gct r@g Eft@;]éﬂ é'@ % m 'ie%&’ lr)]fg ?&{te thaP 1s 0%?%%&%& of

adipifistraddn ofthe hﬂﬁ-ﬂﬁlanmlzttbry&gSﬁC @nténm@alty, boThl agém;:mdm
agent can be any therapeutically active agent useful
aqrpingstesed prethe STC e iles ¥iaghe extpRorriise @& e orgaps For example the
‘ C
teRt @@gg?lgare(fys og %elmhgleor tyl\% %ﬂgfglta édd?@o}aaéalngﬂp the case of an ear.

Mﬁfesatdﬁﬁhisﬁsuor&@ (By the sahRrogeE, 1bisq138f6fr6d tlﬁt’lb(btbﬁg@itat. B&administered
anal gesics, antiedem c agents, and the |ike, and
by BFBMARIIAEY 8T Qlifenfision ip szm Tha ligeidseempasisnn cempriyag a

&?&I& gé c?ésﬁﬁt?e‘il Byél ﬁ?s%sﬁecﬁii préfl%ngﬁ Hﬁh %ﬂ 15@%161{11_81?&3‘?agent and

mni stration .0 t -
thAIséc&jnaagenteb:admhﬁstlsreagemtlagleaanipemadmamsmmlgeﬂﬂbagehtse
sanme route, i.e., via the exterior orifice of the

[0953kn, Acsprdinehynihese isHarthes providerha Phasmaerutical somppsigian
co%aﬁ"P of véh@ e 815t &4 gsrﬁﬁrk e?l’c‘)‘aﬂ b %ﬁ%hﬁ)?ﬂ@é 01'1 that Eew%igstﬁsq%;sﬂﬁg and

ere adm ni sane ro

ethfiRfl alsbRB1d, Ui)tmlbfbbi‘ys&gﬁi&tvﬁaxb @ncﬁ@:ﬁf‘a Eh@ltnﬁfcaﬁldaﬂy acceptable non-
mtrarrammrﬂ}ﬁor otic infusion in the form of liquid

aqueAFoITiaro d ne yeieledian @tabiy disppisp@theein) an apti-pélprapaiony agent, for
exatmé)le{ a ?eﬁ%et‘%' Leldy ZRBI?E%J Lt 1 1nh§1%rr%%rhy LALRTTRLALY

[0054] In one embodiment the anti-inflammatory agent and/or an excipient in the
composition is prone to oxidative degradation, and the composition exhibits extended
chemical and/or physical stability when packaged in a container or delivery device having
an oxygen permeable wall.

[0055]  The novel composition has a low interfacial tension in aqueous fluids, thereby




the second agent be admnistered in a single
conposi tion containing both agents. [0053]

wa\ewsnai4pgl y, there is further provided a PCT/IB2004/002461
phar maceuti cal conposition conprising a vehicle that
conprises (a) an anphipathic oil that is water
i@nr%'mggﬁspe@si itity oftthexenmhpoisition i biik, and pyider fluids, as compared to a

cfEaBphdR et hael ol s B Biui0R at tecampgsition
tifos Bfyus 81 Jdaer aﬁfd_rihéifé‘b%l(f_ogfs!tﬁ\ﬂf ALY 88nt ahdbr the second

exanpl e a selective inhibitor, In an
agerttite raath aflmatedtissug quidkés provédiagrenefficadi0Bdéiel bimedieament at a

enbpdi.ment the _anti-inflammatory agent  and/ or an e
SES 1 inflammatiqny Abe H’é‘?’r’ba&?h fnsiAn o€ 2 GPEARSItQR 18, dgtqape fluid

SRS SA T So ARERL TRt SR BBy e
as well as therenergydetésvay Jordesusmadédpirtide amnthe xymeosition to cross the
r.eabl, [1..].0055]. The novel composition has a | ow
Oﬁﬁ?@? ?fa%ﬁﬁﬁ\{?ef QHE{IBW Arlabbavadery. £ | ui ds, ‘ |
ey . i b : . L .
0S5 e R RSSOl Lhtathyd s bast by o
thei donip@sieion filotheww axtyingoist embirenmeas of ks edr/asfodpipdred to a conventional
di stributjon of the conpasition throughout the udder

CRRROS I} B TafulERErapidedidFbytionithmentarosijion dernshowd myeous
.2 | i
o085 PRt EREDHOLLATEA 5 gy e
amd/o1 thé kevomd bgam to Bheh infibmed desualquickVs pvididg #n efficacious level of
conpg@sition in an aqueous fluid , determ nes the :

theredisAmrab aidae pibt oldniyBmation ek axjorpasitiag cut alsthproduce a
pRAVROS LAY b inklified hdkclie Al dSnd O eneray -
necessary or a suspende particle In e conposi tion
[G057F r ogBefetublyoibt htidd cRicomipbsitichtipfovidesiefedtivt @ehtandf the
.boundary. [0056] The low interfacial tension of the
indI3FRTRA P iCORPANE of hB1REHAMY oHPEGEsadsy. |Rrefprably theanethiod or
it ] i ir f.
CSFRER 808, I AR s, on,
swellnig, tedaga,raagiod felies agsbdinted onithaicl hdiseinosi tion.

t hr oughout nucous nenbranes and |ipid containing wax ,

[0968} he When adsmigistesyd Ryigtramamansry infyiona fererampledn aatment of |
0 .

L R R
exmtile ameeferrad methed ehitdesduitalbily IsAomBiiikont tifkse IMakout time for a

conposi tion can al so produce a protective coating for
lactatipg Ao isihe seroheftispatiem agminigatioarof arowy i treatment to,

r B roVvi.a .

S RRRTL oS! AP R TRRR R A v

coneaftetiyn of acivieagehtes) ir@ilk niisef2lraallyvel beepRbIRAE i appropriate
osition provides effective treatnent and/or

regRIB\RER S BHPe§HTe i LK i deerersRitaie ToshEITRR AgSumPERR, A suitably
ik SR RSB, AD B o 3% i LR
o@keapl e in treatnent of

[0059] Alternatively or in addition, a preferred method enables a low milk
withholding time post calving after dry cow mastitis treatment, with no active agent
residues in the offspring.

[0060] ___Alternatively or in addition, a preferred method enables a zero day slaughter
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mastitis, preferred nethods and conpositions can have
addi tional advantages. For exanple, a preferred nethod

wep@bloem3cui t ably short ml kout times. M| koutPCT/m20040002461
a lactating cowis the period of - time from
admnistration of a nastitis treatnent to , resunption
rogat piGdAval periesk foBawiagimastitis trgatmpth (Thsi aitgibutedh especially

AT RN P b ARG EL D Ra B M TERH anciay
aﬂpﬁftﬁa%bhﬁfcﬁid RO kR e HRABYefBfeAtE kédpanliftdd d DvARR TRecified

sui tabl e for human consunpti on. A suitably short
amduRboif time aferritsdrearentronet ary |l osses to a dairy farrrer

st [ t| out br 0059 fernative
(PR e Whsh aTBnstetsed by 0 Iibins Tormeimets i HRasRt pidnfective
d
e ne g%‘%aﬁﬁ‘ﬁ%ﬂiﬁ?ﬁéwgggcn@‘é°§é?d rchW nffRds ahd
coﬁlfpsptlomﬂgcan M@ sidjtioNat advaatapese For exgmpleddirtfenad fiettekidncreases

hoj i._.enabl s a zero day sl aughterneat
41%9 Pﬁ%m e %ﬂd| taw\[»agreﬁﬁ%qs.r%%@am? EaReHetiongfiseund,

@gidv;&wh@craﬁgg%@%em?&w dfrﬁggei nt since it allows a °

rmer- to atreate ‘cow at any tine‘it is
[00624nci Altemativelyveintaddidonsa prefettod swthodairdnddestanevatibg b the

r,eqllu ed to ﬁ) ep nd feed a cow for, a specified anmount
heliatinigg pgihe; ?trféfa‘teﬁ‘é ﬁgamft@%ﬁfl%%fgﬁ%?ﬁ witet andaypter-
LA T R -

[mmsﬂ)onemfurﬂmr bémﬁt eﬂmﬂiohoai&i @nihdsitions 6Nhe $iviehONE vﬂ@ther for
have additional advantages. For exanple, a preférred. ‘

InEIMASRMATY OF gUG BSS» ﬁéh@ﬁbsy ReFmithiarseied ﬂ@lb\feyy ofzih dgastthe anti-
1&&%&&)5?; @9&%8 %}her ERlop ﬁrﬂﬁ%ﬁn&tgx nC QPR ?5 '08@9851?&}2%% 1nvent10n is

e clarit sensi
uﬁémﬁ)ﬂ‘]pné{rtgd}oﬂﬁin argei- iylﬂammalibrgdghlﬁ afdia secopd ageni ﬁ@dbfmed hereln
t hod provides a coating on the epithelial l|ining of

t%rﬁfée%%f‘rhvmaq bottoigsaisds B@éﬂdﬁ§tt° the|see et infrgsion prd/pt iwiflgmmation.

OBy, RGP LAl SO B e
oficl adrhﬁmstﬂaamefls thaoﬂleyreddse ddniatd tcoROSEb ot adfnidib@ation.

nventlon et her for |ntramanmar or otic use, is
[Q%él t h‘éytﬂb @FF’HCf bengfigyek fe%preneqsntap@rqf tlst inygntioads tmpraeed physical

t t
taﬁfél'rt)!' #h r@%%agé&{/ to%%ﬁ%%ntl{)ﬁal o'i‘lﬁa\?g:nglﬁ%ocnﬂlfs F{%HEJ% 212%%, for example by
virmef nrﬁpmged)@dﬂilp(ﬁhloaﬁESuspén‘db&mmt& cympEetidn Gle ehvention has

second agent as defjned herein, targeted delivery of
berarshowg dnearse Slogrulijioned certain Haigs, thereby imprpwiag resyspendability and

eﬁlﬂﬂ{aﬁﬁg {h'%fﬂrm lf?ﬁkpensmn caking and possible delivery of a subpotent or non-
efficacious dose. Y
[0066] A process is provided for preparing a pharmaceutical composition of the
invention. The process comprises mixing, in any suitable order, an amphipathic oil that is
water dispersible and ethanol insoluble, microcrystalline wax, a pharmaceutically
acceptable non-aqueous carrier and an anti-inflammatory agent, for example a selective
COX-2 inhibitor, to provide the composition, such a composition preferably having
extended chemical and/or physical stability as described herein.

[0067] .. The present invention thus provides solutjons to several long standing
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[0064] A still further benefit of preferred

conposi tions, whether for intramammary or otic
w@dovso0owse at i on, is that they cause m ni mal t OP@DIB2004/002461

irritation after admnistration. [0065] A stil

further benefit of a conposition of the invention is

priohjsas\ie dhayry andesseseaIoNe PE PogeasyariasRs ¥ eigmethods and compositions |
oS s AR SHE TR A0 AR

I'on resuspen
fr6RANRO aésctiptioPthat followgvent i on has been shown to cause
floccul ation of certain drugs, thereby inproving

r esuspendapjg A1y EAOESCRIPTIA '@ﬁmmﬁmof
suspensi on ca%ng an]g poss?iqbpe delivery of a subpotent
[0B68h ondfteiinwniion providee a njedidEG]f tAapant ersior reymtion of an
for prepari n% a. pharmaceutical coppgesition of the

inflaparteryiFondiHen B pteidcopidining wgan Revingynatpral grfgrior orifice, the

i . . i pat.hi ' ' . .
w00 0 A 0 Ellort Bt LB i e e
oNfive, irathp ieimaepharmadduyica compbsitidrecomprisagpuhe usti-heffamieatory

and an anti-inflanmtory agent, for exanple a |
agsat wcan; apsi-ithymmatosily effective amgunsapd yehicledhat spppeises (@han

oh v il y ;. her,

i PSR, Va8 SRPREIARe RN AlEE 3BT A GRERAERE wax.
and (c) 4 Pearpfaéarichlly socepthble Roti-agiseons cartiele The tivehticnalsd provides
e ooy L POV ot e A o
O HE® USe O [

f ' . . . t . f.i
oGP b OB ORISR P R RSl §paa
edt&d@dr drifick OWhe VeI nLinbh EEBERIE ToNc&pdsiion iy Edélin@¥nethod of

[0068] The invention provides a_nethod of treatnent )
tregyapeRfror prevpatien ofrngnflammetory eqnditiorrip adbidirentainingprgan having a
fl ujd- t ai-nlng organ having a natural exterior
n%?%%?xéér?&toﬁé%hbt hod conpri sing adm nistering an ,
[0869] - i Thkansnridos yaRigantly usefiiha tRagasmt shdiot freveaioR bf or
_orifice, in the formof a pharnmaceutical conposition |
inflempration AeCONANKAL jan iHestygeanditign.adaninfeqiivg gondition” herein
. ant.d - i nfl. I f IV ' .
o TR oL AR ATRYEL Bl M o s

ot @ptneivansltredthamolith ms aitibatterial(dggnt such as an antibiotic drug.
m crocrystalline wax, and (c) a pharmaceutically

[0070kpt dbwB! brorndgestnod Bataeferanee hergindo methads il vipg and
rovi.d -I:he.use ..of | t1.0
AR R e PR Ru TR i Bk P RHB o
cEhpdRitRmMe Mtheddin mofd ARBEOAYi-BOatintat@R apdht & used. Further, more than
fluid-contai ning organ having a natural exterior
omsy thefapeuticgiheaqtive agent efher than e pnprpflapaatorpigegt can optionally form

cQnpositio ,IF ..use in a nethod of treatnent or
thﬁrn&gﬂ?? er??oe‘!z;alﬁ' i nflammatory condition in a

[(fobqu d- R k&Nt IAE-iBfl SamaldaVy Sffcclive atndhi’ a8 ¥éedrtedin refers to an
oriftice.
amount of an anti-inflammatory agent that is sufficient, when administered by the method

of the invention, to reduce, relieve, prevent or delay onset of one or more symptoms of an
inflammatory condition being treated.” The term “therapeutically effective amount” as
used herein refers to an amount of an active agent that is sufficient, when administered by
the method of the invention, to reduce, relieve, prevent or delay onset of one or more

symptoms-of a condition being-treated, or to-reduce numbers and/or activity of a causal
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[0069] The nethod is particularly useful in treatnent
and/ or prevention of inflammtion acconpanying an
WO pdosob948€ condition. An "infective condition"POEIE00M/002461
~includes any disease, disorder or condition nediated
terlun1or that is otherw se

eni ¢ bac
Orré%%%% 3RS AP CGRIY RETER g ATIOBRE CLFICHT megasthat when
?@feggg élﬁt) ngﬁe félr%reaﬁg H&‘ﬁrcil g D t%qoh}et dI tlpe invention tae amount

cﬁlﬁda anoiripfiamitiatorg ageatpiid the AgouALIANS Secd)r[tf zig%fmﬁé @hfficient to -
ent" enbrac¢es such net hods and corrp05| t1ons wherein

%‘flée bothan GRE-inflammatary eéf?ﬁh@l@rajl eé@éfrﬁe ected depmqianti-bacterial,

r eut | act i.v
AU, s S SR S A AP BRI S
ahfpyretid\effects CSuaH amoen ‘calBé @leRamé Q@ GidateF BE1es©thiah the amount of
‘anti-inflammatori|y effective anount” as used herein

ap@fieflammatognagerbenthe amowm of thei se¢onid agemidhaaye thgeapeutichlly

ffilci m ni stered by the nethod of the
elh‘%%tz‘}rét‘?'%e%l u%f“?)inre rhéerglizyel i eve, prevent or delay onset

[6d729ne Rrﬂlﬁ@l‘:@nﬁﬁﬁi@t&gﬁh z@fcoﬁ‘t@nip[hftédq{é?@ﬁ HcYud® A PhdnhrRity organ,
being treated. The term "therapeutically effective
f@rmz@mple ansudderef awlérlkﬂpmduefngraslmad sagh asracomt, a(gbaizm a sheep Al
nt when..adm ni sf e

“P@g ve ent Itrl a ﬁ ﬁff Ci b ?3/

R et g B & i oF Gy piREA SRef S0 1 preferebly an
aRine Gdiﬁed%r G lpabhosnsBroPlirnNRilIO e, 470 Gv ﬁ%&% ke and
condi tion belng treated, or tot educe nurbers and/or
epesmipaAssey sugh aaumala sdietheganias mlney aTmhlcq@hngstahé time of the

BRI E Ry wfele ROLbHER REEAG: frfar BRgmant el terion

ofifi€e HEthd @finfhary BEyah VA "ohﬂ@e of 136 tAPBAHAL. Rfﬂu‘i(h@ontalm organ
anti-inflanmatory agent and the anount of the secon§

alsg érpludgg en syfdfiadivaian or eniprabsibgject bdtiinatnral exterior orifice of the ear
tory, effect d an effect selected from
e PG AP R Sl BBl soB s oa

_ sodi um channel bl ocker,

[6U7B] - edﬂi@lﬁvenﬁﬁﬁlﬁi}ﬁ&k g roviieh a RRIR BSHithaman @f &4 inflammatory
antipyretic effects. Such amounts can be the sane as,
@;rdemrem adiuid-egrtainingrorgénchaying mmataral enteriori qnffica,rthanmtmd

second at%eﬂé t hat, a

the a

FHERine T PR raBer A Aer tealS T bt g pyerior oifice
andAifihisferink h BorEBNARINthBE ?Hﬁ:@eﬁvlﬁﬁa %%&@h@&%fﬁ@& BéRin in

i ncl udes a manmary- organ, Tor exanple an udder of
thﬁapkutmalim Qf,fmtge amonals 0§ aadh; a@ewmmwana—ngamlmamry agent is

rroduci ng ani nal.". can.be a ‘

oGP et aherace B RRGDRof CorfPusing i gecahendy Hetfcte tha
coipERS () Qh alpRipRthideS thaPls WiV ifeRGbIBhK ethndl- msoﬂlb‘feo‘ﬁb)

a goat or a sShéep, and enconpasses such ani nal
migreertiginllioe wastandi{e)a phraembeeutiedllyragceritatiléy eon-aqm:ooi cdrlier.

F Rt A R R
tHEROTBAN S8R dgent 443 (RE bdcbf®agtnt Ellg%dh‘ﬁﬁgteféﬂ%‘alwdﬁally or

f1 ui d- cont ai ni ng organ
together in such a way as to provide a beneficial effect from co-action of these therapeutic

agents. Such beneficial effect can include, but is not limited to, pharmacokinetic or
pharmacodynamic co-action of the therapeutic agents. Combination therapy can, for
example, enable administration of a lower dose of one or both agents than would normally

be administered during monotherapy, thus decreasing risk or incidence of adverse effects
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al so includes an ear of a human or ani mal subject. The
natural exterior orifice of the ear is the orifice of
WO b@send4es nal auditory canal. [0073] The i nvenP@DIB2004/002461
further provides a nethod of treatnment of an
i nfl'ammat ory condition in a fluid-containing organ
ashavrated)with higher déseexAbeinetivady, ichbinbmatierhderapy adresult in increased

t t fl t t.t
th BRI 419 B AP ?a%?a%ﬁter'éﬁyn% SARY i GREPAYPT
th%r@gfoﬁggélﬁ% h&'}néﬂc‘ferdqmémt, nRrfRETAw8 3% Mor@therapeutic
erein 1 n therape |ca y effective anounts of

ageas s pud ef siparatd@onsthérapyfegmmm it yncadgetally iasd arbitrarily result in
adm ni st ered as a pharmaceutical conposition
SeﬁWl%ﬁ%@“%ﬂeﬁusaEWe%ind a vehicle that conprises (a)

[Og?ﬂggg:}xcﬂrﬂhﬂ r&%ciqfeJ)f t%{:?l{tl {188 Q%;(fn? %cﬂh@lsgco%'aggint)typlcally

| nso m CrocCrys I né wax

is Rhjed G EONer adefifedxane pértdd (asmgnaqmeg heusadays ©F weeks depending
[0074] The term "conbi nation therapy" herein neans_a
uponghe easnlinatiagi seteatedh eFladse theprpeatin agenﬁqicmahﬁﬁdrawt%ra@m a .

seﬁ@%ﬁ%ﬁwﬁ T otﬂgt %gagﬁtffe?én? t1ﬁ}%'§n tgéléﬁlﬁf %gar \gfng lfﬁjyrle Yhad'about 24

hodkd, @6 1n is’db@i!aﬁ@alf}odimﬁlﬂar@f)uilhﬁﬁﬁmt her apeut I c agents.
Such beneficial effect can incl ude, but is not limted

[00%6] phaY¥heacdkiinistered semulms@ dlepyaniininBamenatsy pgant and the

thera uti,c.a atio pY.¢C r.
skt B ash B AR T R AR B DR R pEB o e i
sngg" e B&daBe ﬁﬁﬁﬁtWhéﬁﬂlﬁ W00 dp&htd e ABmknisted aéijﬁbﬂm;ﬁlyﬁfreﬁi separate

uring nonot herapy, thus decreasing risk or incidence :

dashgeafiduras, dee @pm@twats@@cbeaﬂ@nm&ﬁeteﬁ biyiag i eititabipsieyte and in any

Alterntlvel |nat hera
ol e P BB Pl b M e BT rhF ok g dosage form
otB&ARarP@aNised Tbrﬁﬂé‘ﬁﬁthﬁifﬁﬁﬁ(nator?@@&ﬂtnﬂﬂﬂeﬂﬂtlﬁél?,ftﬁ@}z’econd agent, like
herein is not intended to enconpass adm nistration o

the mtlﬂrﬂamniéommtp@m becdisngesed én ayelpdpﬁhaéﬁO@ep%ﬂSa@)ean

R TP e Bl SRR B0) RO b o
aridB) @p]ﬁrﬁlaéduﬁﬁalgf acké’fﬁalﬁél hon-ha\fdoayemtiaradagaistard vidihe
second agent tygl cal is carried out over a defined

n%mm@xp@mr@afl(:@g thE |ﬂy1 qmm@lgg organr dn a pEpferTeskemlasiizgent, both

e conhi ):
B SRRy dh e G shRle A gk in o« Mgk operarion
[ognner Préf&@b]y'tﬁe se@bncﬂagejlerseaﬁndlate@m a pwmaaéuluyauy acceptable
separated byno nore than about 24 hours, or in

V@IMG;taadubDfélt yant-inflamanrsery 2geriane the S[emgeW?éﬁ administered into

dm nj.stere e.anti
thE GEAe hﬁlrﬁ‘ocoP%@l%Sréﬁ%r}gb%’?ﬁT}/Pée b BBl ARG Rlgton. A
piBRAAHEIN A EGRaDI O dFE T veRickab @ﬁ@ﬂﬂaﬁlﬁds% urﬂac&ptably’inﬁlrmus or
singl e dosSage form Wen the two agents are

toautreiffecsenehe dulsecq iyehen |aémllryst9ned iag a@@lpiammné oﬂ@gcagzosptmm an
ar};lglﬁii zequlﬁgg P?{g 0 ex01p1§ntqn£pe&ent 0 81 bXarrle v%h c?e regcts ma

deleterious manner with another excipient or with the therapeutic agent(s) in a
composition.

[0078]  The pharmaceutical composition comprising the anti-inflammatory agent is a
liquid injectable or infusible composition having said agent dispersed in a vehicle as

described herein. The term “dispersed” herein_means dissolved (i.e., molecularly
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pharmaceutically acceptabl e dosage form for exanple

by a route and/or in a dosage form other than that
waised/obmse t he anti-inflammatory agent. Alter nal’(ET//mzy04/002461

the second agent, |ike the anti-inflammatory agent,

can be di spersed in a vehi cl e that conprises g%% .
dlsm;sm)pmqlﬂleldélﬂ)r peiteds O giraple 8t SpePUPRRGT SR anpipically
e}r@?}]ﬁg at&g)a'géﬂt W s%g% %(? d Joig p\ﬁﬁféula&qgnﬁ?ﬂ th@ vehicle.

non-aqueous carrier and

| [O(WQ'P ni 'Fh@f/&ﬁ’cl& b(&mprhs%s fatadssénti@kingrddentspoptidnaBy afgethhewith
fluid-containing organ. In a preferred embodi nent,
additibhaldpgmdientsr e co- di spersed in the sane vehicle and

o g R R R e
dm}gfs?cﬁé ad &hélrﬁn'l‘ ifsbRible2th %ﬁﬂhlﬁdﬂﬁc ait is—deﬁﬁémﬁubl@tﬁnce having

ent and the second agent are adm nistered into the
a reelaeuldd syiudtusowith ia distige @Qlar region ap a distiacthynon-polar reg1on

ST St G DR Bk e
un\%ﬁ@%ﬁgﬁ HRRIoY tHe b 8BSs RE disANétsy s%f)&ﬁfét 08 térhe etsapEiatoluble”
dm nistered as a ConFonent of a conposition in

means drabthetamphipatiie dil freysedntia msebablepn ethanolag 2§ ent of
such a_carrie or vhcle re i.n a deleterl
(0081 her Thy $950 E‘)%Eqdbq“é ﬂ?t G e%C{eHS PR m% Gere
[ nt ($he ihﬁd%sééﬂHBQ§gx%ngﬂt of[tﬁ)@qéﬂiclé_ & ;ﬂf&ﬁhﬁﬁ%ﬁﬁéﬂl]y%@&eptable
osition conprising the anti-inflanmatory agent is
noa—ahuqmls dairier.e8tchbd @rmar i§ tybics!lp ke oid msplesdribed moraiilig
sai d_agent dispersed in a vehicle as descri bed. hereln
hengigbelqwei 1 1 di sper sed" Ji er ei nj neans di ssol ved (i.e.,
[06%3%6‘0 UL LXCHiSRBE §@rﬁ|éle E6mpGHenfd i hportat FARHSAhg d‘ &@mposition
| € as an enul sion or suspension. Typically the
th&iponi adfrlisismattonrty tregfbrid- costamingragde disparsesinithe fluid. It is

articul at form 079] .The

bel 6 y wgggut p@é}o&gg gy]{hegfy, Bﬁb%& d&qpﬁgldnol&t oﬁ%lplvg) hin the organ
ol bnallyetnk iséhd

re!'u?@ﬁ] téé&s%églxté&g#tﬂ? ngr elgﬁgﬁn? lerg Béaezl{ g]%)%?gartlah ?c 0|S
agéxlitato thssmﬁbfenﬂwknmpemsmbheo@ad et hanol insol ubl e.

‘anphipathic oil" | s defined as a subst a
(09§l cu Piterssthe diathadko he YVvePtin OmRERFS G %0%1851%0% S

t
cofhylGhlich A o R ABONS ool PO camphiddeiRictive bR RR! Wanastis,
othlerialﬁdeasteb af t}temeldem glder amampﬁrqm aesacoﬁect With ammrgg‘w@imase
are distin t{“ Yy separate. 3 ml ‘et.hanol %nso %t flow

“TRERRET BT RO A BEHPE eI & HgLeSRRapr © s to

intRAUGIB! GabReafl 'I‘Q%gaﬁle%qg%e tumEsQQﬁ]ﬂwo-W&i 8GR kesent context,

essential 1 ngredien the vehicle is
“infusion’t s tiajettions anmsubstafRBR]syibreyniduisr d essent i al

I ngr edi ent of the vehicle is a pharnmaceut.ical
[08880ept F07¢E e MaARRAbS LR PhSaucoTSaSR REHPY Peintion of the

o3k idto AR e Via nRext s Al Bigsly TR, 4 ptbbdks described herein as “otic

infusion” regardless of the timescale involved, it can provide effective treatment and/or
prevention of an otic disorder and/or a complication associated therewith. The subject
suffering such otic disorder or complication associated therewith can be a human,

companion animal, horse, farm livestock or the like.

_ [0086]  Examples of such otic disorders include, but are not limited to, otitis externa
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herei nbel ow. 1 [0083] The sel ection of vehicle
conponents is inportant in providing a conposition
WO b@s/ooupoOn adm ni stration to the fl ui d-contai PCTIIB2004/002461
organ, disperses in the fluid. It is believed, mﬁthout
bei ng bound by theory, that such dispersion.in
(exqemagemltﬂi«?ptms}» Otgs gigAia(aiddle %am#e?t&rn@éﬂf@gldd%a il%ﬁp yecgFtory,
the a f [
skl bl SRR R BB R (R HREL I i ear arm

cabif@ Bffu§18@8 Adutdhaseiditheinfetibadretiied etic sigival procedures (such as
conprises injection or infusion of the conposition
tynpemostoanyiaikine Vike), pioscleresis, Qifaigw otiq paipAic prftpppgation, Otlc
effective treat [
blEF&]Ergr tl_,egﬂcay/eg 8 sgn rg}ngi Ierélﬁfc'e S ea’s% t eg&ﬁjrulﬁ n%l?l%ﬁﬁi% ‘r?efn

paib,SRAEEpositidHal AFBSITRENDel N ioBibls, R&m@!(i}y H@mrsaetyh@mne viral
whérein a liquid conposition is caused to flow into an -

neuchitis, garglimnitisagendeitaie herpesy labultinthifispincludingtumderidabyrinthitis

nvo nt cq nt e nf
andiaLerobymP S FeRHERER: paR Ty Bty efhin BB e
othdRicite ! 4208stRf nelftfnds MBI sGRedi £ HCERRS nhyin@fis] BUllods myringitis,
i nfusion of the conposition into an ear via the

otiexteeplash, FUAMOLY wlh@mnomaa bpsab celbearcinamp, diar ofie canagrsapre-

"otic |nfu3|on s of th i.nvol v
capierpis P GO MO DE B iag B o g pCR s
ju lal%riuﬁ’ibfsc ghRR N FRPanfiiet Rincds %@H&Hdnﬁﬁﬁé Qiraf6&efiafti®dermatitis,
th. "The subj ect sufferlng such otic di sorder or

malagqahu oatats swbberichdndrind hemitomacearunomaby impacted cerumen,
SeEorrpanl on ani mal arm |l ivestock. or the |. ‘

eS8 cwaﬂismaso?ggl&& ﬁinaft}l% Vetesy fyawanic ﬁ%ﬁ%baane ipietion,

tyﬁ{gﬁmﬁ?tot {ci b 8Ms, iR iro @i %b§d&ﬁ§@£ﬂtﬁ§eﬂ§drﬁfeﬁﬁh h&ing loss, epidural
fections), otitis media (mddle ear infections),

abiscash uaterag siausitheombesis; sutsiugal em@mm& otitid hydnoeerhelus Jpansly’s

sygfgqog{?:, neagyrﬁ@ltésf %13{1}1{3 hea ﬁlcﬂ{t{ésf?ﬁn%g%?}‘&w 185, Eera%'d%s WGitans,
otbRlyEStd, B98mA, eicﬁfe@ﬁrdti@is %e‘d@a a&ttd b&@dchﬁih‘iﬁl%jéﬂ'sﬁﬁct(o‘h% h

as”t ynpanostony and i ke), otosclerosis, otalgi
camuplmat}nm as,socoata@ vwmhfahanfrﬂnelabwe mfaCtJOlhﬂ (©adh %dlearmg loss, bram

L d tib
SSEATINES SRS APk A B Gt
dARL, Hﬁ:ﬁm?ﬁﬁt Fa'élapf)érﬁlﬂf&s aﬁ@fﬁé":lﬂ(eﬂf)%tsﬁrgﬁ:ﬁﬂﬁﬁlg@and\/{hé Hke.

neur oni lionitis, geniculaté herpes,

[008Blyr i Thk matlmd ofnh¢ mdeIItgmpa patiewarly albyabierﬁOh freatmeniraf otitis

vi ral endol inthiti.s h fistula
exisraBisy R Gl Bt et g bokine of it By dofiptndit that ar
mg@#quﬁgnmgﬁ@gklbﬁﬁeﬂﬁ I a, |nfect|ous nyringitis,

ous nyringitrs, otic neoplasm squanous cel
[0088ci ndwrane drabadiment the otie disordemis aokehplpsiat Exaroplas ef sich

nwfaé@daéﬁqﬁeo ﬁgggrg bﬁgﬁ%ﬁ&{%ﬁﬂéne@fﬂgﬁz écfurzrilranous cell carcinoma, basal

cell carcinoma, malignant external otitis, malignant nonchromaffin paraganglioma,
malignant jugulare tumor, malignant glomus tympanicum tumor, a pre-cancerous otic
condition and the like.

[0089]  Combination therapy of the anti-inflammatory agent together with the second
agent provides enhanced treatmeﬁt options as compared to administration of either agent

alone. As indicated above, the anti-inflammatory agent is dispersed in a vehicle that
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jugul are tunors, glonus tynpani cum tunors,

perichondritis, aural eczematoid dermatitis, nalignant
we@xa0s/00EBe ot i ti s, subperichondrial henmatoma, PCT/IB2004/002461

- cerum noimas, inpacted cerunen, sebaceous cysts

ost eonas, keI oi ds, tinnitus, vertigo, tynp
coEpBsesa) phmphipyhic oalyhﬁahwates dlsmrs@ef@d@r%@nelsmsoluble (b)

RGBT B0 B R0 MO R DS B R s
adfmyisERd fof élanfpldpnaerpRalasser SRNSNsPHSYAY BERecond agent is
bul  ous nyringitis, diffuse ‘external otitis, foreign

forsailated inte aay aeceptable mmediats, relsassmy sostaised teﬂ@smpharmawecal

BB i SERHS SR {ograset;f&@%g@dogg%gﬁgagg%@og%gw%of tiited to, &
sugﬁeﬁﬁbﬁ QB futioR Usulsion NEIEL, E‘ﬂ)s{lﬁsﬁﬂl PovAde?, ‘%}he & gl i, tinctyre,

fever, chol est eat onas, calcification of € an
smpelozme, dragest, l¢1e@ﬁn9mnt,c$pmaﬂahiepastﬂg ishuiry, adrasol spray, ear drops,

S ;ffgplsthgl%ﬁgﬁlﬁg% i B DAt s rtﬁq, EE?,IaBa aill'gg)e acﬁmlglsgelgeed via any
r&ﬂé hicﬁiﬂn?gd vt M'lﬁlﬁﬁh% fa, ﬁEﬁlﬁ%@%}orQIfa tlht}éo?‘aleé(gegﬂﬂmgual

otitis otorrhea, and t1ons aV|n
binexfal, aemmamlyerab g0 mEramusbaar, amt&:utaﬁbmtsedltﬂawem)ns ohtlra;perltoneal’

surgi.cal procedure. [0088]. In one enbodinent .the otic
ek PR Sk O bk lafra@séaﬂﬁ%amaagqoala
1ﬂtfh‘§ﬁééglemtﬁb'£rdﬁ1% einﬁﬁ’\ten{ricmafr qgtl’% LF | tAERARaR 4 intramammary,

squanous cel | carci noma, basa “car ci nonm,
toradal grmnderrmt mtraahsahtqtm mycasal, reym,nntra]mgmat qnnhﬁdnary and the like.

' [@ﬁgﬁggnal I o qulgl I'E%}%tn égwﬁfgg%gﬂffg%r%ts g?qlclgged above can take
pPa@E‘ fH fuk@8r &)‘ﬁ%lﬁzﬂfonlvhhleothér%&8 g@ﬁ%m@@ta%ﬁﬁt Elae lon ot ng {heraples

the anti-inflamuatory agent t
[@09dht pPincilicde®damdnanaefahe hwezatiom at leayp theoinsi-iaflainonmay egent is
(glg adm ngosc {lat ion_of either agent alqne. As indicated
gtered locally-. AR e vapiage of W&Q@?ﬁl asi%nrmtg%l@fl deifiat the anti-
1%%5%%&&&@3%%@?5?1& ééérg% (@ ir gﬁ% ﬁﬂmli]nso %1' (gf, a%%éx},tr%ﬁtlﬂgsin more
rapi¢ omset §iSthedapéutie anton amlndox(e&))n@lqmdndﬂslmc}emtthe:atel of inflammation,
acceg(iab e non-aqueoys.carrjer, and is adm ni stered
corgpared AHBIoLh B en I 2HaRHBIFAFIoBSuEh ATInfrAEEIUEH;, subtaReous and
ofall ?011?&0 ‘?fc‘)gala&gﬁﬁﬁlst‘ra?lofn%ﬂﬁé\kﬂ% ??g)\é ﬁ&&@s@tfé'lb;{ ven effect to
i medi at e rel ease or sustained rel easeé pharnmaceu
bel d@mqsed andnavoBlsi thaldpatic fissh gessfefifents Th additibe, lsed adlldmlstratlon
ent |n J ude, but da ot limted to, a suspensi.on,
?%i‘% Grf’ IHEH‘?}F%?GG?P fests; e%P&E;@HY thosg Jipked tg fhgrstive agent, at
sﬂ!s%‘ﬁ&ér @fan tﬁ‘é ki Jf’mﬁsbtﬂﬁ]t Yroal 4 n% Kb of éﬁzﬁ%ﬂgéaa ent can also
dragee, gel, ointnment, sprea e past e, yg
impous i tlsmpagvt;c index oy dmsaasmgstalgemlerre)lpsxic'ﬁy endimifidizing risk of
S p%ﬁmor%@l | ant and the |i ke, and can_be
%(gﬁ%f S ety gHectan ?WBCP K iR Fgasseof the Margipbeeen a
%@e%%!}% et GV HoBPaRE! B%R! 10308 4 Bluz3RAN eypRally expressed as the
ratio of LDsg (a dose lethal to 50% of a population) to EDsg (a dose therapeutically

effective in 50% of the population).
[0092] The invention provides, in a further embodiment, a pharmaceutical
composition adapted for intramammary and/or otic infusion, comprising a vehicle that

comprises (a) an amphipathic oil that is water dispersible and ethanol insoluble, (b)
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buccal , etc.; parenteral, e.g., intramuscular,
subcut aneous, intravenous, intraperitoneal!,

WO paos@ewsé i cul ar, intradermal, intraspinal, PCT/IB2004/002461
intrasternal, intramedullary, intrasynovial, :
intrathecal, intracardiac, intraventricular,

nmrocrratatab@g Ivegi, aridr(e) fanhaamﬁ@lutlcaé}ycﬁcceptahh n%&qﬂmwcamer the

i.ntran

i ting EPIRSASARY ehh hEAREPruandidy DT bl o

| sRive X Y, inBBTb irSdd AliliaNafinatRy LH&LRE ﬁﬁhblu‘}t agent s
descri bed above can take 1 place 1n further

[0698Di nadtreferably fuch echmpodiiia] logiecsathe m@csurfa@ tempgort of the ahr/hqmd

. hon- t.h i es 009 I.n all di nents . of th
1qter{€ag Fgﬁ’fthegf‘ﬁ Sé‘éeétas%)ﬁ@t ]rWIFh ?Ih?til%‘ﬁﬁgaﬁfr P %‘sgtgﬁlgcr?§e patency of
th@ th% tehfd Al @eablbdin AN @ﬁh‘é‘fé&ﬁgﬁ fhesctﬂﬂg;r cpﬁl?érface of the

m ni tratlonlsthat t e anti ammt y agent 1I's
e;pmeheménhmgad:dnynmlmec ﬂenﬂ atcouvauldtmﬁ sand iirt goned inatahdesnable

e\g:moz%% Py ' slevhied sintibagnsions herei, andior

f
i SATRREAOR USRIMBRE bl AL DB B Bl suaory camy oen
brought claset ®gethtrodelto aldwated sirfaat iensiona tha tisowes) ﬁmdbghmprovmg

t her apeut ic dose for_a given effect to be decr eased
copductipiorideurd L hdpan | nckpseqiatengy sasdispd Berein rpfezyfgiopeping, and
C t r
reh??@&(’é“*“e“éﬁp%%?aﬁ bERECSARS By Bl G TorBPE BACR nai
Redistaideas caiduetion dmiasounm&ssltst feorafredustien bf tha vo]umapamal
adm ni stration of an active a&gnt can al so i fprove

4 OHSH@F% Gf Fplaigeccipyion et the auslitRyy icaral g ko syvellingqf the 9plthehal
S8 A5 T &f iAfla drﬁ}n%%fore fth%@%%faﬁ@{; G ﬁ%ﬁeta&'a‘ a%lo%%fseocftcérumen
erap eutic In IS a neasure o mar gi n et ween

sebfwafcﬂhemtlpmﬁ bhd/oeddilectidnvwse fHiddsetharedithint, ochuelingofheidofonsaining
drug and |§ typically expressed as the ratio of LD50
wagie H’iﬁ’é‘éﬁﬁé H‘SIIWI‘SW@%SCQIEWS‘H W#F-t o ED50 (a dose

mﬁ,g&apfw_& gﬁﬁfchﬂér &Shb&fifnkSor él'ile &Qe/ﬁtﬂfn ;#nrlﬁ%rﬁéﬁ@h@ Hth@Bmposition

I nventi on provi

(tedndinftamimatary pparn aad/erd secand agmrp @ISd/(bﬂ amrexaqmt ﬁ@rédi)ernt) is
i ntramammary and/ or qtic infusion, risin
preém%%d%twatdeeraﬁﬁﬂns o&ch aymaﬁosam¢w? |eétfi§1ﬂ13d %fr?&tlcql gnd/or

|
pHfRioE! sulBRRAEA R B fA 0 bl 8Pt dbte container o divery
devixee Athaléren Tesrendedieiuscat andl/bephysidabstmﬁt}ﬁ Iherehamemg that a

stably dispersed therein an anti-inflanmmtory
ceﬂ@osg;@glﬁgﬁlg Rressat epbedjmenrtdies graates chgpisal andfpr ghysmal stablhty than

@ér nde }'@Ugﬁ ﬁ 561111§r1§1f1 ﬁl%tshﬁﬁg Hﬂant %{%ﬁ%ﬁ conc ntratlon A

era sition MEYS t sur ace

“rtafensnce Bompoditien”dn thel prepehicantuixe nfeanea afmlﬁmttdnelhalmig one or both
ti ssues assocjated with an otic disorder, so as to

ofithe a@a@@atb&t e the migrecrysiatling ax b atherwise sigiba dethen
coﬂ%?oﬁ%?m B%}ﬁf qn of the air/liquid interface of the
epi thelium

Initng can mnimze fluid accunul ation, and
[0095]s omDxiypst peiarsble bélthi@ers or delivery devices can be made of any suitable

thermoplastic material. Examples‘ of such materials include, but are not limited to,
polymers and copolymers of polystyrene, polyacrylonitrile, polyvinyl chloride, and
particularly polyolefins. Polyolefins include, for example, polyethylene, polypropylene,

_polybutenes, polyisoprenes, polypentenes, copolymers thereof and mixtures thereof,
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evacuation of fluids held in the canal due to el evated
surface tensions therein, and/or allow separation of

wo b@spowazé mal and opposing epithelial walls of P€TEB2004/002461
audi tory canal (often brought closer together due to
el evated surface tension of the tissues) thereb i
[00961 ovi GempesitinnsfPoRtrynammanmRdministrationAre ?%m@al};@ackaged in

t [ f t.0 . '
s PSR A AR AR DR e a2l B RS0 Sy B5eanq iy
ekRikidn SthaSomPositdindifecf ifed theGRAfAly. gl dRAS/iSthe M€ chril.
conduction of sound results fromreduction of the

Intimamenaty spsfeasion bymulptionsare generalbhperared indbickenedrvebicles to
t he audj.tory. canal. due to swelling of.the epithelial . . .
piRFPSeRhEO LR PG PP iR afer het D uE RS risle ipesine

rdsURnE s ftoAHPRUOESHuRi oL S tHIBEmSRAlAL ed' t her eupon, |
and/ or colléection of fluids therew 'thin, including
[0097] ds TBlevntirinflagmatsy egent betaintcan bivet dne or rothrad analgesic and

response or .exogenous water..[.0094] ‘In a.particul .
SR ARErTs BROCHD 403 STt a Rty Pelo Heignt and-
irﬁféﬁﬁﬂ%béﬂ 20n hBRiPGhbrabRicb A d%rtHat%Eke[g}méﬁ’ﬂ hR%1g&ics or

secon gent and/ or an excipient ingredient) is prone

attipyoeticd &tit thet lhvg Rac@niany .anGucfiaramatorypeifect. | rangpies dfiant-
.extended chem cal. .and/ or ysical stahility even when

RGO ST AHSaYY G Pl aDi e LIt GG ar y
alE N 5n, eldetahBddBap@id £ %éet&hgn%}g&aﬁ, ad¥ _i%sa@}’%dgﬁaﬂhide,

stabi I1’'ty" herei n means 't hat onposition o ‘
agtdsaicylieadd Gispem), Shakngyybatthionaleealitiofdnag atblametasone, alfentanil,

hysi cal, stability than a_ reference cqnmpositi on '
feetiane, gt Siiemaln AR R AP PR SR guminim |
bfé?al&&zﬁﬁﬁ@ﬁlét@)‘[‘ am@inohial SBBEE, SRAIRERbIth&dxadifl, 3-Bfino-4-
present co I

nt'ext means a conposition |acking one or
hipdrbkybotyricheeida Bpimipad picolme) amindpioh@on; anioopyysieadrhixatine,
wax, . but otherwise simlar io f he ﬁggﬁqsl,ion of the
AP saicy _E?@Q@P‘r@&ﬂ@r?“bté TRRLLYUEc el B @ngipyrine,
ah Ealféﬁiﬁé, %g%ﬁb,%%]oﬁ%a@&e’&%ﬁia%c, BEh6ryikte! l?é%?%p}rgl)tzaer,s benzitramide,

ernmopl astic material . mpl e$ of ‘such mat
bemrpipeddon, betzydprminepberlzylmdrphine, dermpoprgfesr lset@nethasone, bezitramide,

. ¢cqQpol rs of polystyrene, polLyacrylaonitrile,
obiapoToIroRlRar PR ds, st amp sl sibiiste

de?l}xééQllig”efnhﬂ Puteiinl Mlfoxié Wid BIROPLL, bR EH YufREmac, bumadizon,
pol ypropyl ene, pol ybut enes, polyi soprenes,

bpkypehinefesicedn potiymien utdrhredf cabanarerines@sbiphene, carprofen,
t her eof . [ 0096], .Conpositiqgns for.intr ry . .

e S e

rr?a%ﬁesﬂfn‘?Yﬁﬁﬁ@yl%,@hoﬁn@@ﬁ@yﬂaﬁ, biaédpBed, Qinrhdisgh Ldioxidako

e teat to allow extrusion of the conposition
citamadol,| ofidamecoclobetasol whaoitolphe redonu¢tacih hedortimatnes eloaixin, clopirac,

ntra ry suspensi.on forpul atiions_are generally .
cloprdar o, CofiiEs GRUANS BRINY] Bromids, SPAs R RIS chgeiBg sulfate,
c&%iH&reJ?@é&ikf&ﬂoﬁ %rdﬂ?oﬂdﬁfid&%%{b‘ﬂhémm,z %ﬁzo%b,ﬁ%ﬂﬁi’d&oﬁﬁ use

nozzl e plugging resulting in i1nco ete expul st on of
dethyeratestqutesomid, dexacoxib, desomorphine, desonide, desoximetasone,
dexamethasone, dexoxadrol, dextromoramide, dextropropoxyphene, dezocine,
diamorphone, diampromide, diclofenac, difenamizole, difenpiramide, diflorasone,
diflucortolone, diflunisal, difluprednate, dihydrocodeine, dihydrocodeinone enol acetate,

dihydrocodeine phosphate, dihydromorphine, dihydroxyaluminum acetylsalicylate,
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[0097] The anti-inflamuatory agent herein can have one
or both of anal gesic and antipyretic properties in
W(ad(d)ismbamﬁ toits anti-inflanmatory activity. TheT/AR2000/002461
"anti inflanmmatory agent” herein enbraces conpounds .
rimarily. anal gesics or antlpyretlcs but t hat

that ar
ﬁ%ﬁi@xe@e@mﬁ%ﬁm@ak@m@ thylthdsreitency dierarbety] betyeaipl es of

‘dgﬂgﬁhﬁ}df%:uﬂgﬂ?&rg&yoﬁ&e erD anﬂ? e;'“éigroce }g r?é Hﬂaz IbCHt
clﬁoqmemwmmemam drox@dath, ene@ta26hd) @ﬁ’ﬂéﬁ‘zﬁnlc a01d enoxolone, epirizole,

acet am nosal ol , acetanilide, acetyl salicylic acid
emtamneb ﬁt?rsabteagtéﬁww@mmpbmtmne alodble¢.etfixazene, ethoheptazine,

etiplfweglg\g uefene nt a 1né Al &qg%? ﬁ?tﬁgamgé% ylfl qrﬁt%%qn%eetorlcomb
e@eﬁéﬁf&ﬁiﬁh@ d‘éﬂb‘ﬁfdnafeﬂéhloﬁﬁﬁd RARIFZR: acﬁf@‘&ﬂ@&l fenocprofen fentanyl,

am nochl or t henoxazi n, 3:am no- 4- hydr oxybutyri c aci d
fel_’ltlaZﬂCnﬁpmdpnoﬂzﬁﬁprﬁ@neaﬁh@qtﬂfpﬁlogﬂlmmcoanﬂll@@ymdn,eﬂufenamlc acid,

ﬂgwf:%lst I nﬁl’ﬂaﬁ)ﬁ u%ﬁffiqq%F Fenaﬁlﬁ)c,ygﬂ? qqé%gt]omde ﬂuocmomde

ﬂﬁ’&tiﬁél&ﬁﬂﬁécﬁﬁ)mcﬁpﬁﬁ&ﬁﬁm hegl AIRLRBRABSIuREBHA ZRBromet olone{:
benoryl ate, benoxaprofen, benzitramde, benzpi perylon,

ﬂm«zlydarﬂupmm@é}mpmdnbiﬁm |ﬂmpredbrsolmngrfhl‘pmf¢n ﬂuproquazone

oI BE SRS, BT B TG S i
glﬁfeﬁﬁﬁsghbeﬁﬁéihd“n g@é@%dh@{)]aﬁugﬁa@d%hfen@%a%m&l?&o h@8Betasol,

budesoni de, buféxamac unadi zon, buprenor phine,
halemetessmienhal eprediione, ElnrOlb,dtydpiu:admie hysrodvatarmep hydrocortisone,

B BRES Rt SO B o Rbred dripHeiE3 didaeole salicylate,
1n881ﬁ€t'hﬁ‘<§n , indRFORA] Wt dhS ?éoﬂﬁig eﬁ&?e acehR isBPad§?|1§o?r)élt}%'dSne,

C|nchophen ci nmet aci n, ci nnoxi cam ci famado
1S@11Kn11ar$axepac,l lsmmeas ckletobcmuimc tl@tqmcef;:n ddetmelaa,cp -lactophenetide,
| oni t ni Xi [, opi.| ac, 0 cl.ove
1efiyih e St p oL BBy G aEh S IS Ry pEizolac,
lofiRRtRIaRe 1oxebfotéie lysﬁférat:é@BHl?oylzﬁ@ rl§d0¥?rﬁ9 EhlofEE Qﬁﬁﬁﬁgﬂdﬁ%
crot et ham de, cycl azoci ne, “deflazacor
mdfdh&dmtce?stdomeérym¢ nm’éﬁnamaxxatdui mﬂs}umm,rrhepwdme mepredmsone
@§S oni,de, desoxi met asone g% amet hasone, dexoxadﬁ
FEP B SHITRIEC: THESHOL Bl B RRg e MEthoguBeRrpFiRe, methylephedrine
hydk AR IB OMEth y pARRORIXE %@th?'l‘sﬁlc?fa?é‘ %tlaﬁhfced@ﬁi Mnfe®)fBline,
dlfenplran1de di f1 orasone | ucort ol one,
mefppodry mlwrofem m¢fgbrtammax IBQfedtDlhﬁy,dmnmctdmnn,emorazone morphine,

R D R S

2BEREIHS Aal hataenaqid ReXRARIhth I sARINED
nagueEy hy tahblﬁgnbut em;rﬁﬁdl oxa%het}?/l ngngt e a@ﬁ]‘@ken narceine, nefopam,

nlmrmrehlhydn@ﬂﬂmehyﬂumuiﬂcm mctegesuﬁd@li}anmnﬁ-pr@pqmymlylhde

' dit dl chl or henl ram ne mal eat e,
nog]:ﬁg&?gad’rﬂ “é’ﬁ‘B%fz’%\‘iDé‘ﬁenorEW grPaRangoe, é‘ﬁ%ﬁ%@a}“&n%‘salazme opium,
z
e R O, R RO Baofid BB e
oxgphenbniazdngl pimasertotne perametlagbmen pphanylie, pﬁre@b:xhla @arsalmide,

et of enanat e, gnltazenﬁ StorICOXIb
pentazocine, perisoxal, phenacetin, phénadoxone, phenomorphan, phenazocine,

phenazopyridine hydrochloride, phenocoll, phenoperidine, phenopyrazone, phenyl
acetylsalicylate, phenylbutazone, phenylpropanolamine hydrochloride, phenyl salicylate,

phenyramidol, piketoprofen, piminodine, pipebuzone, piperylone, pirazolac, piritramide,
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eugenol , fel binac, fenbufen, fenchlofenac, fenclozic
acid, fendosal, fenoprofen, fentanyl, fentiazac,
wo esaci4sol , f eprazone, floctafenine, fluazacoPCT/1B2004/002461
flucl oronide, flufenam c acid, flunethasone,
flunisolide, flunixin, flunoxaprofen qu00|noIone
pifoxidaon pd’erofcn, lpmnppl@fﬁrkd predpicaibeienpieehieolgRte Prdnigene, prednival,

prfpc%lrgf g‘#teltpn "Hﬂ ad"f’ Ipﬁ%éep ng%ﬁgg %f%ied&' ?@PQ&%‘&)I properidine,
prg) *’ Upr g&egz oF Bene{ #MB&@QH&ME Ciﬂ@quaﬁbrlép Eﬂ)ftleimac acid, proxazole,

utandrenol i de, flur i profen,
rafﬂlﬁhamsmaufeﬁt@nmnmzpaum m@ﬁ&d@m "rofﬁqg'xgj éiﬂg@etamlde salicin,
| af eni ne,

t
aglg}l?lp%;iegwi%y]&%(?ea% -AGCHA éCldh%:hE}%}FoE}ﬁng gallcﬁlsﬂ (%récf' ac gd salsalate,
aE\aé dx?lglgstgr 2t Ptla‘zﬁsk LA B dof184R] Sifenfinill QOREMRAR., suhndac

h drocqrtlsone hydronnrphone
sdpyﬂixmeyﬁﬁmlrtam m@,rofemwhmbazonel, ipiflemate, tehidap tencainam,
i m dazol e sal.i.cyl ate i ndonet hac

terofepamnadd, deranfdd ﬁﬂﬁ?roglaema?é)él& té&péofjelillg 8?1§dt6¥)roffemc "acid, tla(ramlde,
tlt(ﬁ?ﬁfngﬂgfﬁg etioﬂlr?agnﬁ&a roférS BXERFol, thE&abE@Aid, tolmetin, tramadol,
dgbe one, "ketoprofen, ket orol ac, p- | act ophenet i de,
trlagicaiodstien@opdsy adllﬂﬁropﬂza mmllnelv ﬂcrﬂimamoklmoprofen zaltoprofen
| evophenacyl - nor phan, | of ent ani | azo

Zidomelesin cZAREPITE% At e dike. anglep 1‘5‘@8 ‘?‘?fﬁf’# cyl ate,

[dr()régfzng oﬁgérﬁ?écﬁﬁentrfﬁg AL GHR @%%Q{t‘?ﬁ@%fbl@CSﬂtable steroids
enam c aci d, neloxi éam neperi di ne

indRiIdE aﬂiﬂ afaive [imiepta alcﬁmhetams,adrmmcrmde b@amztb@sqm, betamethasone

met hadone, nethotri me azj ne, rt}/ hed i ne
Ihydesisn clobpigeol, %@WP&@BWP%‘& ﬁ'gE ARorto %ﬂ Pryl at e,
d%srt L %gs &'te‘?or?ec Hgo P §drbie deéﬁﬁd%?@&oxﬁﬁé’t&@ﬁ@fd%ﬂamethasone
9‘% azone, ezo nonet asone, . NDr azone,

déﬂh&r&tﬂaﬁ@e Zlolrs@xhccstﬁlatey diﬂmtsbm |fhhecmnmdp,fﬂuq>elr©lﬂnbat e,
phol i ne salicyl ate,

ﬂn@nog@gmlqp@, ﬂw&p@pw}q@eﬂuticaﬁxg‘ﬁhgﬁwog F:I%gﬂ%gpéol hydrocortisone,
hﬂc? E{o%ﬁﬁe a@&%t‘é efﬁr?}a?ocoﬁrsggé)@};ﬂloﬂb'te? AYROPIH e HRMTiRRBARIRE

um ¢ aci I mesu
hidrodurtisode 21 -1psinpetydoebaisohd sxbd;um] sudcinate; phiinpredone,

nor met hadone, nornnrphln nor anone, nosca I ne,
isoflypredenerisetatsp MathyIRs i) me %‘?"e‘g‘é@ Y pr ozi n,
me)“a'?aé/r@&q?ol&ﬁysgﬁﬂﬁpﬁm ﬂéﬁé”ﬁﬁ%&ggﬂ@dm%ﬁ@ﬁfé Bt RZ Bldghetasone,

ar anet hasone ranyl i ne pareCOX|b
pRAh&aibaie(predpissivaz peidnisplone resak apredpsonedeniisyccinate,
phenadoxoneg, phenonorph phenazoci ne,

ppﬁﬁ@ﬁglp@pﬁc}l@p,p@o%}eogqﬁ; ,sq)lage S lgﬂag%ﬂnrate prednisolone valerate-
g%ﬁnﬁgdd < ind quaﬂbﬁneﬂ)ﬂ?{ tﬁéﬁ’l@ﬁl’o d?l@%@é&bm@@ Ghd/ing ke Catlaat e,

zone, pheny propano am ne hydrochl ori de,
cohehtiomsahéreyf. at e, phenyrami dol , plketoprofen

i m nodi ne, pi pebuzone, ~pi pery] one, |razo
[&?9;9[] tr aImag@thsq FIRRAIEEARL tbe{ @rﬁ;—g}f{gﬁm%ﬁ) RSP %thémalgesm selected

fi rezggﬂfy d&ﬁ%ﬁent@&f“%ﬁ RlNE alph %rﬁ@fn%%ﬁen@ih@d&hi’ﬂh}orphme

prodlu taC| A, eptazi ne, pronedol
befieRAER! BupRtnorphingGutadphrao], ptomnazmm codeinpooyyiahesing,
pr opyphenazone progquazone, protjzinic acid
deswnerpoing, dextromoramide, dextropropoxyphene, dezocine, diampromide,
diamorphone, dihydrocodeine, dihydromorphine, dimenoxadol, dimepheptanol,
dimethylthiambutene, dioxaphetyl butyrate, dipipanone, eptazocine, ethoheptazine,

ethylmethylthiambutene, ethylmorphine, etonitazene, fentanyl, heroin, hydrocodone,
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ram f enazone, remfentanil, rimzoliumnetilsulfate,
rof ecoxi b, sal acetam de, salicin, salicylam de,
W@ 20509443611 de - acetic acid, salicylic acid, PCT/IB2004/002461
salicylsulfuric aci d, sal sal ate, salverine
slnetrlde sudoxi ¢ suf ent ani

t tid
hydigro 5 'Ogif ' X%E%M%asorr@ﬁﬂa@?r@xked <Hidtis ledallorphan,
lev%ggﬂig Xf)le ovoptihh ﬁJféHtaHﬂu E%P&‘ldlltlée %e%?agmol metazocine,

I cam ter ena tetran

metthrideag Imetofut, aoephine, my&nﬂm‘feeﬂalbup’l@ned nalbiphie) h&béite,

acid, tiaramde, tilidine, tinoridi ne tiopi nac,
nicomexRliRG Merievarphaseb npenethadene. awemeiphiae; @rplmlll(m@t opium,

OX%CI‘O%BHQ %kym%ﬁ%l@ﬁ@ QI?AV%&%]IH 3{68&%8@19? PH@H&HEQ c, L*)Jhenazocme

opro

phélidﬂlﬂfi‘pﬁaalcphhnop@iﬂiﬂ& lpaﬁmamlﬂe thﬁtriirhi‘d@ pramtmpﬁﬁddeps
thereof. [0098] In one enb nment the
properifling P RiFRL ISP RO Plae, suferdanil, Blidinel raguidobaridethe like, and

cor%fn% f?éndssthérQ&J ude, but are not limted to,

omet asoné, ancti noni de, bet anet hasone,

[0106] ameh Rasmidehet Embadigleat Be abti-HIRNASAbry BEAELANSAID, selected
propi onate, clocortol one, cortisone,

- forgapmpliedrain sadicylic agié derd@@xw@mh asoslieylioneid, awetdsalidgic acid,

el BRI e SRR 8RB ko e o

indehd/Retip atio@uct hdinaOmBhiah Aicioldc! sNRBSY £110hé HRe), fenamates
fluti casone, hal ci noni de, hal obet asol, hydrocorflsone

(suhly dt defsnamisomeclafeanmic mefﬂp@mc Blufangmice nifiymioand &lfenamic

5P TSR RS SR S Y P8, BB e

dicio¥éak Uﬂéfl@lﬂ@f@ﬁac fenfhd2Pruestens, darihad, $soxepac, ketorolac oxipinac,
nethylprednlsolone nethylprednlsolone acet at

tiopiaad, Wl@p@m@@m@a@n gonepimacanddhe ke, aryl acetic ac1d and propionic

B N W

fenBprOEHH, HObORM, NEMiSufa] Bap@fenP RGPS REABpRAM Hitoprofen,
osphat e, prednl sol one sodi um succi nat e pr edni soI one

nawwe@r mpé@z@@tsad@m Pr&uedis.qrieprofen, mmpm:fbmrseprofen tiaprofenic

i BB G LA 0 i B eRORED S S,
cindéMianh, er&ﬂéﬁmtl@{nﬁxﬂgﬁnhelo&m@ﬁl pratiens) s‘&doﬁ@ﬁrﬁ‘éﬁ@ tbnbRicam,
* exanple from alfentani |, all yI prodi ne, al phaprodi ne,

andghe pﬁrﬁzdpmﬁederwehwgslaﬁnnmme, ankjpyrine; aprzdee, dipyrone,
tor oni tazen

oxy@bjgrrbélg Her&/é%ug%g)ln ﬁli'l N h&gi(tpprgmg ef&élof)genvatlves (such as

acedl%ﬁhcﬁlﬂi@ﬁ @ﬂ@&x\éﬂﬂ@)" Qlkaf67R Qéd&ﬁ as HhRITRGOHE £ the like), nimesulide,
di anor phone, di hydrocodei ne, di hydronor phi ne,

progiarenoibe hk@haﬁdph@pmh@m thetieafet hyl t hi anbut ene,

het but yr azoci ne,

o8 onanE s et il SR SR E ey S8Rt cOX-2
inhBiteni Aageadie é@thaﬁ}ﬂbltoP%raCBoﬂa oyd fh%?%i’&@ﬁel# inhibits

hydr onor phone, hydroxypethldlne I sonet hado
cyckoxpgransedd (cOXtDaalivigr pierigrms “selective COX-2 inhibitor” and
“selective cyclooxygenase-2 inhibitor” interchangeably refer to a therapeutic compound
that selectively inhibits the COX-2 isoform of the enzyme cyclooxygenase, with less
significant inhibition of cyclooxygenase-1 (COX-1). As used herein the term “selective

COX-2 inhibitor” also refers to a prodrug or salt that is converted in vivo to a compound
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| evof hanol, | evophenacyl - norphan, |ofentanil,

nmeperi di ne, neptazinol, netazocine, nethadone,
Woreaosaa3e mor phi ne, nyrophi ne, nal buphi ne, nal BCPMEB2&4/002461
. harcei ne;, niconorphine, norlevorphanol, nornethadone,

nor nor phi ne, . nor pi panone, i um oxycodone, ‘

e, O
thateBibph sHective aﬁabﬁéa@pﬁﬁp%g rlatedd ROX-ph Brefervecosstective COX-2

.phenazaoci .ne, en han, .. phenoperi di ne . m.nodi ne, <
iBAGE 25bHE sBERATRASPAT « BAGTHERN 10 G pRlREst 195t about 50
AR 8l e pREQEIX ¥OBR 8hout YOG iR h :"seqéckim%fh%tor’é [sHEBHA as
and the |1 ke, and conbinations thereof. [0100] In yet
IEn(E 0¥ Ekbd0Xe ) 1€ beingthic ¢ontérdration of 3 caigpmindipsodmeing 50%
. D, selected.for. exanple, fromsalicylic acid
lmt’\‘?gt(’?\glé@'“tesaﬁgﬁg%@ @dfqﬁem QIR XePdestacet yl salicylic
120, NBd1EHve TR | ' i | '

980 | Syl X o fors SRl e VLR EHRe bt are not
limitbdrte, the edmpovads desclibedcielas andihohet imomers ateresibaners,
sul j ndac and tCR%pl i ke), fenamates ,ésu h as etofenpam ¢,
CREIOBICE SR hY Gt Riries o0 GPRITRHIENS tTeprAey et selective

% ' ' . j | acetic
Pk JaE e AN Riowh Py AP ERERORA (nac.
[QiL03] of eAposfetrahehdcifeCaX-2 titibitaay daug usefuDh@siads a compound df
i buf enac, i1soxepac, ketorolac, oxipinac, tiopinac, ‘
erB}‘ﬁlﬁsa?:n, zi donmet aci n, zonepirac and the like), aryl
acetic acid and propionic acid derinatives (such as

al m nopr of en, benoxapr of en, buct xi'C aci d, carprofen,

f enbuf en, fenoprofen, fluprofen, If'l ur bi pr of en,

i buprof en, indoprof e ket ggrofen, miroprofen,

napr oxen, naproxen sodi Oy oxapT 02ipP pi r profen,

pranopr of en, suprof gn, t{aproflenic acid, tioxaprofen

and the like), enoli® gerds uch as the oxi cam
derivatives anpi r?%gi/e \ ci nnoxi cam dr oxi cam

| or noxi cam el oxi'tam ‘gyi r oxi cam su%ﬁxi cam and

tenoxi cam and the pyrazol one deri vat‘i’ves am nopyri ne,
oBdpioditig dtphaprEaitally dédepiabRealt CheysToRRtEAzoNe,

phenyl but azone and the |1 ke), para-am nophenol

der i vath {seissupstifuent seleefed fram proftibrinastdratddeor|unkasyrated

al kanones u one and. the |ike .

ni nesul i de?gtgfogﬁﬁglzagﬁgj 4 ytuH%a% Tjed of gﬂsdat%%'ﬁglcﬁrgf’?y(?”g nngs,
thereof . [ @&fdhblya hatepscgtiT §:26p SETBAEM B pyk¥RIyl, furanonyl,
anti-inflammatory agent is a selective COX-2

i nhi bi t or . 1sex&el ¥ cayridinybayclppeniendayt and pysidaziooms gravgs;
that s i i.nhi bits cycl ooxygenase-2 (COX-2)

acti vi ?%/Fs hs’\é&]t%lr{?fs "sel ective COX-2 inhibitor" and

"sel ectnliv® ogY ¢l ooxygenase-2 inhibitor" interchangeably
refer tq a therapeutic conpound that selectively

i nhi bi s 1§ fideastxoeosubsiipentseletted fromepstemaeyclyl, cycloalkyl,

cyel 0oy 5ol AL b R £ Rl

"sel ecti veposition with one or more radicals selected from alkyl, haloalkyl, cyano,

carboxyl, alkoxycarbonyl, hydroxyl, hydroxyalkyl, haloalkoxy, amino,
alkylamino, arylamino, nitro, alkoxyalkyl, alkylsulfinyl, halo, alkoxy and
alkylthio;

R%is methyl, amino or aminocarbonylalkyl,

. R? is one or more radicals selected from hydrido, halo, alkyl, alkenyl, alkynyl,
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COX-2 inhibitor" also refers to a prodrug or salt that
is converted in vivo to a conpoundt hat exhibits

W@ edsovd43@ i nhibition of COX-2 rel ative to COXPET/IB2004/002461
Preferred selective COX-2 inhibitors exhibit a
selectivity factor of at |east about 10, nore
pr ef er abl y axb, ¢yanstcadivoayl; cyRoadkyl, kdtérbeyciyosxy, pikgfoay adikyithio,

at | east abqu 00, . wherejn "se ct'vi fac or" is
defined as LFﬁP@(go%fﬁ@Lkﬁ er » §¥fgioalkenyl,
concentr at 'a%nk@f hlerd nagﬂ &rypq}l&ltﬂﬂ)a W/%gallakgalmon

of enzyme acti |ty| vitro-or 1n°vi

[0102] Sel etltaxyeartusod, 2ryledabdaiyt, araﬂk;&mbo@akahﬂkdnryl tali®xyalkyl,
i nvention include, but are not |im.ted to,.

conpounds d8489aled. ¥pEvRlahdralkihioalkyl e?&@lbﬁwyl
2na corb navksy SRRk AR Ao Bubi Il A8 B’ 1O°

i nhi bi t ory adfingatbonplalkgt, ulkylangnetatbonyhH - ﬂ&lanﬁﬂcﬂ:aﬂﬁmyl N-alkyl-

used. [0101\} A preferred selective COX-2 Inhibitory :
drug usef ulN-Agfaspinogasbonyh GH%@HHEPC@beﬂM]@]ﬁYI gau(bp)(yal]gl; or

oy ofh 19 A RRRARIRS AR NAPABRLAR NI R8RS Blinino, N-

wher ei n;: a substituen

unsat ur at edlkql-mmahﬂn@taﬁﬁindmye raﬂ@}’zﬁilmbalailQNFhftthhﬁidaM(yl N-
unsaturated or unsaturated carbocyclic rin
preferably a%@ lipdaraimgaliiyl %aﬂgﬂd}lrﬁraé@lmm@@ikﬂr Nrﬁlkyl-N- \

pyrazol yl , , i din
cycl opent ef n{ﬂqﬁ }éh aljnyfog aazr%ﬁé%%)f ‘gXtébopgra lthlo 6ky§u1§r“yl
CH2; nis Qlk@lsuﬁ“onﬂﬂarﬂnﬁos’iﬂfohﬁ@@lkyl@ﬂlﬁlo‘sbﬂlﬂ@iyﬂ tl‘m-ﬁfbflarmnosulfonyl

sel ected from heter ocgﬁ_{aﬁ( cycl oal kyl , ){{gl oal
and aryl, anéulfenympnd ngNﬁwgmmoawlwyb abemg 0pt10na11y

substi t ut a?l!lbestxﬂﬁid %t'aosﬁbﬁtﬁtglﬁlg IBSSIP 50 Wth Gnb g 0 T | Sdicals selected

sel ected from cyano, car

al koxycar béay alkylyﬁMQaqyyl, c}lau@{rcaﬁby)aylk mh(oxybafmkk a¥droxyl,
am no, al kyl am no, ar%q)amno nitro, alkoxyal
al kyl sul f| wroxwélné ey WOaalkxlammOOarymlln@, nitro,

t hyl I
?gdl Xal S Sé eéfﬁlgﬁﬁlg&&ﬁf%gn%og aﬁgo'xg aﬁ%?f@' ﬂ%%g?rgeng}) e
al kynle‘*@@l@yanmmmgmb@wdd,hawanoal kyl,

heterocyclyl al kyl oxy, ;%Ithlo alk Icarbonyl
oall’kmmmdﬁ%’ prefrared 2rup o of etdedey¥tyin] 1bltory drugs are

CO‘%E “F*?%ﬁa?;f?‘é*’hf%@%y AT Rt Il

ar yI car bonyl, ar aI kyl car I Y~a\rzal kenyl , al koxyal kyl,
\\
R5/ \\
X
R®

where R’ is a methyl or amino group, R® is hydrogen or a C;.4 alkyl or alkoxy group, X' is
N or CR” where R’ is hydrogen or halogen, and Y and Z are independently carbon or
nitrogen atoms defining adjacent atoms of a five- to six-membered ring that is optionally
substituted at one or more positions with oxo, halo, methyl or halomethyl groups, or an

isomer, tautomer, pharmaceutically-acceptable salt or prodrug thereof. Preferred such
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aryl thi oal kyl, aryl oxyal kyl, aral kyl thi oal kyl,

ar al koxyal kyl , al koxyar al koxyal kyl ,
wa@bkdosnywas bonyl al kyl , am nocarbonyl, am nocar bBCT/IB2004/002461

yl al kyl, al kyl am nocar bonyl, N-aryl am nocar bonyl,

N-al kyl-- N—anylan1nocarbonyl alkylan1nocarbonylalkyl
fi\ceatmijymm re amgswawcmenmmf@mqm@, me§hylpyIaRSIe dpa¥3sole and
: N-aral kyl am no, Nal k arylan1no
Pyé‘rﬁl?‘}’?d!ﬂgéﬂlbslt W‘?i‘%ﬁ%‘ﬂ%’%ﬁ%ﬂ OI%IQ—"%‘PII;/P ‘ami noal kyl ,
[Okpﬁal k?&n@fﬁep ﬁﬁjtll&)/lhply Neﬁ!rﬂ@ﬂ'grdﬂ'gﬁdf%bllé&’ﬂi@EOX% iﬁlvﬂb,ltory drugs are

aryl am noal kyl", aryl oxy, aral koxy,

compduhdis log vireg the Kyrintokd @I1): al kyI sul finyl, alkyl sul fonyl,

am nosul fonyl , al kyl am_ posul f onyl,

N-aryl am nosul fonyl, afyl sul fonyl and

N-al kyl - N-aryl arﬁmosul jonyl . R3 bghhg optionally

substituted at a'suks bRy poOsition with one or

nore radical s sel ect yl, hal oal kyl, cyano,

car boxyl , alkoxycar‘ 3yl , hydroxyal kyl,

hal oal koxy, am 3! al'Ky ar§l am no, nitro,

al koxyal kyl , alkylsu|f| hal o, al koxy and

alkylthio: and R4 is sB ected fromh do and hal o.

| f 1
whGAE 53N Y s LA RUPRC BEh aon
15%251'52&13 hadogen, (dwah@Eye, ]85&:1* Qk@(ﬂﬁ'ﬂﬁ}dall@kyﬁlHweloar@llkp]aarbonyl

hydrogen or a Cl.4 al kyl or al koxy group, X

loWendialBRlanvinesutfory, howeh@&ybg@mpsaﬁo% leyéharaléfﬁlamwlfowl lower

t
npuelERERontont: G OB RppBele SRR B BRI 100 |
h@Bbé IRk f?zlnﬁuehﬂtle uﬁ&ﬂ”aa&e ﬁﬂ@p&ﬁeﬂbj ieydp6iseh ] haddienylotver alkyl,

oxo,” hal o, th or hal onet hyl %&oups or an i soner,
lotvaui el or qmlaa ﬁ@@mﬁ@atlﬁ%ﬂ}’a@’@ atsdhgreofor prodrug

eof efe red.suchfive re
0] operealigHEn Rl iR riyr B RES R a2
(tﬁﬁgorebﬁ%thsil)rm ﬂlﬂéﬁﬁop?i‘—blﬂsi—bérbb@dlc&hdno more than one
position. [0105] Another particularly preferred group

[0dH7k el datothee poORularly ptﬁqu@ryumwﬁﬁgbcav@c@é% dhikitory drugs are

5%&@%&1&%{{9%6%@@ q%%n%{%%ﬂves hereﬁg i’gﬁl?nlaé%ggeful

??ﬁ Jﬁ%h@@@tﬁls dkS ateSuMHEHERAS And ﬁlﬁirﬁg@ﬂtlcélmbe;ﬁiﬁw halts thereof.
r al koxy or hal oal koxy, | ower aralkylcarbon¥
[0108] Tllustratively, celecoxib, deracoxib, valdecoxib, parecoxib, ro ecoxib,

etoricoxib, lumiracoxib, 2-(3,5—d1ﬂuoropheny1)-3-[4-(methylsulfonyl)phenyl]-2-
cyclopenten-1-one, (S)-6,8-dichloro-2-(trifluoromethyl)-2H- 1-benzopyran-3-carboxylic
acid, 2-(3,4-diﬂuorophenyl)-4-(3-hydroxy-]3-methyl-1-butoxy)—5-[4-
(methylsulfonyl)phenyl]-3-(2H)-pyridazinone, 4-[5-(4-fluorophenyl)-3-(trifluoromethyl)-
1H-pyrazol-1-yl]benzenesulfonamide (also known as abelacoxib), tert-butyl 1 benzyl-4-
[(4-oxopiperidin-1-yl }sulfonyllpiperidine-4-carboxylate, 4-[5-(phenyl)-3-
(trifluoromethyl)-1H-pyrazol-1-yl]Jbenzenesulfonamide and their salts, more particularly
celecoxib, deracoxib, valdecoxib, parecoxib and its salts, rofecoxib, etoricoxib,
lumiracoxib, 4-[5-(4-fluorophenyl)-3-(trifluoromethyl)- 1H-pyrazol-1-
yl]benzenesulfonamide, tert-butyl 1 benzyl-4-[(4-oxopiperidin-1-yl}sulfonyl]piperidine-4-
carboxylate, and 4-[5-(phenyl)-3-(trifluoromethyl)- 1 H-pyrazol-1-yl[benzenesulfonamide
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| ower di al kyl am nosul fonyl, |ower al kyl am nosul fonyl,
| ower aral kyl am nosul fonyl, | ower

whedosoeas@l Kyl am nosul fonyl, or 5- or 6- nMenmbeP@m1B2004/002461
nitrogen-containing , heterocyclosul fonyl; and R11 and
R12 are independently hydrogen, hal ogen, |ower alkyl,
areovgeful ap [hexyetbed addompesitiop bthesrentioxal | y accept abl e

1, LBy L3R o B S At L ORI
Knbivh bkaeesQ dtdtnbteAlthelnAGRE %Q?c%rﬁf‘fneU S?P&%&mqr G 381299 1o

[0107] Another particularly preferred group o
Talegetdly BaCOXiR and kdltsithaveof vdediigsoatpesitions of the invention can be

5- ale(lglﬁ:lf - 2- g(%l am noF)h?nyI acetic acids and derjvatives .
PEEPAFATY . A0BAPP VR BFGerSy QT SERDPle i Hisguamer ssf farth ig P gBajent No.

. TN . : i, sal ,

SRR TSRS T bR O AR
plvqalanbddxy)dnb E1)<np‘gm @gmm';sgfc}rlreﬁirﬁple ﬁﬂl bxelrﬁrxgéli 20fdrth iﬁ I|J.S. ll’a}tent No.
504%9‘;9;93%8 I pl]’\a_rgl_e(eé gg |Ej{5@q#xg{]€sgd grgéqn)lpositgons g)?glte ir>1/vesr’1ltjion can be
pge(?geg g?('yaﬂy %Hg\gfl gr&es{st, fdrfe!(zﬂﬂﬁlg TR nnéttel tRENE IR Bhom
PateGPublidhtidrLiNo OWINeS8/03484: QI3 [HyDifusyopBema)-By U-(nethylsamyyl)

- 5- 54- (rfet hi/l sul fonyl )rhenyl]-3-(2H)-pyridazi none, ‘
pheny-3-2yqlpregteaphiers ¥9pd 1 ¢ampgsitingp efe figiention can be prepared by

a%%%%@é{?%is%,’f?}e %)?&%ﬁﬂ% gﬁﬁ% h{%gﬁég'%p@ﬂg ‘?Ill %Rrolﬁgé)nmpatgrﬁ No.

0[863 jﬁé[kgbi(emeoﬁﬁ:u;Seds'm)doh@UkiﬁolﬂBydf]t]@é PeEntintan $e pdpardibyainy
e, 4-[5-(phenyl)-3- . :
kpewn P‘foﬁ%srsg%éﬁ%%mﬁlg iHhs yhazey set fopiiip &hS Satent Noo A466.883 to
. Lo, R . A
Y B AT RPNy o

(methgewdfony])phdnyi - 3-@4H)Bpyridarih6ceed i compositions of the invention can
4-[5-%4-“ uoy ophenyl )-3-(trifl uoronethyl)-IH pyrazol -|
b@,pl]epg ﬁ by ﬁ)é}é]&qlqvghaqﬁ;p@é,’ fpf erampe in the manner set fort. in Intérnational
PB4 RPE4TID Dok Bt RUK IR RRE O Afian be
prepibd bphenkigwiBprotess finclading®idugbses kdtHoyh et p¥blidagods
enesul fonam deare useful in the nethod and conposition
digelosing sychnAspas: & expRlsgn theegasreeiseiasoxibdr abave-cited U.S. Patent No.
it [ [ exRr ed b ny. .
SQSERESLL KNS, Ploki, SMADAS Qo) AR ERALSA B A e
atidvBareRat@poraidd. heleib BB releiédnde0 Tal | ey et al . Parecoxib

zin&esal ts thereof used in conpositions of the
[0140k nt iVhere Hie anbi-ipFlapmatogy Bgenhify selestive POFcR dvhibitasra preferred

' e i h . i n. .U Pat.ent , No.
Ry Sk e PRARSASEbr bRy BT R 000 mgm,
mogeprefeidblyoatouod. 1 tth eboud 760 hignil, aad st mdEEpRicesbI P bR to about
known process, for exanple in the manner set forth in
23 me/npg Fepsecrpd agenisofherghan asetyssing CAX-Btinkibitor, suitable
L.Caxi ' it on f..t.he invention can..
RO SRS ARSI BB 85 AL B e
damnner set forth in International Patent Publication
No. WD 98/03484. ) )
[031113, 5Itshppld heaiwresipoyl tigt pay yefesenpgihsteif torgparticular drug

compound includes tautomers, stereoisomers, enantiomers, salts, hydrates and prodrugs of

that compound and is not specific to any one solid state form of the drug unless the

context so requires.

26



phenyl ] -2-cycl openten-1-one used in conpositions of
the invention can be prepared by any known process,

wo eooseEspl e i n the manner set forth in Eur operer/Bebemnio2461
No. O 863 134. Deracoxib used in conpositions of the
i nvention can be prepared by any known process, for

[02X21P! €n bfe EMBodimBMGhe Se@bnd Sfchbhadriinidieted faloaibinabion therapy with
5,466,823 to Talley et al:

the s@lgcmwm?@xtibmbmﬁ@hwa)lanulqa@tem,abamy entﬁwmal agentgeppljopble for

usshorineT MR T e BR EneRARE i Ao et B e YO Goatpent

arﬁ\/oﬂﬂé’véﬁﬁ@ﬁ\@f RERGRSPdisdBErs AYFOPHiE: diBorHES ahBBPEImSRAtions
forth in International Patent Publi'cation No

asB0ria4d tigrevitth eSuitable aotlloamr@t»geﬁt& in¢lindd, bot are dbUgslt@hm, beta-

lagépféwﬁ?%%?ﬂ? é&?@%p A Pr iR o €GP Bl CRTRERE ponam

éiﬁﬁls (§Rh a8¥ATR! nid"lhﬁ%ﬁé‘%ﬁn&fgl%hﬁﬂ%'c@xéd"llm nafcillin,

ove-cited U S’ Patent 3 orin
mE’mﬁcelhﬂn dlacilbn, SaRxQ& ir, mrﬁjulhaxtlcatcﬂlmlalndpiaatldm),speamdhnase ~stable

publ i cations cited above e incorporated.herein. by - [ ..
B S P e A i @910&3%¥ﬂq2£00111m
catb SRRl MR tRadcNhh thi e li%ep fd Sfora&g' %érﬁélllﬁl@ (such

range Ih a conposition of the I'nvention s abo
aststreptioatycin] 6&Gnyvig, itamyoeting gmterhema fabsangiom, amikaging spectmomycm

about 750 d.still ref er about
e T ER R DA SBHES TORHOReY (6 2 ylosin,
HIREL KRS, 'akfos ﬁ}g Fy@hriofHy lci‘ﬂ' 5 yrﬁyelﬁ %gifrgmgaﬁqs Ld ﬁﬁasamycm and

ranges can ete m ne one
thbike) lingusamieb (sush edllintateycin] Gllddsmykn, pinbmlycin kaad the. hke),

under s that .any. refere ce her e to . a rticpular .
.Y al.lregmefa DU e IR G hkiche e BITRGHEFS EhycSpeptides
(s&mwaﬁes@ﬁ S e l1k9)yg61?%n§%§n§‘&9cl{’£s°§m%9§u B dﬁch?ﬁﬁxin E and the

npound an 1S not t o any ‘one s
hlte(),rsmifoﬁamﬂdes dncfgastmlfemsthahee colfadixtineg ellvcﬁrqu]facb&u[lcﬂ 112]

SRR Sl R e v A S 2 R F L
sug%ﬁ@?)c:% n%?&ﬁ@é hfd heagen galoré'?)tr ﬁrp@cﬁﬁlﬁﬁétﬁln VIS HrSetho rlm)

or use according to the 1 nvention |ncIu e
cmmmhmhccaghmhemad)l Hoderaéd] stetracyelifiotypt ngeatn@mth as tetracycline,

R IR XTI B I o S B0, PReF g And the
hlé?' rﬁt @ne@%ﬂ hﬂ&togﬁl'n@fon@sg MtSas & C'ngjoﬂgfamrp‘ého%ﬁl gfégaﬂoxacm

to, bet al act am an |bact ials such as n
lemﬂnbmymt lmﬁteﬂoxqimmlrmrﬂdmamnt qﬁim(aagxespasﬂmxacinu ttovafloqaeciajeinocacin,

i Sﬁfgé@#@'@%ns 1 Eh R OB S PRAD. PlpAStapobectam,
m%ﬁé;}cﬁhﬂl[ Ip'ryf]me ﬁﬁr?]é Ll]ﬁlfﬁgesaﬁf?&%y Skdol 1Hmo¥1§s”9§',[§g+lgzolid, linezolid,

ticdarci peni Ci Ilnase
N-((55)-3-(3-fluoro-4-(4-(2-fluoroethyl)-3-oxy-1-piperazinyl)phenyl-2-oxy-5-

oxazolidinyl)methyl)acetamide, (S)-N-((3-(5-(3- pyridyl)thiophen-2-yl)-2-oxy-5-
oxazolidinyl)methyl)acetamide, 2,2-difluoro-N-({(5S5)-3-[3-fluoro-4-(4-
glycoloylpiperazin-1-yl)phenyl]-2-oxo0-1,3-oxazolidin-5-yl jmethyl)ethanethioamide, (S)-
N-((3-(5-(4-pyridyl)pyrid-2-yl)-2-oxy-5-oxazolidinyl)methyl)acetamide hydrochloride and
the like, aminoglycosides (kanamycin, tobramycin, netilmicin and the like),

aminocyclitols, amphenicol, ansamycin, carbaphenem, cephamycin, rifampicin,
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penicillins, acylam no and carboxypenicillins (such as

pi peracillin, azlocillin, mezlocillin, carbenicillin,
WO e0wo0d4Bé n, ticarcillin and the |ike), and brpemEs2004/002461
spectrum penicillins (such as streptonycin, neonycin,

fra cetin ntam ci n, apranycin, amkacm

tﬂBnV@CgP CHhSYSRIPSTRMHLS (Wiehies AwinpprisiRddaliopristiniend the like),
f&e%@iggi ?ﬁ{ﬂn%%r\ﬁ g%ﬁ %%Ijggﬁﬁ%tgss Yan a%jf"d gn%lo%a ksrl]l% 23 ffimethoprim and
tlm)]nkeamnubmtlcﬂpmmmwplaslﬁb TaQ@MGMﬂas%I&rﬁH‘@n' dckidmycin D,
[ ncosam des (such as linconycin, cli ndarrym n,
AgfinqplaRpEe SR St%d‘FfN@E)’e liipmniﬁﬁmamspmymowoﬂmrwchne azino-

LU —

dpenpriyxin) dalmoudicia sdieRhibickd B, dxoR®idH] dokBrubicifblifSgen,
|'i ke), sul fonam des (such as sul fanet hazi ne,
elsamicata sPiFbICIE; qrogating eraldclaz%perarrmmfﬁaltb: fostieoine ghdobactln

LT TR A - ———

i¥hb el deitemecih Naitbx daeorom, ﬁﬂl@an@jcm E‘ny%@ﬁ}té'naﬁﬁé Iﬁefem tn'@oenactln
trimethoprim, chl oranphenl col hianpheni c

ox3lp¥iRee AK ABIOMYyCHY, P@Ed?@b’@n,epllaypﬂ)lmg@ms, Rcsotht'arm&m pyrindamycin
t I chl ortet.racycline tetracycline,

e A A L M éﬁ@ngﬁ@-A .

sﬂalrsi@@)ycng sieffth @R B, AiliSorh{die rt&%é'rht@@ih QRESinkStietbzadn A, zorublcm
ci prof | oxaci n, enoxaci n, grepaf oxacin, | evofZ I'oxaéin

syistswri¢ pejissicrials r(@%chla@féécdlnlmlwpyl@mahme), nigpfardr oRttones;,

i no alidixic acid and the
mpftRYPkAE B e afe OB RetrRinaiBh Bkl “Cul bact an
[ﬂlmzpba%ﬁﬁired@tfbﬁé%ﬁéﬂa Ents Qbérdeﬁﬁil&%ﬁhﬂﬁmcludag, but not limited to,

sul facet am de, oxazol i di nones eperez
cqfiiofay bydrqchlorlde ceftiofur free acid, e.g., ceftlofur crystalline free a01d ceftiofur

5 (2- f| t 3-
schfyfr Siberiteiitngihl Seabalet Sennritfhg o5 etk serbasoeisn.
cepfRiloMNuf, 3ef(15nc(u§e dR¥ezidimb,) el éﬁ%@ﬁ% 2odili c%pl?é?ﬂetﬁcarboxy]ate
oxazol i dmﬁg@emeth yl ) acet am

cephem digptp i oypbqloﬁ)spnshicgmmm 4@[(héelrox1l monohydrate,

ce%h%(z}olﬁn %ﬁ(lhﬁsnp Iflérz é’?ﬁ’]{ oé?ﬁ)ggnney g%fta%mgé o tlzox1%(ea€g trllac)iilople 50-
foMn{lc@Fafanddte, Rukts 6B3-hdR¥dxiyf ala'}'h)(lrgm%&falﬁ}d&( @&l RbSRahikReid

et yl)acetam de hydrochl'oride and the

degiypinyag) ly@@@yd@ée ¢ ’é@amhammm@blpamﬁmhmdronmhehm)mmnﬂm 3-

métﬁ? lbéc RS <2 @ Blﬁﬁc ; tcﬁ Ihyqrf)'?lﬂ‘ﬁfdﬁ?ec ﬁ%‘@;{%no 1-

thmxa?gnﬁ@mxﬁmmpice@u)aﬂﬁm -3(BBEI- %eﬂi&hﬂ@%ﬁfb%&%rlﬁb acid, cephem
daltopristin and the Iike), cycCloserines

aci @&htmoﬁabs@éma@yloxmlqtbyl aebema—éaaga m?moezbumogs)acetamldo) -3-
I.DIOTI

e T e - SODIe Bt b Rebbem-4-carborytate
cepRdl p@ﬂﬁ’ B¢ Bhdllexih Hﬁﬁbhﬁﬁ%aﬂeﬁ%n% hgzgiyx,ﬁamb) Ak, 31 -5 \Ephem-4-

pon Soda ani sonycins, anthr I'ne, azi nom c
caphoxplicsapid tpstahydratelapd thedike. §'lhbﬁm1séprefﬂr§edstphaldmpﬂmns for use
oo G el Feen Y B ec oo R H G B Ly acceptable sals
th&HEH0 rEé?édf:ile ﬂréﬂ%ﬁ‘e&‘ QRQRL i BhSRER i) 1ld gsrﬁleéfzﬁﬁ)# ¥S|tarl1lhne form,

er bst a esor ubi cin, esperam cin-
ang pcf(ﬂlgﬁmdwdn@chlonde

[0114] Where the antibacterial substance is ceftiofur or a salt other form thereof, a
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gregatin-A, grincanycin, herbinycin, idarubicin,

il ludins, kazusanycin, kesarirhodins, nenogaril,
wordsiy@sa, m toxant orone, nutanycin, nycophenPCEIE2004/002461
- nofetil, neoenactin, oxalysine, oxaunomnycin,

pepl onycin, |Iat|n pi rarubi cin, porothramycin,

DRSSPI Eitpian r%%smemnposmﬂnzqﬁzhwnveramla et A to about 1000

n ARG ShTengBly G0l Do R TP El syt rRRE GRS Bbout 1010
aboutdi00z@g/ind. Por ahoibataértal Bubstyiséseithdt et dehﬂﬂue KuifdbRe concentration

(such as 2, 4-di am nopyrimdine), nitrofuran sul fones,
réfgen Rt ereaatibacisally peuivalee cam hel defomtinerdiby eiresofishit iadhe art based

%Q&ﬁhsﬁéfﬁﬁgr ed antibacterial agents are

osporins including, but not limted to,

[@HfSHI of iranbyhef Qﬁ%dﬂlﬁbﬂ&he &@Bﬁd ?eﬂf 1sfaﬁ%ﬁt1ﬁ"ébbﬁs t. Suitable
ceftiofur crystalline free acid, ceftiofur so ‘

agfineeplagiés agepisuncludy, but are agiHithited tn, ameetpdmoled Caiel,um carbonate,

ef h f
GG RrofaPE R foecbSR B %&%&m@i@?ﬁ%@e&%&
: ﬂﬁ@i&iﬁéﬁrﬁ%@ @ﬁM&bﬂfeegoséféﬁﬁ aihﬁ&@@éfd ﬁetgbona%letléﬂroﬂ?ﬁ' qél?clogorm

cephadrOX| monohydr ate, cephazolin sod I um
epgestr Oé,@faclxtamlneloxdelﬁct, sotinoix, acodk f¢lemoni (Bﬁenomethlomne)
eftrl

s aE p R e o L ER catisthtop Cua Bupb s rHiecrising

vidOFdlMiaé hiyEhe 1D %ngﬁlﬁin%u@:is thereof.
D- al pha- am no- al pha- ( p- hydroxyphenyl)acet am no) - 3-

[(Hré%h yl IB an@tbﬁeqmbodmm theysecandsagent, is by dnasthetio ngahe. Aabdthetic

agtntsilids ok RalBned to) ambrcpinenamalspors. fovighing heaprieate
béRzlcARd, ‘B@%X&da@neaﬁi‘gﬁena?rﬁﬂ@ SUbRGL S BHHaL 4R biAIERN, butamben

(pi val oyl oxy) ne
pigraee butapidicpme shvitatbandine Hivgdoxykging, a:aﬂtcamedﬂﬂerﬂprocame cocaethylene,

di et h no IH-tetra zol -5-yl)thio)m
oSt eI AR T oo BumERocince pRBriBRi h
gﬁé_ (}%ql'%@ f}agitgﬁ% dy&lo}r/lglg ﬁlomdsne ec omﬁle lgyl chloF]lde eildocame B-
elmamb,diomopmnad]edylbmne éllyghdxpaicemanldydtrdnqlpfdchme Hyldeoxyesiacaine,

referrec{w@phal osporins for use according to the
ug 2R iSRRI A BMOBTZOEFiefospiRe. lsHeinpiientsy exadrelalidgeaine,

m@ﬁ@%ﬁrﬁbhﬁ?@‘?&a‘& fn@ﬁﬁﬁt‘%& aﬁ%oﬁl%{a@H@YhaH{lﬁé %}}fr?g?lﬁ%,ﬁ)gtacaine,

ceftiofur free aci.d, especl a I'n ¢r
orfhecaine axdthaeding, @ﬁ(yprodm]nh paﬂ&ﬂmxyd&ne [pBérihé&ijfhéﬁ)lI perocaine,
.aati bact elré(%ﬂ% OZUbSt ance | ceftiofur or_a salt ot
PIRBPGHRCH B prafetpedr ProsRingPringgsgiae; moaaracame

prﬁ%ﬁ%&ﬁﬁé b}ﬂboﬁ?flcaﬁr{ée%deﬂéf@d%éﬁ@ ﬂgfﬁo@gﬁﬁtr%}%l ‘5/%8@*}8#%?&%)6 splicyl

nore preferably about’ ™5 to a
aletthiol, Itetraspine ot @ina litimeedinma) tx yIboaine, bl ol hlaeQQndT@jrﬂfbmatBh%
ant | bacterial substances other than ceftiofur,
hgrﬁprt'abl e concentration ranges that are anti bact er| aI ly

O8N VbR 5 Ty
ropwb«:xﬂmammd tatitoenes® Geradisagend, en&t@meaﬂ%alfsﬁﬂﬁﬂratéﬁ |p@odrugs and
com 1nat1ons t Ie;e%P e

[0118] In another embodiment the second agent is a sodium channel blocker. Sodium
channel blockers useful for the invention comprise those which complement the effect of

the anti-inflammatory agent by any mechanism, including but not limited to, reduction of
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1 antineopl astic agents include, but are not limted

to, anastrozole, calciumcarbonate, i capecitabine,
wa@anosopd4ad i n, cisplatih, docetaxel, eflornithi P€r/1B2004/002461

et oposi de, exenestane, fluoxynestrine, geneitabine,

goserelin, irinotecan, ketoconazole, |etrozol,
phmumducimrmf eldema,mndd:lhee],lkerregset rol, paclitaxel,

xi f tinpjc acid, elenlum
[@3 qﬁ%f W&ﬁﬁr}qeﬁ;loclgeaﬁ ¥ acenuing frothe inygation eam, be selected
r
fiobl B b2 R0A FEAng B2 REVLE Renct) {BRBE S8l channel blockers,
Na¥itH (Type dissubtype sedium|cBddife] blookezs) @hibex araidby déretites) Heicams,
second, agent i s an anesthetic agent. Anesthetic agents.
prqpenzaa@es RyFazigoyl ganiding sericarbpennearmpuicarbazides wad giedike:,
oca ai ne
Lena}r‘nﬁ(%gata%g}g ?é&a@éﬁgg&%gﬁlggﬁerg %pé)h%glglg for %acc’ordmg to the
4-amino-2-(4-

nbzuht&srb@m tei sefeated frobutha Toll dveiag Aen-1iRkiat llib?&fﬁnﬁlﬁmde
but oxycai ne, carticaine, chloroprocaine, cocaethylene

H@&Wénlﬁ%raz1aglcylérﬁéﬁﬁyismChbrOR!nﬁbﬂMIﬁédlnm mtfhptémm n,
h
&Q?%%&&?n ggﬁaﬁg%%g%er@;b%gﬁq” L %g geo b5 Cé(%ﬂg‘t%

cﬁkié‘calom,&‘ieoiﬁﬁf%‘(ﬂitd)@m dipYiagidd) @nca’ihidé Qﬂfo@?@tr@&)toxm euprocin,
hydroxyprocalne hydr oxyt et racai ne, isobucai ne,

fanglepming, paramq; spleapgrsin, ésofleane Jifarizine. |leigainifsc kinreshanesulfonyl-

S TN N N TR —

n@ﬂiyaaﬁbﬁﬂe Z%éthﬂcﬁ[i{l@t—pli@ﬁ@kﬁﬂ;éﬂylﬁlQH -¥¥RIdsRdbitone, mex1let1ne
arethoxgcalne henacai ne, phenol, pi perocali ne,

csnanh&a WEN 6dn¢tbwaﬁmthylgﬂuamdmen@ep@n¢,Ihbé%rplniero -6-
B N b VBERY e, PR I R B BRI G o,

plidhplb‘éﬁtib@bi&tanﬁdé lwﬁieﬂ@hs@@aﬁime tl%t[aqmmph%%mﬁieﬂw] 1H-

trinmecai ne, xylocaine, and the and conbi'nati ons

pxrh@lﬂéﬁlanqr@mmabﬁeémér @}@aazan@sm@umalageqwﬁlazmm: pdicuronium,
a rilocain l.vac

enfRfeREy S RPRsT Mol B2 o, BORGHRRR Brop@3fone,

pﬂ@ysaifoams ralmw HEsoRNehxaOKI RRAaRRS thliRahotok Ml dedlbodbflic acid,
anot her embodi nent the second agent is a sodi um

terhdeipein, KPSERAES, S3adiumichlezenhenylbP dedieminompseinidineo6-(2,3,5-
o PRI 2 GRS S b P Rt an e e

arftROR®MAidhs thegdotldi ng- but not linmted to, reduction
of pai n, reduction of edema, and the like. [0119]

[083H} umAspiinprshicigils eRrlicablase thelcumentanwkntign fiesludeell amphlpathlc
ntion . can_ b e ed from the follow ng

OILSQ)égtlalr?n te%ls?ergﬁé aﬂg\#han%l (l?ﬂ% le 'subt ype sodi um

[oabzn ne'PréfEM@ﬂ'cﬁ amphipathic oils are polyglycolized glycerides prepared by an

alcoholosis reaction of natural triglycerides with polyethylene glycols, and examples
include, but are not limited to, the following Gattefossé oils or substantially equivalent
oils from another manufacturer: Labrafil™ M-1944CS, Labrafil™ M-1966CS, Labrafil™
M-1969CS, Labrafil™ M-1980CS, Labrafil™ M-2125CS, Labrafil™ WL-2609BS,
Labrafil™ ISO and combinations thereof.

[0123] Still more preferred amphipathic oils are polyglycolized glycerides prepared as

above, comprising a main fatty acid component of either oleic acid or linoleic acid, and
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NaVl. 3 (Type I D) subtype sodi um channel bl ockers,

car boxam des, fenamates, oxicans, propanam des,
w@yeamdsey | guani di ne sem carbazones, sem car baRCTEE04/002461
-and the like., [0120] Alternatively, sodium channel

bl ockers a(gpl i cabl e for use according to the invention
ckamplse inclidec b @re nas imited te.dhe folowingroattofosss eilngr substentially

Q ! :
* BB B AR o AR fidficpgers T gorafimi g JOKERAPPrYR M- tpe6CS,
‘ IJaBﬁfﬂmTMt 19690S! Latafilan Ry dmﬁ@ I QERFPx N1.2 12BCK nE'Ab?ﬁﬂTM WL-
azure A, benzani | , benzot hi azol e, benzoxazi nat'e,

26098 and mmbld@tmoyttl@rmﬁdot OXI n, di sopyranide,

i ni et hoxyt rod ci.n, fena
[ﬁ}@ir i zgﬁé MOgLIs gﬁ F‘WP q Q}}sgﬁgpo yelyeplized gJé(cen es prepared as

b@xfecé‘cbrﬁ ﬁ'ﬁ &nﬂﬁ{ﬁﬁ lt]
3 (4 ph ir-éno§1<y) pheny| = 9 | H gglﬁlgbz{%ené()f ?%glcr?cc)lgy?rfduerxaang les include, but

asqnom bmlwd to,rthe fodbewingt Gotbdoss& bils omsbitytiatiiplequiivalent oils from

T B SR Sk AL

MI4980CEH %a&%ﬂ@ioﬁ&h&%& chl or o- 6-
met hyl phenyl) - N-4- pyri di nyl urea,

[09258- ( A6 rosrptefigrod angihpeathid oilyd pdgicod 5-oleate, for example LabraﬁlTM
Sb é{ eace am de, N nethyl st rychnl ne,
1?%&% 4°f? PEse 'i‘)ti&f’) phenyl ] -1 Hpyrazol e] et hanone,
[OPsgRPazZe P%@&Te&%ﬁé&ﬁ?ﬁ&?ﬁng&(f’o@ é‘]@]{;}ﬁﬁa‘th@ YR %%8hlrﬂgsltlon of the’

pahcur on henam azole
invhetitet is iabout B G gatved bont, 99 m@hﬂaﬁmd& ml@fdJ;}SIafe@l‘UDﬁﬁoout 1% to

ocai alitoline, riluzole, saxitoxin
’? 8@ |V}ﬁ“éght?@llill”6f‘d andtHbIeLs Pfeferaélly Juuhd @ ta@b@pt 25%

b gxm topi ramat e,

W %‘g&%iefsﬂ trichl orophenyl)-2, 4-di am no pyri m di ne,

[027R, 3 Micrdcrysedilimeropdie ay U finedFodeat éﬁ&inrH&mebaHbﬁe
verapanm |, zal am ne, zon| sam de, he |ik and

PegtiscadirbRecrings et ed [ayinMptiosd ﬁomtthm 181h al. (NF 19) and can
b&HR 1&19@%}hﬁ1 4&@&?0 MRS el ﬁ@hg&g Wwigd gggoaét

I c ol at are wat er Si
[Odﬂﬁ]an olA pn&&iﬂetﬁl hbﬁ:en{rﬁi&iﬂ&]anﬁ fo ﬁﬁél@dry&dniﬁe ammhh @%bﬁhbﬁsmon of
oils are colized ceri des prepared b¥
tha|ﬂa:V<9ﬁB%§| 1%?9 %Ppuh Fargightivp momprg axitnabout 0.1%

B8 UG LR B B 58
wsilghmcﬂmheal I y eqw val ent oils from anot her

manuf acturer: Labrafil (tnm) M 1944CS,
[0A29) af Phiimacticols esseptabls maniagpears cpriegawis: invention can be fully

sahﬂ%%@fdrlp%ﬁlgl%}%%?t Ec)l?; l fn%) éé‘?‘ gﬁsaeous carriers include, but

are aoblimadd onsegetndleanls, m[rﬁia? 31,9 hﬂhbtlﬂ@lﬂsﬁar@r@hﬂﬁlﬁﬁi@ns thereof.
anphi pathjc oils are yglyco ized glycerides
Emgsrcgd“ulégsagg@@g nog—@glmqug pm}e@ 1n@1pd\e fbgt :py ngtlimited to, esters of
h C
AT Bhin Tl e R o XA o PRy tin engrn of

abfoai Coroiabout@yh X NTD@ses of flafty 8¢id$ a&*@%bﬂ@ﬁrérﬁklllé/nd%ﬁldl M@tf@f‘&xample
oils from anot her manufacturer: Labrafil (tm M 1944CS

coca 2ili plmryernel oddwbassu oil or the like) and are refined. In some
embodiments, medium chain (about Cg to about Cj,) triglycerides are useful. An

illustrative saturated non-aqueous carrier comprises capric acid (about 20% to about 45%)

.and caprylic acid (about 45% to about 80%). Other fully saturated non-aqueous carriers

31



Labrafil (tnm) M 1969CS, Labrafil (tnm M 1980CS,
Labrafil (tm M 2125CS, Labrafil (tm W.- 2609BS and

wa@ eovbioneé ons thereof. [0124] Still nore pref eP€BIB2004/002461
anphlpathlc oils are polyglycolized gl ycerides

e ed as bove ng a fatty acid

RS B B0 e e B O e icalhinclodes méxture of
lﬂﬁ%s%‘*zﬁ%tf‘i ploi {1 R0 R LRLOTHE Rl Soifncer e
M@iymﬂwdrademark frainrthfls hid bgalthd Bddddssignations 810, 812, 829 and 840).

l{labrafl I vt 1966CS Labrafi | h‘ M 1980CS and
SBotek ey cS Negfigedd produgis selfl by ew&&xenm@ dsensdpy! myristate is

<& SRR Y o BB GBler SR ESmpld o AT Frepriog,

Eé\amplbfs ef sythetiondle liltdh&teltﬁgﬂf)]réémﬁﬁ adfropylen ] aﬁatstékéiof saturated
|nacorrp03|t|ono e invention is out. 0.

Of ane’i‘BJé%FP {80636k GRYING 61te A carhon atops shdy %Sbf(y eaople ht%nmc acid,

E L R R
tridecsimid, yataﬂbd:dnﬁfz (WBXstie, g&nmédnaﬁdhéy&ae@hmbﬁmlﬁh),
I n

Handbook of Phar maceut i cal Exci pi ents, 3rd :
hegipdespraic. siadeqaapig, (stegia), Imade(cmmnq:gl)‘:pad@taoan, fbeosanmc

f n of . manuf act nc
T T
carbog@iclaoids McNdRe1aE ol di sndNabldric &iG0MAARE koMt %furfdgﬁtood

i nvention is about 0.001%to about 50% wei ght/vol une,
thabthe nepwgEGoap Pg«r@bmcompr% th9 ram,t di4@wb tviglygeryl extéranbratty |

s oribined R ToeR AT BntieRndite iy Fhdtiet Bppeone molecule

oﬂglpce&l@ltlﬁ@ beenCeterifien Svidf faf) Gcilid WBRkiRc4B6h Qsmflehgtu A non-
saturated, or partl ally or fully unsaturated Exanpl es

liggitingcyraengleesias neamoill epeful ascl aatrésr ibeempasigians of Hierinvendion is
p&gﬁgﬁggfggg)e oils, mneral oils, synthetic oils and

ns t her eof . Exanples of fully saturated

[0180} aqPestesedad- ~hiedud AHptists Bre VRBLtaRIE Bil8 QJchl ds 'Ebft&%e&d’ml corn
esters of nmediumto long chain Tatty acids (such

oif, getaneil, aoxheargpgll déWIB @elsfrwttomatad chainnt d)lérpgaltut@ﬁl abxﬁllotver oil,

0 4 s of fat
afﬂéx%:rt éﬁhac)t%éro}alr ay (z ?1 ﬁ;z aan g&ﬂ 8{1 al?ﬂ%pss%r%ll Hx;echnut oil,
likseedeil, rapd oil Hralxas ﬁlde OThe ﬂlbsttﬂi‘@fefréd(ﬁan—@(ﬁﬂéoﬁé' Sarfiéf it 1% Q&%nseed
In_sonme enbodi nents, nmedi umchain (about C to about

oif By wiey §f graamleleaitoaseedipikis available i lalpueprrationwd 70% unsaturated

ueou: carrier conprises capric acid
fa?g%‘lgg?hg%‘)ﬁgoaa g/() and caprylic acid (about 45%
[0181jabowt préf¥ed c&d@ﬁfratﬁdﬂ takgSRE HeHoRhqROSsRAHRL WP a composition

carriersi
of the invention is about 0.5% to about 99% weight/volume, more preferably about 10%

to about 95% weight/volume, and still more preferably about 40% to about 90%
weight/volume.

[0132] A composition of the invention can optionally further comprise any
conventional pharmaceutical excipient that does not deleteriously react with the essential
ingredients of the composition. Such excipients include, but are not limited to,
antioxidants, preservatives, suspending agents, stabilizers, solubilization agents, wetting

agents, lubricants, emulsifiers, salts for influencing osmotic pressure, coloring agents,
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i nclude, but are not Iimted to, saturated coconut oi

(which typically includes a mxture of i lauric,
WORoos®0446¢ pal mtic, capric and caproi c aci ds)PCT/IB2004/002461

i ncludi ng those sold under the Mglyol (tnmtrademark

fromHuls and bearing trade designations 810, 812, 829
alenhiol846)tonic agérss boffernf aestst Iteembmmﬁi@emtﬂ,)qmad‘utants andl d

by. Drew Chemnical s. |sopropyl’ nyristate i s another
C@%@%%QPS €%%on- aqueous carrier useful in

[@Bﬁ@os'A'CB oﬁfloﬁ Flethé fhy Hﬁdno& bESEHRY ?téreﬁ%ﬁ)‘él%rﬁ&ﬁ 'of mastitis

|ncIu trlg cerl es and propy

bl msttmgsh@éarmalaumaﬂe df ®mastitialtngd @eb ﬁhabk&nﬂt beifice of the teat
having 6_to 24.carbon atons such as, for exanple

ek ahe) eddse pha mektsprictng npalyand éntusing Heerremposition into the udder.

| ar rlc nde
(G5 o RIS AGEBNRL SR G be RFSERE S B B
pRE¥ALRCHAI otic Rk b Cdsertllﬁg meﬁdﬁ@l@rwnaﬁ ealOFHASE 6ap awp dispenser
(stearlc) nonadecanoi ¢, heptadecanoi ¢, ei cosanoi c,
ohethet mm@m:otwdbbwa deviee mtaitheiegieonsd puditaay pana! efftbie earef a
d carboxylic acids include

t ur
s R e TR R ) 50 e e ke
[0135}ndef §41PBélapfidiaté B atRBicABY 8RBENS BF 5616{)05%%115 to be
conprise the nono-, di- ‘and triglycerylesters of fatty
adsoindtered ima spseifiglopwevilliasy aosdrding forthpspeeifis agimposition being

oG Be O B R kP GRS o] DR e

ofREPALAR Adbbagdy fOPMbivER plipbscoan Rl dBtehindd usiaB tehventional
useful as a carrier in conpositions of the Irnvention

ccmlqgcatly’es rfyn eHIgPi, Yy ovstorhary 30inprrisshent rtlwdlfforenaaﬂwuwes of the
s, such _as cottonseed

e
Lﬁ)éercﬂ c%rppos éOé’lg é'lprg fﬁl Pnov%rb%él&ﬁ -8yi §Y MEANS O alblappropnate éonventlonal
pﬁmgééugegtlﬁgk(,@@conut oi |, peanut oil, sunflower oil,
saf fl ower "oil, al nond 0|I avocado oiI, pal moil, palm
[0d86hel Adihough ﬁtﬁas@@nfdnventlbe écdirestedgirimarily tsloeal delivery of an
ferred n ague

arﬁgﬁﬁag{nlla}t%ry 28t g%g élé%ofolpﬁamwﬁ%ﬁu tgf: og@aﬁ%w 1ch 1t'1s aﬂmlmstered

it ¢ InRReAREd &Hak cofipRmink @b R 1hﬂ:nﬁoﬂ LRPAS AR f&qc sth@rrﬁc dellvery
unsaturated fatty acids from Si gma Chem ca

ofthg a@timﬂwdn@ow@gmtrtatamﬂc-pmdg@ng emintah manotmara@mmausnfuswn

Fi Ssoinpl. Ube OB R AR D b <Rt Rl adheptippeent o

a HRCred RN DRLEE hQi‘&éW ey mmaﬁ‘ﬁ}ﬁa@ﬁhﬁuhloﬂ‘ﬁﬁa‘% by other routes,
preferably about 40%to about 90% wei ght/vol une.

81{00 B3 QiallA o parsuistallyodhuf in theathent of tnfbmmanrym@ndmnm ¢lgewhere
ar maceut i cal

gl e es TR iR Xt AR TS HEBO et

d&8888H daftbe administered by intramammary infusion.

[0137]  Anillustrative suspension composition of the invention containing an anti-

inflammatory agent, e.g., the selective COX-2 inhibitor deracoxib, has the following

composition:
selective COX-2 inhibitor 1-350 mg/ml
Labrafil™ M-1944CS 1-75%
microcrystalline wax 0.1-25%
cottonseed oil ' g.s. to 100%
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i ngredi ents of the conposition. Such excipients

i nclude, but are not |imted to, antioxidants,
wEe@s®enosad | ves, suspendi ng agents, stabili zer SPCT/IB2004/002461

sol ubilization agents, wetting agents, Jubricants,

enul sifiers, salts for influencing osnotic pressure,

col ori ng agents, al cohol s, EXK&MBIHES agents, buffering

OB, n TR F e o PR st sy arafiirdiond AVenton but shoud

nbteesdns@ieCRNiBitatRdsN ni stered for treatnment of
mastitis by inserting the cannula nozzle of a nmastitis

Eg(xﬁl'gfégle into the external orifice of the teat canal of
an er of a m | k-producing aninmal and infusing the
[@3@posi Aisospensivmtd breeadusldistered HlidtmAnmeriiafisiona® pRpared having
the i nvention can be adm nistered for. treatnment or '
. stallewingsomposifianiot i ¢ di sorder by inserting the nozzle
of an [ .ptic drop dispenser or her
appropﬁ?ﬁ?@xg$?%%§gfivery device into thelﬁbﬁgyﬁgl
audi t orlyabeAHEY Mp1944i0s ear of a |i subject goqné/ﬂlf] usi ng -
the conposition into the ear. [0135] It will be
appr eciBICESTYSkline et NFr ed anounts of conpd8img/mhs to
be adm ni ahfr @ specific case will vary according
to the ngéltésl%?(?gﬂyg:nposi tion being utilized, th&%vode

[01#0Rppl Theahicuerystallgnepdxt drﬂldp?foxﬁhﬁtéﬂ% 23060 1Qh8 BIMISRount of the
being treated, and other factors. Dosages for a given

coitonpred @ilcaim heptediio®S-A3 Fewitlumiixige.domkettlei dhabalance of the

.derat i f e. .by .customary co rison
PR bR SRR Frndbaf S B Eath. Afet e
meRoRoshllinenax aebngfletalysRawa RO ocr@talline Wix/BBEISedd oil

an appropriate conventional pharmaceutical protocol.
mixgurgan the kekin ig fraprerrest todhmmanyfeetntingiank sontainingtcotionseed oil and

[ ' 0 .deli.very. of .a izdNfl tory
mBlelt TRty NS miditels Pholed 1o Brmas i Dot
Mi-1944€ g6l aildedsd efeatanvifActirfngCant RRAkRE t6 R a vehicle. The

conpositions of the invention are al so useful for '

PaggeoR s Eheaadicdiofthg yehi¢le apdthe-rpsvitingraemposijion dremixeti ¢o form a

o PO InE Rl BRi S serpore B RER Ve ined b e deniy

paysyleretRastits byrafgaRethd facRYSIApréduchisTedrinyQ|{28 b% gamma
y

canimal such as_a cow by intramammary infusi'on than
irgdigden atA4ass of 3P K. oral Iy or parenterally. Thus in

O Bk v PP ol R Lo P e Bt an B sech

infeceAnuasériof af udderlvg b ¢ddftHRTHM R aUoSSHEr REAFRT Ni st er ed
by intramanmmary i nfusion. [0137] An illustrative

Pagseepibimianer/ dayndde isuspension istafiiscti veviriteament oflaaiating govamastitis.
i inf tory.agent, e, .the selective COX-2 )
0T o P ORIRLR i PP I Rats oy Gy mftsion s brépared having

the following composition:

deracoxib 170 mg/ml
Labrafil™ M-1966CS 100 mg/ml
microcrystalline wax NF 50 mg/ml
corn oil NF q.s.

[0143] The microcrystalline wax and the corn oil are heated to 85-98°C with mixing,

in a manufacturing tank. After the microcrystalline wax is completely melted, the mixture
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conposition: selective COX-2 inhibitor 1- 350 ng/n

Labrafil (tm M 1944CS 1- 75% m crocrystalline wax 0. 1-
wQ@assoadsonseed oil g.s. to 100%EXAVPLES [ 0138pCTIB2004/002461

foll owi ng exanples illustrate aspects of the present

i nvention but should not be construed as |limtations.

isoatediie 304 €307 the LabsafiHS Mo #9666 Stie addedite the mamdadiyring tank

i pB U o p sy The ALt i egh il P e form a
ubEhMABGAS, Sl ohsih 6 @Skl 1108 40120 i By

"cottonseed oil NF'g.s. [0140] The microcrystalline
pobyzthgiede applitixdynngesl h2 packaged prodedsiislerrammaliy stenkizedrhy gamma
.coftonseed oil,..ar ated to 85- 98C with mxing, in a
lm%qoé.at?‘%tgsao%ﬁgﬁggmgy' the cottonseed oil is heated to

41 98 G dplvEkashBGion i9 HER S 4T fRP gl ofY dr§cow at
[t ag] m crocr y\s,t a‘?gFFf%éo V\l/a}%a?ﬂsﬁ{c!orrp%t ely ﬂreﬁ’ﬁt%edot her§ owad
dodecsf G0Psh@ Henaceigwdreo by tmseedthnodry infiisibmur €hé suspdrsion is
kettle is transferred, to,the manufacturing tank
eldemtivaih Ay meBt iy e MsHitiand mi xed t horoughly. The
resulting mxture is cooled to 38- 45C and the
Exaplefdi | (tm) M 1944CS is added to the manufacturing

wth mxi.ng to forma vehicle. . The.parecoxib.is
AR b SerbeiiRle Gl Trudif iNRgpa b ind ne
fEIRMRASEdthition: M xed to forma uni form suspension. The
suspension is screened and filled into 12 m high

densi t yofeepxibt hyl ene mastitis syringes. Th&Spagkdged
product. i s .t enn] sterilized by gama Jyradi ation
at a dc}?l’ra(g\‘l 2?[-?2%6% [0141] The above 580{9%%@' on

i s admficsdepyselimywhnNFanmanmary i nfusi on’ paoeagkhl
infected quarter of an udder of a lactating cow at a
dose ofprapy2@allatg ' parecoxi b/ quarter/day. THeng/ml
suspensi on 'si effective in treatnent of lactating cow
mast i t 81 3_&2] A suspension to be adni nisteréd by
[0126] 2MerHEBh¥rd st R whSall HRAIx@HaBBVI798 of the tétal dMnd of

conposi tion:
mineral oil are heated to 85-98°C with mixing, in a kettle. The balance of the mineral oil
is heated to 85-98°C with mixing, in a manufacturing tank. After the microcrystalline
wax is completely melted, the microcrystalline wax/mineral oil mixture in the kettle is
transferred to the manufacturing tank containing mineral oil and mixed thoroughly. The
resulting mixture is cooled to 38-45°C and the Labrafil™ M-1980CS is added to the
manufacturing tank with mixing. The propyl gallate is added to the manufacturing tank
with mixing to form the vehicle. The rofec]oxib is added to the resulting vehicle and
‘mixed to form a uniform suspension. The suspension is screened and filled into 20 ml
polypropylene containers.
[0147] The above suspension is administered at a dose of 2.5 mg rofecoxib/kg of

body weight, by infusion to the ear of a dog. The suspension is effective in treatment of

canine otitis externa.

Example 4

[0148] A suspension to be administered by intramammary infusion is prepared having
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deracoxib 170 ng/m Labrafil (tnmyM1 966CS 100 ng/ m
m crocrystalline wax NF 50 ng/m corn oil NF Q.s.
wQ 0b4B8y943e m crocrystalline wax and the corn BCT/IE0©4002461
heated to 85- 98C with m xing, in a manufacturing
tank. After the mcrocrystalline wax is conpletely
the®dlicRdng tovepositidnur ei s cool ed to 30- 450C and the
Labrafil (t mM 1966CS is added to the manué
tank WAERCHRRi ng to forma vehicle. The d @g
added §opt Benvghighegand m xed to forma umﬁ@yrﬁ]
suspensi on.” The Suspension is screened and filled into
12 M hijgloctentideywaadilyet hyl ene nastitis sydnggss. The
packaged product is termnally sterilized by gamm
i 1 radi geitenseed oikNHose of 25-40 kGy. [0144] TheZdbove

Nk
cdifohSRARMERS Nedtdtf 1 Bi5098°C Righ ﬁlu&@g n;s B aettles Thé baﬂamae\cé then

treatnment of dry cow nmastitis. nple_ 3 [0145]19?‘
castopgred silda hcaﬁedof@ %dﬂffﬁi ‘glttlbm@@n&yn A ER fter the.

mg:g #}ﬁtﬁ.ﬂn{lgfg%n 0| legéﬂggg &8%8?% th]l'h‘ﬁg wa;(/%t)ﬁ&%)éé&’oﬂ

mm%ﬁ&re‘?ﬁ fnetetttd ik ﬁ@né&&%ed\iﬁ the henuTeéiitingoranbyonteialngaiboeodsedd oil and
m mneral oil g.s. [0146] The m crocrystalline >i\/l

man?ed tegprgiy. nﬁg@teyumn%mxtutm coaledhio it a@fthﬁ%ﬁllgﬁ’g
5. 98
sSSPl e Sl The

ddh AR08 toithe RsiBAE L aE¢ly ahd Ghitednt forkf 4 emfdrhEsuspenswn The
mcrocrystalline wax T's conpletely nelted

suspmsumrly sqraemed mad fidlsd mteé2 g1l high) deggist mﬂh@th}ﬂewa%@élﬁ ﬁYfélgeS

T e e

@yxture |s cool ed to 38- 45C and the
Labrafil (tm M 1980CS is added to the manufacturing
[(lléﬂk wiTthe ahpye swgpersion ipadipipisteged tolleopsquaigEsy tad‘fy few ata

th
e 1 Phll e i Ryl ) Pl Gl RIADE M Sidhgion is
ei’?&c’ﬁ‘%glﬁQedctﬁiéﬁ@cﬁdk"ﬁbcf\@hﬁbﬁt%spem' on. The suspension is
screened and filled into 20 m

Example 5
[0151] A suspension to be administered by intramammary infusion is prepared having

the following composition:

valdecoxib 1.5 mg/rpl
Labrafil ™ WL-2609BS 75 mg/ml
microcrystalline wax NF 100 mg/ml
Miglyol ™g12 q.s.

[0152]  The microcrystalline wax and approximately 30% of the total amount of the
Miglyol™ 812 are heated to 85-98°C with mixing, in a kettle. The balance of the
Miglyol™ 812 is heated to 85-98°C with mixing, in a manufacturing tank. After the
microcrystalline wax is completely melted, the microcrystalline wax/Miglyol™ 812
mixture in the kettle is transferred to the manufacturing tank containing the Miglyol™

-812-and-mixed thoroughly.~ The-resulting mixture is'cooled to 38=45°C and the
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pol ypr opyl ene contai ners. [0147] The above suspensi on
is adm nistered at a dose of 2.5 ng rofecoxib/kg of
whowg/ovBght , by infusion to the ear of a dog. PahEB2004/002461
suspensi On is effective in treatnment of canine otitis
ext er na. | e 0148] A suspension to be
fﬁfﬂT"%%r%@ llsﬁtl cglrigl gmufam!armgdhnk with mipiagda form the

P el B o S LB e R B AP i S o

stsheRBioN] TEOLUsPOSERs QbrberldE afld Silled il m_m%h denmﬁf polyethylene

mcrocrystalline wax and approxi mately 27
mastitis symgent Tlagf packeged pradwatie éctnondllysteeilinedhb e garhma &Fadiation at a

ng, in a kettle. The bal ance of the
B oldolesi 1% ¢ oo o to 85- 98C with nixing, in a
[0Psmyf acthe h’tﬂﬂ'ets nsid¥ fseaﬁnﬁﬁ]ﬁeﬁh% féﬁ?‘ﬁﬁﬁrjt g%%‘@lﬁéo@ ta

corrpletely nel ted, the mcrocrystalline wax/ see
doid ofifOang veldecoxitigudcet by tiamatmaeng frfusierd The stifpension is effective
manuf act 3}4 t ank .cont ai ni ng cottonseed oil and m xed

i} FE3BsgH? “én?aégfdﬁ.u ng mxture is cooled to 38-
450C and the Labrafil (tm M 1944CS is added to the
turing tank with mxing to formthe vehicle.

d dded .t o t hi 1d
983G S Sl R i Bl B o e ERE nEds e
foltovaas empasitida: | | ed | nto 12 ml hi gh density :

pol yethyl ene mastitis syringes. The packaged product

i s t er racfafpshyslreshiqridedmidsonigedima i rr adi ati0®rmgfmla

dose of ega'sco %O kGy. [0150] The above. suspe |on |s
adnmi ni St&718d to all four quarters of a dry{b

dose ofLabZafﬂ%ngmsacom b/quarter by i nt1pn
i nfusion, The suspension is effective in treat rrent of

dry covmieeesrystaliine wel¥fl e 5 [0151] A susp@féimgintio be
adm ni st I%? y intramammary infusion is prepared
havi ng ‘The | owi ng conposition: val decoxib 1.5%ng/m

[ongsjl gg lTr?g(thd&}m?a@l%%xﬁﬁld%bfﬂxnﬁhtéfy%@y& Rk kétReanisht of
mineral oil are heated to 85-98°C with mixing, in a kettle. The balance of the mineral oil
is heated to 85-98°C with mixing, in a manufacturing tank. After the microcrystalline
wax is completely melted, the microcrystalline wax/mineral oil mixture in the kettle is
transferred to the manufacturing tank containing mineral oil an& mixed thoroughly. The
resulting mixture is cooled to 38-45°C and the Labrafil™ M-1944CS is added to the
manufacturing tank with mixing to form the vehicle. The ceftiofur hydrochloride and the
deracoxib are added to the resulting vehicle and mixed to form a uniform suspension.
The suspension is screened and filled into 50 m! polypropylene containers.

[0156] The above suspension is administered at a dose of 4 mg ceftiofur
hydrochloride/kg body weight and 4 mg deracoxib/kg of body weight by infusion to the

ear of a subject. The suspension is effective in treatment and/or prevention of otitis

media.

Example 7
[0157] A suspension to be administered by otic infusion is prepared having the
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Mglyol (tm)812 gq.s. [0152] The mcrocrystalline wax

and approximately 30% of the total anount of the
wob@bpad4fé m 812 are heated to 85- 98C with m XPEMIBA00H/@2461

kettle. The balance of the Mglyol (tm812 is heated to

85- 980C with mxing, in a manufacturing tank. After
fqllwmgccrmpwtmnal [ ne wax is corrpl etely nelted, the

m crocr |1 /M gl m 812 mi xt he
kett | e‘%litch’ Qf%q\ﬁ? 1(1%1%%2 nuf act ur i ngoﬁé?ﬁ? i
cont ai ?a@&okﬂ,efrg@agwol (tm Sl”~and-m xed tllggrngé)gllpl y.
-The esulting tnixture is-cooled to 38M5C an

t heLabrlabirdfilt™ M-V8448¥809BS i s added to the 700 mg/mi
manuf act uri n fnk with mxing to formthe_ vehicle.

The vaI‘B’é&Qﬂ WHNE to the resulting vehimg/®l and
m xed t I form suspensi on. The suspen nis
screene‘%ttg SE?@ kad into 12 m high density Sz)éo

[18BY et Hl;ﬂeenmrmtallﬁnwawﬂdn@&mseweﬂ pRdicagddo RS-O8CC twith
IS termnally .sterilized by ganma irradiation at a
n¥ES 1B A MAESNEE, gk 1T thm@lca%v%albu%mﬁsﬁ omplegely melted, the
m%gtgile% 736(?5@%) 304 C# daHé L%‘#@ﬁﬁﬁ tl\i 19&4@3 %rled&? W tﬁé m%nﬁfacturmg
ose ecoxil er

talnla ﬁnli&l rﬁikmthloefoﬁnl ﬂ:@%ﬁictm ’lThia ceftfoﬁﬁ{hy\ﬂﬁ)chlbriﬂé Qﬂd ﬁﬂeéoxﬂf are
cow nmastit ' nmple 6 [0154] A suspension

add@d e thervRg wehisle wi Iatxieé 1§ sy AT spyRepuPRd ThR:sHsAepsion is -

schfbied dhd B G RE BULbABCAEL MR, T iy at 1
[0a69) M 1$4465ve suf sfmllﬂhdﬂﬁnﬁtdi@d Mt st b mproefthfu0. 05

/m mneral oil g.s. [0155] The m crocrystalline wax
b ledhe brdy evejel and ding pracaosibde efrwdhitvedght By idirsipn into the

BT Mo SR M e i

otistdxtethai ng, in a manufacturing tank. After the
m crocrystalline wax is conpletely nelted, the
Emﬁ?@gr’yst alline wax/ mneral oil mxture in the kettle
I's transferred to the manufacturing tank containing
[0bGler alA stispersimo taibg @dmirisiered biloyic infagon sgueparetbhaving the
fogligxture i S ‘xélgol ed to 38- 45C and the Labrafil (tmM1

WEE ONERGHED t o the
lidocaine 100 mg/ml
parecoxib free acid 100 mg/ml
Labrafil™ M-1944CS 700 mg/ml
microcrystalline wax NF 0.1 mg/ml
cottonseed oil NF q.s.

[0161] The microcrystalline wax and cottonseed oil are heated to 85-98°C with
mixing, in a manufacturing tank. After the microcrystalline wax is completely melted, the
mixture is cooled to 38-45°C and the Labrafil™ M-1944CS is added to the manufacturing
tank with mixing to form the vehicle. The lidocaine and parecoxib are added to the
resulting vehicle and mixed to form a uniform suspension. The suspension is screened
and filled into 60 ml polypropylene containers.

[0162]  The above suspension is administered at a dose of 4 mg lidocaine/kg body
weight and 4 g parecoxib/kg of body weight by infusion into the ear of a subject. The
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manufacturing tank with mxing to formthe vehicle.

The ceftiofur hydrochloride and the deracoxib are
wa@odasmod4e6 t he resulting vehicle and m xed to fPBPCTIE004/002461

uni f or m suspensi on. The suspension is screened and

filled into 50 m pol ypropyl ene contai ners. [0156] The
conttavRios Usdamsis effedtise &l rleimshieme br ptevantitmsef otitis 4xtetna.

cefti of ur hydrochl oride/ kg body weight and 4 ng
[0&63]ac ol invignéIn haying keen QPﬂCﬂb‘}‘Y inffetad 496 by gefersaceigythe preferred

e B AE s PRCAGUR L SRR bl BB Dol
wRHRR Q85N 1r6mMke @6*3@ of tht apsAdeycletnsc i nfusion is
prepared having thetoll ow ng, conposition: ceftiofur-

hydrochl ori de (m cronized) 100 ng/m parecoxib free
acid 100 ng/m Labrafil (tnm) M 1944CS 700 ny/ n

m crocrystalline wax NF 0.1 ng/m cottonseed oil NF
g.s. [0158] The microcrystalline wax and cottonseed
oil are heated to 85- 98C wth mxing, in a

manuf acturing tank. After the mcrocrystalline wax is
conpletely nelted, the m xture is cooled to 38- 45C
and the Labrafil (tm M 1944CS is added to the
manufacturing tank with mxing to formthe vehicle.
The ceftiofur hydrochl ori de and parecoxib are added to
the resulting vehicle and nmixed to forma uniform
suspensi on. The suspension is screened and filled into
60 m pol ypropyl ene containers. [0159] The above
suspension is admnistered at a dose of 4 ng ceftiofur
hydrochl ori de/ kg body wei ght and 4 ng parecoxi b/ kg of
body wei ght by infusion into the ear of a subject. The
conmbi nation therapy is effective in treatnent and/or
prevention of otitis externa. Exanple 8 , [0160] A
suspension to be adm nistered by otic infusion is
prepared having the follow ng conposition: |idocaine
100 mg/ M parecoxib free acid 100 ng/m
Labrafil (tm M 1944CS 700 ng/ m
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m crocrystalline wax NF 0.1 ng/m cottonseed oil NF

g.s. [0161] The mcrocrystalline wax and cottonseed
woRlosare3heated to 85- 980C with mixing, in a PCT/IB2004/002461

manufacturing tank. After the mcrocrystalline wax is

conpletely nelted, the mxture is cooled to 38-45C and

WHATURr BAIMEDHPM 1944CS is added to the manufacturing

tank with mixing to.formthe vehicle. The |idocaine

land Apaethod el reaimentehdd pravedtivn ofes ihflinigateshéadtldRioans a fluid-

m xed to, forma uniform suspensi on. The suspension is

scr EYHaRingRIgan havang 4 patyaloerterior pefige thsppprtad comprising

cont, ai ; T ’ lonis ..
S SRl 8c RO B P BRI ripfemmatory agon
vei ghthe anghn4vianthe pafegiopuifiek shid@Eorsdbiti o ethéras nipRik g aGRhicle
into the ear of a subject. Theconbination therapy iI's '

ef f Hhat FTBPIISES {3 @aemphipatigipibthapisevasertdisparsilfle and ¢thanol insoluble,

ot 0P3RS P B SR i i
t hesebddmihistetinklin bemBiRRRIERErab) Hith mdiahﬁqaﬂéﬁ&ﬁttoﬁmgem a
e

vari ations are possible w thout departing from
scofssond agenbselgniechiaen the grpws consiating of aitibadvEital|agentd, analgesics,

method:of. tr nt .and/ or, pr ntion of an .
ot PRt R SR gt YeRe e asie gappts. and
havamigdemitaigyiii] wigsttiathe¥ecd ddefiis alinehifiBABY a route other than
conprising admni stering a pharmaceutical cofhposition
conipeirete gt admiaistiatiomef theraett-onflanmoaseny agentt he or gan vi a
the exterior orifice, said conposition further .
2conPhe methgd af Chincl whdrbiatthefnidrdoaminif@drgan iscmphidpast milk -
oil that is .vva;er di s&g{ji bl e and et hanol, i nsol ubl e,
( b) PRI RE #9910 APd wheiihe sompesifomnis admirisieisd iby Aptramammary
accgplsgl € non-aqueous carrier; and admnistering in
conbi nation therapy with said anti-inflamuatory agent
a SeCo I from.t he grou onsisting, of .
St RSP bl GG OGP B ERRT s bothect witn
aneghdigis) cs, sodi um channel bl ockers, antineoplastic -
agents, and antiedem c agents, wherein the second
4.29€he héthad bt Qlashar - ;
of adm nistrati onqo‘fﬂ%tn;hig t%n?‘%%ﬁ?@%@%?%?@ﬁa%ﬁﬁf {)p;g%lﬁjjea’ and
Thewhgzein sl esfm@isiiomid adrhisistéred bhinfiidion thtathetear. ni ng
organ is an udder of a m |k producing animl, and
5.h €Tt methbd oL Chira gi whedein ittse iaflainfriasdre e@ditdyn is associated with an
intra ry infusion. 3. The method of Caim2 )
m&t@ﬁ% Selseied e grovpransistaig f Stisis suiermas etitismedia,
TRSLILLLS. h ; . > |
1 oo achec ol Afecbnt B iR bR gy
otosclerosis, otalgia, otic pain, otic inflammation, otic bleeding, Lermoyez’s

syndrome, Meniere’s disease, vestibular neuronitis, benign paroxysmal positional
vertigo, herpes zoster oticus, Ramsay Hunt’s syndrome, viral neuronitis,
ganglionitis, geniculate herpes, labyrinthitis, including purulent labyrinthitis and
viral endolymphatic labyrinthitis, perilymph fistulas, presbycusis, drug-induced
ototoxicity, acoustic neuromas, aerotitis media, infectious myringitis, bullous
myringitis, otic neoplasm, squamous cell carcinoma, basal cell carcinoma, other otic
cancers, pre-cancerous otic conditions, nonchromaffin paragangliomas,
chemodectomas, glomus jugulare tuitiors, glomus tynipaficum tumors,
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wherein the conposition is adm nistered by infusion
into the ear. 5. The nmethod of Claim4 wherein the

WO pdos@anared ory condition i s associated with an BCT/B2004/002461
di sorder selected fromthe group consisting of otitis
externa, otitis nedia, otorrhea, acute mastoiditis,
i nf mrtqhgm@itbealaah@mmatoidi dermsatitiy, paligpnbeddualagitis,
otosler ia, .oti'c pain, otic inflammtion,
oti & BF%@H’Pa’aaﬁ\E R OlPACHA RFTUPIEN SeRRCSAUL EyStS,
VesEIthA! k&61ds Qitntths ’Velkt? B! t%ﬂlp@%aﬂme iRfREidd, anifs, otic
vertigo, her pes zost ér oticus, msay Hunt''s syn
vi rforurcdasy patidsitis, cogldmgiwecandsersorlmmlmaémtgdokseepxdsral abscess

labyrinthitis, includjing purulent yrinthitis and,
v. r gﬁ&%%{ﬁﬁl&?% sphyel .qmmrﬂm@sotltﬁgwﬁwmmm Rendyas |
Mﬁiﬁ?é %ull&‘.fs dREHeC 8%r0L %t&’ﬁ%ﬁéﬁt% fo?éigr'ljﬁ&%lgs keratosis
neu aerot| s nedla I-n I ous’ myr
bul d)lnumnsry)tomguotslls,strau(nw acutl@ba:tbﬁﬁSWe&q,mestta&hhn tube
carci nona, basal ceII carci nonm, other otic cancers,
pr eRSHHEMMo BESIBEEleal il et T rompligHitans asarinicd therewith.
par agangl i omas, chenodect masr gl onus jugul are tnors,
6g| o’ﬁhcsm@ts}aﬁfb ah Claimdt wiresein tl}zﬂemﬂemmamry mrsd;tums assomated with an
ant exter otit

n
SuETB S ARl Folrtins b EB Rt Rt au s prfite, s med,
CerdtiRhoa, SRPRERABSs i HicSan iRALARARSy chifpSHefSthat 4r8 Rilitt$ to an
vertigo, tynpani c nmenbrane infecti on ynpanitis, otic
furqjmugcalpectcﬁdigﬁt i's, conductive and sensori neur al
hearing | oss, epldural abscess, lateral sinus
7.t hrirdonsthed of Uit raVvheesip yaittevehiolel for aidyedomt agehadattprises (a) an

Dandy' s syndr.o bul | ous ringitis, diffuse. external
ot .w@lpaﬁ%‘f«‘ Qildﬁg%w‘é%dlslkf‘é% 3§tf@5?luf*%%ble (b) microcrystalline

t
cusTECATA T kAR Raly ?%%%8%;’{0?3%. 8 S%a“i?gfg?a and

°c|° Pl SO EPECARR TSR st B sl e g TROREerRl agent

i a c.diisorder se ected f
0.0 1 s & Ol 3o Sthefeis 1R SRl St iseleqiBg frpm the group
ot Uohkisighg &natdrﬁlfa%e%ymal iclimnq d mlbmtcalwalospoms

conponent that are related to an |c sur
pr coautolides, lmcogdmsdcsephubnmﬂﬂﬁbmqmﬂepnﬂmr pnlynmsansj sulfonamides,

hicle f
bbb ST el M SR T
S(ﬁhﬂb%&s ﬁ@odﬁlﬁl&%)’tﬂrﬁ\!\ﬂd B rdkaciaNébiisha, cﬁ‘)meclocychne

phar maceutical [y acceptabl e noﬁ) aqueous carrier :
Th emfemki@,dn@ha@blmamdrfMeme,l afloxacid, menmulmhrmge,rsﬂver sulfadlazme,
conlgiﬁiases .an BII bac eri aI a ent The thod of

a arHEGFRAErE

oS o T ag?malgze frazodlidgongst ed
f' T YR dopEptRfe® Whino glycosides and aminocyclitols, amphenicol, ansamycin,

carbaphenem, cephamycin, vancomycin, monobactam, oxacephem, systemic
antibacterials, antibiotic-type antineoplastic agents, nitrofuran sulfones,
marbofloxacin, and tautomers, stereoisomers, enantiomers, salts, hydrates and

prodrugs thereof.
10. The method of Claim 8 wherein the antibacterial agent comprises an oxazolidinone.

11.  The method of Claim 10 wherein the oxazolidinone is selected from the group
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consi sting of natural and synthetic penicillin-type

anti biotics, cephal osporins, macrolides, |incosam des,
w@b@anaasé i | i ns, pol ypeptides, pol ym xins, PCT/IB2004/002461
~sul fonam des, . chl oranpheni col, thianphenicol,

florfenicol, tetracycline-type antibiotics,

qui comsiBting pf épemzob«b,mmmmm BIS((58)-B(B41ludro- @(@@om&&mrsyms -0Xy-
colistin, IH’% cycline, maf enj de

ac
nor } PHEEZ ?I}y %é&yrﬁ OWPh(if@ylHH@ﬁlﬂéace@mnxfe KS)-N ((3-(5-(3-

I
oL s LA SO, 5 o
am (r{QSS;J@t[BGBmdeﬂ (&ngy@ﬂﬂyllﬂpéiﬁilhiloj'lﬁ)heﬂﬂ}lﬁféﬁbqoj» oxazolidin-5-

ansanyC|n carbaphenen1 cepnamnyci n, vanconyci n,

shgheth mm@man@@twadsamtpmémwmg%awb 2-oxy-5-
t t trof
§3| ‘#’%%@é‘*‘ﬁ%&}‘% ¥W§“§*§.§é§§h?f§ oo e aoers.
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di hydr ocodei none enol acetate, di hydronorphin

di RgiP@ds, aﬂwmﬁmmuadetiwgmlpw ifoeesomt, ﬂanmmmiuﬂone fluperolone,
I t.hi ne, di oxaphet

Ut DS HBen e bbbl SR b Roquigensn Buropstienolie,

dr mrtﬁpmsfeneﬂaﬁéaaam%rn@eéﬁﬂaﬂ&ﬁsﬁcg&usﬁ% n#%fb?une

epirizol e, eptazocjne, etersalate,  ethenzar

et BBKameasinnglycal spisyieie rg@alazaﬂhyel haltinphidhj eaidhetasole,

et I t onitaze c
R LT A COMETCRCE T A,
f e hgdroedréisonefaesth@Nyydrodofiond d@inafee Bff@l‘éb&ﬁgone hemisuccinate,
feprazone, floctafenine, fluazacort, | ucl or oni gl

f | ydRepritons @l dysinaterhydtesetisene ¢}{pmna$ﬁohydiemofphone Xin,

oIo cet oni de, oci noni de,
r1 1O EBIeg R, R DR, Ao PRob o el Selic e,
f | idegithatianimdoproftal BRI liSHRHAIhE QU SHMPredone acetate, isoladol
fluperolone, flupirtine, fl upregnl dene, ’

f 1 ispmetharens: sawixit, isoperrguisexioen, Kdtoheanidorenkétbpiefen, ketorolac,

p-lactophenetide, lefetamine, levallorphan, levorphanol, levophenacyl-morphan,

lofentanil, lonazolac, lomoxicam, loxoprofen, lysine acetylsalicylate, mazipredone,
meclofenamic acid, medrysone, mefenamic acid, meloxicam, meperidine,
meprednisone, meptazinol, mesalamine, metazocine, methadone,
methotrimeprazine, methylprednisolone, methylprednisolone acetate,

methylprednisolone sodium succinate, methylprednisolone suleptnate, metiazinic
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flurbiprofen, fluticasone, fornocortal, fosfosal,
gentisic acid, glafenine, glucanetacin, glycol

W@ alo50yd4a¢ e, guai azul ene, hal ci noni de, hal obet BEDIB2004/002461
hal onmet asone, hal oprednone, heroin, hydrocodone,
hydrocortamate, hydrocortisone, hydrocortisone
acgtig! ﬁetom%%%bbrﬁ QiTelsuifohb ahéfezd 1] iRRtdsbad) Meorazone,
hent succi nat e, - hydrocortisone 21-1ysi nate,
hy ditcogtine irsaphine izyxirodslomgde n;odplnnmmbﬁatm @Orphohne salicylate,

et hi di ne

hyd f
| nfré’g%éf T8¢, §3‘P‘f“&‘§$‘1’"§t Ba }‘IﬁH g&@'l["?? ?.nﬁg*g ﬁwﬁ}: naproxen,
' S(PIFI% dlok%fo a0 ol ddRHo E{qﬂﬁke, nittSRHhd! RIMRARE aciaClhRb@ide, 5'-nitro-2'-

I SO onet hado I'soni xin, isoxepac, isoxicam
k e tpedyery ateteailide etonier ofpbaol ket methhdane, normorphine, norpipanone,
/| 7-1 act opheneti de, etam ne, |evall.or

| e@%fﬁbﬁﬁﬁowmme%ﬁ%ﬂ{aeﬁm%% SR E R agtiqpe, oxymorphone,
| o

acg? @H li’ltf%/ h\(;rfcgg}lgir gﬁgﬁéﬁ)}gmd ﬁa)fa?ﬂ ﬁe e agsg}mlde’

e geyragirtne, pﬁ‘ﬁsemﬂnphenamnd phmhdmonarp,hempene dghnaqzopyndme
V Er edni sane, . nmept azi nol nmesal am ne, %OCI ne

ne

hekesariderphensceil rhspepsridine, Mﬁg}{rﬁ%@a gpuREhan, phenyl
o SRS S B REEhE s fieniTSURR, SHEHFRAROE pRAMpHTen. |

?)hﬂﬂlbﬂineqﬁp&huzﬂf&t pipetylore, pmnbbpopntramfdébpitraqim,pirprofen,
ezol ac, nonetasone, m)r zone, nprphin '

n
hy @r@@mo@q‘aq a@dnw@qblgﬁ:,, W@ 1iseleng, @reqqﬁpﬁc'h@rqqqévn? rednyﬁdene,

sal b
R DISBI 6 AR s .
n efp@@@ phiene, propyphémeone) pfemazameeprotizihlcuarid; paciazile,

nlrresullde 5'-nitrg-2'- propox t ani

norrm@xf@ragwg‘n smifenne FIREEI N é%ﬁ%ﬁtﬁ*ﬁakgetamlde salicin,

nor ?arﬁﬂﬁg saﬂéﬁeﬁllnﬁé LReti Rl c?ﬁ@%@iﬁr §é|11c¥1lsulfur1c acid, salsalate,
aci ne, rozin, oxycadon oxynor pho

OX)éﬁlhaﬂﬂEH,l biazoids, sﬁamamkrseﬂﬂﬂﬂazpﬂ[ sulitig sgreeoxide dismutase,
par anyl i ne, par sal m de, Pent azoci ne,, perisqgxal
phép]prg&@t §qqu YFRBH gggl)f]gﬁ@ MZ@E?)H m, terofenamate, tetrandrine,

ph %ﬁlg’%ocfﬂ%éﬁtgidﬁg tﬁ%ﬁ‘&’f&&iﬁ hLQr h&i@ d%hﬁﬁ&’iﬁgl irrondme tixocortol,
enoper i nopyrazone, enonorphan phenyl
aC Q@lyénaﬁilct aoyd, ablmetlphmyidmuttammeoloph,enymcma]ome paomde,
phenyr am dol , pi ket opr of en, m_nodi ne, ebuzone
pi BEPSIBIMINGLERRHCHS XHBPPFOf%ﬁ%l@@mfﬁ@ ﬁr&ﬁ%
plrprofen pranoprof en, prednicarbate, prednisolone,
2%r ddwicompesitipn @ﬁ&lava 27 Wheeaim {Hiei apiiriaflammaigry, agans eorprises a
pr oBern?t azi ne, pronedol, propacetanol, properidine,
gm pr opoxyphene, pr opyphenazone, proquazone,

L B ST o SR Bryags s svn
zg:sie%lﬁal a%allhgy %oﬁ%‘?d gal i cyl am de o-acetic acid,

I'C acl |cy ul furic acid, salsalate,

&Iggl%bglﬁgrgs & §§’27§&5He? B?t% Antl-lﬁﬂh&ﬁﬁ?dﬁﬁé&? comprises a

di's mJ
selectwe COX-2 inhibitor.

32. The composition of Claim 31 wherein the selective COX-2 inhibitor is a compound

having the formula
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suprof en, suxi buzone, talniflunmate, tenidap
t enoxi cam terofenamate, tetrandrine,

wo bioamad4Berobut azone, tiaprofenic acid, tiarani BET/1B2004/002461
tilidine, tinoridine, tixocortol, tolfenam c acid,
tolmetin, tramadol, trianctinolone, triantinolone
acet oni de, tropesi n, vim ¥uci n, xi nmopr of en,

i The fconposi ti on of

Claim 27 wherein théant
a steroid. 30. The cOwp
anti-inflanmtory F@g’én?& conprises a ngpn steroidal
anti-inflammatory drug.031. The gonpogition of Caim

27 wherein the anti-inflanmmatory nt conprises a

sel ective COX-2 inhibitor. 32. The|conposition of

Claim 31 wherein the sel ective COXB2 inhibitor is a

co § r e h

ar ou AR 12 it 02 rh B BORRCH hfirdsin B TS Wiy BB grou,

X1i X' 1I§IN)0r m’zwmeﬂé iRHlydregenyd halogeh, and Yednageare umweﬁaenuy
and Z are independently carbon or nitrogen atons

def FARPOTLOrIHiragea oy dnfiging adjaceptatoms of afive-rie Asemerdbered ring

L'ogfﬂ ¢ %Etl r?ﬁllg @Eﬁs?'ﬂﬁ%& %(t ond %? h%)‘i*efuﬁosqlcﬁg lwgﬁ&xﬁ);’ BTIB?}B%I or

33. haltreethgingrosist i on of Caim 31 wherein the sel ective
COX-2 inhibitor is selected fromthe group consisting

39f ey @mdshionRRCRARNG lbwhé%@ihgﬁéjéé'l&twé’ 203e8 iliBitor is selected
rof ecoxi b, etoricoxib, lumracoxib

2- (ot group cophsting IO)T d&adokil, rpetehtyhb;deie(amyﬂb) widaepkib; dfecoxib,
cycl,opent.en

(58T &Wl&?cax% A SdipraeR 3 Lpipetbylsulfonybphenyl) 2-

FRRMERN=0h Ge:e¢ :
2 4 di fluoro ﬁ§f izadlfllogoSQﬁi;mrugion-leﬂ}% 2ﬁ 1 b?nzomran 5

- 5 c[anboxyb«rr@cudyz Gt ﬂmrthmyna(s aquky—3memwa2bmn¢)-s [4-

AR BNT R GE-ryiterinopes S e ucraphenir-de.
t erriffibrymethy l?ﬂﬂzgfytraijoﬂl( benzenesulfonamide, tert- ut;/(l ]]benzyl -4-[(4-

oxopi peri di n- sulfony pi per1 di ne-4-:car
4- [@Opwhgfhyll-I)—y],?.sulfonyl]plperldme 4- carboxylate 4-[5- (phenyl) 3-

(tr fluoro IH- oI-I- benzen ul f onam de,
salf" Qj“%?ﬁ%%“%ﬁ%@fﬁh%@ Nagfensgyed Baisicn 3 e ragkugs thereof.
Clajm 31 wherein the selective COX-2 inhibitor is -
3erkesemposigsn ol Shpydicrein e ssteciyaCRXe2 intlirasinderarxib.
sel ective COX-2 inhibitor is parecoxib or a salt
3% heFhespmpggtiompeClagmadsiiteran thefselecavaC @K -Mmdritsitan it pezecoxib or
sel e t'tve?eo X-2 - inhibitor is celecoxib. 37. The
cor?pgs l% of Caim 31 wherein the sel ective COX-2

n bltorls val decoxi b
3é hILhe composition 01l &a?m 31 wherein the selective COX-2 inhibitor is celecox1b
37. The composition of Claim 31 wherein the selective COX-2 inhibitor is valdecoxib.

38. The composition of Claim 31 wherein said selective COX-2 inhibitor is present at a

concentration of about 0.01. to about 1000 mg/ml.

39. The composition of Claim 31 wherein said selective COX-2 inhibitor is present at a

concentration of about 0.1 to about 750 mg/ml.

40. ‘The composition of Claim 31 wherein said selective COX-2 inhibitor is present at a
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38. The conposition of Caim31 wherein said selective
COX-2 inhibitor is present at a concentration of about
wa@20%/00@3@bout 1000 ng/ m . 39. The conpositi onPOf/TE20@d/ 002461
31 wherein said selective COX-2 inhibitor is present
at a concentration of about 0.1 to about 750 ng/m .
40.comtmntmtiopofatonohtoao50Ghgimh 31 wherein said sel ective
COX-2 inhibitor is present at aconcentration of about
415 tKheZobhpwRitioh of any’ok.CIZIRE ZONPARbinARe AhplapathioiGh gi ms
27-40 wherein the anphipathic oil.i's a polyglycolized .
gl yobrglreliprdegl xecside biepaied &l aohlsbbalpsis reacidan efmaafral triglycerides
nat ur,al trti]gl%cqri es wWith polyethyl ene glycols. 42.
The"! STYPGHE' 61T ai m 41 wherein the pol ygl ycol i zed
l'yceride conprises a main fatty acid conmponent of
423| )éﬁ%e cogpgsigen pf é’é‘ll@ ¢ wieren thegolyghwolizadiyderide porprises a
d aj j ‘ I .yceride
coﬁhpdrnll é%tgﬂ%ﬁ{&#ghohgkﬁg? tg %/e\{cg%:c?{%%fgﬁ'g%%gﬁ “of oleic acid.
44 .. The conposi tion am4 1 erei he . L
oo RERTDaRoL el adeRer g b el areridaeommies a

CORRES FtyaRidfonfgoRbdPoR Slephi®i N the anphi pathi ¢ oi |
constitutes about 1%to about 80% wei ght/vol une of the

44C OTREShinbOGtionf! f | i pherein

e ronpadiptr IR 4T NIRRS He BB licth A s tbE R o)
‘webglitdte.ol une of the conposition. 47. The conposition -
of Claim 27 wherein the anphipathic oil constitutes

45abqué cOmPddthidroofatiau 2P AHee BB apRIpdiE: & cddiBtutes about 1% to
conposition. 48. The conposition of Caim27 wherein

t habont P& weightavalymeolihir cempedifionit es about 0.001%t o
about 50% wei ght/vol unme of the conmposition. 49. The
46¢ offhe sompanitiaf of Tlainn® 2 Whedear e arphipathicoibedngdtutdsl dbogt 3% to
wa coag%}i tut et? bout g 1%t o about 40% wei ght/vol une
gL 22 Gy Yobime efthe ¢prapesitivfbsi tion of O ai m 27
wherein the mcrocrystalline wax constitutes about 1%
47t o The eempassign afi (Jpin) Yowhemsinghe emphipathisoeil canstitutes Bbomi{k01%

OIPRRLE 654 v%g%h%}glu%e ogtﬁe% & é"gi_q%?’o\r%hte[]:i gr LES

C
non-aqueous carrier 1's seléec
m.neral Qils, nmediumto

consi sti ng..of veget e, oils |

487 ohe 8‘?{8?‘%#%‘1@%}8 s WHAGITHPR ficreswiplling gk sgpstitutes about
pr 0yl 216 aBbui G0k, WiizBPidtise of thE%angHgiﬁ Jong chain
fatty acids, nono-, di- and triglyCeryl esters of

49f athy A ARiAY ARLY s PHLENERS kr)fgrgkr?'stalline wax constitutes about

0.1% to about 40% weight/volume of the composition.

50. The composition of Claim 27 wherein the microcrystalline wax constitutes about

1% to about 15% weight/volume of the composition.

51. The composition of any of Claims 27-40 wherein the non-aqueous carrier is selected
from the group consisting of vegetable oils, mineral oils, medium to long chain fatty
acids and alkyl esters thereof, propylene glycol di-esters of medium to long chain

fatty acids, mono-, di- and triglyceryl esters of fatty acids and polyethylene glycols.
52. The composition of Claim 51 wherein the non-aqueous carrier is a vegetable oil.

53. The composition of Claim 51 wherein the vegetable oil is selected from the group
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52. The conposition of Caim51 wherein the
non-aqueous carrier is a vegetable oil. 53. The
wa@ eowp0ed48é on of Cl ai m 51 wherein the veget abl ePOI/IB2064/002461
sel ected fromthe groupconsisting of cottonseed oil,
corn oil, sesame oil, soybean-oil, olive oil,
fr aCMSﬂH‘lmg@(ﬁ Cmﬁm@fﬁdﬁmb bbrn cieaRAthe 6il) SO BéhﬂfdllOWe &1, fractionated
saf f | ower ?I al mond oil, avocado oi Iy palmoil, 'palm
ker ReFONBE ¢L PSé‘B’é%uSU@ﬂPWGIb@b @&fﬂewebﬁnﬂ, alipmtseibdvotado afgpalm

ra [ 5 erein the
vegg 41m léﬂ'{el &;e{)@g%tg‘gﬁé’e ﬂ glglseéﬁw(@ﬁ BSPHi on
ﬂlal m27. V\,her g on-a ueous carrier )
¢ PUPRSIERACIAms 8 Wgergwﬂ% VeRs il tcoUonsasrbobt
the conposition. 56. The conposition of Caim27
Sohel B ?P@Pf&ltmrpféa%ﬂgb%wwm the neRoAGEO I Capseraivostitutes about
10% % ht/voI of the conposition. 57.
559, ﬂQfBU\%t W a?lu %ﬁe roapﬁsf‘ in mp

The ‘conposition o % non- aqueous
arrjer constitut 40% t o about 90%,

é/e E ?%ﬁ’%ﬁ%’ 6# Cﬁﬂ@aﬁf\’f{a‘?}%ﬁﬂt %OH Pl (AT PABYitatenabout |
of {dBkdhEbt 95%twélgﬁtﬁ\}3ﬁfmeﬁ6¥mé b(ﬁﬁpﬁosﬂfo gl €ast one -

exci pi ent selected fromthe group consisting of
nt \ ves. .stabilizers

Sgg erlr;l?e?s((S sﬁrgﬁ i %ﬁé}gﬁ#}éﬂelplﬁ@ it U FAUSOUS GBI |CPPSZg'{tF§ﬁPOUt
agetiss to ﬁmut 909 vedi ght/voRinteSof tRE cdrifdsHRMCI Ng osnoti ¢
pressure, coloring agents, alcohols, perneation

589 emesoongjg itioh lof CRRMSD7 thﬁ%ﬁﬁ@r%o@%ﬁ%ﬁt f’eﬁgt dadfe g? é eﬂgse selected

agents The nmethod of Clalm erein sai
agdimm gengpipemnsstingnbattiogtdasts, Oservafives, mbhizdrspfvettmg agents,

ch ROt GEReEs Mg R T Sglveon e, St Garpmeairs for
whahBhdhcidl Hmdae gfb@s@a%etor&%ofégéﬂ& %ﬁgﬁ&s%ﬁ%&%ﬂ' ts anti-

therapeutically effective e corrpo P
of ititantenigtonipegmitrandtimffedhy ggenecol i zed gl yceride i s
pegi col 5-ol eate; the non-aqueous carrier is

5% otThemsetbat afi Claint D2 whbtein aid bezbRBLLNY cREfiNes b lanesthetlc
selected fromthe group consisting of deracoxib,

60par®e exdtiivd srat1eRe2T Wheid] S&E
e @éb@d G ug‘?‘g%?ﬂe% §|sgduém c&annel

etoricoxib, lumracoxib,  2-(3, 5- d|
( n®laslesul f onyl ) phenyl | - 2- cycl opent en- | - one,
(S)-6,8-dichloro-2-(trifluoronethyl)-

612HTlhe bempmplgiwraof Glaa 2D wtitdic ssdd betond agent comprises an anesthetic in

3,4-dj.fl 4- ( 3- hyd 3-net hyl | -
bu&?ﬁ% %cﬁuuor Wr%gnnfsoﬁw ))r;hre(r)]y/] 3m(92l—|§/ pyri dazi no
62t | II@F sgmgwmgn of Qgim 6l u@pmthhwo)yglyaobmdaglmeﬁue ¥ felaizot
oG U I P echiamscedictls yp apripBrmemetosy ascat s

ar bélEQtédiIr@m the group consisting of deracoxib, parecoxib, cel 14
4-[5- (phenyl)-3-(trifl uoromet hyl ) - T py)r“azg? ?Co_xi, I'Ben ecoxib,

ep&feeorin sterigexibskimircexill, HfbohdiftporophenylyB:[4-
(methylsulfonyl)phenyl]-2-cyclopenten-1-one, (5)-6,8-dichloro-2-(trifluoromethyl)-
2H-1-benzopyran-3-carboxylic acid, 2~(3,4-difluorophenyl)-4-(3-hydroxy-3-methyl-
1-butoxy)-5-[4-(methylsulfonyl)phenyl]-3-(2H)-pyridazinone, 4-[5-(4-
fluorophenyl)-3-(trifluoromethyl)-1H-pyrazol-1-yl]benzenesulfonamide, tert-butyl 1
benzyl-4-[(4-oxopiperidin-1-yl}sulfonyl]piperidine-4-carboxylate, 4-[5-(phenyl)-3-
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and the second agent conprises |idocaine. 63. An

article of manufacture conprising a container or
waledoswessye devi ce havi ng an oxygen perneabl e waPCT/1E2004/002461
. havi ng contained therein the conmposition of C aim27.

64. The article of Caim®63 wherein said wall 'is

c on@iflwabmethgl)- drpyrayaddnylfrenpanebll fonamider sadts and pjodingys nigereof;

pol yet hyl ene. 65. The arti'clée of Claim 63 wherein the

condigdhé pesAnd agrnbraraptises Bdef@liecheni cal and/ or physi cal

stabil'ity. :
63. An aﬂic¥e of manufacture comprising a container or delivery device having an

oxygen permeable wall, and having contained therein the composition of Claim 27.

64. The article of Claim 63 wherein said wall is constructed of an oxygen permeable

material comprising polyethylene.

65. The article of Claim 63 wherein the composition exhibits extended chemical and/or

physical stability.
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