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present invention relates to a nmethod of treatnent of

an infective condition in a fluid-containing organ

having a natural exterior orifice, such as the udder

of PRPERSWIE PAATMATHRTCAL é@gx@?@sm’bﬁ FORTRERTMENT OF
also relates to a dispersible pharmaceutica

conposi ti on suit abMASIITIS AND OTHC DISORDIER®r gan

according to the 10 nethod of the invention, and to a
process for preparing such a conposition. BACKGROUND

OF THE I NVENTION Mastitis is an inflanmati on of the
mammary gl and of i | FIBEBAR THE BRVEBETE)N for exanpl e

dair st _often used by. bacterial infectjon.
Bact or | LeERe iy iR IS s ollaalontnd o8 fpfeive
argdndidn ¢k $18idSHHtAning orindBivingdd natwtar é‘oltéﬁksr%iﬁcﬂzgsugg as the

mastitis. Over 135 organisnms have been docunente
c algslax ofieemplprrigeing ahunal dpevieae Freshvdntion aBorrelatesfo b ddpersible

oGS eSopdRiot IERBJEifisSan B ibeiosan aepording to he
HytaitBOEof BB YiveRIGE Rhako & gfrgcﬁgssfo?ﬁ%@f)iﬂ%t 52119 la'é:gﬁ;gositio?.o

di sturbances deriving fr I gh I ne

create condition mastitis.
An i ncreased somsal%likg cel@gﬁﬁgfﬁgggﬁﬁéﬁ ith 20
mast i t iMastitis ipasinflamelayion of (R} mifshayy flbnd &f @Ak pRHURRY animals,

negatively correlated with mlk production.
Frfga%i@mnlfysialarfsqvﬁf vesteaftensausaddty haeteriahinfestion.r Bastetieenter

h ' It ften affects.a, cow ..
aPAOugh ety Bl Br e o8 o KBRG RS SRy 5P Spupligit
t meatidsl. Ovemf3sairpaisiahfe bave dodaendnteaas Lafbative 30%ogdns for
the cows in a typical herd, with | osses per cow

r 2RYinsgnastitim Brss of degnaor grenpcefivaogeyseae graBopbsitve cocci,

b 0, TP RO, el 39l e

binhdtatailic dikplrbaices dﬂﬁk&iﬂ% kol Righ Bsaudayléﬁi%@n@i&t@%r&k@_ ditions
The majority of these Tosses are due to reduced ml

pravpsetle gnihe ppset afreastitisy Awlinicraased smatin cell count, associated with

C it S.. C risi.n .antibiotic for treatnent .
CPRISLIL AU E L AR Sl Sl BT R min
Seveduations: OFR@SIntly OdiSinfedteddov! Abt®elrefodiClom the herd and dried up.
adm nistration are fornul ated as oil based

f Maptitia pftemalfects axovPdudng itiNentirs |i636)1d84he dis@ae iszmraperly treated.
di Ses. a conposi ti o) regting .mastitis by .
LR AR E B ol SR B B P toses e
vegRtratifs Rbin,$188 to $i§0’ﬁr%@%s@2@a};%oeﬁyrﬁ§%99ﬁ/ HOARE

al cohol -sol ubl e fraction of natdral lecithin

p ey tallyi agstippdisease ko therdajyy amdpsirmgyith losses estimated at two billion

dollars annually in the United States alone. The majority of these losses are due to

reduced milk production.

Intramammary administration of compositions comprising an antibiotic for
treatment of mastitis in milk producing animals is well known. Several compositions
suitable for such administration are formulated as oil based formulations.

U.S. Patent No. 3,636,194 to Parizeau discloses a composition for treating

mastitis by intramammary infusion, comprising an antibiotic, a vegetable oil, an
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di spersion of the oil in mlk, the phospholipid being
sel ected fromthe group consisting of phosphati dyl
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thereof and present in an anmount of at |east 0.25%in
saj h h compositions. are 5 sai.d. to provide
;bR RE Gl eeufla fedumolinid RuBilforasmoting
Brdipes i1AR BiliC Ao - i

ispesdion’at BB bLil AR BlilkC A gﬂﬁﬁ;&&h{pﬁ %&%go %g%cltéa Gh9FE grofip

conposition for treatin sing an
acqonyistieg disphospleatidplchalipd andplesphatityl Ethaed aapleall eniRivres
i d conposition containi ng phosphol i pi d

PGP AR LR g DB DEat Faa Df oA G ich compositions ae
al RN prs AR bl ARSEGHRineh AinPLATRLL BB REEST O Of

t he composit ur opean

Appl i cBitgsh Meoent G.pPR2atORANSi 151H 10897]i &bl @R @SIbbAfion for treating
whi ch. . contai.ns one or nore antimcrobial agents

diBHEFS SQMpHsigg ap petivesHBY arGergd gfpharmacgutigadly ag¢eptable oil base,

t reh Qi S0l Lt tearic aci.d t t he :

i e RBoN R Bhrelhl B PR Cor BB STy cnieely of
alabwihol-solavid nfedribl For pasmeiihy diRBkiBIoP theMoRPbikion in milk.

veget akﬁ e, synthetic or mxed extraction. Such
conpositrepran ApEnt4pplicasion plee§ 233 7i @ disgknsesof carhposition which

S PO B SR i o s

Paf eglyddoideSofFbmERrhntdGtdasia lssidio g?etﬂe%lvbiﬁvp&&%gkﬁ@%aéd cetyl

me hgd of using yrazol yl benzenesul f onam
C @iﬂ? Alend Sﬁmlra@&i;(ﬂi’ aRd hetddn popaily mediugoofaitiecad, vegetable,

an| : 0 sqane said.to be useful for

_t r@.glgﬁ?%%cn%?(eg g%rtﬁ?‘:%?g\/ g},lch fodppﬁsums &f%%léfg@ spf?cgmgtlefaée of the
| mptimycrolsial dgend inShe WHGRE, dnhéncidEREbiBloicAI p&Btidl Sk difting
mastitis, peritonitis, skin conditions, burns,

gfHBouf ing, nhypersensitivity, conjunctivitis, eye

|t ornatvorm S eoBRah LAl Naflu g adtothod of using
dipgalz 0I5 Eber2 O OB bianf18 corfPETRIdS % Hat H¥BarRhat ffi a Gompanion

bi oactive agents in a liquid carrier, whic
nBeinal.e duclo@mpounds are apiditn be esefeldfor eeatnenf ofopaid dévep)joint

p t er.ein t .pi oactive agents include .

DERPAE FonrU8IoRy, e SRR P ot e st
aperipyitie] ks cortm ERireS 68 Hyper -@@a ; {

(g. ., cycl ogc))< /genase- 2 YIZ) iyﬁﬁl:sgkliskor 5?6}%&%{3&&’ éye
cmff@@ymtmnswel g ambmydenardinkisereadiaby a par ent er al

(e.g., subcut angous, i.nt r amar | Nt ravenous, .

| nt r apBTTRETURY PR Pl S od/ggiiscloses compositions

| BéhpNaGE B or M6R!bioRfivé inf, WD odifi
Pat eglf P%bl i?:rati onl?\b.lvv\%&’é&/186121%}5&%?%@?%2@2&;}% s bB8fnodified
ctnipsianiingreased lyel ofi axgdatine posdues; whixietadt bitactive agents include

sy s_i%:ﬁn%es in.a ngag-.aqueous carrier wherein the '

cOMDBEPTHYEh ARURCPESHoS YR Taneaodyalery antpyetics: analaerigs ayd anti-

ofnfRRANH0N- agedt® (AP OISy S -9 i 152802l Eositi

i ntravagi I%_a , T éc‘? alwcan d %?ﬁarg %%3% 4 T 8%’? t§r3s9.0$ uch,Cqpppositions

2¢O B VNSt eRTY Y BRGEEAD QBH 2subcutaneous, intramammary, intravenous,
intraperitoneal or intramuscular), topical, intravaginal, oral, or rectal route.

International Patent Publication No. WO 02/06865 discloses a composition

comprising one or more bioactive substances in a non-aqueous carrier wherein the
composition has been adjusted to have a water activity of about 0.2 to about 0.5.

Parenteral, topical, oral, intravaginal, rectal and intramammary routes of
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adm ni stration are proposed. Anong the bioactive
agents |listed are anti-infectives, antineoplastics,
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anti-inflamatory agents (e.g., COX-2 inhibitors).
Interpati.onal Pate [ﬁ Publ i %htli).on tJ\Io. gﬁ 39/50259 infecti
@@mb%régoléa@M%s BB IeDIPRGYR AR BYpd atgpnti-infectives,
Qﬁ?cs MEnd &Gk ed’n'n??feﬁcir%gﬁlgé@@s 4 ahfi§8flammatory
ons WI assocl at ed  ammat ory conditi ons.
|£§e@tsr(atgl @EX-FPahibitbrsPubl i cati on No. WO 01/ 60409
discl oses a paste conposi.tion c

t her apduternatigpd Retent Bwkligaden Nea) (ggébégg‘gqhtsglo?ﬁg@, cphiination of
éarwpl}eg}/cgi?fcp{hcféﬁ GAESHERE in %QQ | %égn{eggnﬁehtﬁ "t RRET g?écﬁons with

rominsectic acari ci

pﬁsé&hﬂeﬂ@h@@ﬁmaﬁ;@mwﬁdnwm@s growth enhancers
oi | -sol ubl e NSAI hs avermectins, mlbeny

nor dul TnéprontienahBatant Rublieasipardo. &%@%Q%@scloses a paste

dgfrﬁpv,%sg r aé ?@%ﬁiwﬂgrabﬁ#&ba%?rgf ngh%/ i 1558 %ﬂfﬂcom y modifier and a

dgyd1Bhhilié EQﬂ'i%id kelRrdiR the tBéthpsutiefagadtits Eﬁlédtédiirbmfin@’cﬁmdes
contenplated for the paste conposition.

c ecapiolet i pomasitinides santidiaties reavethenbanesas, |0¢lrs0iuble NSAIDs,

R e B AT S s
Eﬂité ridyll %etk@ﬂ&&ﬂﬁatlmn'd(@@}(@mﬁﬂﬁ‘ﬂow abiabRopial, dermal

2002/003 28°di scl'oses use of a heterocycle
c amd gibdiEngal cortpoofdministratéonearp centamg] y the paste composition.

cl e.derivat | treat.di arrheal diseases
RSP S dier® SrmblsE RO iR e E R Bdtment o
Cﬁﬁgéshh Olth a@%eﬁfﬁﬁlhtﬂl%uu%@&ﬁ%' Riddadddeahii) are ‘
|i'sted as préferred di phenyl 20 heterocycle

der i vall.g.datend Applicatfon| Publioaticnt Ny 120000823 28ctiscdeseruse of a
0050/ 5th editjon) from tefo se rpar,ati on ..
gﬁﬁ%ﬂcﬁ o GBI 12" EHETE 2 PRI LS prlsgivative, o
é&l%ﬁé‘rﬁ&l d?@%&ﬁ%h%()@g b@@}%ﬂh@@{ §ﬁlbbfﬂ%ﬁ§tﬂe%ﬁ§§:tidﬂ
e ear cana e sa thesi s descri bes an
emahummtndu mastitivi Gglecoyileend rgedoaily &t lisEMab/pegerddsliphenyl
m xed with Tgientlan violet into a 25 cowteat. It was

sRBRFPCYFISHCTINBIERi | TM wetted the entire surface of the
mamrar y y jih bﬁﬁﬁﬁﬂeQNoﬂ@éjO'Iﬁlﬁbe% t88on) from Gattefossé
retromammry lon. Two articles by Gao et al.

( CRBIration &immsamea:xttnacaﬂrorﬁasthwﬂby Yale8y (1937, -d8e8ssing
"Controll ed relea, f ceptlves eroid fro .
bpb@fgg}ﬁgﬁ% |0 Lglplra i] %éclt%ﬁg& e eaf e, | ’glgq e til?stﬁsnglescrlbes an
vi ; 1 thPeentian violet int
B B A i v o
| gp@atab Eﬁw%hoivﬁrtmﬂl_abtaﬁlti@* wettedvthe entive ahitfadei afntle mammary
descri be preparation of gels containin

| @otsheigeatectpn apdsaehed thivieomamessy SAee quﬂnycer yl
pal m t %Eoeﬁfn%f gbﬁab%t gl 31y , P ffns%cgﬁ{&céﬁ%%ﬂes%k% 1285), 857-868,

t he conmmon co
“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 levonorgestrel, Labrafil™ M-1944CS and glyceryl
palmitostearate.

Otic disorders rank second only to the common cold as the most frequent
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WO 2004/ 082719 PCT/ |1 B2004/ 000802 illness anong
children in the United States. Mist otic disorders are
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infections, allergic reactions, or trauma to the ear.

An otic infection. may be of bacterial, fungal or viral
or'|lBgs agEs a@@%&mm ilghteeﬁt%tﬁe ﬁa%t@élpéi_éso rpigghe fegult of a
not.: v, . |
P A ety APohdto ERUERNG MR ORLAfs, Bt Ghhffto the car
( e eticialfectian mayfteadfibactspial, funighli & vivatlbdgif mhd dere@btion of the

infections) and otorrhea (otitis nedia with ruptured
edrecdiertiolQayds RYE RIPSLIFS] YRge the eausalirystmem ipeften difficult to

r. | ' . SOr : i ti i.nvol ving .
PHEATL SR, FREAER o Rl S SHEFIAR) PO o
otinfeo@brRhnds0Bheamovieis wigdingitaiphizd da drifh da0ting BEFGRi6n) are
weat her, and five times nore to frequently in

s\imaRg the miRelrpreYRlend etis disardstss. I n the inci pi ent stage,

S tons.include .itching and pain in t ear canal ..

ot oS DR e R Born o Ber s a common
exkéabgiohl puslemUdtugRBahainly/MRrigahol, ABRId Setbd, 860 AV iMBs more

jaw is noved. In the definitive stage, suppuration

odrgpentlynintshemarers hamél namslinuaers.nlp thayndipiedetage asysthtoms

Over, 90%.0f cases of ,otitis externa are due to . .
oAt i G i & of pscbrlc oA gerBEd nOeS gt Gapre is applicd

C QRslindlitRdIex el Alditdey ¢ thedAfIobRNs FiRlkd%r thdANGE $ndvBd. In the
the surface tension of air/liquid interfaces of

t ide§nisive staBe.cappuredpeedcatd in teptar isahal ahd bearingaeay be decreased.
tissu The exter.nal auditor anal. is lined.with

e ST P T ook B R et et SRSy oS s

upon t R i lcbditibhsS@H@ribd fbAYald\Gntoah &, BRAnges in the surface
auditory canal, inparts a particularly high surface

t densiamroftairdiptid int¢nfifdes nfratsoe yurfaces eopheilly epithelfali surfeee tissues.
2Q.1 ncrease such surface tension.. lncreased surface

¢ aeRglFRL S i“?f%ﬁml LR (S e@ﬁ@“&wﬁw@% normally
angerbte8 abHE He ithlid! tisSre inthAlE kRl a@cgg)rﬁ ¥ 1,'i&pﬁtl?sea
absence of canal <closure, the increased surface

t Pagicohslyrhegh siefece tgmoionttheeetopilnflemhmatory byxproguctk camheurther
outer ear, capnal t_endzqto jgphi it unj form and/ or .
eFREEASP SUCTPBNaCe SEPIOR- Lrcreas ¢ feasiggdhfsmpqrignt fagtor in both
PR synBtbinb Sn@ULAIRA HERitRE EaddiedH, 86 WodiiniRPikBhce of canal
appl i'cation of 25 therapeutic agents denonstrating

artasmiec thebnakased sudfadeytermsonseédidems upot iheiepitheiahtining pf the outer

action. Broad spectrumtopically effective antibiotic

o CRTCABA FRIS foRBMTGHEARN AR Or SHYG A APBHSakon 26 dlerapeutiggents.
exanpl WA ISt : Y X |

5 op I DRAMKE Llie bt Hahas 6t (Raicd B oMok
eftfierapgentib agentbdanonstriating ardinhiorobé:s tictiwity asaudbds an€i-inflammatory

bacteria. Antimycotic topically acting agents, for
eREH- Piopd SRR ILIRRIclY elfentive FailipEc Ot suspeRsiqns containing
enmy; : L.y a is .
SR S ISR Lyl AR08y v, o

utcbibirdohothereefitalliro@l spaéiiir $n €éctHave bos wizeg to destroy
herpes zoster. Anti-inflanmmtory agents including, for
eXaws3tiEe bagierid RNKIE 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.

Anti-inflammatory agents including, for example, hydrocortisone,
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identified above, have been enployed to control t he

|nflarrrratory roc sof0|t|seter en,, ..
Hb’ﬁiwwléfmeaﬂc Alexamethasone s lgmqgég%? ogtreg §elided in the

u &R L hhREbeeR eaRIdyeR 1o control th
ttrtclhié%:;aZI ?‘ﬁ%ﬁk"s PEH o?g{gl@éhémgad,taﬁﬁ%:teri al ﬁ@ec}iél o%con s e
wertflanérmatbiyeprocedsh afrotiti Oexterpa.oMsofitdns ehtlimmfcbtagfl mdemtl-

al. so nost often adm _ni stered as . suspensions in

f é@ﬂﬁ%@towca&eefé@r%'&#f%?ﬂgle Fambigatieryto tfq%'étbsf%@@lé@ t@ggermg
sl%\f/c%?; %%a?% ﬁl?e h%gxgér’]lg oé s thf e;?l‘Bg%ss tself They are

Ofalsb hgoso bl acammscaa@ b.s suspaisiins Iilf&de(fﬁrrﬂ B@ﬂbpxeﬁltadmlmstratwn to
rraterl al such as cotton, are utiljzed to draw th
(Festedrear- nfwr@%éo €ahaneg and proyplelagieteamit Oeraéieh‘cserv pésuch

e)ﬁgﬁ%?ﬁ%ﬁogsr t%stﬁ 1{h%llgl%rﬁi{1§ Bt th]; %[1{53 a@j ca%lI fv'i L&er &’aabsorbent

resent-in vir armat

C Qieléridl @ish, ash;btlbn Sid hialeedtie Agdvothe rsﬁﬁjeﬁﬁlﬁn inte Itlfeﬁldfali’fbanal
distribution of such medications thr oughout the

esHasvavar, dueitd the eyudaigmpresent frepyrglent fosmeohoBts externa, and the

e T

S iu@iFbidnh RAbuti0E 3P kldhl MediBdtRinE eHrbwthowt thia eﬁfbhiaﬂi Aedithry &&nal.
| earni ng processes. See Estrada (1997), Infect. Med.

14(3), gnczanommpmqug disetes, ofitisanadia if vleadingcags of hearmg loss
per ¢e dhoo Visiis to iatri |ans
o i e Gl el Rate Y Rirtel OB Gk Ay  Ehhanooa
h@éﬂ;ﬁlh ?ﬁfc@ss@QSS& Bdtdal(1997), Difelb N 81eP 1 K91 @390 40 Otitis Smedia
nmedia, the relatively high surface tensions present at
t laecaaints/fbr eyer d5ipatcent efodl childhoestivisitoio neld@trecpartsmch wéar and

or e et B3 bHHCIR U EORR shterosC BRI 1) ot c

| nf ect inyRingdiHROHES &F R Inciia, Hd x%laﬁv@l?%sg'h Afrfcé fe%@ﬁbﬁsipresem at
with a coursé of antibiotic thera e The Merc

Ml ait/iquid itfedfatict located u@@Ohe e@é@dlﬁblumﬁg ofthe pulesr lurrsn increase the
Systenm c_adm ni stragl on of. apti bLOtI cs general l'y
ré’éfﬁﬁ“?%?reﬁ?"ﬁﬁr‘fqr‘f tpd 19 ORRIJALS Chpnpe appreci abl e | ag
tine tong R:lallf\'ﬁﬁc idred AR Mok dert §)8!a8 ofifls 113ia8R¢ treated with a course
System ¢ application of 25 drugs via parenteral or
orofilantiltiatietheraphi See &he Meua Mynwad aCMh adjtibh €13993,tSectiprah, Chapter
t eand mi dle ear have adv rse systemc. .
gteglllf.aa gap%g%lﬁﬂtvs ggﬁleéa hokequ %Sdggl':l 16“11]1%} doses and an
P&Efané lgé tifheld Haflé\rélh@ragéiﬁﬁ%‘\téiﬁhqge gas %g&femﬁé‘@pplication of
p i cabl e drugs where y are truly needéd,

d |drmst\hg/parentbi'mda ot amapetutds| whilesvenatally heachmgeh¢ ewstachian tube and

d| rect drug pI i,cation has heen conplicate t he
éf? cah RV 9%%%@8.‘/5*@% FRILRNde MO lmgqstantkw are not

| PaSH ﬁ{/é}ﬂg n@ént@a% 5 bf 3T h? ?fiocfﬁigs where

agets fornu ate arnrace Ically

achgpdirabnly neeted; kieectr;amehbmegu pmqesz SAdthfe&amE oipies direct drug
application to the ear, in various patents and

pBPlication basbsencomplisgied by she sealad Wm‘aﬁnapatomy of the middle ear.

Combinations of antibacterial and anti-inflammatory agents, formulated

together in a pharmaceutically acceptable vehicle, have been proposed for topical
application to the ear, in various patents and publications including those individually

cited below.
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to Cagle et al. U S. Patent No. 5,679,665 to

Ber gam_ni, et _al . Patenf No, 5,965,549 to Purwar
& Gol drf: P 15‘?%.1“%3133§§t 484pCGaglere’ 6h Publ i cati on No.
2001/ 0G483pKent N, B:448 | j,cation Publication No.
2002/ 0143899, U &, ’Pafagg%t%&?gﬁiéég?i on Publ i cation No.

2002/ 0G489PAemtiNec I6¢93 207 1te @agle@t al. Mune- nedi at ed ear
di sorders by admnistering a TIN antagoni st and a

pyr i mi df-RePales NS, mHEA0S to Rsigsmivre’@-th a steroid, an
anti - i Qﬁ.ﬁ?%ﬁlfi?ﬁt%&f SERBAENG Bl [0L £ an NSAID or a

COX-2 in or), “& cytotoxic conpound, "an

ant i - ndng| Patntos ppticatigl Pdigicatid Na. 20¢@0daza6.
antirheumatic agent. U S. Patent l'ication

Publ i ca{{-So?ﬁtm.App@e@tﬁW@isgtklm Igﬁ4 H142900. ni st r alt i on
f i1 .
o t BB HhofEa i ABIRRK, DAoL ecnting

S GGt aEdidted et daFRES gﬁadrﬁﬁﬁsite&ﬁlgi ATNP WRIab B8l sS4l ASRimidine
tension of an air/liquid interface upon epithelial

t isgrshesit inkibitgy with systaseid Ayartyflananatory coprpoped [fanexample an
Rl EoRes . A85RloiEcSRatiy e Reoptd metibotice,

clyehesdonbdly aasiRimati®AQmRNO! | pi ds, carbohydrates and
proteins, all in powder form The conposition is said

to i nclédsRatentAgpliaaticaRiibligatjoncinA00RA0Z638B difclodes | e
R PSSR B PoT A S s o v
200mbOAdPEinptised KHFR sulﬁﬁffhﬁi iﬁta% ahdoQht é?f”ecﬁvelz in l_ow&\:gil/g surface

corrp_osi ti on. a_s _an. aer oso roug an external air
witrnsisinrpfah @ir/lspidhiotirface npenepthebalgisaud linng, asspréaditgeagent and a

in_an,anmount effective in |owerjn urface tension of _ .
aRm&’FP?ﬁ?‘dH?fami et Bk s e HgiTom the cu.canisiing of lipics,
aRgrdls, TR AL, R RS egt@rs,sﬁllc%ﬁﬁﬁg)iés{ Qﬁﬂaahoﬂfré)tg?and proteins, all in
consi sting of sterols, |ipids, fatty acids,

clpowdet forrol The tempositiphisspiddb iipiretse extardablytitoay emabpatency

roteins,..all in powder form The _cqonposition is said
|tO &??lﬁgf%végl@gtpffge QgRYsLArgUIBEnes &f nggﬁﬁ%ﬂn?z ation

f t '
per f or TRe et &%ﬁg&?@ Iﬂﬂ‘oﬁlbﬁ?)n I\ &%Oh/@ﬁ@fpj%ﬁﬁgclé@é? pS

have been conte as a tormulation type for

s ellmotistiagioOKa 2omBesitiohasiirt @resol fhooughemrautegnal nirsag, wherein the
patents.and publicatjons_ individually cjited bel ow.
uCgnPesiticompyisesa Bt syAfaciapt ipjagaoppt gffective 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.

Ear drops have been contemplated as a formulation type for selective COX-2
inhibitors, for example in the patents and publications individually cited below.

U.S. Patent No. 6,307,047 to Black et al.

U.S. Patent No. 6,329,526 to Adams ef al.

U.S. Patent Application No. 2001/0041726.
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2001/ 0053764. U.S. Patent Application No.

2002/ 0 146. . U. S. Patent [ I on No.

2002/ Ogi‘gﬁ%‘?mﬁﬂp‘ﬁﬁ%ﬂ 53 %ﬁgm&agﬁ‘%ati ons cited above
ar e i naosPPAakethplesfidNGY2009/@i6N4e: S Despite
recent advance;ﬁﬂti}at %hrgwgygboge& made i n under st andi ng

t he cals8sPaént Aqtplicatitinso.d3103/000B&\8.r emai n | ar gel y
unpreve Iabl e an u%r_e difficult to effectivelg treat.

't woultl Btenfs aqdpublicptionsiciied abeys 357 BigpEROTated hergimi byusference.

hod 4 Wels d .
[ et mne Doy o e ey e b pRF AR e gypses of

t loeic disordele theyfremaianinzgbigaingrdvantablg@nd arePOERKI0 effectively treat.
anti-i Hfbl ammat ory, antipyretic or 10 anal gesic
[

pliopeHd beyseinl, rmiercotp Rrovideefficagious Bthods ped compositions for the

o feyehiot sl Saling ¢ pht AREE B copfpFRlant ei5BH S
al | evi ateey feeantibatteasammtnto Possoe dhi-SNBhhiaRdy, n8pereria g

ot her conplications that often acconpany such an
i ARETSIGRIOBYHES inj agditionte dheipansibretanial acdvits UBhargforeptreating an

t ' Ol til..the. [ f th . .
| G RRIBRN St liodol st ST o iCUF SoBtieicfieyigee the
ainfnandvnt pageswetling Me@hﬂl@&h@b’cdnﬁ}ﬁicﬁﬁ'&ﬂs*%ﬁ%t(ﬁfeh%company

agent. Treatnment of an infective condition having an
i eqhanatestiye eandiinme rfihesd prebleats asmusuallp hbtiotably gesplved until the

, i nfl { i |ling, pain,
FEGR0 SRSy ER e BRSBTS bRt B el
undpathvicagc pohaaidneg tﬁ@aﬂﬂiﬁz%cfa@fal dd¥ge.most commonly used

packagi ng containers and delivery devices for 20
conpos ilfdagnentiof ee infedti vesondition Aavingan ynfkannatbst coafonant with

t e or_prevent stitis,in. mlk produci.n )
o iR s GEn R CohsSiuief ingfRmpafor Sy Gng, pain, fever and
agihieNésihplafations, bt dde Abt tBdat the Lﬁlﬂdéﬁyiﬁg ife@v8 condifion.
constructed of oxygen-perneable plastic naterials, for
exanpl &he pwsieontmorly esedypckaging yorsaiecrs ahd delivedy devices for

L xtures thereof.. The use of oxygen-perneabl e L
et Titoys AR for Chammamgatry ol {pistilive 2tieaor prevent mastits in
amilk-piedicirg iATRO Hell '8 Asr BRHokBbnLRr SRR idt BN 1@ Freat otic
treatment or prevention of otrc di soréers poses
s@isprgears a erisaneied of oxygengetmarabiecesticandterdals)/for example
phéﬁsi gall stapility of a caré%osi tion contained therein,
i POYFHRY CRG PRTEFIPY RS &irmnf duEtuzes thergple dihetse of gxygen-permeable
SHRBLiflg BOnAhLAs URd HERN -G oRHositiol@hnd
prone l@% oXi datsi vqug%e?gggtn %%SEFH %nggtgchspc{oﬁg}osu}oﬁﬁnd for
r edfrepasiionss for treatinert ov predemtidnosfetia disondes pedes serious problems for

C sitions for 30 treatnent of mastitis or for o
 PBE{BHANeBRCR AP CrpuBIeALT N caauoBiion sonthimed therein, if the

PERRBRM AR comprises an ingredient, for example an active medicament or an

excipient, that is prone to oxidative degradation.

Although the references cited above disclose a number of compositions for
treatment of mastitis or for treatment of otic disorders, none addresses the problem of
providing extended chemical and/or physical stability of a composition packaged in an
OXygen-permeable container, where the composition comprises a pharmaceutically
active agent and/or excipient that is prone to oxidative degradation. Despite the above
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pharmaceutically active agent and/or excipient that

IS prone to oxjdative dat i e.the a

| ablingo siroRs e T R SO Rt ROEPOTHERaving
Shad & rﬁ?ﬂest}fstheafoﬁlg%g divhit8g @ dvef PrioRheEdMsRIdnG @bed in treatment
conposi tions having ~ one or nore of the foll ow ng
agimpitAges ot disoptero (a)axtendedpiesiitiland/on phybidah stability even when
treatnent of mastitis or otic

d
chekpged inFygH PHHIFEbIE SPNtaingHs; anatdg? 7% ﬁgwﬁéﬁq% e)“xgﬂé é@ere the
Lsg?qqp S%]l%{lr fo%%ts@? h 5?@%&1&%%%% %c?{i)lgo%%t'o\f %R&E%ﬁl’ih%{eﬁ 'prone to

pbﬁﬁﬂﬂw‘@&ggk&ﬁhbﬂ (Bréffivacyagainkt m1®mr1ply&lfhnitebtaduslmgamsms (c)
prone to oxidative degradation, (b) effi cacy agai.nst
aeﬁmwemw@qmy fosfthe inflapmaiRry comgansmy as Well @ thedpfestipys, e

treat nen the i

| FERDTRBLof s BT, SORARALS ol ds Bpin

d Erﬁ"&hﬁﬁéﬁtlon{ thverhidE@tdereus doagionems oOfnabiine: qraitie, dlsorders (&)
 ammat i on, fever and infectious conponents_ of

rrmsmmal & 00 irgtation @ft@oadnran@rate@y offthe ﬁ?rﬁp@ﬁaﬂlort, 6D hggeted delivery

(P§ IhtF%ltc g%]%%fngaﬁo g?sy&l 18#3 ‘? ?@&4’ ?Wg,f ot énqalﬁtl mastms

0bomPbgGéd Bmilk 8dd frARider Hhiap ey Glibkly labhrieﬁf efﬁBacmus medlcament
anti-mastitis conposition in mlk and in udder fluids

t teveglsiat kitgs danﬁeew éhfsherd aitkeyt Wgs tdleshng ma&tvesl tecaggpent for

B eopPoBAreh oy el Bt PSR bl Byt
SkRUAHUNe; )'Eﬁ@rtt mMK WilREEhg Bfiek ggstfcﬁi\ﬂlﬁg’\éﬁ& dayaédw tnaStldés
treatment (j) short mlk w thholding tinmes post

C alestinregt, 4k} mpiddtigperdbilitspeftantdtic comp@alttlrm 1] the(wzc)xyrracpilstd

di spersi bil | of an. sition in
s Gronmatt pf i e BBkl renEFTRaR A SR Ak Vet at stes of
efl(;fb&ﬁ'ﬁ'll aya I&F&ir%adf@ﬂé surf¥&lensidh of 'tﬁeezﬁrlﬁcﬁuld i ité@adel A Rpithelial
[ owerin he surface tension of the
aitisguej qmraasmgmeteha;cd thé aeditorednak|(m) taups@g@weu m@m@@ igflamed

pat ency of the auditory canal r,ot ect

D GHPRYTRBIPFTSH Db o S Rge B R A eulif gy of an active

( Y id GirifHg O 1R Rfdetfic effects,

okl R TR ls Rl AOARPUI iy (b raR gRSFsofic offects

mi(o) decrdasg] tide ra‘quﬂkd of alpystem nfetive cmdltlox( bgvmg an inflammatory

decreased tine required to al]eviate an infecti

c SREPPPRAH: RATSINGHAHT %‘f?q e {933?"‘386?‘}68 ﬁé’i’i‘t‘“‘“ﬁ‘p‘} y fower dose of an

) { d

%?H&et % {é’gﬂ% tﬂ?ﬁl%fvfdg'lﬁ %fgcé arﬁpgﬂrﬁ?(?tgﬁsz}l F@?&gﬂ%ﬁﬁ tﬁ%her ose

efof iaf aftybaceenidl 4gent pithewttinakased sildrtfactst er a hi gher

dose 25 of an antibacterial agent w thout increased

side effects. SUMVARKMMARYIOHR RMENKVEW Nore! net hods

of treatnent and pharmaceutical conpositions having

soms orNowl imetffods létreatmanit ‘rmg@bagn@wmﬁb gempoddenshiagig some or

" 2 s R hEER Breared e Rk AP a0 BRbEa. 1n
PraMRidrOfeffis BRbvided a novel method of treatment and/or prevention of an

infective and/or an inflammatory condition in a fluid-containing organ having a
natural exterior orifice, for example an udder of a milk-producing animal or an ear of
a human or animal subject. The method comprises administering an antibacterial

agent or an anti-inflammatory agent to the organ via the exterior orifice. The method
-8-
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animal or an ear of a human or ani mal subject. The
met.hod cor ri(?es .admi ni stering an anti bacterjal agent
or

Al COFRTISCR ATMUNSIERRS § CopbinationtheRay f figrntibacteripd agent and a
eX4e@bhPacehf fhhi ; ; iDyreti
P It §5050g MnlERINEyy St R g ap amipyrerie
cofi angibacterialgempy adbirtifiereans h prathRcerticab@eifosaith Amprising,
Seco 8 .agent tha,% is.an anti-inflammatory agent, an
an13|ﬂa ILog 19 ig/anfibagierid ane yqrantidnflanmmatosy, eganét aechigle that

corominisPe B9 ABhOGR: B By R L R o AR o e, )

anmicroanfstaltinetvax ynd g9 atpharmacéeiiially ScddptiblSnSRARILSESrrier.
(a) an Sargﬁhl pathic oil that is water dispersible and
et hanol *UcHACTRositiop s lay intestaciad teasionvéenagplaced dn ¢atact with an

- cal by | - ier. .Such
D EROREHER: 1 R Pl o BPinR WAL P R i g
i nneofatialctensibi Fesals Aoye @@hﬁpcﬁ@t‘i’dﬂﬂﬁpéﬁirﬁé ?ealﬁﬁgl iPY&HLr fluids such as

Wi t hout bei ng bound by theory, that this |ow
i iidk pwelhps indhe mnse piasy moist envirdnenend nparsedri dma preferred method

di sing: readily in udder. f]uids suc s. 10 mlk as
o PR ichr Blehe. Gpdt Aftimitrtiditio 2 ufeoosfelnine ase. the
| reoposieibe disperseeinhRelf1@fd. t he invention, therefore,
upon adm nistration to the fluid-containing organ, the
conposilhiegnethod pan, Sarsexamplen eothprisedntriihemmathindust@nof such a
f conpri.se intramanmary i nfusion of such_a
| onBHOIRA for SATREL S phlb SRR L U7 0 B 2T
dipsedtisify MimilNer SedRfusich &F sith K cdm q?srif?&#‘ﬁir R 2@ Bl d/or
or otic infusion of such a conposi FI on for treatnen
apEFvsatiopelatirdiberdenss anst is effithsiondiaraswidandriety of infective disorders
ef.f ] lous.in a Wde variety of infective disorders
b8 Vo, Jerfeel b Fedkotst dbapiome | 08 v amgias: hervia
t @hirackhniSRatidHeNKdrbin 24 ' i id-
T T iR FA RS R B4 fuia
c 6ARtAINIgNQrZan Yiarthy extetidreorifice for exarmple thecteat danil 8 Xagke of
tl?net t eat cana{c“lﬁj n thl?e case of 20 intramammary infusion
of TR TRtston, ofithe pxjerpal puditony capal 1p theecagh ofeticcinfusion,
| REdasd 1N of tHeARBERhRSBvATed | LV n”!
tbegépr_esgnt cont ext, ¥ nf};{?ﬁé%é,ﬁ%%e&%&}t%#é?bﬁggqn aaﬁcel:
s Ulpgaction’l aeisybstgmitably spumynieos. Boraaxahple, tecongRRivhich Be

i ntramanmarily adm ni stered by inserting the

can_be r L. . .
c aﬂwmagnﬂ%%ag%war HPSEFENgDe cargwild pazale fipemastitis syringe into

eHedxBthal Ariffck 68 a ¥at Bardafaid ﬁfégﬁé% %%oh{ﬂogﬁ%.}l El%g‘lél Que the nozzle

conmposition through the nozz I'nto e u

sédotle wident can be adninistered by a route that is

ot her @Fan thg route % adm ni stration of the

ant i bacP®pgeRnd 28N can g pdpNisod by a royre thagiseather thamthp eoute of

a gt i t Racal ia the exterior

LB R L 0 SPOBA ol Aplaflvely, B bt EhFe
administered by the same route, i.e., via the exterior orifice of the organ, for example

the teat canal in the case of an udder or the external auditory canal in the case of an
ear. Where administration is by the same route, it is preferred that the anti-
inflammatory agent as well as the antibacterial agent be administered by
intramammary or otic infusion in the form of a liquid composition comprising a
vehicle as described above. It is especially preferred that the antibacterial agent and
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that the anti- inflammatory agent as well as the
angi bacterial agent be adm nistered by intramanmary
or s eRf T B Mient Fe AimGrd it g oBBRYISN Couhining both

cogphtssi ng @ vehicle as described above. It is
especially preferred that the antibacterial agent and
-9 WO 280hrdiaglyl heRAT finBR0 @dd OB Dharinhesutical composition

anti-inflammtqry agent be adm nistered in a single

e OSBRI RV Chisls heh POTPYiSss o) acpspmipatlai edlbatrigiwaier dispersible
th ' ' { cal __conpasi tion
comutethdmol IHISK, @) BERER AU INER L) & BhorkERRE by pebeprae
oi ort-frpisousscadire Theivehieledtiabls@bly dgret aiein annsabatilidal agent in

(b) mcrocrystalline wax and (c) a pharmaceutically
ac%b%?éﬁ?t%rlﬁﬁ(ﬁ%f%ﬁ%%@u@@ﬂﬁ AR Anti-THeanyeatiory @gehtien analgesic
st [ . ' Nnantl bacterial agent in an
Rl oAl B R B P T B AR BBl

anti - i nhloaeembodiyneng tidtantibictaNdhgas Ge aﬁ‘t‘i‘-‘i‘r{f?‘fmxﬁﬁtory agent and/or
antipyretic in a therapeutically effective anmount. I%

orf& SRIPEAL Huthe compogiion borroes foaixidagiva degratigion, and the composition

and k4. 1t . nt, and/ or Q..an excipient_.in the,
cormie R Sy 9 B4 ofORRRo) vy Bgy BRiCkbecen comainer o
c atefioarytdeoide havihg bh bSy@xtRRHeMICHgN cal and/ or

physi cal stability when packaged in a container or

del i verThedqwyelcomneyitiog hasa dovy guerfamial nemiineinwglitous Tiugds, thereby

- itien h | ow.j.nt erf aci ' '

D N Gea ARGy 880 SomBakitial &1 R aPd plded Hsid: fscosmpared to a
t henvanpasidil ©8ed forMuldioan Thitde&is il %Hp?édist’i‘%uf?g%ﬁ{h%d

to a 15 conventional oil based fornulation. IS

r €8TPPSitipm thraggheutiths tudidenanid sherely allvavseherpmbacionial agent and/or

t e udder .a thereby allows the

| HOERRY ek HERShei sO SRR R ingiethigrciun dayel of
| mhelida@tbnt AtsSsie ofiifekdoh. THeANM iR RikiS bt &@&#ﬁﬁtion in an

| evel of nedicanent at a site of iInfection. e

i fgesouaéluid determinesrthoenagy nerded fdridispersioreand spesadiigsof the
f Icgf'ng determn s.dtzhe ener needed for dispersion and
spre (c)lllﬁ(%;“ By ﬁgl 6° WSﬁﬁBg’?letanWy ey ipia Hisperdedpprticle in
ashd dbenpRRRIod Yo BRESERVIVmIIR br éﬂf%kiﬁaﬁpg& ﬂ\t@[‘?&cﬁ%l%l finddly.

h [/m vdder

the co ositl_ont(_) cross the oi or ol

fluid ilhedew idérfdcia) densitar of thebmmpaitidniles fakheds dispersibility of
t%scioon o.ft. the corg)osi tion also i ncreases

A S EPIOBIHCP i, ths W axy ROISLHYFORmERPLiaR cahas gampamdice

e B veRRHRI toRbodiof 2T h gpﬁ, ; vent i onal
conposi ti on. The esul?ll%%lﬁ{r? pl g‘?gﬁsé{%}l?%??@ﬁ SHPPREon

c irpeghiont mnc@s mé¢mioragésoand lipid caBainBIRby ANEIh@sst dahfiaflows the

cont.ai {jei X of ttpe ear canal allows the
t

aRPT35iETaT 485t apginithesrsred sgamtioisadnalestrstissuoquickly providing

| B emicadlobd R A GlY il foh! SAG QUSanasii

| evel of the medicament a%?r[t%{eh%ssﬂg‘e)f or lﬁ)flegf"f’\lbﬁ.cogﬂeﬂ“on

acgoatpoptotlieem protective coating for inflamed mucous membranes of the ear.

Combination therapy according to the invention provides effective treatment

for both the infectious as well as the inflammatory components of an infective
condition, and can reduce the time required to resolve the infective condition and
associated inflammation. Preferably the method or composition provides effective

treatment and/or prevention of the pain, inflammation, fever, swelling, redness, heat,

-10-



can al so produce a protective coating for inflaned
mucous nenbranes of the ear. Conbination therapy

w@ewangd7my to the invention provides effectivePCT/IB2004/000802

10

15

20

25

30

treatment 30 for both the infectious as well as the
inflammtory conponents of an infective  condition,
an‘8°f8§§r]?%r‘%‘b°¥?8%O‘?ﬁBCQWS?FétmﬁWEaI% apEEYiay gensery dulling, loss of
| Nérgad bvgsteriflhét FRliGH d L an. -
Pr erger absf’_\i t he ntec?ﬂ gﬁ@glrl agmggﬁﬁgndog{nﬁgg%ééwmmd with
efrhestitiswe oti¢ indedtioenit and/ or prevention of the pain,
i nfl arr%gi on, .fever, swelling, redness, heat, -10 WO
2004/ 0827agmetiqn po6alEAovBEDInfacye eardidomersdobibiran

Xd SEensory .
PSR o SR AR o FBRROL gt s

t HeOK i imbitiiton in eontinaint therdf e OGthahediimididtial BB&H rddySeOhe
Ot'lé infections. Inflanmati on associ ated with an

i APRARmgHoR assasinted withan infasting eonditiah andidah sesulrin ahprovement in

a . ' reaching.the site of ipfection.
T R R S A E T T

t her apyCamaiharibaatatialb@ehe wiile RERNerl BHHGRS a%gﬁst infective
i nfl ammati on associated wth an infective condition

aPdcieER areasspeiated Withs dekepfamdesirable side efficts, sychods ttansient

ant i il e to effecti-ve each the site of .
oBARRC LG R BRI Kbl GRS of Hen i aenis
veay bebfaetitdlyeimigd histhe heéc%trhfﬁﬁnjzégis%@&@dh' eeéz:ffegts. The

associated wth a risk of undesirable side e
s GEMbiation Hesapyrmethpdeafths presentan ventign amidinhinés thaseatisksthereby

A abl. f ti terial t
SR Bl ER AE Bl SRR e B6E Endfiomon e ri ok of
such  sitdie befidveaf withdl ®eing®ERhABY tRBry, BEk aiﬁrﬁlﬁ]@g%&tal agents,

the present invention mnimzes these risks, t
pPen aimdnisteted de eeftain sultienth ican promse idléase ahendatdxins that in turn

c | b 5 1t is believed, wthout being bound by

© R bl PR gt o3 Tos Borpi) PR EROBonS e i further
agglidi ' Legt 1ol te rele

o S Rl St Bppiss Bl bIBhE o i PP IR Brc bl @B 2
nédvitirs factor al pha) nedi ated response, and it is

further, believed that such response can be bl ocked or
m t i galOFURALA dheranpaccodingioboinveniangansnable gdministration of a

Costhirtd g, | ERY 2
CRSUIRLL O WESRARK ARROVERO B il AYEIL) el o
t hémastion ofgenntibatitdrial agdot) andropribelINghe kdcos@ayent, according to
Fuyrt.her,. | ocal adm nistration of the antibacteri al

a

rEVerlon Pepides ianeptyd dRlkivesy kothg silg ehinfecsion endionigfiammation.

the in b ' . delivery tg the site.

of i nf g’?ﬁbg%ﬁgﬁ Hiad ii Engfﬂt“g‘;r%?re:‘f t?%%‘ﬂ el P &t?r%n?rﬁg‘?%‘ﬁy“dex of

asn petdeiagent biyeleedensingits penerd\exitibearddaimpesing theirRE ¥ systemic

of,. 25 an active agent by decreasing its general

t SiKF EYas- shneraRchiisingen i 3 measuraef be maygin drivween sitberapeutically

g%f?c\%\gt/egﬁ dé_&ﬁ]rg?agtggﬁﬁoé@a?fﬁgdrlu% afld Erset%lf)l%aﬁy gyzprctaslggd grsa trhg Ire?tio of LDs
(a dose lethal to 50% of a population) to EDs, (a dose therapeutically effective in 50%

of the population).

When administered by intramammary infusion, for example in treatment of
mastitis, preferred methods and compositions can have additional advantages. For
example, a preferred method enables suitably short milkout times. Milkout time for a

lactating cow is the period of time from administration of a mastitis treatment to

-11-



effective dose and a toxic dose of a drug and is
typically expressed as the ratio of LD50 (a dose

wo edohas271® 50% of a popul ation) to EDS0 (a dosSBCT/IB2004/000802

10

15

20

25

30

therapeutically effective in 50% of the popul ati on).

o ReRATEBIoR T PPk or leablrdisFaloWing Pustyacipisirioens the
e
ar&@n&éﬁﬁﬁﬁéﬁ bf Rfi%e ﬁgaudgg\fh%gﬁenagfmb aae)ed f&g%ﬁloertg%e

exanpl e, a preferred es suita

mappoptiateiragdato by befdre the ik isadeemad tsatttatﬂkgfdi Gwiiaf
the period of ti fromadm nistration of a mastitis
t CEBTRAION, ch suiteblyshoraulimp Hms redees mepeianUosRs P a dairy farmer

r ion of saleable milk. Follow ng
%ﬁﬁé@gah/‘l%ﬁ}tgs{nrugt ?%g&ﬁ{t he concentration of active
agent ( Altdrnativielykorrini addifion, |a frefetred @xdodagoblrt alde ik
the Pro riate regulatory body before the mlk is
&athbg <§reﬂ 1B [PestfcaIVing afigs dry-enys meptiiocatmeriupithimioyactive agent
S'?@sﬁ&ue@tihr%%tffsggﬁ%yr educes nonetary losses to a dairy

a mastitis outbreak. Alternatively
or in aderhdiiBly ¢ ipbefigss, ethroREBe theaanableda LoV day kkughter
wi t hhol di ng ti neqﬁ&ost calving after dr% cow mastitis
t m@@t wehdraw&i Pﬁl obl@wrngen@s@eﬁtreamr dlieis attnbmthes eSPemally

arnat ivel diti
bR S ook it RY o) o B S
\Mfi&lbﬁtﬁﬂwdvﬂﬁfag&ﬂlsft@ b @d\ﬂrﬁltﬂeﬂ‘hﬁﬁ béing rddueRl ‘?@Héep ahfifSed a cow
attribute is especially inportant since it allows a

fé@fr?e&?eﬁl@ed|a§}999e0fdfm¢aaftﬁfet§tt@dtmw at any tine it is

financi agepus. t.o d her t ha

require t%m}( eeﬁ ?{g Eeerglt‘j‘ 13‘:18@% a%PBPIS af'iﬂsr&l’eut% agentto a
anbh-Mctinglanifalafdr @karh HBIE aldr§ é‘éﬁe\%wh-ﬁh& ﬁ&ry@ show clinical signs of
‘treatment” herein includes” adm ni strationof

t n@ﬁh@% put whighanat nisk far devslopore: ctlmcta:hmaa@usa nThcahyerﬁmn therefore
g)égo egfa m%hﬁii qorvggduv(\:h Crtf d éﬁva xgé Lplggl r:tltvgst%ltlls Ttll g?uture lactating
davied0 Bt §&hGisk the ﬁ{etﬂﬁ%kﬁﬂrﬁm Iﬁﬁaﬁtﬁ‘t\ﬁ?ﬁ d\,' %Tthﬁ%ﬁérp{oqm

provi des a nmet hod for reducing ri sk evel opl ng

c piimiad of amagtitiaciesial ageat ihiwombnaltiao ttlzﬂrap)gthlaa isexmind apgent as defined

ch.
Fﬁetﬂr é‘ﬂj’ﬁfarpswmtngyFﬁgaﬁ’ﬁ%“%g] h? Fggg? rerll al agent
' n conipi Ratdigfed HfbIMMe bdlves %ﬁqulna"ﬁ%ﬁ Qﬁer%%ft %@é#dﬂfgdto the

20 herein, in therapeutically €effective anp
eachntwmlsaadpnmmmded aenifopliodecihg aiave vest hasceiimidah sithoof

R M Y L
MRk rb§ucxﬂ_§1§mhfa}’ ?ﬁhtt;ngﬂﬂo& B@I‘h ﬁBB% 1era%¥ztn|‘ijm§rgr diit Cl?tgaglon to the

for treatrngcrnlc mast it
annimel,, oftahemtrbadtmml egempin cinttgnativnrtherpyravith an anti-inflammatory
adm ni s n to.the 25 animal, of an anti bacteri al

a e a3 fe CFRIRi 1B HherapsF RGANY REiERt WA TRRHILS Pirfachmat or v

When administered by otic infusion, for example in treatment of infective

disorders of the ear, preferred methods and compositions can have additional
advantages. For example, a preferred method increases patency of the auditory canal
and thereby reduces resistance to conduction of sound, improving the clarity and
sensitivity of hearing.

Alternatively or in addition, a preferred method provides a coating on the

epithelial lining of the ear that protects against deleterious effects of water and water-
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agent as defined herein, in therapeutically effective
anounts of each. Wen adm ni stered by otic infusion,
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t he ear, preferred met hods and conpositi ons can have

addi ti onal . For ex preferred

ops e R oA AR S B Car iU PR gsars
t her ebya rgehés ®endfR DI SleBNRS abPcsR rs QP tief m%é’d{fb‘ﬁ whether for
inmproving the clarity and sensitivity of hearin
Aliheamaninagy gr Qi_rc usp, ia thdit thegpermit prgdted deivenpoiw dieast the

provj des coati on the epithelj lining_of the

b Pt baEer i) PR D008 oh SRecORanAPT HR Smumiticts SV bsre agomposition

a ,
O o e RS PR oo

prdefiesd hatin tatgesat didivery of botlr ddeats iDproeided 10 the gt tiffection

and conp05|t|ons of the invention, whether for

i r?l“%’ﬁﬁlﬂ?é‘?‘?a ‘otic use, is that they pernit targeted

deliv egA/ st‘?l? athek ﬁ&?etﬂé })Fﬁref&%%ia” : ptu? Ei.brzi‘g \X%:%ﬁ-retr ggromtterammary or

site o ection an
c anip ediinistationofs thitehdynsest mﬁﬁmalstouﬁ;er&n@ﬁ@fpaﬂt@aaﬁmla%etnon
an anti bacterr al agent and a second agent as defined

her ei n,# st} futhss bepstit pba meosymrrpfage Hveniien isimprayed physwal

t / r_Lnflammtion

Qe S Bk 80T S BIRES gt St
| bty vt afEiproved d@irlpbsmdﬂw%uﬁiehdiblﬁ@' A gorthP&¥itid\éthe invention
cause mnimal to no irritation after adm nistration.

1danbean; shownip cawe flpspdptian offcerainshmgss fheray imipravieg
B DRSSy L Qbbb I eme ropa

f@léh@f?ﬂiﬁh@ubﬂlﬂem lof heieefifcatibiy @sed conposi tion
resuspendability. A conposition of the invention has

been sHomiocess it prpyidedfocpraparingorphafmaeentiedlromhpogjsion of the

o ISP oF e R o RERar v s v S o beptc o

oftha® iswhiePHRPérsBle AHAN:tRNb] HIALPESMHLSGystdlliRE ¥agSs 1S
provi ded for preparing a phar maceut i caP, conposi tion of

t pharmagoetinally acceptablpracapisousaramisrsasantibactagal dgantaamy a second

h | th
e o e o BRBIMRE SrtRston, et o geeterably

Wanivingd exRAdEdEHeBHEA] Gad/by l%’%fc%p&ﬁmlgr d3Q3s @8 Pdrein.
carrier, an antibacterial "agent and a second 20 agent

as def iTihe @résenteinpentipnghpprdddeswlutomy ds savieorh lor@lmtmdmg
g)%i& t 05 gr efgr abl %/ havi ng ext.ended chem c%
P aHA0E PREEPICE I S Ay AR O el methefipand
p E6§1§8§1t1bﬁhv<ﬁfﬁridi’ Artl @ﬁerﬂ“éé%ﬁ(ﬂeﬁ ea%lv.%%%% élﬂa PehdtitS GUERE Mvention
| ong standing problens Iin the art possesses one
owilkbe eppatentritay ds desenptivatthadsllamsd  conposi ti ons of
prior art. Other features, advantages and benefits of

t he inventi orDETAILED DESCRIPTION OF THE INVENTION

The invention provides a method of treatment of an infective condition in a

fluid-containing organ having a natural exterior orifice, the method comprising
administering an antibacterial agent to the organ via the exterior orifice and
administering in combination therapy therewith a second agent as defined herein;
wherein the antibacterial agent is administered as a pharmaceutical composition
comprising the antibacterial agent and a vehicle that comprises (a) an amphipathic oil

that is water dispersible and ethanol insoluble, (b) microcrystalline wax and (c) a
S13-



25 wll be apparent fromthe description that foll ows.
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condition in a fluid-containing organ having a
natural extﬁrlor orifice, the nethod conprising

dhprmacewiGaty aceepiabls I C%@nt to the organ via
t he ext;
conbi naﬁ;vollf’l)lg% ﬁ{e ref{ft&?d @Qtdre?’egef‘rﬁg gk%gg oﬁl’éétﬂgﬂ 1%volvmg and
debhpesitibey c&jmiprlsm@‘einemﬁbidﬁéha&lﬁ driﬁaah'ﬂlfab@d sual @i¥thdds and
adm ni stered as a pharnaceutical conposition
c @ﬁmppélllﬂ@ﬁ Vhaeiarmensdbaneeneantihanserial agent as Yeri Fughemgore than

dlogg %} Qﬁéatgﬂ/é?lﬁga@ro %:t h' 0| | léeé% %@nt §anm@§uonally form the

Mg¢Rad Msdn®! hdre@. Wax and (c) a -13 WO 2004/ 082719
PCT/ |1 B2004/ 000802 phar maceutical ly acceptable
non- aquyebiisfectye ¢anditiqn” hgiein nﬁbld@mlefr@ﬁ%@ disvgder or condition

cPEErT Fon S Bomis ey s e bR e disF ooty to treatment with

erahraﬂﬁﬁa&te%m: El%éﬁ%mch% aANdtibieAFBAR, tvhethsr amft Qkdboifnfd by pain,
t han one anti bacteri al agent IS used Furth er, nore

t HaverSveiengaomtinfimmational by inyertion ipyhostsiver, asitially drawn to such
anal %§S| c_agent can “r%F‘ ‘I&t?nal If for 1t he ."ﬁecond

adgéh a HHPq Shd e gt TR appation.

i ncl Ud%ﬂﬁi@ccﬁn‘ta‘iﬁﬂg%r Al 3 Cbae M Rﬁ&e&%&ihﬁﬁ&ﬁﬁes'ﬁﬁé@hﬁ@ organ,
by a pat hogenic bacterium or t is otherw se

r depenasipleart wider ehis melkt prodiuding ammalduch as & eowad gaeg @na sheep. A

gs%gléﬁags{ 3 i ant o) tcég‘gg{a%%@a]sro?ltaﬂf {rng}%%aﬁga ﬁf}é:cc ut 18 pr(ejferably

| r

g gﬁ?ﬁﬁ% Eglbidaf\(/):? %’@pﬁ%gn K ose©F ﬁgcm(ﬁhé Mnl‘ita?‘r@]’n atcg\vyz W&Bat or a sheep, and

swatompagsasrsucn ﬁmlmaimwhﬂher oAnbt eyl amdmd:tatnrrg atghcomgla of & infective

cont nEI at ed her e| i ncl udes, a manpary  or g

CERREPBR S RIGe R Al DR GR e e o Hgargmary

C Q) ands %%rlf% o? R E&and), A ﬂhlldl%oﬂfa‘?[qg% bin 3l ludﬁ‘éaaﬂ earof a
femal e of any mammalian species but s prefera

151uamnam anialal sebjeed The matuke epigripoesficf offthogdrds the omifick pf the

e.q., cow, a goat or a sheep, and enconpasses such
aﬁ%maz V\ﬂﬂ‘g}rhé?nagr not they are lactating at the tine

of the T‘h@ft&ﬁL“éﬁ?iba&QIn iyt deRRE aburdeP s fde eﬂeLn refers to an amount
t r eat ment e natural “exterior orifice o mary
orofjan antsbdcteeiabagent that Bfsuffivéerit eeliencalindhistefed by the method of the

flui d-contaiping grgan al so includes an ear of a
hUdR¥EERUER: t9AFdvse- TeligCe PREVERther delay Anast of,ong OF BloTgsympte®s of an

of; t f t I r
R0l RN BT oS AR b s
useghnismi.ei n refers to an anount of an antibacteri aI
agent that is sufficient, when adm nistered b%/ t he

met hod T4 tetre “comhieiiqndherapys’ hegein sisany & [rPatyent fsganemvherein
orthggﬂtﬁ)\éctgﬁieatgeﬁfanﬁrlﬁe cofi® ngentc‘ Xr@%‘d%stﬁedﬁﬁdividuaﬂy or 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 associated with higher doses. Alternatively, combination therapy can
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nunbers and/or activity of a causal 25 organism The
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regi men wherein the antibacterial agent and the

second, agent gre adm ni stered individual |y or together
i Fesiicin 1Bcrgasgd therapgutic effecy at the meraalidosa Pt @ach agentfin yanotherapy.

P [:0n: Qf : {i L
borsetifioR ey ekt AR i facg 0 ERotmps Rilpinisgggipp of two or
phaskanakpouet agerty as3firpdiaefReR M ARdMcaoeftidi MR indidSitally
t her apeutic agents. Conbination therapy can, for

exaafpridtragly spul ip seausndalrogtsinortantous tresteentdose of one

bot h . . || dm ni st d .
o PO AP G T PRI S er el
Ofcarradvsin 6@eref degiab® tinR gREALA(RM Y Ml H%SS%%@ or weeks

Al ternatively, conbination therapy can -
2ClspeBBRy U RETLeBPDeUs0SdRe2). Thew therhpeuticagens ezh be

RS L b A b R S R ek

| HoaRSRdhAOaRREDNRARS, ARENh BhitdrAbI P Binffitah s YrannBPT €
t herapeutic agents as part of separate nonot herapy

r egi men®&hemadministdretbsitmal thyeouslydtharabiibacsarial ygene and theisscond

se%ulﬁnti ﬁl @JH simult aneous treatpent. 5 Adninistration
PEPH&A0 Re AERISieTed I separfe dgsget Fooms ok BrHpiagaHation, Le. ina

t VRighdlids¥gd formC AhdEHle BWE 20MRE @ agﬁlﬁrﬁﬁ‘é‘l@gtsbgfe B&fiy 8%in separate

(usual ly m nutes, hours, days or weeks ep nglnglupon

t ldesagerfbimmathiesecasl apentedin be Bdeseistevdrigpay tsuitatdg et and in any

b dm ni st |n a sequential manner, that is,
o ERAR R L Br<rBlDIa A3PEOry) 8 SSBRIE Y yohs Haioe n 4 dosage
t e 8iBHIhar thab Q8¥dSor % a{r}\ﬂbe?ctecr Sht Wb tively, the second agent,

si mul t aneous manner. en admni stere

silirathesantibastryal apére, cantlichlistcesel ah a agieiolk thatdotipeisea@pad
agent.can be adm nistered jn separate dosage forns or

i %mé’i}mﬁat%f”z#fa& 1§, Wate &?Pﬁ‘rfﬂblé angjefhgnel inspluble. (b migropyyatgiline
t t . i ni i J j . .
L a4 AR BRI oSBT AL ffod e v

adimi mitebesxaetidnoridicy of thetfatid-eontaining @asgh.i I apt¥ferred embodiment,
phar maceuti cal |y accept abl e dosa?e form for exanple

bi??(’g‘ 3850 dresradispersed 18 thpsampeveherls grdadsipisteredhiarn single
u%ggra{-gﬁ. the antibacterial agent. Aternatively, the

seco d agent, like the antibacterial agent, can be

di sper Sid térm ‘dherapaucically éffdctioo APOIRL s (&Y HRFein refers to an amount
anphi pathic oi] that is water dispersible and et hanol

i R58n %}V@,ag%f&)th%ﬁlﬁqf@?iyg% hen adminiigsred ki thecnetdiod of the invention,

cal - ous._carrier .and ...
DRGSR At FERAL ke SR REYS sl s Sppytion
f beiing treatet porro Rgiuoe gambers And/oPadivitylofd c@NAPSARRM. T8 phrase
bot h agents are co-di spersed in the sane vehicle and

adiy theepartically effectiye AgoBnts g each’ imagans thatwhen administered in

Irl g?@pgﬁﬁgﬁ Qﬁﬂg%ﬁﬁr&%ﬁ% }11% nalle (l)JcE1 Bf thg?nv%ﬁggn,qg grin(r)]unt of the
antibacterial agent and the amount of the second agent are sufficient to provide both
an antibacterial effect and an effect selected from anti-inflammatory, analgesic and
antipyretic effects. Such amounts can be the same as, greater or less than the amount
of antibacterial agent or the amount of the second agent that are therapeutically
effective when used in monotherapy.

The “second agent” herein is an active pharmaceutical agent having analgesic,
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of an active agent that is sufficient, when
adm ni stered by the nethod of the invention, to

WO e@uo82719 el i eve, prevent or del ay onset of onRCDIB2®Y@0802
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synptons of a condition 25 being treated, or to reduce

nunher s .and/ or ac.t'évity of a causal qrganism The o
piipYRwete and/enpufipHammatary propertisst Pyterably shels am ageagexhibits at

. iR in. . ' - ther apy..
TAR¢ ) B EERAUTLS S5 s SRIPLAG A BT on
of t he Therphaineatwidabtomgsditiorrdtingrivengaii® dtibaeferfalfent and, in
nt are sufficient to provide both an

second agent ) OV ¢ )
aﬁ?ﬁ%a@p%owamené% thecsecensrggnt is pfligeid inictablecet infusible composition,

agtj - . anal ic_and 30 antipyretic .

o P Bt St o B Forin PR Bl e e sty haging the
| @gentishanpérsel anDhicle & dRARLHAIARISA] The RIBNUIPErsEdEin the
anmount of the second agent that are therapeutically

ePreseRt spateghwganighissol ved fbn omhleculpsly dispersédex coldoidgigndipersed,

herein is an active pharmaceutical ent havin )
S rautel: g5 Bodienante Tewelasbiarappsbge terapeutic
anbry Is@ubgendfbinQblid Rhitchfd BANRL AovaRld@perti es.

Preferably such an agent exhibits at least an

ant i - i fihe aehiglecompeifésabieewhentialdngridsnss: eplicnaliy radiethgr with
tq .Fe ilnven‘ﬁi on. The pharnmaceuti cal conposition ,
cgﬂ%‘ PEEATENE Ent i-bacterial agent and, in certain

enbodi MaBESst of BRsS 8&OM A AL ietS istanl dnﬁ’ﬂfﬂéﬁatﬁi@oﬁ‘%ﬁ&% Water

or infusible conposition, =5 for exanp a composition
adispersiblg and dthrnohimsolohley Ao “aptphipathit wili’ dndefinad ang sibseance
agent (s) dispersed in a vehi.cle as described herein.

THENDE Fpelestba e v ABthes SR aioneBn e dpgaedy hon-polar
diepsel. VithictiraBy theSOMRGULRRS ¥f Mk ARPhiREDIC 8f a&ogukﬁéigxﬁw fir apart
di spersed, for exanple as an enul'si"on or suspension.

Tihet thelunjquetpromeatids ofitkee Vo tepiont heerdigraotlyy SepadgenThe teBm “ethanol

sus ed in solid particulate formin the vehicle. 10
BRI neshe Bibine B bimiic Ot Ss e raaly ipigiis Grathanl at 20°C.
option o1\ : ihd QR b I.ent

first gPEtX%Jggg@%EEtgaA}{‘?énglfﬁggé% ent s!e Fsgg %ﬁ%wﬁ%eagﬁ’?c

oi | t hdhe tlirdvasential tigsedéms bbihe vahidledt hphaimadcasiallP beseptable
An " an%lg?i gat hi clfgjllch I s, defined as a_substance having
Al WS REEQPA FArg s RS pS tyPigARY amed) a5 desaribed mage Hily
apstembdiost i Nctly non-polar 15 region. Structurally

these two regions of the anphipathic oil are

suf f i cTeesdlgctioarf apkicle cotipaherithis ithporiae ip paedihg 8SoMbosition

t&g t wo rg lons are distinctly separate, The term

" 0@k YReN a f?lﬁg%{aﬂev83*thﬁé%ﬂ#f%ceerﬁaplrtgr@g%ﬁﬁpgfa@&mcsheoﬂuidi dt is
e i alkyok ' . Jhe. second . .
CEAEAE bk R U RO o) Aol RS Y e

norgam casyks Al thigeredwekvery bé tHehintidactas@ Apém |andl,%ﬁ6ﬁ’é\l§/n the second
of the vehicle is a pharmaceutically acceptabl e 0

ndFndRdue Chifedtion issthsrorgacar rier is typically an
ol agyilEsHE R IR e vbidon cho%-rlperisgsb lenljeoc\{\llbn or infusion of the

composition into an udder via the teat canal, a process described herein as

J .y

“intramammary infusion” regardless of the timescale involved, it can provide effective
treatment of mastitis, other diseases of the udder, and/or a condition associated with a
mammary disease.

Where the method of the invention comprises injection or infusion of the

composition into an ear via the external auditory canal, a process described herein as
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The sel ection of vehicle conponents is inportant in
providing a conposition that, upon adm nistration to
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is believed, w thout being bound by theory, that such
dispersion.in t fluyd within the 25 organ results in

C LPEe R Rertfst ot heimasblorate Srddl CHagEnyida aifective treatment
Oph¢ Lhtidal af ©60 AL i i i

DSRF sk 3880 on RERYor | Bl Sy therewit, The
| svigedtisofferdmggch o¢ie disojdee bt eomplicatiof associatedfthdrB®ith can be a
conposition jnto,an udder. via the teat canal, a

pRBEaR.Cogapion BN chasss, lixestoek; ortthe Hgrmar y i nf usi on”
regard t] ' Lvied, i n provide

ef f ect ?32&5%% et g%thréé%t%ﬁ%?&e?r%?t%%?s@ﬂg{éh‘iéorﬁ%?‘% a‘%e%‘gﬁfmma
t Gexterdslesnr indindioas), atittomedih (@MdkssO ehfat@shs)ihduding acute,
manmmary di sease. \Were the nethod of the invention

c SFREPIP B SeTPY sk ghappie formg of stidhmetiat plerrhemipgitis imedinwith

i i . .ernal auditory cgnal . a.process
B0 i g AU S50 05 S0 BERSSE
Pk 1cBPAOAL NOARGEch d5@fpariolfons £ 'thé REA! SloS8srosik, dth@ia, otic
timescal e involved, it can E‘rsow de effective treatnent
aB#noPtipindgmmation, @fc tieeding, Ecunesor dsyndmmcoMeaicre’s disease,
C QLRI ' ssoci ated therew th. The. sybject . .

o O R P RO AR B iy g hofpes zoster oticus,
aranLaypHam  Rakhd, Rirdeibubshids, ghtdTRMitisC BETRANAE Rerpes,

ani mal, horse, livestock or the |ike. 5”Exanpl es of
slabpirigthites, Hichsingpwuiendebyrinthibis andiyigalrestolymphatedlabyrinthitis,

ot i ti St erna ext.ernal .ear infecti.ons), otitis ..
et TRbe Bues et SR iiteed oy ckgfencuromas, aerotiis
SRRHR RIRYCHORE iy Hingiia Chutdh O RiyFin iR N6t Afeoplabii %%Eﬁféhéceu
otorrhea (otitis nmedia with™ ruptured ear drum causing
e¢drgiap o) basaberllecarmiraned, ditter stic carfcerst prermnceabe @it doaditions,
otic, surgical prqcedures uch as anost o and

© et o B RS e g PP sl O ST grs, glomus

| kAR @fhord hefclIn@BAE, Rral EE/LIRVSE dSrns MG @9Bonant external
Meniere's disease, vestibular neuronitis, beni g%

pelitiss yebperichoxirial bemadtomey deruyoinomas, iapacted tanmsh, sebaceous cysts,
Ransa t.s syndrone, viral npeuropitis,. . . .
o Fpich. GG e hispAals TR iape Shfestiany ympanitis, ot

| el dehid:d ' -
o BRI, BRI ookl ios,cpidual abscess,
platsilysinusi teromhosiys subdurabempyemtap ptitic hydroesphualut,j Bandy’s syndrome,
n omas, . aerotjtis 15 dia, .infectious nyringitis,

D RSPt g PiEs® eErmal oiiGpfoSieh PodiSasEROB P purans,
C@t’bﬁiy@@sﬂ?,’tra'aﬁﬁ?éc_u@eeﬂ)zirot‘i"t?srIﬁé&lg,%ute%gtﬁEhiQﬁ hibe OBUfiBn, a
pre-cancerous otic conditions, nonchromarfin

penraplanatbn essasiatedvettpatyatf dineasho vy lifettionis (gich a8 Bedrih@6ss, brain

gl.onus _t ani cum tunors, perichondritis, aural
SRRt Ve DBAIPRIRATES, CHgificguy AT B PuAdiRAd BEX gas, ruptured car

R g L
ti nni t ke methodiafthe inyemianiicparaotiady suitabicefol irédtment of otitis
t gxqgr?lg,l gt{tisé’mg&ié,%torrhea, and infections having an inflammatory component that
are related to an otic surgical procedure.
In one embodiment the otic disorder is a neoplasia. Examples of such
neoplasia include, but are not limited to, otic neoplasia, squamous cell carcinoma,

basal cell carcinoma, malignant external otitis, malignant nonchromaffin
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furuncles, petrositis, conductive and sensorineura
hearing | oss, epidural abscess, Ilateral sinus

WO booafokys? s, subdural enpyema, otitic hydrocephel/iB004/000802

10

Dandy's syndrone, bull ous nyringitis di f fuse

external otiti or.ei gn bodi es, r si s obturans,
B ahs rhdiana G Wabs rialieSh ot Qgapicam tumor, a
%E%ﬁﬁue?dhstdﬂ@%oﬁ&lﬁbﬁ'dﬁ& frliked 25 conplication
associ ated with any of the above infections (such as
hear i ngCombigatidyr thierapy alf theemsibadieiab ngent hogedtsr ®athai@second agent
cal ci f| cathl on .of the mddle and inner ear, ruptured

e dOVigdes FRhaRGSH; RGPS OPHORS as|copprEedye @@mﬁﬂﬂrqflﬁ’@ off ﬁw@?f the
f
Pga\?n'gﬁ?{{t%%ﬁ? ergtg?llttllwcs% )g%ﬁ@al{)ﬁe{; CAs i Qﬁ:a ta@?x{z%ﬁl% ﬁ)actenal

otdgentss dBptsedia, a wdhidle ﬂlaﬂ'&ﬁh@ase@(@fahfaﬁiphl@ﬂﬂc oil that is water
i nf ections hayi I&% an _infl ammatory conponent that 30

ardsnervible agd eigan iptaleble (b hymicaperpytgibiselwias and (o) arrharmaceutically

o PREAARC ol A5 Eolee SR8l R} B BB SRy or
otdm 1mta91|0ha®hﬂ>e theGuesndugenal forfldd@iRany R8§RAbISE Ghinediate
carci noma, nalignant external otitis, malignant

ndeleneamarstained nefeappphoowroszZidpspEETiorBL G0l 086@e forms for

: palﬁ@%%ﬁ?&ﬁ e'ﬁ?incm%fel l%lanet n(gLfgrrBlk grtg,aatn%.ggt%ﬂ%onmsqlgtlon emulsion, .
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ani cumtu

casslet; b@@ul@n?illt ﬁ&wﬂérkgram@@méhﬁﬁt tirRPurk SR YoRhgd, B?agee gel,

antibacterial agent together with the second agén
prcmtmes Snrﬁh@fb&fepasteﬁ elalmmoa@bsm@nsaaéropwpsal eldopsoeye drops,

T AL Fh bR bR RESRL o,
aﬂi‘ot hawtetd, @lral idgRAIng gerdthiSRHANS@bralNe. 3., \é%lhfgh&l b4, erc.;
conpri ses (a) an anphipathic oil that°i's water

d|P§{§‘@fe§ﬁt1b4? &, anernatshalan suboutoeols, smtragerous, mtraperltoneal intra-

FOSLYS har mac c
P R EhHIE BB P RS e Sl
f@ﬂitreﬁl’f@ﬁp lirRrade¥rdidel [ﬁ%&EﬂfﬁEMa@ Entra@ﬁﬁsﬁla‘r QBH%rQrﬂal Eﬁ' l'e
the second agent is formulated into any accept abl@

| ARfeadhamBayotopiiab dsesdarmgly Sttainasd] otie] macesal, rectal, intravaginal,
pha qyceut&g llfgosage form Suitable dosage forns for
t e LEEOhT 38 ®include, but are not limted to, a

SUS penPir&terabBths ké@Ad a88 liSfoPRulatedaha ?ﬁam?a%@ﬁt%aﬁy acceptable
pill, powder, granules;, elixir, tinct

| dg@n@eancﬂyca@de: arxglbbqterlallagtntmnd Ihe&acmﬁt@eh&m aéﬂnﬁnstered into
sl urr osol ra ar dro nasal drops, eye

o 5 te (A caRteingg Orh P emlichy HeamaREnary Ahoddintusion. A
a%ﬂbrﬂia’é&ﬁfcﬁﬂy HERpBBKk Ja?ﬁ’etr%r 'v%}glélgséa ?xge as h3 d?lg&ieptably

limted to, oral, 1ncluding Intra
e imjuriousudyltoxig affect douthe a:lnmabWhen adrpinisgdrt@ hdh corpéhent of a
i ntramuscul ar, subcutane i nt ravenous,

i APPRRYTTR GrigAmotng fequire herkion N exqipientaagredignt of such a carrier
| af yasak ?@Jcts ih ﬁtcfef’e?érﬁfuﬁ %an i l?gf?oqh'ér é:?a%)ient or with the therapeutlc

intrasynovial, intrat ecar racar
[ lagmm(\s)amtamcnn;bcmmom nt racapsul ar, intracranial, etc.

|ntran2) %% 8 pi cal , transdernal |ntranasal otlc

mucosafPPup yap m;rmtpaél\c,)g@f thel lherapeutlc agents described above can take
place in further combination with other biologically active agents and non-drug
therapies. For example, for treatment of a cancerous or pre-cancerous otic condition
(such as otic neoplasia, squamous cell carcinoma, basal cell carcinoma, malignant

external otitis, malignant nonchromaffin paraganglioma, malignant jugulare tumor,
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20 pul nonary and the like. Preferably the second agent
is formulated in a pharmaceutically acceptable

waQ edwos2a19 and both the anti bacterial agent andPChEB2004/000802
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second agent are adm nistered into the same
fl ui d-contai ning organ, for exanple intra

RTINS DRI BRAR HEODA B ARy L O Bh BT AR g like) an
oranﬁﬁ&i ?Asﬁc hgen? Qi B@?t;deﬁ%é S?Eﬂﬁﬁsﬁ %Wf 1% invention. Such
i njuri SUS OF°T OX € ani nma

adﬁhﬁé@ﬂﬁﬁe dgeiss iacludeyian ar not linfited t@qpastidzoke caliuancarbonate,
amount required herein. No excipient ingredient of
s FepeciabiapGagoplasin, Gispiptn.cocetarel setiginishine | c&anosidsy axemestane,
ad 1%)?@%@%&19@ gnlg%ﬁgtggg %%E&éﬁx@nilg&eé{%nt petbébg‘la%&grlggg%l l%ucovorm
Oflevliéﬁﬁsdlb |GheRetd]l fackigeirl, SaldeFeae tb@lﬂoﬁb@i& s€lamutake 30
place in further conbination w th other biol ogi cal ly
adwle@nxgl@mu@e)aﬁ@hw@ﬁ selfens. tamifapi thipteprotopetesarp teremifen,
for treatnent. of a cero L

St Tt horaBRE Rt Dl 2% CORERRRYR BoS
Car ci NaABIl chdSAUmER bf tﬁéhﬁieﬁ@éﬁi at Iéaétltwﬁﬂtbact@ﬁmeargeﬂd is
otitis, malignant nonchromaffin paraganglioma,
rTEﬂdﬁgmaﬁQtedj loeplllyarien essensial requementfonsiicoessinl cherapy of a local

| B2004/.00080 i.gnan ni.cum t uno
o iEEE R BS Gt PUPRE T PGheSAU RN, ey et Rk the sieof
aﬂhfe@ﬁ&Pﬁt@%therﬁﬂiﬁBﬁ nE€&br lh%h%gﬁﬁﬂ theOmehimANRhibolPbncentration
t herapy of the invention. ant i neopl asti c agents

i residulols sudhutongerdration nhustrbe adintainedfoa g tcezio [nainimal|tighesnThere are

car.bopat e,.... capeci t abi n car. tin

U SReF BT o ogt GRS L ReAhLe Fogeh asite of

f liHgxioeat fdr'&%a ?f‘e‘ Thrk ﬁ@&'r Nid (BQe %feeérbzﬁer thhh ﬁiétcﬁff’é‘l'énces in their
ket oconaxol e, rozol, |eucovorin,  |evam sole,

rregs'mtsrccahmbzpmlal aetmeh@s rQieoadvartngs offlotal radmmstcatw,n according to

t éhﬁ%vggt}pn(g a&tqgepnzglt%@om aé’?@gq{salflllfi%}?rg q;bi\{lilthe secbnd agent, are
Vi nE@Fénleﬁy ditdded ﬂo%kf‘ﬁheif'sﬂ@ BPllé?ioﬂere@tHQné h?mbfekx%pld%?ﬂet of

nati ons thereof. In al nmbodi nent s of
[ rthenapewm actidn hr&hmbrddum;ﬂetb ldblavm'xetq the sm@eﬁmfecslon,a:ompared with
ocal I . An_essenti al rement

t
ERGLSHES SF 40nayaten e g MAr PRt SURRoEERtS $1ghpral routes.
S uﬁ&aﬁﬁihnﬁﬂﬁirhﬁér?‘ nsalfon@&le @&alatﬁéﬂagaﬁfcedbké‘for%%q%n IRt to be

reach the site of & infection at concentration near
orddcregkt&lranﬂlmamds e Idpatierfitst padsiefiiecto y adahtlone,ribcaitadmmlstratlon

Egﬁg;:tsrﬁ% Eﬁ%ﬁfa?e{]sfq%ggr{% gecgr éstpeglsgm% Iﬁl?eeddto one or both of the

g'bflic}ctli@% Qéﬁ‘?ss a@s’ﬂ%ﬁ GuRRp Eﬂagz?ﬁe% ﬁfe‘ oF I1n 9&‘?&; Ldch Mﬁ?g{stratlon of an active

to’'reac site o ectlonln
eXapent @m atso mqbdcﬁre 1tsathekapetmsencmxdaygfee&hﬁng ith gendrideoxicity and
differences in their _intrinsic antibacteri al
acininyniziggriskepfaindasisbiegysteatic e adni ni strati on

accordi ithnt#oﬁﬁg%ﬂ§§§] H]Q Ryrttr élﬂ%dlﬁ@ﬁt §§hhgl?a%%%daf‘l

agent and, prefre e secon
pr &nggositionaldhpted forentratarhewar idfishal Eorﬁpﬂisi‘ng)é véltitledinat comprises

resulting in nore rapid onset of
(a) an amphipathic oil that is water dispersible and ethanol insoluble, (b)
microcrystalline wax and (c) a pharmaceutically acceptable non-aqueous carrier; the
vehicle having stably dispersed therein an antibacterial agent in an antibacterially
effective amount and a second agent as defined herein in a therapeutically effective
amount. Such a composition is suitable for single administration providing

-19-



therapeutic action and nore conplete delivery to the
site of infection, conpared with 20 ot her routes of

w@ewsi1T ati on such as i ntranuscul ar, subcut aPEDIB0GIH0802
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or al routes. Local adm ni st ration can allow the total
351%\8/ él c,.,dose.for ada% effect to be decreased
LDy dy agcordanpe %thﬁh%@e@ﬁjﬂ@éihe inverdidi t i on,
| ocal agpefeiabliy'sati #Bom @sﬁﬂ(ﬁfﬁ)@\%ﬁoﬁle %}%hn ug%cq tengjpn of the air/liquid

secondary effécts, especra osée

botmeréefcetdﬁ epithedial mummaate@mwahem Qidoeder! J0aR tg ﬂ?crease patency
Slt InfeCtlaiAi ocal adm nistration of an act
‘0

25° ‘6‘8 ﬁ’cldlé%{% ca fegtcein the Slﬂ’fﬂ@ﬁ sgnsioniof tlnmaie/hqmyl mterface of
degy m nim zing risk
of et |i%in@ CAE N OX it abolat T, Guh s insiances enable

pr oxdcd@mn dfifluadstheid ahe eaxo Qh@@i@leva@ed@ﬁﬁ%@féﬁﬁbhs‘:ﬁ%mm and/or
?r’jg)?sml on, ada ed for intramanmary i nfusion,

W S§PAfRtign @é edqr@mm@bgnct@pmsng@glthﬂm) walls of the auditory canal

an@,@e si bl e and et hanol

i nsol ilgi)%lwehl‘c",ﬁ1 ﬂ?éeé%@hg % g%%sﬁ%‘@??‘ft@‘%@(teﬁﬁan PEshegissues) thereby
phat;muaglt:a)mk:t yn eCsepd alrhe ey 6ol

vehicl e haying stably. di spe}eglgld Tharepaeaty s Bhed Adtin refers to

arftReBHE: ¥19 raficiige e climirationof blvekage: bith wudiedrh @ehdl ¥6 as to form

ent as defjned_herein in a
© A BB, HESRHMCEf BinaiS tsou@bﬁq%ués%@#gé@lwp@@f the

oduné¢, glatteal HbBY I
D004 osgj?fltg PeelOn 0% PRBICR: Sicl A T e Al 92‘5‘6&8‘1‘"1\?0

acPEHIERd Wﬁlﬁehﬂé"’&%tah adesuflt affinflammetidr, @ accumulation of

P i tion | the hi gh surf
R EARA bho RS BB PR SR tof b cnforeplieioniod Foi

t |t1$f3&|\&3h1&$ﬁl@l‘ilﬂﬂig€11111&l! édhteﬁﬂmgtwa%te&ir&ﬂfcgslecgf’ t%&éc' %g%ﬁg%geépqrﬁe or

i ncrease patency of the auditory cana
t REO&THPPRYEet-ensi on of the air/liquid interface of 5

the epi can nimze fluid accumul ati on,
and i nlégﬁehlcﬁiﬁf b‘é‘gmé’ﬂb © In¥RiQMRN Waregient pfihd somposition

héthd antibdcleg t
her ol i o St hesEoRY AR ol RSN R e i

?ﬁf%@ltﬁ’l Qx’élp'il'lqu”l‘ﬂﬂglf@atlml 15134(:113:2|fq cddmg)sﬁwﬂll dxﬁlfb‘{ts ‘éilféghed ct}emlcal

oser et her due to el evated surface
t g}%&s/l l[(;%lws%cg?%%bl YEYER gﬁé‘fk@SVi 1 ARy g permeabla contaimer or
oflelbp@undevide eTHe kR “éxrﬂéH é%ﬁ %Fz{h?lyor Ipﬁsﬁlzjaﬁne%g{ﬁg fugpm means

refers to 10 openi ng, Ion o

bihgk& ﬁ@}@POS@WOH ¢feth‘apt¢|s¢rﬂ rembodnﬂént aas g’l‘éatbloclfeﬁﬁé'ﬁl afid/or phy51cal
pg}gl@m t%ondwft Resi stance to conducti (r)n of soun
resul ts fF &hY ?rgH‘EFC‘EQ”&?PSHJFOUMQ@PW@Blth;sanpfa;mdlaament at the same

olistcEmtEAtioAN A Gefeb QP he auditory
canal due to Sf\;e\:Ie| i %gﬁlg?ﬁgﬁllél@ tﬁ{%@fe gFOI}kg{fqrgeaggagomposmon
riagking oa¢ oi brth afithetanphipatiie odaad Y Iﬁic'r&i?y&flhné 5k 878 Sierwise
aﬂw { f cerunen secreted thereupon,

8{360 gﬁc‘?fflp‘?slltﬁﬁ”o%f@%mc"ﬁ@tﬁ@w thin, i ncI ud| ng fluids

cont ai Ok ne response or
exogeno u%@&a\%t@ﬁ&bﬁ%%ﬁ ?é% T yeﬁubcﬁﬁ ﬁ%‘h‘?g@@dﬁ pfeany suitable

i theranaplastic anatériadyr Eldalﬂplés of such enLQTORLIC 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.

Compositions for intramammary administration are commonly packaged in

-20 -



(the anti bacterial agent and/or the second agent
and/ or an excipient ingredient) is prone to oxidative

waolegnagatd on. Such a conposition exhi bits ext endEtB2004/000802

10

15

20

25

30

chenical 20 and/or physi cal stability even when

packaged in an en, per nmeabl e tainer qr deliver
déwftg@“ éfetfg? CEWBM@%P‘%B% OT ARSATLION 1BiyE¢ teaf to afiow

SE%’H@J of nt,BQ g&ﬁg ﬁcﬁgﬁélf'ectlg hl?t) tie xﬁgﬁﬁﬁﬂ( éfaﬂ% )/{%fthé té%t canal.

resen m ca

p Myt Eingahmarytsakpehsiby fctrhaﬂatﬁms efeqfenatly pesprediih ilfiekened vehicles
conprising the sane nedi canent at the sane

c mmr@mrrté@ﬁﬂm of drg particleninethe 64 1976le; Whirhgea cause nozzle

S R TR

vvax b @ep@élb@foﬂh§ Bre a&ﬂams Ioa Bntifclchigl SONRASHs! ey Of whiBR have a
i nventi on. D%agen per neabl e cont ai ners or deI | very
dbrad speatam bleackiite agrind hythsgramaionisive pheé gmpnwtlw@ bacteria.
naterl of such l.s ;include ar

ot 1§ nreBEAetron b neaHE AR G o meBihantiidty
p@ths‘péﬁéié@!?ﬁbhe @@;Lnaﬁﬁpaﬂnpeuméﬁuk e1.2. PRI dYfiofiPhRirbdforide was
and 30 particularly polyolefins. Polyolefins 1nclude,

f stspendadphe, thlpbempétvh&bbmmpnpnﬂgﬂ@rmg’ylﬂ@m@eryl monostearate in

F Rl b Aot ety EREResS D RREERT 4 E SPRpYEOR fll o

| BEIGAIUWBE VabaloHieP ktdtded thABssthsn P@H%Bﬂis)ét R}%ﬁ{(éﬂﬁ‘)@rdtﬂe when
-20 WD 2004/ 082719 PCT/ 1 B2004/ 000802 syringes that

apeckpges/ingwdyepiidnesysagasu IQxidedive Idegriadathnrtﬁ@afuoﬁur liydtazhloride
P EERming B botbe piehY SAaF ab A e B A S temperature

| e PITRR VAR % n BHRRG VDUPGY 1HBY] :ﬁH{eﬂEjl RNetafleq f&emhﬁh}um of 24
prepared in thickened vehicles to prevent settling of

dmegthsas tiésited $oi an intremaemmary suspasxing, whi ch can cause

nozzl e 5 pluggi.ng..resulting i.n i nconpl ete expul si on of
Che- cofpmbnbdt S Seheafi bydroperife sirbpafion %qr%&%sﬁms were t?x
apfpRRatifh 'vﬁhet? WP RLARAES veﬂmg%%r?i‘ hpa‘e’ﬁé%a ifl 6)(?%&1 é.')e

spectrum of activity against gr am posi
gpaluyeuhglgae syrengescCefitiofur hiydroghloeide formed ftimns ab@/cctricentratlon of

pr, ent Ilcant to n |ntrana

o 3 e MERYag @Lb@wﬁ?ﬁ WeletReR n ¢ c%tgnseeﬁr@ﬂnwth the
c was 10 suspended in a
tﬁlﬁ%:dlggﬁggd ﬁ[?a‘l’%&ln %I#“r%?sl sing 20 ng/m glyceryl
nonost éar ¥ mginil rpiesovaystadline wak.t hough clinically
efficacgio he poten of this conposition fell to
bel ow 35) ibomgf H@Cfogfﬁéaﬁlnset%%gé Q@E}jmldggpxlrgaﬂatgs
nont hs

ﬁ& 10098 1mﬂc%%}ﬁg%atﬁl 0 5@@%‘7@@3 r'aﬂlTMfM 1944CS.

pol yet ene rlnges ada

cefti ofty r40ny1§frﬂc(ﬁ'élw¢1red¥ 62108+ Uetngyml Geldcireo™MB3/01he
primry cause of this F'Ot ency decline. A room
t enper iu?%mg/l%”sq’fémﬂ iAR. wherein at |east 90% of

| abel g\@(ggr/ﬂni;d)g#maﬁq}lj Qr a m ni mrum of 24 nont hs

is deS| ramEnrary suspensi on.
7 10 mg/ml microcrystalline wax + 5 mg/ml Hydrofol Glycerides™ T 57L.

8) 30 mg/ml Drewpol™ 10-10-S.

9) 15 mg/ml beeswax blend.

10) 60 mg/ml Drewpol™ 10-10-S.

11) 10 mg/ml beeswax blend + 50 mg/ml Labrafil™ M-1944CS.

12) 100 mg/ml microcrystalline wax + 1.0 mg/ml propyl gallate.
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A nunber of ceftiofur hydrochloride suspension
conpositions were then prepared in a variety of

wao bioskgated vehi cl es and packaged in oxygen perPEHIB2004/000802
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pol yet hyl ene syringes. Ceftiofur hydrochloride

manu actly QO R PG BRP Lo g DR B BBt S dgCs.
% |, Wi 1) 70l %b@wy@tgua@%# £169 m%RHPJQJb%ﬁﬁM MJio24Ls +

m cr ocryst al l'i né wax

m crocryst e(}lnxgén]/\]axylatem}@dm&nﬂuqneopyll mgaILI gt ef I3)
100 / crocrystallipe wax + abrafi
M 1922(:@ 7 /H§ "ﬁ@‘oﬁ@f’ gt ?%Wf@b%@afﬂ%/lﬂﬁﬂﬁlﬁis +

Cel uci reTM {33 Cgbgﬁ%?-}m m Lexemul TM AR 6) 2.5

mg/ M Coagul an 10 ng/ M mcrocrystalline

wax + 5lagoe mrhg/iflj{ diiabolystelliye eraxdeST g mblZdbrafiBY 180944CS +
ng/mM Dre oi TM 10-10-S. 30 9) 15 ng/m beeswax bl end.
10) 60 ngm medupbBitiRicd hydroxBoluery. 10 g/ M beeswax

bl end /I'm

m spoc:yé F%/ nhﬁ%E&Et&h%MvJ\é}g ﬁé(ﬁg%nﬁl P Qﬂy #%%qga”@

WO 20041/&)8@(7@/18%&&&9@&%6@%@2— 1003hg/A Lrﬁgfdfnlm M-1944CS +1.0
m crocrystalline wax + 100 ng/ m Labraf| | TM M 1944CS.

14) 70 rTg/ ne/pl erawt galta- | i ne wax + 100 ng/ m

hsg:g;' Wéﬁé?cn}ﬁ'gstgl ngr%c?f@ i apraii M- 104405 + 0.2
ng/ m Labralﬁ g/hil buiiat@rasoxytolGent: O ng/m propyl

gallate 70 mg/ M mcrocrystalline wax + 50 ng/ m
Labr af | OTM) hm@rQCIYﬂalhnWﬁw Humgfnaltlebrafil™ M-1944CS +

hydr oxyt ol /m m crocrystalline wax +
10 gl prong rgﬂg%rf)ﬁ}étggﬁ a%8Y 100 g/

i cr ocry1$1e0 kignal m@foc':ysmﬁna%ﬂh Mg@fhlLaEMfMﬂ%ﬁéﬁcs +
1.0 10 ng gallate. 19) 10

/m
m cr ocryst &3 mgénﬁmtylatedwdmwtniuenabr afi | TM M 1944CS +

m cr ocr yi"l5 %H&%‘Lg&‘ggc&g&% ﬁ.él}af?,}ﬂ%pg{%a)%q%l%&g&%Mps +
1.0 no/ M progy/mastyiates hydodxidluedd0 no/ m
m crocrystalline wax + 50" ng/ Labrafil TM M 1944CS +

Labrafil™ M-1944CS is an amphipathic oil that is dispersible in water and is
essentially insoluble in ethanol at 20°C. Gelucire™ 62/05 and Gelucire™ 33/01 are
essentially inert excipients derived from natural hydrogenated food grade fats and oils.
Lexemul™ AR is an acid stable cationic, self emulsifying glyceryl monostearate.
“Beeswax blend” refers to a blend containing white beeswax, carnauba wax and
candelilla wax. Coagulan™ GP-1 is N-acyl glutamic acid diamide, an amino acid
gelatinization agent for oil. Drewpol™ is a modified glyceride.

Most surprisingly, it was discovered that after 24 months storage at room
temperature in oxygen permeable polyethylene syringes, only those ceftiofur
hydrochloride compositions comprising both Labrafil™ M-1944CS and
microcrystalline wax provided formulations that maintained at least 90% of label
potency. Estimated room temperature shelf lives for the ceftiofur hydrochloride
formulations comprising both Labrafil™ M-1944CS and microcrystalline wax in
cottonseed oil were 2.4 to 3.7 times greater than estimated room temperature shelf
lives of comparable formulations which did not contain Labrafil™ M-1944CS.
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0.2 nmg/ M butyl ated hydroxytol uene. 22) 50 ng/m
m crocrystalline wax + 100 ng/ M Labrafil TM M 1944CS +

wa@2@40827m9 but yl at ed hydr oxyt ol uene. Labr afi | TRCT/IB2004/000802
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M 1944CS is an anphipathic oil that is dispersible in
Dbt tioE e P PR RESIODS I8 LioridE SPEPRHIS) BUTERGNS Labrafii™
eNERMUR %nﬁ(y dx B1¥4d B c?ﬂ%)ﬁsegg bil Vﬁ?refi %Pmoﬁﬁfeﬁff?kﬁture had a

hydrogenat e d gr ade and ol Lexe

| Sotéty et leds ﬂtaalQO% afbdriscorage fos 24 inoathslis lokygamg)egﬂnyaiﬂds yl
nmonost ear at e. "Beeswax blend" refers to a

cpﬂil’%ihﬁﬁwgswmg@seat as@@go\%rszper@tarm aa#&oﬁgﬁyamhl%@ﬁ é@mqlmam of
a‘EP“%Rﬁ‘ igglég(%ﬂgﬂg%g%l ¥1IM lﬁl 1@49@8 ana%%fo%lrfs[ﬁlﬁr?e wax in

|on agent f

Dxfivaeded Mill xhibited @Iﬁot@dy gf Yiegtet ﬂh@n obkssf 15kl pfiks2ngbyths in the
it was discovered that after 24 nonths storage at room

t empeteragey eondiiangy gen per nmeabl e pol yet hyl ene syri nges,

only those ceftiofur. dro Ior| 1tio .

conpri PIRBOBULH qf’é‘?ﬂrﬁfr} fﬂ’i’h“%s %%Bﬁlf)atth Bifthat is water

”Jilg éfﬁbbé%aletﬂaﬁﬁl M8 uBlE OMi d‘tﬂhf@'{v@k A & nbA-akueous carrier, in
tai ned at | east 90% of | abel otenc%m Esti mat ed

r MGmeﬂmg@xmébd chemvied afidfor PhBESlQ?éﬁtﬂb can also provide

h hl d t Labrafi.l TM
VA ESSIS ide B DL AR AR GO0 Disas oy fhe
rﬁ%c?sﬂﬂ)n i milk/add H‘%ﬁld&r ﬁtﬁh@fo Juicly SstidveRdrBEhciRR Medicament

rature shelf |ives of conparable formulations
mmvelh atlihd sit@bf mdertianshiostbmidifqult mwmgmmg copgs, Y\gero day

2004/ 082719 P /1B Addi ‘
cEPPghtETReag Y anfai rd%(P ég‘?'FgH’é Hewr t L p‘éF Hé\q cal%mg after dry
OIQKPK' abhdnEM. alh HAAGEP (3RS 11'9%%%&61@&&%3&%&“ t onseed

stored at room tenperat ure, a potency of
|l ess t lt\anbﬁfﬂ&ﬁaﬁgmts gypdicalge fdrarse adcomdlng ks thennenyige include any

P SUBrEPR (et Ry e YOI SEA 4Gt R <G o8 OF B APk Flsorders
v hﬁcﬁ&sétlcydlg(ﬂmﬁ aﬁﬂ/@gc&ﬁﬂﬁﬁﬁbﬁs@&%&@&&%vﬁ&g Su1tagle antibacterial

m crocryst e wax In cottonseed oil exhib
pagennciyiclatie, drue atearot liAted 960 ¥etflattaimeintibhdtenial 2 guomes nhgiral and
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such ngtyfil stlr? rtlh%lc%sm aivlosin, erythromycin, azithromycin, spiramycin,
josamycin, kitasamycin and the like), lincosamides (such as lincomycin, clindamycin,
pirlimycin and the like), pleuromutilins (such as tiamulin, valnemulin and the like),
polypeptides, glycopeptides (such as vancomycin and the like), polymixins (such as
polymixin B, polymixin E and the like), sulfonamides (such as sulfamethazine,
sulfadiazine, silver sulfadiazine, sulfatroxazole, sulfamethoxypyridazine,
sulfanilamide, sulfamethoxazole, sulfisoxazole, sulfamethizole, mafenide and the like,
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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.
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cr yst alWteretht hegbmeiid] subsfancoisweltoddi arm sabtiaseof, a preferred
ceftiofur salts, cephal.exin, cephradine ui.no
c@cpwa@téatmn|rénged@1a&9€wﬂtw% ef fhediyspiion %&FLE? {000 me/ml,
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(pt val oyl oxy 1y 7- bet a- ( 2- ( 2- ami no- 4-
alfentanil, algestone, allylprodine, alminoprofen, aloxiprin, alphaprodine, aluminum
bis(acetylsalicylate), amcinonide, amfenac, aminochlorthenoxazin, 3-amino-4-
hydroxybutyric acid, 2-amino-4-picoline, aminopropylon, aminopyrine, amixetrine,
ammonium salicylate, ampiroxicam, amtolmetin guacil, anileridine, antipyrine,
antrafenine, apazone, beclomethasone, bendazac, benorylate, benoxaprofen,
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al | yl prodine, al mi noprofen, aloxiprin, alphagrodi .
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ber noprof en, bet anet hasone, bezitram de, a-Dbi sapol al ,
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acet at e, bronosal.j geni cef | f%4162i84kid, fendosal,
DCBEOTE: S GIRLSORT e, iR Rlco e, IGa@aL, fendosa
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car bamazepi ne, " car bi phene, carprofen,, carisal am, ‘
c dhetomnide, fhifewmib aeidnBrmethasong, ByHelide sthpuxin, tlunoxaproien,
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TR s BRI e thaken by

i fﬂﬂ)@éftﬂ%ﬁb, Midraens dluorsthdtH@nae, flupkeiateafiopirtine, fluprednidene,
cl ocortol one, clonetacin, clonitazene, cl ogi Xié], d
c| fiygiredrdsolaneo fnpuhia, fluptoguezone dhtppgrenolidg iy rﬁxécelﬂ% acetonide,

brom de, . codei ne phosphat i a isic acid. elafenine,
S L I T e
Cy@h@aﬁf?&%&ﬁ; gA?&fl kAR, buaidahud, hilemoaiiegiasteasol, halometasone,
deTacoxi b, esonor phi ne, desoni de, desoxi netasone,
dexdomthasenierotie kytachdohg, hydrocortamate, hydrocortisone, hydromorphone,
hydroxypethidine, ibufenac, ibuprofen, ibuproxam, imidazole salicylate,
indomethacin, indoprofen, isofezolac, isoflupredone acetate, isoladol, isomethadone,
isonixin, isoxepac, isoxicam, ketobemidone, ketoprofen, ketorolac, p-lactophenetide,
lefetamine, levallorphan, levorphanol, levophenacyl-morphan, lofentanil, lonazolac,
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desonide, desoximetasone, dexamethasone, dexamethasone 21-isonicotinate,
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t'i oxapr of €n, tlxocortol tol fenam ¢ aci d,
t démndiamtdleadmm«»progoxyphmc risizogine, dllfrI@merufrf: diamorphone,

val decoxi b, nol , . xenhuci n

2 dihydioeededic, dﬁyg] rRRing;, ’%ﬁ%’ﬁﬂdpiago ‘B?PS‘GP%EO bike, and

C e teptd28 hohept
ﬁﬁétmﬁmamé%%r Hﬁ%%‘l“?@?f?&?@%“ﬁ?? ephizacipe, ethoheptazine,

i emqmﬁammﬁamtagam ethShntbrabine, dowitasenss fentariybderoipdtydggcedone,

not limted to, alcl t asone,

béY@FﬁE’PH&‘@Bﬁ@Y ot ey P ape T ons ey diogphar.
Q}ggath%?&l exg (C?fghﬁl QLA Aperiafiel BPRALInol, metazocine,
defh er o e,

oxycortlcosterone desonlde

dﬁ%ﬂi@dﬂﬁé a@ams;&m dexphiind, nagoptene, draltmphmha@b@r@hme, narceine,
21-isoni cotinate, -27 W) 2004/082719 [/ 1 B2004/ 000802
dquoama@b% noflPYRiE]i‘%i‘n”(ﬂ’éme P‘ERS’& bats] me norpipanone, opium,

ngg onl %Q&&E{;ihoéé Ya Efér&ﬁ b&fazokiridt bl%ﬁ@d}@)ne, phenazocine,

OCOTtISOﬂG

hygeRadrbh pRerpeti @ﬂ'ne,, plhmdfdmm piritsoride, prohEptaieepromedol,
hydrocorti sone hem succi nate, édr ocg({ltl SONE 1 1 24 the lik d
2 Prme@dw&t REOPHAr OB YRbBHfe SUSBANUnYIidies {iigatado! and the like, an

i sof sof | upr edone acet at e,
nef P§¢§ 5%% %ne 5 nethylprednlsolone acetate,

met hy| gh 9&tnind dlep BRbSdIgicnmhs Yecindaizent is an NSAID, selected for
nmet hylgrednl sol one sul ept nate, nonetasgQ lic acid,
presampledraasalicypie aeididstvaives (Sugh ey lisaie ﬁféd’a?és&yésﬁécy ic aci

rednt SOl Qge N c s ALl Mhe like), indole
S0 SRS PR B0 AR 1.
Dr&@i%&% aagic\Rl R (alch-8 ¢aloaithacht, ethdbkonslindac and the like),
trianti nol one, triantinolone acetonide and_ the |ike
arfenanatts (sadh asratofepamisomeclofenamic, mefenamic, flufenamic, mﬂumlc and
tolfenamic acids and the like), heteroaryl acetic acids (such as acemetacin, alclofenac,
clidanac, diclofenac, fenchlofenac, fentiazac, furofenac, ibufenac, isoxepac, ketorolac,
oxipinac, tiopinac, tolmetin, zidometacin, zomepirac and the like), aryl acetic acid and

propionic acid derivatives (such as alminoprofen, benoxaprofen, bucloxic acid,
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10 I n anot her enbodi nent the second agent is an
anal gesic, selected for exanple fromalfentanil,

wa@bdogloga7edi ne, al phaprodi ne, anil eri dine, PCT/IB2004/000802

10
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benzyl nor phi ne, be2|tranide buprenorphine
ene, codeine

b ,.
dﬁéﬁﬁﬁhﬁ#q@fen Sebrao rrdten, ebiereh J5oo B eisdoprofen,

G EQphdten, o DA eifoncll, SIERGRA DG M, ShiOE A RSORS,
dipramiopidifér) seprbfen etigprofénivxaih) eloyrofeyiraad ehe lilte), gnalioneids (such

et azoci ne, ethoheptazine, ethylnet hyI t hi anbut ene,
etamerﬁwlm dralvaiyeSAMBIRF iR, CEMORIHM, dIRSic@N, loroxicam,

i s oﬁ&q‘gﬁ%’g? I’OXICE%? E'«g C%gr?]ge}% tFH%gﬁ?ﬁ( ya?lﬁttﬁ'é gﬁrr folone derivatives

eva

| extdigpyane lantipgitepheaesy dipRs) @ﬂypﬂeﬁlﬁlﬁﬁdofmﬁl phenylbutazone and
neperi di ne, neptazinol, netazocine, nethadone,

H@tﬁdﬁ% paﬁ%@fﬁ-}ﬂOﬁb@ﬂW?f@ﬁﬁWﬁ%(suﬁlzsﬁtpsﬁmmplwa|ao¢l i likee),
nAAAONS (el aChARTRBHE A5 B HAIRRS proaygzone and the like,

oXiE oslabiRatichshd@Eghone, papaver etum pent azoci ne,
phenadoxone, phenazoci ne, phenonor phan,
p h e nop ém ? afeheredsiphodimpmidhe piti-inflammatery ageftie piselzéting, COX-2

s urf ? an; seﬁ)etcgg? E‘JO%%E 1{11}1 H%o% {el.ac:nhuggwfgt%ﬁf/ %Eectlgﬁlé{ inhibits

C eibeIepbitRs-2t(Tee o) actRBy! Th eémﬁ.ﬂ‘@a@&fvemxdz ifﬁﬁﬂﬁtotr hgnd
second agent is an NSAID, selected for exanple from

S a$ei1®y1|Vf: éycemWg@rmsWanhlbégr”(lsﬁmhawabhzl refey Id ztheoipdntic

oI h¥selePi B oo by KO Dot ing oy ooryeenase,
| Radl 16ss swldaaﬂﬁlﬁm@&%f @yc%lxgge)nawg fcox-iNdonmkh ﬁellelih the

et odol ac, sulindac and th fenamates (such
etasme rsalmtttve R binbiaior't alsereffen dori pyodﬁ’lllgxbmah;rthax is converted in

neteiSafofPauetineshitig ey B dimntiiad Rlaive 0 cox-1.
apedfgt@rtectiveCodan @ﬁhlbﬁ'(b& E%lﬁﬁ%“seleﬁﬁﬂg}hﬂa%? B4t least about 10,

fenti azac, f ur of enac, buf enac, | soxepac, ket or ol ac,
oxiopd m&ralﬂy eﬂﬁmgbout(ﬂOrmﬂusnu nzorel praf¢rablyry leastmbpir ), wherein

acrshr o B el & R AR R e e

bUsA@Nirfi AU cog?p% prgﬁ%{ng %@&J%hiﬂﬁﬂd &%99%19 Q&ﬁ% in an in

carprofen, fenb enopr | upr of en,
f virdogrpre ofvertgst.i bupr of en, |ndoprofen ketoprofen

nobrEL e ARSI R G SR U BT
t iA%RAQ RN cARFbuhAS ddscliBdd b&HRah& Jr?c‘fddé:stalitéhﬁggé %t)g(tl%g é;r%nﬁ‘lers,

oxi cam deri vatives anpiroxi cam ci nnoxi cam
I ommmpmrﬂ, sditsigydoates prodrpgy axdi cwarthinsiodo e Angl such selective

t he pyrazaql one .derivatives
ﬁenhléorygiﬁqg Phipeiag kagwadm e 4 qaprbsrised.
oxyphe 1e<§11%?é’d)52¥5 ﬂlﬁﬁﬂ% fﬁﬂ ubdiil l%érglﬁ)ls a compound of
eno s th g KeR

par a- an1 erivatives s acetam nop
afwmulee(D): | ke) al kanones (such as nabunet one and the
i ke), ninesulide, proquazone and the |ike,
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and conbi nations thereof. 10 In a preferred enbodi nent
the anti-inflanmmatory agent is a selective COX-2

WO pdviiosd7ey . A sel ective COX-2 inhibitor is a chOpuBRaek/000802

10

15

20

25

that selectively inhibits cyclooxygenase-2 (COX-2)

activity. The ternms "selective COX-2 inhibitor" and

"sel ective cycl ooxygenase-2 i nhi bié@{«ﬂ i nt er changeabl y

refer to a therapeutic conpound t | sel ectively

inhibits the COX-2 isofgymof the

cycl ooxygenase, 15 wit 83 57 SRy pH

cycl ooxygenase- 1 (COX-é) .

"sel ective COX-2 inhibror ,

or salt that is converti NNA1vo to a conmpound t hat

exhi bits selective ifffi biNj on of COX-2 relative to

COX-1. Preferred selecti COX-2 inhi biors exhibit a

oL B PRl e SR AP Eh of er

defi nod SanPRHILSEIIen ol AApNRRat bt dikipca | <
efined as - -2),

C ]9 ncentr at h@mos_ﬁﬂilal adpaoialy lmsgt?meédng uBSAtiateldi cta'ﬂmitCWic rings,

of enzyme activity in an vitro or .in vivo. test.

Sel ect 1 ve Brgersbly eliraiaely! eimpiseiRpied fod BRI Ay Birinogl.

i ncl ude, b 1NSrididy1 e @nordyl §nd nsy1 ;

descri bed E)%I}(%‘{V?/%/ag%ﬁni ﬁrlé:}{ ’u&%ﬁ?)g%t%%'«g?sl} ‘St er eoi s)cl)r%(r)lgfs

25 enaisdde or,CHgl t s, hydrates, prodrugs and

conbi nat,i gns .t hereof . Any such sel ective COX-2
i nhi bi #d%§ %lug or prodrug known in the art can be

used. ARIR¢ aifess bGiabhtRleti R Tron RRERICLALY

usef ul /kherg(i nJSi ggeascl%oﬁn%o%ns e@ or mJFa %I ?C’C%ﬂ%
2004/ 0827 1 8ydhealkdnBPMdrQD @BdR optixhallysubstitiked aR3 sulsstitutéble
(f) or a praqdr u‘%itgr phar maceuytical ]y acceptable s

al t
t her eof , WREHESH Witk opg ormeryadicalssplected fromt alliyk heJprlkyl, cyano,
i all | .
partially Hﬁﬁﬁﬂf&ﬁf( ch'bou Zg{dg{) lggldég%géggyﬁgmoxﬁ%mo,

partially unsaturated or

rings, 5 plkeheatiadlayylaninet sitoc yikbyyallig calkyladfieylt ko, alkoxy and
from pyrazo) y] ,. furanonyl, isoxazolyl,

pyri di nyl , 2&yhigpent enonyl and pyri dazi nonyl groups;

Xi's 0, Rsiéjﬁle% ‘amino or aminocarbonylalkyl;

R? is one or more radicals selected from hydrido, halo, alkyl, alkenyl, alkynyl,

0Xo0, cyano, carboxyl, cyanoalkyl, heterocyclyloxy, alkyloxy, alkylthio,
alkylcarbonyl, cycloalkyl, aryl, haloalkyl, heterocyclyl, cycloalkenyl,
aralkyl, heterocyclylalkyl, acyl, alkylthioalkyl, hydroxyalkyl,
alkoxycarbonyl, arylcarbonyl, aralkylcarbonyl, aralkenyl, alkoxyalkyl,
arylthioalkyl, aryloxyalkyl, aralkylthioalkyl, aralkoxyalkyl,
alkoxyaralkoxyalkyl, alkoxycarbonylalkyl, aminocarbonyl,
aminocarbonylalkyl, alkylaminocarbonyl, N-arylaminocarbonyl, N-alkyl-
N-arylaminocarbonyl, alkylaminocarbonylalkyl, carboxyalkyl,
alkylamino, N-arylamino, N-aralkylamino, N-alkyl-N-aralkylamino, N-
alkyl-N-arylamino, aminoalkyl, alkylaminoalkyl, N-arylaminoalkyl, N-
aralkylaminoalkyl, N-alkyl-N-aralkylaminoalkyl, N-alkyl-N-
arylaminoalkyl, aryloxy, aralkoxy, arylthio, aralkylthio, alkylsulfinyl,
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nisOorl; R is at |east one substituent selected from
het erocycl yl, cycloal kyl, 10 cycl oal kenyl and aryl,

wa@p@4iog27opt i onal |y substituted at a substit ut abCEIB2004/000802

10

15

20

position with one or nore radicals selected from

al kyl , hal oal kyl yano, _carb |, .al kax bonyl ,

hydr oxyl , %g}ﬂlﬁ%l{?fﬁ'ﬁmfloﬂg%ﬂr Elgikgflmé%pﬁgl?{y‘i?l(l-arﬁXmlnosulfonyl,
al kyl'am no HbRATaR® N-Ak{1LQ:ar@hio%@doi, R bei ionall

ol kyl sul f Ay pb h‘g’ﬁlg aﬂ@lé@quﬁﬂh al kylcﬁgl’o; Treposey

met hyl , angubstimtedoariasolsitiratly pasikiph witRInier arvee cadicaby selected
radi cal s selected from hydrido, hal o, alkyl, al kegyl ,

al kynyl , &ew aliy) diboalledrqyargs carboyyl, glkogygarbonyl, hydroxyl,

het er ocycl y| vl t hi : ; ,
Cycoal oyl WS Ry Snlihor Moyl SHAGRRE

cycl oal kenylikoxyaiityd] Hiyflsulti@fl Sliz06, it oxdyahnk wlkyltawy bod

al kyl thi,oal kyl, hydroxyal kyl, 20 al koxycar bonyl,

aryl caRbémsdlectesfomyiydadmaidialo.ar al kenyl , al koxyal kyl

o B P BT o SR COR o s
ak&apneak hatink ddppkmunimocar bonyl
am nocar bonyl al kyl , al kyl am nocar bonyl ,

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

al kyl am nocar bonyl al kyl , 25 al kyl am no,
N-aryl ami no, N aral kyla -N-aral kyl am no,
N- al kyl - N-aryl ami no\ aw | ami noal kyl ,
N-aryl am noal kyl , N~ r\a

N-al kyl - N-ar al kyl afd no
aryl am noal kyl , aryl oxy,
aral kylthio, alkylsulfinyl, -30 WD 2004/082719

PCT/ 1 B2004/ 000802 al kyl sul fonyl, aps nosgbf onyl ,

al kyl am nosul fonyl, N-aryl am nosul fonyl, ™ "aryl sul f onyl
antheRd R il méth gir ot addth & gub f Ry Ihydisgeibei ©1G;.9 plkiybaradlkoxy group,
substituted at a substitutable position with one or

¥ & N qdCRalvheseReisthwdrogen enhalpgen. anthX| 294143 indepeiisntly
|...alk yl . : .
BB B R B oy A beredsing

am no, n

alikepiioahiiy bubsatuked & whé bhtore Pltions &Ko, Bald, methyl or halomethyl
alkylthio; and R4 is selected fromhydrido and halo. A

p&raupe.ran|isomeretagionss, Riagngresticallytaseentale gatporprodrug thereof.
I( Peljfgrlr%cf irlycg(%lrvlég to &k Fent %'fgziorlijxpg Sarg]c%ycﬁdlwgn{eggnef, ?Jrgﬁgn%,

methylpyrazole, isoxazole and pyridine rings substituted at no more than one position.

kyl, ,
t hi o,

Another particularly preferred group of selective COX-2 inhibitory drugs are

compounds having the formula (IIT):

where X" is O, S or N-lower alkyl; R? is lower haloalkyl; R’ is hydrogen or halogen;
R s hydrogen, halogen, lower alkyl, lower alkoxy or haloalkoxy, lower

aralkylcarbonyl, lower dialkylaminosulfonyl, lower alkylaminosulfonyl, lower
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Rol X 10 R6 (11) where RS is a nethyl or am no
group, R6 is hydrogen or a ClL 4 al kyl or al koxy group,

wo200u88N1or CR7 where R7 is hydrogen or hal ogePCT/@pd04Y000802

10

and Z are independently carbon or nitrogen atons

deflnln adj ms of a five- 10 SiXx- er ed
aﬁgmos 1Gagh ot eiteyoag@!sglmrtﬂsaﬁ . ?)}ri%g% FgPered

pgﬁ otgkr? @8{195‘111“% l?f?fél'oc sgll}”?igﬁt dh ROl i’dm%%ﬁ’épe&&ntly hydrogen,

P hé‘lbgaﬁ %Wéx@t)}lyk)%ﬁ elpb@b beagg land phapaedutigglly hecepaible salts
Preferred such five- to six-nmenbered rings are
c}hﬂrmﬁent enone, furanone, nethyl pyrazol e, isoxazole

A DY A 08 s BRI SkoRhy ATNITL Bl R0 o2

p03|t| art prefe rred
S?ﬂn@l‘ﬁbfo\f&t@(zﬁ I-Béhszy@ﬁés &E&tﬁ@haﬁ@d compounds havi ng
the formula (I111): /[ COON R11 \ X11 R8 20 R12

( 1W menodlexpant@uiarly $rqf¢rr¢¢ groveef selceyive CREX29nhibiiesy drugs are

I en or R10 i .
h§cﬁ?19'd' = ry]@g}lg%éaﬁn I;‘LC]ng I%Sﬁ aer?\ga\?g?s %‘Ff?%f E%mcularly useful
h@bﬁgbﬂﬁ%lﬁf tﬁ@@ﬁﬁs ar@'hﬂhiﬁéﬂoﬁﬁi’ z@ﬁﬁﬂﬂannidé‘dﬁéally acceptable salts
yl am nosul fonyl, | ower al kyl am nosul fonyl, | ower
- sl 2004/ 082719 PCT/ | B2004/ 000802
ar al kyl_ am nqs

| f
het er o %tWV«% oﬁ%ﬁ#‘#’oﬁ?iicoquﬂ valdegoxib, parecoxib, rofecoxib,
n'eEJrf?,Q)‘?i‘B ﬁl‘i’}m’@bﬂbng-(@ gtcﬁﬂlﬂﬁbﬁﬁﬁe‘ﬁﬂﬂ?f Pl%fﬁethﬂﬁﬂfdﬁ%ﬂ)pﬁé’i@l] -2-

RI2 are independently hydrogen, | ower
I oydopeaitd{xaiqbne dS)—ér%fﬁlphlamleﬁﬁn@unaUE&ijlbaﬂybam?@@maa{ﬂ-

‘ fS glﬁqi)m()g‘i'c?zfc{uf ;ﬁ 3 Z? (1@5 o) lﬂ:%(%%g r%% lé-met?lnfz?-% 90xy§-5-[4-
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%&bﬁé}éﬁffg‘mﬂ%@ué%zﬁ)@fﬁa&manem 35- G@ﬂ@gﬁ&}ﬁh&:@l)ﬁ@ d.

arly preferred group ectii've
C@ﬁfﬁormimtbylb-dﬂypyfaugsl yi]lmnzenesulfonamlde 4-[5-(phenyl)-3-

5- al kyl - 2- t id ti

C heibbromeshni EbpaRia) Tog brdrenety BB o e Comags
rﬁrtlﬁHf{l‘rl %e%@pba&&a&w m@e&w? ﬁsfaﬁm@l@glﬁs adtbdoxib,
167  Ker eof ustratively, ce oxXi % der acoxi b

v atatieoribi bumnmcmlmxﬁ [5-(4rfdfcecpheinipl)-3- (en1ﬂmoroumtlty1) 1H—pyrazol 1-
| umi racoxi b

2 Yilpenzepeyuifgnemideand L34 phonyDms(trifneromesighi-} Brsiizacl-1o.-
(SRR TIRhARLE ary yetin egnettng iy speesio o s Mnenon
Valdecoxib used in compositions of the invention can be prepared by any

known process, for example in the manner set forth in U.S. Patent No. 5,633,272 to
Talley et al. Parecoxib and salts thereof used in compositions of the invention can be
prepared by any known process, for example in the manner set forth in U.S. Patent
No. 5,932,598 to Talley et al. Rofecoxib used in compositions of the invention can be
prepared by any known process, for example in the manner set forth in U.S. Patent
No. 5,474,995 to Ducharme et al. Etoricoxib used in compositions of the invention
can be prepared by any known process, for example in the manner set forth in
International Patent Publication No. WO 98/03484. 2-(3,5-Difluorophenyl)-3-[4-
(methylsulfonyl) phenyl]-2-cyclopenten-1-one used in compositions of the invention
can be prepared by any known process, for example in the manner set forth in
European Patent No. 0 863 134. Deracoxib used in compositions of the invention can
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car boxylic acid,
2-(3,4-difluorophenyl)-4-(3-hydroxy-3-nethyl -1 -but oxy)

w0 26004820%9 (et hyl sul f onyl ) phenyl ] -3-(2H) - pyrl dBCT/TR2064/000802
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4-[5-(4-fl uorophenyl) - 3- (trlfluoronethyl

(BF %5%8?%@%%%?%%%?4 B eamg ]lai‘}é@ﬂr&%ﬂ F?%Jﬁémg S. Patent
0, I 05 Wi oo 5 Sy S

r dhieg Px5p4- (metlhy]sukfmxylhahemy]m{(aﬁl}pylhldazmone used in compositions of

4-[5-(4-fluorophenyl)-3-(trifluoronethyl)-1H pyrazol -1

2theyipyensing 6B pfe@ﬁrgﬁbd@nghgown process, for example in the manner set
o P AR bpal roldrh ELBRLATR LAY W0 PO 182l seecive COX-2

ERZenesultonan e are use e nmet

C RS firy dAgs @ﬁn béﬂ clpireg by iagy knoMbﬂﬁéssz(inblud rbd’:bsses set forth

conposi tions of e i nvention can be prepare

k tropaieTp Pbleations éxscleﬁlaﬁpu@l drags; fier srapms iIndbe cm@f ﬁelpwmb in

aﬁg‘“’f éﬁl‘ieg lq ﬁl\gaé%lﬁ B?OS §Cf?6 I%igzé OSI% ?%1%621 [ 0 : % §5§b§§ 98(219 et al
I %}Iﬁﬁﬁtér@ﬁa&pﬁhﬂﬁ@aﬂ&@ cREE B ve drdcaipyrdiDidiein 9 GeRsance.

for ‘exanple in the manner set forth in U S Patent No.
5 932, §dgre thePatdnshagent iak selggived Rk inbetor g preferred

< ORRD T OUeRse ingremipen o e RRenin ErSQE DT sP¥pSibioo
ﬂ%/mF Fh&B brefH@blyE&bﬁﬁt“G P &PaticRt PIEMBIME afd st@l more preferably about

Et ori coxi b used in conpositions of t he invention can
bé tprepun26d mg/mé.nyomgwd Jzenis other thaora sslestipt €% 2tipfbitor,
gg&rt] ieasq%%ﬁnt%lton\y\iﬁpggggﬁgﬁ%%t&%lI 3 ay onPea(gfesﬂlll in the art based upon

(iBlishe@Puhtauor ophenyl ) - 3-[4- (met hyl sul fonyl )
pﬁeny -2-cycl openten-1-one used in conpositions of

the i nwmnpmpathlcm]ua appligblega tedcusentimy citmovinclvde ek sgphipathic

for | e t he rset fo in European
1%%@%“’%“&3@31% ea@?@@%@éllﬁs © in conpositions

°f t he provend LR Sifhipaitc YR 28 Bﬁ?ed Iycerid db

pCT/ | BS 08T Chaah ST hipatitc olis A0l i, B prochss oo by an

f (atcohoxlamp keaction bﬁmatmahtr@lycsﬂtlesf\mth pohyethyleﬁe gRaolednd examples

5. 466,823 to Tall
ueeéudg Pytrare, Bq;tolgtﬁlé?éqo)e %/hg fg)l:];owg ﬁﬁ@fogsw{qm supstantially equivalent
b%h%%)(]a atiockifhr IR Lk 19¢mmrm nyuhes: Jga?dfaﬁlwm 438699
ne used 1 n conpositions o the invention can
p 1apefigid Myl WSL( halvmfll'}”Mdda@sOCS,dLabeamm Me-2il ﬁS@hiabrafllTM
manner_ set forth in International Patent Publication

lakw A009B? ﬂ@?’l@fﬂnfi%lan‘éé?ré'é‘??%‘s@(e%f i nhi bitory
ot ooes ST G BrERHE dmphipalc (R0 A5ETDred CEliiatepared a

Subbvel cogprisihgh n@xmfmiy@cid’bdlﬂmmelasﬁ eftheradtie @oidido linbleic acid,

above-cited U S. Patent No. 66,823 or in U S.

Paw.né gxamples mchg, iy arg @tzwmtEéttOdhe follqying Gatpfogseilg or
PR SRII0 05 ALRIRS R RERTRANALIAoRENA! O Btacs,

erence e SGCOI’] IS a se

C@ébﬁaﬁﬂWhMle%C%m&aﬁEWMdl 96QQB CEJHraﬁﬂth 0-1080QCSE, LdbrﬁﬂTM
conposition of the invention is about 0.01 to about

106¢125g3 mabrafdi“‘é Vﬂp@ﬁ@?% pRd eaahipations theseefbout 750
g/ n, S"'ﬂdmgrtel preferre am%fnpa i (?d Sard pglyglycohzed glycerides prepared as

above, comprising a main fatty acid component of oleic acid, and examples include,

but are not limited to, the following Gattefoss€ oils or substantially equivalent oils

from another manufacturer: Labrafil™ M-1944CS, Labrafil™ M-1966CS, Labrafil™
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5 to about 250 ng/m . For second agents other than a
selective COX-2 inhibitor, suitable concentration

wo ages27¢ean be determ ned by one of skill in tPeT/@B2004/000802
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based upon 15 published data. Anphipathic oils

applicable to the gurrent i nvention include all

as‘gﬂ PRHhard C%Fh’lgati%‘étt eieq. wat er di spersi bl e and

et hano P Y i | M
pol yol e ARS L RlsdchEhR o £ PesRD 3Bk, G B L Bovatl

I aaqbiars Qfga@ﬁoygea(torpmagbycerl des with pol yethyl ene

gl ycol s, and exanples 20 include, but are not limted

t 0, thé preferisdicapceatintier wogefosithesamphipaihistibin agamposition of the

vshies spdi Sl F ST R i i el 1700

L@b&@soﬂ%%ha&ﬁ@ﬁ& anldasBil|ahort PMMaBRZD6% 3%abaBdit 255
W.- 2609BS, brafil TM | SO and conbi nati ons t her eof.

Stielight/volugnepr ef erred anphi pathic oils are

pol ygl yeol i zed gl yceri de repared as .25 above,
conpr | ﬁlﬁfj’cﬁ' Wﬁl%f?y‘f’%ﬁ {SfSQgﬁfed&% t a’é‘?l%o%gl‘)f oleic
aq:lhgn%cewm ISk pidass, @rd edaaid ﬁN@ﬁmJa@%hﬁﬂth eothdt (19F §9) and
not limted to, 'the followi ng Gattefosse 0ils or
sehisbaolthiakd sjromqmnwrab@mf nmnhﬁictmmmmmgwnco Corporation.
manuf act ur Labrafil. TM M Labr afi|. TM
o risioens g W Bbgameosition of

L%ﬁ@éﬁtfg?{'ls %&& 8%6%7 tloaalBBﬁ’tfﬁdO/J Me}%ﬂgélqﬁﬁsnﬁ?éjpreferably about

mbi nat i ons t her eof nmore preferre
an@mt% p:raattuuctt@%lmelghtévoﬂmhy,@hy sulll mdpgelfgraldy |atiw 1% to about 15%

prep d as above, conprising a main fatty acid
d‘fﬂéﬁ‘éﬂ{un@f ol eic acid, and exanples include, but

are no Q

o @ Rl Sl el A PG B il dofian e

maaufateal, ur partiallypdr fally ihidModdatc84 ELGnplealof adn-hdidous carriers include,

M 1966CS, Labrafil TM -33 WD 2004/ 082719
péw @rszebhmﬁ%ga yegaipbiogitcingial Aibmemibaticsils apf spbinations

5 I eat tgxg{ngfe@exa rra/lasgﬂ.ﬁbtgé?g?ﬁ ?qﬁoﬁk%%&%@@lﬁ?e but are not limited

Gad,tekiasssef rﬁeﬂimrt@longrcha& farteiddy @dctcafagnbeidtitiglycaraieg evith a
for the anphipathic il in_a conposition of the

5
i ﬁb@ﬁﬂwﬁl P%abéPBbG@ togabgyt Gg).) Mixgures 6f fatiyqgids are split from the

a0 oY TR D BLRTCE ARARA U, Bl o ABPYE 133 nd are

ahefiied? Ivsomeepbbdiventsimedivhcehadt (abowl C4to abmwc b strigBycerides
defined for exanple in Handbook of Pharmaceuti cal

ExEq weBit 4n lgwra@de sgfprateq 1QRAAYARYS qamqmpawsewpﬂc agid (about
(Moo ) b@ﬁ]td45‘71) an %C%&da(b%%gﬁgs/ AaBo nga@ her fullg aaturated

manu ac urers |nc orati on

C R qhéds lc@rﬁlefsalﬂ@lﬁdé Wt BeGloP Hified &, |shﬂﬁ&tmﬁé©doﬂuta)ﬂ (which
conposi tion of
typically includes a mixture of lauric, myristic, palmitic, capric and caproic acids),

including those sold under the Miglyol™ trademark from Huls and bearing trade
designations 810, 812, 829 and 840). Also noted are the NeoBee™ products sold by
Drew Chemicals. Isopropyl myristate is another example of a non-aqueous carrier
useful in compositions of the invention. Examples of synthetic oils include
triglycerides and propylene glycol diesters of saturated or unsaturated fatty acids
having 6 to 24 carbon atoms such as, for example hexanoic acid, octanoic (caprylic),
nonanoic (pelargonic), decanoic (capric), undecanoic, lauric, tridecanoic,
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the invention is about 0.001%to about 50%
wei ght/vol une, nore preferably about 0.1%to about

waobmed7ght / vol ume, and still nore preferably PODUB2004600802
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to about 15% weight/volunme. 15 Pharnaceutically
accept abl e non-aqueous._ carri ers(i/)e t he vent| on can

éetfagpcyaymcs(gtygptéq eBentlecangi¢, ihgradreyog (Ba 191t1c) heptadecanoic,
AR P LTS e DONAERIR, EROLLBLE S i

s yietdghoic and lignaretlc G@ﬂt}laﬂa&h@lﬁl& Braerpesfof uﬁmmteﬁs:aﬂfoxylic
fully saturated non-aqueous carriers include, but

nerids inglude@leie.dinofeie andslinglenie a¢idang thekks- dhisi lwdﬁrétqogl that the

?ﬁllgg Srzilq &N SF%%%¥ C%‘oéd?&%& %ilet Irﬂlig%%-yﬂge &Eg;ﬁ‘ﬂ% @ eglegs f fauy acids or

f qhikyd Ql%éi‘ﬁieélﬁﬁi/épﬁbﬂobyl%ﬁ@ bh1Qlieskedd Whadeiroat!ledst @xlie molecule of
exanpl € coconut oi ernel oi |, babassu oil, or

t tgéyCIerdk b)s besd catexificd wﬂthrf@tw adigs @WIWE@Wlength A non-

{HER PRI R st »bR0R 2 et I drstfiB sh R imvention is
?b[}’eﬁfle%@%ﬁfcbﬁes capric acid (about 20%to about

% and caprylic acid (about 45%to about 80% . O her
fully mfgrrraie@l Wmuncwmmvmtﬁbl@1§ suele pueRstongsed oil, corn

not te tur d coconut .0
205 B2 O o SR B RRRR Rl g Bh o, suiower
p%’llnkeffflgwel‘%ﬁp %hﬁorﬁf‘&il %%Qédab%ﬂaﬁélﬁﬁall palf REM@I 61(1 Hab£SE oil,
sold under the Mglyol TMtradenmark from Hul's and

bdaedhmgt ¢it, dohseeddak rapeatii pwshslike. Blomogagelarrdd 8amuqueous carrier

A t t B duct . Dr :
iR AR oT gy By P e%lff SRR B it ation of
U%W%%&?ég%&n% atlds gb ChdhieA@PSi tions of the

i nventi on. les o hetic oils include
triglyce pr'eﬂmrmdmdcqmmpyh ege idrythe homtagstogs sardifr in a composition

saturated or .unsat ed fat aci aving 6 tq 24
c & HRSNNNETSIOR 1% ekqw 4% f%%bogké%“éelawgﬂw P grelerably about

[
RO ol 58 M o PR SRELEN R BERARN 03 507

200:4£1B D RikRe. PCT/ I 82004/ 000802 tetradecanoic

(nmyristic), pentadecanoic, hexadecan pal mtic),
hept ade%Q%P%Sltl‘)‘b‘éfitﬁﬁé‘b"&ﬂ%ﬁ’rtca(“s‘tpélgf‘i‘lg}) fcurﬁi?sh%ﬂz‘i’éﬁ,résﬁ&%

h
aﬁc%h@&?ﬁg@gh%mgdg?g&?rel%lgren{:tﬁglledcﬁgﬁ l@te %\gﬂgl%ﬁériﬁ'ttpthe
unssdntinkihg@dearsidxlyd ¢campaiticds Suok Iexxdplenisenczludd bodreinot limited

and linolenic acids, and the like. It is understood

t HatantinsidsntsopressaYAYaS sescRion ageHs shibgizese S‘le%‘hﬁ%ﬂRSl agents,

di g 0
wetﬁﬁ]g%% n[s i 1%51% eﬁlﬁgﬁrg ;alltgcollxgl esﬂgdéﬁlﬁglgpgel%gurgt coloring
Q@&ﬁts Qeﬂ&)htmd ﬁ;@tdn@c ag‘entsgbmn@ agB®s ahe eombinhisrisithadof.

with fatty acids of vary |n% carbon atom | ength. A non-

| i mi ti nEhecpaipopiEion comprifing s antibagieriallagert ad optieRatly thyysecond
COMROSLh b2 Al b8 AOERLE e FoveRBLY G U ER Gy thatfifle the

aquéous Car I &re ar & Vege
S U&lhmﬂﬁ n6241¢ oNs LRGN JyrinS®Mfo the external orifice of the teat canal of an

udder of a milk producing animal and infusing the composition into the udder.

The composition comprising the antibacterial agent and optionally the second
agent can be administered for treatment or prevention of an otic disorder by inserting
the nozzle of an ear syringe, otic drop dispenser, or other appropriate otic delivery
device into the external auditory canal of the ear of a subject and infusing the
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oil, sesane oil, soybean oil, olive oil, fractionated

coconut oil, peanut oil, sunflower oil, safflower
wordog/0sd7mond oi |, avocado oil, palmoil, pal mREF/mE004/000802
oi |, babassu oil, beechnut oil, linseed oil, rape oil
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and the like. The nost preferred non-aqueous carrier

i Sopgesitekythsisar By way of exanpl e cottonseed oil is
avai | abl.e.q j 9 : fiatty
R s S S

C aiseriste@t iina spevifiecdse ill Reryretordingao tise getificeomipdsifion being
conposjtion _of the invention is about 0.5%to about

0 94idizgs, @ﬁtn/ﬂ%ﬂ-} frapplieasioa, ﬁlﬁléf@icakﬂryitm?@torgqmmb@mawated, and
950 : . ., o
t é)égaekr)\/\gé I 0@50 sa‘%gmlsag%%ng%\éﬁsnt ué}lerposg%%ibg AEefthiy %l}é%lﬁgggémeglgc{ﬁal

u t/ Conposi
| RYENAdrAbne Afor @RAThAIB Y dhsfaiidr{ €6 mp&aTNdhIoE EheAllferential activities of
conventional pharnaceutical excipient that does not
d éhesubjacbearnpositeans andiof A knomn agensedg. i Y mMeaifraf dine@ppepopte

the conposition. Such excipients include, but are not
I icﬂ?¥eé‘g‘8nqﬁ&E?%CF%HEBW%@?Wese!rvat i ves, suspending
agent s, 513 bdtlvEQliSpensioh ebinpb&AéA SMNthaddhEeon c¥hihindtn
agents, lubricants, enulsifiers, salts for influencing

osinbbicteripl egatireeg., ebliafni hgirothleriderand a sstershagest, e.g., the selective

IS I.c,agents, bufferin ent s and .conbi nati ons

t PR ThIPHET PO hoHedafiy e RGP HEOENt | bact er | a
agent and,QLi@AAldognt he second agent can 1650 mg/ml
adm ni stered for treatnment or prevention of mastitis

by i nsertseagnd fgent cannul a nozzl e of a nastit+430syg/imhge
into the terngl corifjice of the teat canal of

udder of ]:’?ﬁ?’f?'irlﬁﬂﬁ\f["olgﬁét g ani mal and i nfusing tﬁ%S%
conposi ti pR- by Qaliing widder . 30 The conposi tiong 1259
conprising the antibacterial agent and optionally the
second agetnsedrpibe admi ni stered for treat ento 00%
preyention of an ofic disorder by inserting the

nd3% PEFCeRtagss Ay eighvYHg®e) ot i ¢ drop di spenser, or

ot her appropriate otic delivery device into the
external auditory canal of EKMMBBESof a subject and

60 ARSI L AR e

PRt B¢ EaBtradaimitafogonposi ti ons to be adm ni stered
in a specific case will vary according to the specific

cqipAsid{ on being utilized, the node of application,
the particul ar sites and organi smbeing treated, and 5
ot her fAsispessioiDossgeimihivteral g iveampmnpoys miwsion Wes prepared
det er mi ned usi ng conventi onal considerations, for
ex@vipedhe tloping cAmRFtBhpar i son of the differenti al
acti vi ti egfibur hGosBERCImERAIRAR) L ons and of sankipgun
agent, e.g., by ans o n appropriate conventional
phar maceuLaafilTgMti®ddCS An il lustrative suspéfshgml

conposition of the invention containing an
microcrystalline wax NF 70 mg/ml

cottonseed oil NF q.s.

The microcrystalline wax and approximately 27% of the total amount of the
cottonseed oil were heated to 85-98°C with mixing, in a kettle. The balance of the
cottonseed oil was heated to 85-98°C with mixing, in a manufacturing tank. After the
microcrystalline wax was completely melted the microcrystalline wax/cottonseed oil

mixture in the kettle was transferred to the manufacturing tank containing cottonseed
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10 anti bacterial agent, e.g., ceftiofur hydrochloride
and a second agent, e.g., the selective COX-2
w0 pdviiosd7ey der acoxi b, has the fol |l owi ng conposPCT/mBR004/000802
anti bacterial agent 1-150 ng/m second agent 1-350
ng/.m Labraﬁi | TM M 1944CS 1-75% 15 mcrocrystalline
weld! epdymixgg thorgugtly,.s Eheresplting mixturg;wapepgled f9138—45°C and the

P orREHRAGRE 14 S BL0RA) b an XAl N gpising o form 2
| Mwepild. OThensefticfiphYdioct6rideol adfler 8RN0 &% Bhicle and the resulting

limtations. Ex.aml e 1 A suspension to be adm ni stered
bycOmmos iR YA MYiXpdh frare wiaforpseinensidn. The suspendien was screened

s (e S 3P ol et AARHRF hiriem cBhepckaged
NOrBluct Wa§ ie@finthyatdrilRed g?garlhﬁazgadmﬁdﬂ at aGR)st BPS SR kC;i/y.

oil NF g.s. The mcrocry [1'ine wax and appr oxi mat el
27% of Theanteofagial tensionof tie abbee suspenstmmseadledirininegl wsing the drop

e e e 0 S et

M ghkisioh PrébaPRINWRGD ﬁ{é/ﬂgmti&!?&?'stﬁﬁihg byak i colﬁonseed oil but without
m crocrystalline wax was conpletely nelted the

10 i leaboaf P VeI P44428 . wax/ cot t onseed oil nmixture in the

kettle s.transferred to the manufacturing tank
cont ai ni-fgy n&%%t"&ﬂ%@éﬂm of 8l SHEPIR/ OB BHBS Both T abrafilm

PG 1984884h 8 Q0B8R rys il MRG0 | ?ﬁé
resulting m xtur eryvsvas ncoo%elg] t o%%gg%%%ggyst e fem, about 3.4
L abnesflowdiMhbh 1164 60Bewefsreade adpemsidnh@2 fedynbaat)ur i ng
tank with mxing to.forma, vehicle. The cefti ofur

hydr ochit5r3Pg¥e HEeeRsirhis sdenéristersdiaha dostcl2e mgfguarta/day (for
r | . .
15 (R 2458 daS R AR inflehSilo ac T B b ingiion
i nherag@with al]iag;lmteif(iriﬁjeggioxpoﬂ %(E)tlhg/hm rpﬁreﬁ&ﬁibisbdiiiiilm in a vehicle of
syringes. The packaged, product was termnally )
SRR a?e‘alf[hﬁyecg%?hﬁﬁ%ii?l%%%?rﬁfl Abmdese of 4gBe/ks of body weight/day. The
K @bmbTiifioh MethdAS bfbed @17 kARG bEARMY &P HARARS! ON
was determ ned-using the drop volune technique W th

deioni zed water at 39C by conparison with that of a
r?f%rm@i@cg suspensi on prepared with 70 ng/m

20 M Cr OCTA §ispehdidittoFadninBRIIMSIARImBimaPY Intidib D Q4US prepared

having the following composition:

ceftiofur hydrochloride (micronized) 12.5 mg/ml

Labrafil ™ M-1944CS 50 mg/ml

microcrystalline wax NF 100 mg/ml
25 cottonseed oil NF q.s.

The microcrystalline wax and cottonseed oil were heated to 85-98°C with
mixing, in a manufacturing tank. After the microcrystalline wax was completely
melted the mixture was cooled to 38-45°C and the Labrafil™ M-1944CS was added
to the manufacturing tank with mixing to form the vehicle. Ceftiofur hydrochloride

30  was added to the resulting vehicle and mixed to form a uniform suspension. The
suspension was screened and filled into 12 ml high density polyethylene mastitis

syringes. The packaged product was terminally sterilized by gamma irradiation at a

dose of 25-40 kGy.
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| o Labrafil TM M 19440 S . The interfacial tension of
t he suspension containing both Labrafil TM M 1944CS

wa@p@4onocrystal line wax in cottonseed oil WaBCBIER004/000802
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dyne/cm about 3.4 tines | ower than that of the

Th b
e per ol HRERT Atioh of i a%s%él%g)éem Wasdstermined using the drop
ngécﬁﬁ‘l‘ﬁé 1&5{19 tfll%'elon}édf\{aq %' day %}IISBX with that of a reference
i nt ramammar USIontoa atl

osmbpemaioln atdIEWﬁbyOMgV}anRﬁIb@yit@MmE waR i 6btkHRed oil but
qmep AF0Xi b sodiumin a vehicle of phosphate

bu‘l"ﬂle?uéél«a@@fli I"%él%‘}qsster ed at a dose of 4 ng/kg of

bod h i nati n t hera

Co Y oahiihlaio) Hifion SPITR!A%cn SR EOGa AR ndin Fabifiby' o

S UgiPErgCemntl mb@)c@dmumeﬁm{ #GobindeBd bARRRIRS Yyrehiny, %'beat 4.0
was prepared having the follow ng conposition:

ceimesdpwer i thag Bf teiretsrenat suspeisiad28 12d e fogi)m i
Iiggr ﬁ;}tﬂTM gk/% gl?sé')gﬁség%lan‘gmmlﬁgrea &qgl-f%\'aztlrglrnlalrynﬁﬁﬂ?o)% aléla dose of

m IQ'SQﬁCg/&j&ér@rﬂdbﬁ Ero¥@Xo Bdysy @3 4 PRE&ESRE o8/ m"@fn%lﬁ‘ﬁg)tnqgerﬁﬁy with a

85-9 mxing, in a manufactlring tan
t Iaranteraldojepdemof 2MWempn pmombrspﬂmtrein)a vaimdl¢ efiphdsphate

' fil T™M
ottt SR o drse o Riedke 61 b r\?%l'alkt/%yt fThe
M cohbehaktion IR aRyt i %ft‘é@cWe% CreattrRht | bpl %E%I de 30

was added to the resulting vehicle an orm a

uspensi on. The suspension was screened and
fE?%g%ﬂ%%to 12 mM high density polyethylene mastitis

SYri nges susphmesigrariisgeiinipiResdcly Wasmhhibr alfhdlon was %repared
sterjlized by gamma irradiation at a dose of 25-4

é?"mgél‘ﬁ %OZIW%WMHPCT/ | B2004/ 000802 The
| nterfaci (@jﬁ!f tibRP R clﬂ rlay&ugf)%\{zed uspensi onmﬁﬁ mg/ml

det er mi ned usi ng echm que

dei oni zedLmhﬁFM&&I @aamy conparison w th thapohg/ml
ref erence _suspension prN:]gared with 100 ng/

m cr ocrystP‘FfﬁetaUJﬁﬁWaﬁ ttonseed oil but  ViO0magiml
Labrafi | %%4% 5 The interfacial tension of the
suspensi on contaihing both Labrafil TM M 1944-CS 4rd

mi cr ocrThgtnsicldchRtaliane Wik &l doRBaeed ofliver¥asatdd 85-98°C with
dyne/cm about 4.0 tinmes |ower than that of the

r SNEMEn e aRyaetyring tanks Aftedtheanicryerystikinaway was completely
S %CFQI%H% orﬂlﬂt&re%ja@cglol%d? ?Q—égycl éf_,ab FTWM 9'414&§|was a%ded to

0se 0
the manufacturing tank with mixing to form the vehicle. The ceftiofur hydrochloride

was then added to the resulting vehicle and mixed to form a uniform suspension. The
suspension was screened and filled into 12 ml high density polyethylene mastitis
syringes. The packaged product was terminally sterilized by gamma irradiation at a
dose of 25-40 kGy.

The interfacial tension of the above suspension was determined using the drop
volume technique with deionized water at 39°C by comparison with that of a reference
suspension prepared with 100 mg/ml microcrystalline wax in cottonseed oil but
without Labrafil ™ 1-1944CS.

The interfacial tension of the suspension containing both Labrafil™

M-1944CS and microcrystalline wax in cottonseed oil was <1 dyne/cm, more than 28
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125 mg/ quarter/day (for 2 to 8 days) to a lactating
cow, in conbination therapy with a 10 parenteral

WO pgoeo8i7on of 200 ngy/ m parecoxi b sodiumin a RENBAE/000802
of phosphate buffered saline adm nistered at a dose of

4 nmg/ kg of body wei ght/day. The _conbination therapy
i stiges gb’tqr\vl@nit atyof dhg refasence puIPSRSiR (Hy! dye/smbtiti s,

Exanpl e L.Qn .t . } Ni_S

ey SRR QR B 8 B Y peggprerany o 21

f o8 ligyw) BY ipRResmAlyARfuseaié h@tfct&tin?)édw gh¢smiviffion theraﬁ with a
(mcronized) 12.5 ng/m Labrafil TM M 1944CS 200 ng/
m parentesad ina¢dtion ©f WA mgrmh prgeqpgimsodivntin aveldels ofilp%aNpolyethylene

. S. 0T i tal.li . tt [
5 o Plucfdn B PR Rlind Am IR st RE T SRl bt vy
t apkighMidse 'THND nibikt 1A ilethR) ik effBctVin WRBtnEARBE ﬁ&ﬁ{iﬁ% cow
nelted the m xture was cool’'ed to 38-45C and LabrafiTTM

M @1 8S was added to the manufacturing tank with

m xing to formthe vehicle. The ceftiofur

hyHraahlkdri de was then added to the resulting vehicle

and m xed to forma uni form suspension. The 25 )
suspensPEHSEeaSiod be adminisiercd Py Iemamugary dnfypiopjigprepared having

10 de&gifg}go&gg%g&gggigg . mast itis syringes. The packaged
product wasS térmnally sterilized by gamma irradiation

at a doseeffof@berffalkify fred Red (micesdiged)al t ensi Pm@fmi
t he above suspension was determ ned using the drop

vol ume t eckHICGE® with deioni zed water at 39C bj0 mg/ml
conpari So&'ap%]atf{ro%pﬁﬁ%?élﬁcsa' reference 30 suspe I%E/ml

prepared W m crocrystal line wax

cot t onseednieidcryaulling WoNF Labrafil TM M 1944CS50 fisainl
interfacial tension of the suspension containing both
15 Labrafi | TortiLDHFACS and microcrystalline wax in 45

cot t onseged._oi | s+<l _dyne/,cm nore than +38,0M0 . ..
o0/ 0550 B e RELER 1S OBR ) cofF Rl abd e to sl gyih mixine,
of inth@af FhEHENE Rink Y AFRA HeQhickodByslal RAE [HcomPhRelF AR R4, the
suspension is adm nistered at a dose of 125

nymégiiaietie eoded to 3br52C angl the Labra)™oyi- 1966 Eriaaddadyio the

i nf usi t.0 act.atin 0 in conbination ther . .

i Rt Rkl B st SE R e bRl fre acia
20 SOSHAUHE dBradoMB RiCddle@to the YemeleYl ik 8N foPm @ W@kmislspension.

phosphat e buffered saline adm nistered at a dose of

myThgysuspetsisdyis wesieerad/ and yfilled so d 8 mli gh density pelyathylens mastitis
ef gy?ﬁ:]tgé:sv eTlilenpe}cf(z?g%tdr[r)?g&uc? Is t(lar?nci}la }yl srt]grihcz%yby rgr,;%rsﬁtrrllat iirr%diation at a dose
of 2540 kGy.
The above suspension is administered to all four quarters of a dry cow at a
25  dose of 500 mg ceftiofur crystalline free acid/quarter and 3,400 mg deracoxib/quarter
by intramammary infusion. The suspension is effective in treatment of dry cow

mastitis.

Example 5

A suspension to be administered by otic infusion is prepared having the
30 following composition:
ceftiofur hydrochloride (micronized) 25 mg/ml

rofecoxib 25 mg/ml
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Exanpl e 4 A suspension to be adm ni stered by
intramammary infusion is prepared having 10 the .
WO olokosa7my conposition: ceftiofur crystalline PCEHEB2EI/@0802
(mcronized) 25 ng/m deracoxib 170 ng/m  Labrafil TM
M 1966CS 100 nufyl mcrocrystalline wax NF 50 ng/m
15 corn 0|I-Iabﬁgl? M-1$$0CSyi crocrystal i ne wax S8Athg/me
corn oil 98C wi th m xi ng,
nanufactu?#ggkﬁgﬁgﬂl‘? 8ﬁFthe n1CTOCTySta||IQSO%%¥H%
conpl et el palthte the mixture is cool ed to13andal
and the Lgbc?ggl | TM M 1966CS i s added to the
manuf act unﬁ‘llln@al%ihk with mixing to forma vehicle. &he

ceftiof stal l.i.ne free, aci h era oxi b
S Sre naddle PSR ERT wrk S5 A0 Eth 2 o AT Bt of
SUSRRRS bARre hebRfl 5 8SPSIYE! Wikh In$xifSlif aN&Hi %efﬂalénﬁéj of the mineral
into 12 m high density polyethylene mastiti
syail i dested ThdS>-HECK agibdniningd uca miagufacuning airiky After the
amm irr at .a dose

d
ke TlER WO TP B rhatedinf i o Bt i minsa! of
q l&ﬁfx&lﬁ‘é $n e 1Ru ¥ 1GAMERLd B tlgesmgﬁéﬁctﬁfm% RO BnGalikd Rfitkral oil

crystalline free acid/quarter and
10 demdomxad)ﬂqmwgh@r Tltwresuimmgmmﬂmnycmoiédjm 3W+45Thend the Labrafil™

PRrERPES S adarge tlhgﬁﬁécglgﬁfée%ﬁk"e B P apd gaye i
otddBed Rf S 'n%ufa%uﬂir @éerle c}bg%’% Pg gﬁ‘—m R0 vERLL:0 ‘gg? gifélofur

conposi tion: ceftlo e (mcroniz
mdydtochlovide @ot ithie ﬁbfﬁcnglbmte adds8 td/‘lﬁezeﬁdﬁ@%lﬂe and mixed to form
PCT/I 2004/ 000802 __ Labrafil TM M 1980CS 500 ngz&
FPSPSRAnSINR: % Swe%ﬁlqrolsr?@veﬁvedpar@ﬁwedgm 1l polgpropylene
15 mgjomamepg neral oil g.s. 5 The mcrocrystalline wax and
approxi mately 27% of the total amount of mineral oil
ar e hedfhedbbee 85pOBdNis limiristered at & dose deX.5 hp. cefihdur

bal ance of the mneral oil is heated to 85-98C with

e e 15 AL B S e Sk O ot b fason o
the ear of a dog. The suspension is effective in treatment of canine otitis externa.
Example 6

20 A suspension to be administered by intramammary infusion is prepared having

the following composition:

ceftiofur hydrochloride (micronized) 50 mg/ml
deracoxib 300 mg/mi
Labrafil™ M-1944CS 50 mg/ml
25 microcrystalline wax NF 70 mg/ml
cottonseed oil NF q.s.

The microcrystalline wax and approximately 27% of the total amount of the
cottonseed oil are heated to 85-98°C with mixing, in a kettle. The balance of the
cottonseed oil is heated to 85-98°C with mixing, in a manufacturing tank. After the
30  microcrystalline wax is completely melted, the microcrystalline wax/cottonseed oil
mixture in the kettle is transferred to the manufacturing tank containing cottonseed oil
and 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
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m crocrystalline wax is conpletely nelted, the
m crocrystalline wax/ mneral oil mxture in the

whedonloge71s transferred to the manufacturing tap&T/IB2004/000802
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.mcrocry

containing mneral oil 10 and m xed thoroughly. The

resulting m xture is. cooled to,38-45C and the . )

| Geliator PiocRiongs areisrecox fiun 3095 el EnBloRB T shieksgmnd mixed o

oAy Ll S Behsioh T S R b Rk @HHBE P12 B nieh

THensitg fpolyethyiene hyadtine hirimged eTlanshck i drped @ is tbrnginglly sterilized

added to the resulting vehicle and m xed to form a

uRy gemmaduagianen ¢ dospef 24dfdi®-on i s screened and

fillednt 0 1 nt ai ner e

e BB SRR R AR S8 AP ERRLES] Soa B o

c @bdd ¢¥f300 mAyetriomh hpirbclRotide/fostr wed tNbO@RE rdof/quarter by

rof ecoxi b/ kg of body weight, by infusion to the ear -

ofnteangogmaryhefugigs p &he puspensioreis feélgeti veeinitreatmeng ofréryt copf mastitis.

canine otitis externa. Exanple 6 20 A suspension to

bExadpier! stered by intramanmary infusion is prepared

having the follow ng conposition: ceftiofur .

hydr oc B B¥PeRsIqntp O a&m&r@ﬂ?wé oy ﬁ@trafwam@éwaﬁssm igprgpared having
[T 1944CS 50 ng/ M 25

”E{e%llo%g%gﬁ%ﬁﬂﬁéw\gg/i NF 70 ng/ml cottonseed oil NF

g.s. The g#ftisfocsodhim(iceeivety and appr oxi mat eRy mig/ih of

the total anount of the cottonseed oil are heated to

85- 98C wi Yakdg¢PXibng, in a kettle. The bal ance lof mgfal

cottonse iy T™M to 85-98C with mxin |

manuf act ??Ellb%ﬁlt aﬁﬁﬁ%@?@? the 30 m crocrystal ?? nrﬂg/}\';\l/gx

i s conpl emidrycryghltigsiwat N& mi crocrystal line 100 mg/ml

wax/cottonseed gil ~mxture in the kettle is

t ransf er ¥&YY t #d2nanuf act uri ng tank containing 45

oL e I BT e
MMIGKACS §12 aacldeded 1© S5he8 Tamigh atkidp) iAG KeddK Whelalance of the

mxing to formthe vehicle. The -40 WO 2004/082719
PMiglyBPY Y 20e betied toar-98°6F with mywing cifl aonpridagipang tank. After the

RSN BAS AU S B SR ) G ARBts1

s afieren tholettle id @thsfente@ td the Thartif Wurirbeask Edhtaining the Miglyol ™
pol ¥et hyl ene mastitis syringes. The packaged product
i 817 anpdvinvped) thoropghly| The psulbipg grikivge isrqogledde B&rA¢E aad the

d ™ART 4 b T bove suspensi . .
BRI Bt A0 Fo BB EuPLBRE Ryl i g form the
desticief TheRefmdfiabliubf 4hd thy ds106dox 4rd QHEREAH RS rediEing vehicle
12,000 ng deracoxi b/ quarter by

and mixed to form a uniform suspension. The suspension is screened and filled into

12 ml high density polyethylene mastitis syringes. The packaged product is terminally

sterilized by gamma irradiation at a dose of 2540 kGy.

The above suspension is administered to all four quarters of a dry cow at a

dose of 500 mg ceftiofur sodium/quarter and 30 mg valdecoxib/quarter by

intramammary infusion. The suspension is effective in treatment of dry cow mastitis.

Example 8
A suspension to be administered by otic infusion is prepared having the

following composition:
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i ntramanmary i nfusion. The suspension is effective in
treatnment of dry cow mastitis. Exanple 7 A suspension
W 000Be8adTi ni stered by intramammary i nfusi on i BCT/IB2004/000802

prepared having 10 the follow ng conposition:

ceftiofur' _saodium (m cronized). ny/ m vaI oxi b
1.5 my/ mceﬁLOJBli%deif‘éCWdMnQ@@ %3)7 166 mg/ml

m crocrys i wax NF 100 ng/m 15 M gI yol{
g.s. The Jrﬁ?%:ér ocrystalline wax and appr oxi mat ep(ln%@/o of

the t ot al Lsbaafilit Mflouhes M gl yol TM 812 are heemmymb
85-98C with mxin in a kettle. The bal ance of t he

M gl yol TWI@IY%alg%% a8y MFo 85-98C with mi xi V> mg/ml
manuf act urin ﬁgﬂltoﬁnk After the mcrocrystalline wax is
conpl etely ted, the mcrocrystalline wax/M gl yél'TM
812 20THE xlibroBrykallinB wd&%ﬂlagpmlmmam% bete t@tal 4i€ount of
manuf act uring tank containing the Mglyol TM 812 and
minteatal ¢ibare lighied to FhESTewithmiAggrina Eﬁt

braf i | d h
iR o B S om A IR B A D AU D Ehet o
ThecrefyktaRind w506 bé&ﬁpl%{éqjy fBRed/ @llxéjﬁf&éfdr?stﬂhﬁe @dﬂmnéﬁl oil

the resulting vehicl and m xed forma uniform
10 susperesmdhe kertle lsstca@p@rrgd mthesnamf@@nm tamidccmtalmélé mpiperal oil

e BitbeButRafiSuihe Yok R 0SB h phra Rt ap B Labrasime

gMIMe44s adigatd mh@haﬁuﬂe@ﬁng&an%avﬁ@nﬁ@ig tol; ﬂ)@metﬁ@\f&ncle The
suspen3| on is admnistered to al f our quarters of a

te. Thebalancg of ghe mineral

desftiofmhdroghlodde encothe 8e@conjb eef addcﬂ to the gelultmgonehideand mixed

R 52 it EEheRe SR bl s et TR lne Syl

15 df)ylyﬁlq,\g RS bbdthimers. 30 Exanpl e 8 A suspension to be
adm ni Stered by otic infusion is prepared having the

f ol | owilhg abavepuspension is addiniA®radA4 @82 89 mg ceftiofur

P 004/ 00 ftiof drachl oride . o
R HPodFe S we B ana gl doRrvR bl dhgpi weight by fnfusion t
TMeM‘ailgfﬂfélgﬁ ! OTHQMH)ensEBrﬁ% Qﬁgé’rﬁkﬁh |t1‘egﬁnéﬁ?ﬁ1%r SePetion of

5 m Ner al m crocrystal i ne wax
andtlsampdlam mately 27% of the total anmount of

20 Example 9

A suspension to be administered by otic infusion is prepared having the

following composition:

ceftiofur hydrochloride (micronized) : 100 mg/ml
Labrafil™ M-1944CS 700 mg/ml
25 microcrystalline wax NF 0.1 mg/ml
cottonseed oil NF q.s.

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

30  manufacturing tank with mixing to form the vehicle. The ceftiofur hydrochloride is
added to the resulting vehicle and mixed to form a uniform suspension. The
suspension is screened and filled into 60 ml polypropylene containers.

'The above suspension is administered at a dose of 4 mg ceftiofur
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mneral oil are heated to 85-98C with mxing, in a
kettl e. The bal ance of the m neral oil is heated to

w@2009882708 t h mi xi ng, in a manufacturing tank. PET/@EB2004/®0802
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m crocrystalline wax is conpletely nelted, the
m crocr stalling wax/ mneral ojl to m
¥

i mx{ur%d.in.the binati
k dwdrashlosiderkg hed v weight by ROl g EaLPS Higfbiggdn combination
COnLab N ' istf] ¥ EEelbhiak @48akdoxib) Gpsule gi
- ol A ol AR i Bhiog o A0 HE GO BRA @At Epsule iven
LaRicafpet dM. Meldafitation thetdppisteffettie irareaframit and/ngprevention of
tank with mxing to formthe vehicle. The ceftiofur
hyditisekleora. de and t he deracoxi b are added to the
resulting vehicle and mxed to forma uniform
sBpetide bh. The suspension is screened and filled into
50 m 15 pol ypropyl ene cont aj ners.. The above .
suspengh SHSPERSIOIY b %F@@r‘% byaot%@é’s%ﬂﬂ 13 PFrgarediay g e
h lari kg body wei ght and 4 ng deracoxi b/ kg of
b)gggg&m@lggﬁbggélﬁlg%'f usion to the ear of a subject. The
suspensi opeftisfue hfdothlugdé (micredtedint and/ or pr/dusglirilon
of otitis media Exanpl e 9 A suspensi on

li.a. 20 f/% be/
adni ni st et-gRraBl3di1@4#GPusi on is prepared haviPidng/me
fol I owi ng LHion tiofur hydrochl ori g5 me/mt
(ni cr oni z@?@‘%g@r%‘%i“c%br afi | TM .M 1944CS 700 ng/ m
25 m cr ocipyipdral dil ne wax NF 0.1 ng/m cottonseed oid.s.NF
g.s. The microcrystalline wax and cottonseed Oi

I .
heat ed Fhe mETaRstallingwaxpnd miterslpilkareheaiedior %ﬁﬁﬁ‘&a{vﬁh mixing,
tank. Af i i i s .

Ryt ARET L A LLBRY i S SRR e, e

L ahixadre lisTdd 9 48-43B0 mmdahke Eabrafil TV M- 1304 @R ividdriet wo theg
tank with mxing to formthe vehicle. The cefti ofur

hymergmteringank vithgaigeng to ot thervebile. i Hy eétinfur bydipghloride is

L ed ¢ . Lo : .
BRI P B FSHBRERS KO s HIE PRk
C OfBdndRINSs scheenea Ry Elledi5Re 8 200 podyprepyldtiesictived datice.
dose of 4 ng ceftiofur -42 WO 2004/082719

PCT/ | B2Dgdto0e sopensigiis cenivisterrs) at g dosrigf Tnmggrftionyr

f usi on_ | f . i i i.nat i .
S5 0 5 B PR e G5BT e mbinsion
Cethep¢with) orfiGRhEASKFAtN FAPKLIE Bekwe® (vAldédR i) @abléetaiven once a

The conbination therapy is effective in treatnent =
andiyorThercembination therapyds effecsivesin treagentofbntesfpes myringitis.

Example 11
A suspension to be administered by otic infusion is prepared having the

following composition:

ceftiofur hydrochloride (micronized) 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.

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
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A suspension to be adm nistered by otic infusion is
prepared having the follow ng conposition: ceftiofur

whyanosithori de (mcronized) 75 ng/m Labraf i | BGA/1B2004/000802
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M 1944CS 750 mg/m 10 microcrystalline wax NF 0.05

my/m mneral oil gq.s. The mcrocrystalline wax and, .
mmanugdctusing taplewith misiagte fas g reliclen T%hﬁﬁ?ﬁﬁ’% l}yﬁf%?hloﬂde and

f ' t . Af ] f : ' .
TS R L DRI S P renion
anthetsi§ehsibh & dckebhbdvhnPArddSnts6@ e polypopy e Eontainers.

manufacturing tank with mxing to formthe vehicle.
The ceflheabaye svsprnsisml is pduministered atiadesetd 41Rs cefdefirt i ng

OB Rl A e SRR e s
POhY B OP ¥ lsEhiEctd el ¥eMmBirdAYh GRrapils cHOANE i HeRaRat A1/6rS
adm ni stered at a dose of 2 ng cCeftiofur

hydewotibmof adiskgrtdmoaly wei ght by infusion into the ear
of a subject, in combination 20 therapy with oral
adx¥afiptd tation of a 10 ng Bextra(r) (val decoxi b)

t abl et Aéi ven once a day. The conbi nation, thera

: 1y, / y 1S .

ef f ect i4 SUSPRNSIPILIgtheadmIpister g Ry ramammAry H’éﬁl%"?%g prepared having

I sion to be adm nistered by otic
Fﬁ?%@r‘?’]fﬁ}%&ﬁﬁﬁ%g?’@d having the follow ng
conposi ti pivecaddb feé hei@f ur hydrochl ori de (m cri@oimgid)l
100 mg/ M _ parecoxib free acid 100 ng/m  Labrafil TM
M 1944CS kaerafifMiM-194#€Pocrystal | i ne wax NF 059
cottonseed c?rio The m crocrystallineg

. F.q. nd
cot t onseeld" 9! {:ryggfﬂcleﬂﬁgvftxﬁto 85-98C with m Xi r(])\éiﬁé(llnﬁ a

manuf act ugbththsécndil NA&f ter the m crocrystalline waxg.s.s

conpletely nelted, the mxture is cooled to 38-45C
and t helheapicegorysmling wax acappso ety 26%taféhe totpl gpount of the

AP e )yt = iR e it b e

hycdetefdek® bil dehatfedl to B3LEP W ith afifingddednimuifidigring tank. After the
resulting vehicle and m xed to forma uniform

suBjseovsystatline Waeissospéeiely anelied the micspestistallige fax/cetionseed oil

into 69, | iners. .The above. . _
N T EIRE SN TR —"
;Mwe@ kb y< arHeae1 e ittt Td cdolBl tdP3B-A6 X i #@ Labrafil™

body wei ght” by infusion into

M-1944CS is added to the manufacturing tank with mixing to form a vehicle. The
parecoxib is then added to the vehicle and the resulting composition is mixed to form
a uniform suspension. The suspension is screened and filled into 12 ml high density
polyethylene mastitis syringes. The packaged product is terminally sterilized by
gamma irradiation at a dose of 25-40 kGy.

The above suspension is administered by intramammary infusion to each
infected quarter of an udder of a lactating cow at a dose of 1,200 mg
parecoxib/quarter/day. The suspension is effective in treatment of lactating cow

mastitis.

Example 13

A suspension to be administered by intramammary infusion is prepared having

the following composition:
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the ear of a subject. The conbination therapy is
effective in treatnent and/or prevention of otitis

wW@20e/082719 Exanpl e 12 A suspensi on to be adni ni BCEIEA04000802
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i ntramanmary infusion is prepared having 10 the
foll owi ng conpgsition: parecoxib free acid 1Q
Labr af i | TRI#OX8414CS 50 ng/ M nicrocrystal | i 30:%8(‘“&“:
70 ng/ m [eXp] NF g.s. 15 The
m crocr ys%‘%qq{n{ﬂneﬁv\g%%% approximately 27% oflotoﬁnglrnl
t ot al armmmro@pstalmemm}bnseed oi | are heat ed0tnag/ml
85-98C with mxing, in a kettle. The bal ance of the
cottonsee@m@pﬂNE heat ed to 85-98C with nixing, iM%
manuf a u
nyggalﬁ%rh A r% %r} ttgxg cg{ﬁ'acﬁ fgrg @ﬁéaﬁ;&@&d %51 @8”@@1151%mm

conplet I'ne wax/ cottonse

Oijh g nﬁﬁnﬁfdéﬁﬁmgﬁaﬁl@ enfik@ithé ﬁuctr@cﬁyét@ﬂﬁk eFakdslcoraplehty melted the
manuf act uri ng tank contai ning cottonseed oil 20 and

mimigthre lsooledhip $0-41E€ and she Labmafilfy M-1PEOCS iscslgrd i the

R

pa«feﬁfé%nla rhixed REROAGARHR shE‘;%nﬂ%B' qhe s@pendibieis screened and

r esul tlng COﬂpOSItIOﬂ is mxed form a uniform
s dilfednstodd. mlTigh denspy rpslwmyil@esmseem extingasl The pasagedipoduct is

e RNl a8 b bR R A JeckPPTICKAY 0y 25

gama 'THeaa@b@é élﬁﬁflnf%ﬁorlais qeﬁlﬂnﬁfereagto 40 tkfPGquart&s ofRAYEcow at a

suspension i s adm ni stered by intramamuary infusion to
eatoke of HifeE mgdieqaraxibéuacer Eynintrdoiemngdry nfisien.athagpspewion is
at dose of 1,200 ngy arecoxi b/ quarter/day. The
smﬁ%&ﬂ%‘? laﬁrqagrnf‘éﬁpge%w&‘o PasY4eat ment of |actating cow
mastitis. 30 Exanple 13 A suspension to be

adiianipie 4 ed by intramanmary infusion is prepared

e | Bzbopsunens ORPRERAR A% mrion P e e

Mfﬂ;ﬁ@@ﬁ%(ﬂ;%ogﬁﬁbm m crocrystalline wax NF 50 ng/m

corn oil" NF'g. s. 5 The mcrocrystalline wax and the
corn oil mfecqxelat ed to 85-98C wi th nixing, 25 mg/ml
Labrafil ™ M-1980CS 500 mg/ml
microcrystalline wax NF 0.10 mg/ml
propyl gallate 1.0 mg/ml
mineral oil q.s.

The microcrystalline wax and approximately 27% of the total amount 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
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 rofecoxib is
added to the resulting vehicle and mixed to form a uniform suspension. The
suspension is screened and filled into 20 ml polypropylene containers.

The above suspension is administered at a dose of 2.5 mg rofecoxib/kg of
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in a manufacturing tank. After the m crocrystalline
wax is conpletely nelted, the mxture is cooled to

waeMs27and the Labrafil TM M 1966CS i s added tPCT/IB2004/000802
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manufacturing tank with mxing to forma vehicle. The
deracoxi p is.added to the _vehic¢le and nixed to forma
PO FieBls b SHESER 10 e Aot e P SPetind drieticcag i eztment
fio“:aﬁﬁjnei(ﬁftﬁlg_ ckferfd. high density polyethylene mastitis

syringes. The packaged product is termnally

steril] %d by ganmma irradiation at a dose of 25-40
kgﬁ}?—mﬁiﬁé—above suspension is admnistered to all four

quar t epSsuRperRichty be AdmtistBred B9 SRrhantmdBGnflion is prepared having
deracoxi b/ quarter by intramamrary infusion. The

s thefellsvimg compositibrcti ve in treatnment of dry cow
mastitis anpl e 14 A suspension to be

.. 15
adni ni st FEFOBP otic infusion is prepared havPRGEHL
fol | owi ng pomeshiijonicg of ecoxib 25 ng/m  Labpafd/dy
M 1980CS 500 nmg/m 20 microcrystalline wax NF 0.710
nmg/ M pr apicroqypdtdlibewdx WEg/ M mineral oil q768 mgliné
m crocrystalli ng and approximately 27% of the
total anmdiPHPNSF O\flﬁﬁ%r al oil are heated to 85-98C%With
m Xi ng; : I \
1 g Skl RS ATk of e
maottdraedduril @g heand to 8§-t98PC whth mixdng) or y ketde| The balancd of the

conpletely nelted, the mcrocrystalline x/ mi ner al
o PPHonsesh g 18 eptes i SRS avifhamixing,t  Plagniecripgdank. After the

RS R o LIRSl g D e ol
andxtukeinlthdketfle isThansMritd80 € manudsttiedhg tank bentaining cottonseed oil
manufacturing tank wth mxi ,ng. ' Th%wfr op)r/?lrgﬁggl |ate i s -
360G FHrsdl theronglly d b reseting Mg tug Mcopiad{o sexth§ and thekahrafil

h . o ‘ .

| SE PR aglbE SETSRNLRLIR o AUORn gk REGRP LA, T
s dsfaedrdb ¥added setheeesadtigvkhidld hrebimixetdao 26in4 uniform suspension.
pol ypropyl ene contai ners. The above suspension i

T . | S .
adhf sRspedipisseregnehand faledointo 12ym} bigh dgnsity/nedyeghylenemastitis
4/ 4 ' s OV L
VR4 2L BT BRISLARAARG 1O L Bl i o
ebf estdMgGy.n treatment of canine otitis externa.
Exanpl e 15 A suspension to be admnistered b

y
intr anﬂ'.hﬁﬁbcg/vq SYPPRISIOR 1§ gdrp),m}%gp@g) Hhfaug guarters of adry cow at a

dose of 12,000 mg deracoxib/quarter by intramammary infusion. The suspension is

effective in treatment of dry cow mastitis.

Example 16

A suspension to be administered by intramammary infusion is prepared having

the following composition:

valdecoxib 1.5 mg/ml
Labrafil ™ WL-2609BS 75 mg/mi
microcrystalline wax NF 100 mg/ml
Miglyol ™ 812 q.s.

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
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5 the foll ow ng conposition: deracoxib 300 ng/m
Labrafil TM M 1944CS 50 ng/ml mcrocrystalline wax NF

wQ@QoogsaTid cottonseed oil NF g.s. 10 The PCT/IB2004/000802
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m crocrystalli ne vvax and approxi mately 27% of the
total anmount. of cottonseed oil . are hgﬁt ed to

gl § 1 lmhﬁ?tﬁ@ to $5:98:C Rahymisnerifes FENAewTiae ke After the
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m crocrystalline wa
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oi | m xture in the kettle is transferred to
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yFgES 5t EOS6L PR BRI Gk R  gom oe

”%ch?eCt"PHe' AR lmdd@d% Wieneslidng @dhialé Bﬁd #@Bdotb €orm a uniform
deracoxib is added to the resulting vehicle and

msmsqmtn‘smnf Thersespandiénisrrceangkanst filled intphie2 mlLiBighdensty i s

© Gl astts priondes. 27 prrbaecd ST Rietndingtiy igrlinse by
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The abOve suspension is
adm ni Skterabdve msabmsuﬁrmsradqumstwdso ofl f@lrd;uyrt@t@wf atdrgcow at a

dose of 12, O aco uart er L
i o5 P% mgRg d;eﬁng’sgf@ ysm WP‘@HW)@%‘W%O% ?‘5&1%’853‘8‘? 18
dr Eﬁ%ﬂ%@r 25 A suspension to be
m nﬁﬁ%ﬁ%&kﬁéﬁ%t rarrarrrﬁrlggtglsl nfusion i s prepared
haV| ng the follow ng conposition: valdecoxib 1.5
nmg/m Labrafil TM W.-2609ES 75 ng/ m
m crocrystalline wax NF 100 ng/m 30 M glyol TM 812
g.S. The mcrocrystalline wax and approxi mately 30% of
the total anmount of the Mglyol TM 812 are heated to
85- 98C The inventionrtgyingrbean Hesctibed 1aneGa1km1ddIyuefeméncb i the preferred
-46 WD 2004/ 082719 PCT/ | B2004/ 0008 dﬁ% l_&JrTM 812 is
ARG SIo0EE W DRERIRGH iR PP R AT VG G possible

Al ekgldmOFkit &thns and
ol e R e el RS BA R SIS o
K ei?etriaﬁomssmtlﬁldél afiap ieplatoott deftiofancthecdntibiatigs serikas cephalexm
containing the Mglyol TM 812 and m xed_ t hqr OUSR@X

nium,

20 Theephedines q:qf@mﬁpwtﬁe@ha@trelwegwd%msﬂa colgyecipyfe

cefuroxime, cefazidime, cefoperazone, sodium cephemethcarboxylate, cephem,
cephadroxil, cephazolin sodium, cefiximine, ceftaxime, ceftizoxime, ceftriaxone and

pharmaceutically acceptable salts thereof.
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5 Labrafil TITA W, -2609BS i s added to the manufacturing
tank with mxing to formthe vehicle. The val decoxib
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uni form suspension. The suspension is screened and
fill |nto 12 m high density polyethylene mastitis
s;d"-r‘ﬁg@ The packaged product is termnally
sterilized b amma irradiation at a dose of 25-40

y.. 9 ) . dos; 25- 4 .
kdy. Pomgthed ghBvEmenkPE/gipseyenyomahathindecsive gondstien in a fluid-

four quarters W . do of 30 -
val deg%[.ﬁflw%oarg%ne?avg@? ﬁqq‘.;raaﬁ%xﬁ%%?ryorl ncfeuéﬁeélpﬁtﬁ%n%ompnsmg
sus p?ﬁé{hﬁﬁ‘stéﬁn_l%ﬁf fieibhétv@aliaBertrte e ®Bin Oh (R ¥xtE&W orifice and
mastitis. 15 e i nvention having been described in

det ai hdmingstéryng afcombimpéion therdy pitlesaid paiibactembbbeliemtaseond

t hereof, i t1 Wléb be aE arent .t hat rmgi.fé]cati ons and loesi
vari af#hselred JRRPE RRUPRPRSISHE ASpUrpilAgeiaH gL, analgesics
scope o adif}fraRRENEEn Ghidl dEbackEH A ag@ﬁl id ddrihisRAsy Ang
variations include using in place of ceftiofur other

ant i bpoarimesegisahcaspasivhabewrining 20ideaphacetial@gent and a vehicle
cef qui none, cephacetrile, cefpodoxime, cefovecin,
cephaﬂ@ﬁ?wnseé@mn&wmaﬂegp Shi i ateg dpaPle Bidethanol
sodi UfsERBIE WAL AIRRNTA Gax SRPRFTpharhER | i
cephazgl fFln ég%i_ um Cg}éé?aixxi rr\?%xe, ce??gm e, Q%g???%%cfptﬁgl’enon
cef t r hqueonecarnidr. phar maceutically acceptable salts

thereof. -47 WD 2004/082719 PCT/ | B2004/ 000802 CLAI Ms:

12. A Rt hrethodf oftTlgiat Miheredn the Gfifepti VVEMHItRA i9h dRBase of an udder
infective condition in a fluid- containing organ

havi ngf amilkinipducingansmpb pndwheiebethe chmpasitipweomprising the
conpr i Sk adm njsteri.n ntibacterial .agent to

t he o?%g%gt\?lngp{g%‘{ ié)?? glr"?l%Fr%g rbgfl%lté‘gn%{ﬂﬁlag QA st eri ng

i n coppi nati on therapy with said antibacterial agent _ a
s€cond’® &Y @éﬂ%‘é‘% Eg"hFW&ﬁhFH%g@?W“gB%ilgﬁﬂﬁ@rd&F of an ear of
anti - b ofdadPERhL Qb ﬁg&%ﬁsgﬁ:ﬁ%cgﬁﬁh Sich a?@igorder and wherein the
antipyretics, wherein said anti bacterial ageit is

adm ncehpositibrasomprigiigptheracttheciecial ageatiseditinistered by otic infusion.
conprising said antibacterial agent and a vehicle

t hat ThEMetRAON(Ehind D wheRiM RRlsBédhdQigknttif 8dminSstévd 8¢ a

di spersi ble and ethanol 10 insoluble, (b) ' ~

m cr oBharBageyticakcamposkion cogipriainglsaidriaeandtdgent dng a vehicle tha

& o ny Rt SPres R ERRE B RS G AR PRI Shapglinsotubte,

of an(b)dﬁt@foc_r;%talmdm)karm@wEhﬂﬁlaaéutﬁahy a@RptaBlRaioBlueous
the conposition conprising the antibacterial agent s

adm nfatiet-ed by intramammary infusion. 15 3. The
met hod of Claim 1l wherein the infective condition is a
diSs or @he mefhodrof@dainot wherein the antibacterial agent is selected from the

group consisting of natural and synthetic penicillin-type antibiotics,
cephalosporins, macrolides, lincosamides, pleuromutilins, polypeptides,
polymixins, sulfonamides, chloramphenicol, thiamphenicol, florfenicol,
tetracycline-type antibiotics, quinolones, fluoroquinolones, tiamulin,
ciprofloxacin, colistin, domeclocycline, mafenide, methacycline, norfloxacin,
ofloxacin, pyrimethamine, silver sulfadiazine, sulfacetamide, sulfisoxazole,
tobramycin, vanemulin, oxazolidinones, glycopeptides, aminoglycosides and

aminocyclitols, amphenicol, ansamycin, carbaphenem, cephamycin,

-48 -



a subject or a conplication associated with such a
di sorder, and wherein the conposition conprising the

wa@riokiosaoieri al agent is adm ni stered by otic iPET/EB2001000802
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4. The method of Caim1l wherein the second agent is

adm ni stered as a _pharmaceutical conposition L
conpr i V@ReRINYCH.ANNOBAH M afsePherY SHstemis antibacterals, 2ptibiotic-type
conpr i . ' ' il that i.s_ water

C TP 8 RN Sy st Mg S rwtomers,
M cr oGteyedigdrhdrol@niioniie] s4ls, h?dr@fé@&ﬂ@%&i&& ahér¥of,

accept abl e non-aqueous <carrier. 5. The nethod of

Ceai MmrheWhansd & Elfin 3WHRAR i d il

fromt hg group consi stHieng 0 dﬁ?%%?%%ﬁ%ﬁ%%%ﬁ@ﬁghe group
peni cicbhsistintgyfeshinfurbtaphilesin, 2ipheaidig coBpohits cephacetrile,
macrol i des, |incosam des, pleuromutilins, o

pol y p&ptPrAes™E. HEPYsHT crbalopiim gishprpgisas, cofazidime, cefoperazone,

chl or %H@Pﬁﬁée%ﬁémethggr@%%:cg ’err&f]:j::eﬁfé)%d?&i(ig f%lephazolin sodium,

tetracycline-type anti one

f | uor odfitinthgrefiaxine amitizonime, CeAfigtdRX 8 Ebimyl&Phh&idoms, salts of
domecl ocycl i ne, nafenide, nmethacycline, norfloxacin,
of | oxacaRtoxypethyky ismnpreianidp)esphslosperanig acidederivatives, 7-(D-o-

sul fagetam ge, ' e.. 30, tobr Cl N
vapem%ﬁjltlwgg ah g&gﬂ)lﬁegglzéc%{agl?% o'?) gbq Ygz;%f?epﬂlém—l-carboxyl?c acid,
ani nogkgroosiotds sanst sya i (Daxedd-1 9hiszol mngﬂhinog;acet gamino)-'
ansamyci n, car baphenem cephanycin, -48 WO 2004/0 27f

PCT/ | B2Befayloboemiem-¢rsadoryitsi asid, sephsaadidrpiveloybeyyhreethyl-7-

syst epLc Aanbi ar antibi.otic-type.. .

o oD O A S04 B G B mettaminot-11:
mar botdt@xadiyl)higmetyl) Bphem-SE4b 'lﬁe,r@?ﬁalexin 7-(D-2-
enantiomers, salts, hydrates and prodrugs thereof. 6.

The nBUMWRYSBYcyEming)-3methul-Sieephera-4cesbedyis poidi and @utomers,

cophar SeeoRBEh RFBoRER. sl i RuRL s EeBraES aas.
gz; gg?gé h%%ioggcgggé?rgi gzl’klngr%ﬁp I@lg gggﬂa@;ﬂ:@ria? gée%rt (i)sxclerfrt?dfur ora
c epheﬁﬁg,ﬁﬁ@glﬁgéﬁ ﬁgggptgglgggﬁmer&@phad roxil, cephazolin

sodi um cefi xi axi me, ceftizoxine,

ceftri o-fQr. f amandol e, .sal t.s of

o8 OB LY | SREAITALSL Sa33bASs Sonisipe i rpup
der i vedrsieing of addotoflenkd, acemetacin, e-acetamidocaproic acid, acetaminophen,
am no- a- ( p- hydr oxyphenyl ) acet am no) - 3- net%yl - 3- cephem

| - car BRSIGMInesadely @P,etanﬂy:ér aehilsslicyléc acid,tS-afenosylmethionine,

" it b B Flea i Al BBt Agproten

(pi vahloyipeixy AIpRAPRYAind, aluminum bis(acetylsalicylat inonjd
beta- (2-(2- ampﬁoﬂ?4-t hi azol yl ) ac(et a)r]ri E(Ijg:)y.age_)’(??cllf‘?‘%_"(’gfnri;]enaC,

et hy| amingshlerthgnoxaziniB-amino-4-hydroxybutyric acid, 2-amino-4-picoline,

t et | - 5- t hi t hyl ) - 3- hem 4- boxyl at e,
C:pagﬁ‘él%oﬁfop&ic%lﬁuép g)?rmé,/ al)mxetr?r(le X ar%%oml?rg rsal?c)§/¥at§ a?npiroxicam,
napht eyt 'cﬂ?ﬁni}%riﬁﬁltehaﬂtfpgfiﬁ&%Hﬁ&?eﬂfn%aéﬂ%%}’é Ic

acid, and taufomers, stereoisoners, enantioners,

sal t shecigraethasene.deddqzagdengyldad berataprofen, benzpiperylon,
benzydamine, benzylmorphine, bermoprofen, betamethasone, betamethasone-
17-valerate, bezitramide, o-bisabolol, bromfenac, p-bromoacetanilide,
S-bromosalicylic acid acetate, bromosali genin, bucetin, bucloxic acid,
bucolome, budesonide, bufexamac, bumadizon, buprenorphine, butacetin,
butibufen, butorphanol, carbamazepine, carbiphene, carprofen, carsalam,
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7. The method of Claim1l wherein the antibacteri al
agent is ceftiofur or a pharmaceutically acceptable

w@ a00u/0831¢9 eof . 8. The net hod of C ai m1 wher ei PCT/IB2004/000802
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second agent is selected fromthe group 20 consisting

of acec]| of eg % acenetacin, e-acetam docaproic acid,
acet arfelspHBFhlorghusangl Cr%%fapmdmsa%tchmhpmazm choline salicylate,

acet y'c%ﬁ!hbﬁﬁ/én lnﬁn%{agm ﬁrﬂgfdﬁ?séf ,QEE l%ﬂétpagdéscilgc%%tolone

al cl of enac tasone

al lyl mmmtmn, cdtitapeie| e1bfikin, cRIpMat wlbp}edrﬁﬂw B6He, codeine
al um num bi s(acetyl salicyl ate), anti noni de, anf enac,

ani nodngtiyl tbmegmslﬁacadﬂme Phesahats, mdwcﬁ&ui@t@u(:MIsmieamrdvazol

gma)r:] e??ﬁpﬁ%é) Hgﬁ%ﬁ?‘i’%l ngW?%P ,ac}?ﬁg]agwpgg%drotestosterone,

ant ol @efachxigUdsbiorphitel 8¢soflide edes@ﬂﬁﬂe@éé'bg xamethasone,
antraf eni ne, apazone, becl onet hasone azac

benor yﬂﬁmmeth@en@z kisoofcetinatbedeapipioly kiextromdnamz@ed ani ne,
benzy of en, bet anet hason

bot anSr NI 68%"@2%\?2&3’?‘3‘{0&1@%@29% SRAORnE dismpeaBisiol
br onf am?mﬁa&mﬁ%& afifehbffo églténﬁfa%ggé %ﬂ&rﬁédn%

aci d acet ronosal i geni n, uce cl'oxi ¢ acid,
bucol drfblCOﬁGl@es,(mﬂld‘esal liflepradmete, dihyeiastodeine, dlhydrocodemone enol

car bafeoe: RSP RR e ALY HROHER: aceiylSuealate, dimagioxadol,
WO 2Ogﬂﬁ%%gtﬁgolpmek%%m%o&oxﬁ@ ?ﬁ%ﬁ{ ate d1}r)11panone

chl or obut anol chi or edni soné 't henoxa

chol i dtpr@a;tylc@apﬁbm;, dltazqi,cdropicem, embrfaRindCénflenamic acid, enoxolone
ci ramadol beta cI ocort ol one,

cl onef’%té?c}‘r‘m FP}HF? S’Zeé?fé alg) & ‘?fi?iaﬂll de thohertazine, ethoxazene
cl opr @tﬂ?ﬁ’ﬁethﬁ P frbut &fgd@thgﬁ'n Srg{ﬁﬂ@ | &0l %Ménag{a% etonitazene

codei ne” phosphat e, codel ate, cortisone

corti vtazlod)xlb,'aeugemm felbdmacgfenbefen] fehélasic deid, feyidbsat, Cf@rhdp@@fen
defl a acor deh dr ot est ost er one, deraCOX|b
desonfﬁ“fﬁﬁ’vy fﬁpﬁeéhmﬂe@BWﬁ%ft Slogtateninge uarecorfbreloronide,

g:ita?g{rlr%rﬁgﬁ Hgﬁﬁ"‘g&{re%ﬂg{}&’%&e BRI (Huhoxaprofen fluocinolone

deoxymmmmdmmecmmﬁde (fElZ)OﬁleﬁC adétaﬁﬁﬂé CAodBstin butyl, fluocortolone,
di arm hone gl cl of enac, difenam zol e, difenpiram de,
di fl o %rS?ﬂé‘e erremethgloge: nsrlongifupirting gﬂurandrenolone acetonide,

di fl ugﬁ&g h%lon@' ﬁﬁgﬁﬁg&% Qﬁlﬂmgﬁl éflg ﬁwe enol

acet ate, ydro

acet yﬂsmhdmyblmeeﬂuﬂnmien@m&d ﬂhrandﬂ:lnﬁli‘iﬂB Qedt8i1a¢, flurbiprofen,
di met éflﬂt hi anhut ene, di oxaphetyl butyrate, dipipanone,

di pr fiﬁponedf%mogwéal f@ptosal ogentigicawic ghafensne ghsametacin, glycol

ot or ooy g o A Mooy ReRBEGH he BB oprgdnone.

et hyl nbiny hydro@uibh, @iperoceitdiateDyidd ddeisoRE, qg@fd'éﬁrtlsone acetate,
et of enamat e, etonitazene, etoricoxib, eugéno

f el bi Wé]éocoﬁéﬁ%@lﬁ'éﬁmafee hE‘IIFQQQ’r@S@m f@mISIE:nma%hydrocomsone 21-
f enOplryﬁBQt@, hydrocortisone cypionate, hydromorphone, hydroxypethidine, ibufenac,

»

ibuprofen, ibuproxam, imidazole salicylate, indomethacin, indoprofen,
isofezolac, isoflupredone, isoflupredone acetate, isoladol, isomethadone,
isonixin, isoxepac, isoxicam, ketobemidone, ketoprofen, ketorolac,
p-lactophenetide, lefetamine, levallorphan, levorphanol, levophenacyl-morphan,
lofentanil, lonazolac, lornoxicam, loxoprofen, lumiracoxib, lysine
acetylsalicylate, mazipredone, meclofenamic acid, medrysone, mefenamic acid,
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fentanyl, fentiazac, fepradinol, feprazone,
fl octafenine, fluazacort, flucloronide, flufenamc

waeood/os¥iunmet hasone, fl uni solide, flunixin, PCT/IB2004/000802
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fl unoxaprof en, fluocinolone acetonide, fluocinonide,

fl uoci nql one acetonjde, fluocortin butyl,
fI uoc dPEEKISH, Meperiding, mepEsdaisone, FasRtEAtonessamine, metazocine,

: ﬂgfoﬂr?r%ﬁﬂﬁpofﬂl&ﬁ?tﬂrﬁéﬁ r%rlgéd g{negﬂqé ?@rglr(ﬁnge %?@ﬁgregmsolone

f | upr Qﬂetatkpmethylﬁrédiﬁs%ﬂtﬁfe%@diulndQaccfdatbr aReyRedHiSfone suleptnate,
fl urandrenol one acetonide, flurbiprofen, fluticasone,

for noémttaamlc 4%fr@@4gﬁohn@emtpg¢rc rmﬁﬁ@ta@mafmnﬁeﬁ@ac mometasone,
gl uca l.ic al azul.ene,
ol or Tl metrdR: moBlihe i Bhnaddin st iRO St gpaapholine

25 hers@héylat@)fﬂj?r@ lﬁﬂ@ﬁﬁbuﬁ%@h@%ﬂ@ﬂﬁfeemalophme 1-naphthyl salicylate,
hydr ocor t'i sone, hydrocorti sone acet at

hydr o@@pmxgmn@rogmcmqfapaen, mwn@pbme; mﬁmezone niflumic acid,
hen1suc0|n

cort i sone 2 i nat.e
Pyar o GrE LHS B rrbes SRGHiE s BHRREPhanol, normethadone,
hydr Owﬁﬁér@hﬂﬂenﬁorp ?Qﬁg&néﬁalwlhpl‘%ﬁlﬁfl% c dj?b’lpf)?m&hcme,
i m dazol e Salicyla i ndomet haci'n, in of en,

i sof e pshprozinj @chbqiﬁpleed?qnnorphelm‘ bla]zphedblnﬂ!zoae,ep@hﬁeretum
i sol adol i.sonet hadB‘ﬂe, 30 i soQni Xi n i soxe
i soxi MY REABHIEIS, REECNR marsalmide.diea aggcme perlsoxal

-l ac
o BSR4 SR Lyt

| onaz @hamco}lmhaoapea:dme bletopyatere, phemsnroaplmL bhenlyy si ne
nmec| of enam ¢

t | d i.d,
mear 5 Somue IR phe i, i oas00F GRERY9ImIdS, piketoprofen,

PCT/ | §§9ﬁ6&i@@%ﬂg uzORd, giﬁeﬁﬁgﬂe ;ﬁgs?gfeh dﬂxfﬁ?lac opmtramlde piroxicam,

nmepr edni sone tazin nesal am ne
met hagtameprofie, pmimcaﬂxateﬁpredmsomemtéchﬁﬂﬂm Fedsing, prednylidene,
met hylﬁg} dni sql one, acetate, nethyl predni sol one sodi um

succi R TIT Iy Sl e R P&ﬁ%e@blpé?ﬁaﬁ%@@o PrRRerigitieni ¢
rarglrrg t gg&glﬁ aQilﬂé :E?Ig%% gﬁgx?_bm ygﬁélﬁbwo%az&%f Eﬁghazohe, protizinic

hydr o ad:lﬂopmxiﬂ,oler;rmlmlfenazom,l kdmaifentarih Fipl@bkiwe metilsulfate, rofecoxib,
sal i CK@ ate, . hi ne,. nabunet one, nal buphi ne,

nal opPAlARETEAMmiC ﬁéﬁ $1pyJalicypmidp; &‘%1@}’fanh%¢-é§‘@1¢ acnbsaimyhe acid,
nef OpﬁﬁcgﬁhﬁWM?@'sgﬁﬁLa{y gﬁ@&ﬁ%nﬁmte[} el %glenctamf sulfasalazine,

ni nesul i anit

nor | eswindaasaperoxide ﬂEhhMe,r@profB@ fsmbﬁfbriéetalnlﬂumate tenidap,
nor pi panone, ol sal azi ne, opium _ oxace

oxame{SREXIGED. erplenate ithFﬁndBR?»ébl@miélOg@b%W piarngenic acid,
oXyp hﬁ?@ﬁﬁ&z Bl &me A %\ﬁﬁ{ee h%ﬂorto? 35 %glh{}cg;cg@,letﬂlénetm tramadol,

par any areco x parsalm de,

peri smemmnolonephﬁmﬁﬁﬁllblﬁh ade Ui % Hdden, vRIIBEEXE.GJifthol, xenbucin,
phenazopyr i d| ne_hydrochl ori de, phenocol I,

phenop@qpieise, Zaﬁﬂ@ﬁfﬂﬂyﬂrﬂéi@ﬁ@mr%enomr phan phenyl
acetyl salicyl ate, phenyl butazone, phenyl salicyl ate,
pAenyTheringdiod ofikamobwhérein the Sequindiapad inenompbtpaidd ang-
pi per%l one t(?' %r of en, pirazol ac, piritram de,

pi r ox

10. The method of Claim 9 wherein the non-steroidal anti-inflammatory drug is
selected from the group consisting of deracoxib, parecoxib, celecoxib,
valdecoxib, rofecoxib, etoricoxib, lumiracoxib, 2-(3,5-difluorophenyl)-3-[4-

(methylsulfonyl)phenyl]-2-cyclopenten-1-one, (S)-6,8-dichloro-2-
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pranopr of en, prednicarbate, prednisolone, prednisone,
predni val , prednylidene, proglunetacin, proheptazine,

w@e@amesol9 propacetanol, properidine, proheptBCI/IB2004/000802

10

propi ram propoxyphene, propyphenazone, proquazone,
protizinic acj roxazol e, ram fenazone, )

renif éﬂi}hwrcrr{letllﬁér&%ol1%%%{%%9@?%@{0 3¢k du@trdifluorpphenyl)-4-
sal acetani sabicin, L aylaqi . e

o ooty IDuSRy AL uRRYL YUt I TR S ory

sal salpytidazisaley$15-06-flustophthyl ¥ 8-(triflifoesth@nyl)~1 H-pyrazol-1-

sul fasal azi ne, sulindac, superoxide disnutase,

supr ofyélkenzenssulfopynide, 4-4d-fplrenyhe-@rifleeramgtiy))- 1H-pyrazol-1-
t [ t t drin
thi arorBREDERBGRARTE! S bFLRRRNET ok  ar o e,

tilidipe, tinoridine, tjxocortol, tolfenam c acid,

t of lrett RiarPAGHtige) compsition £pEPHEME Re/chicls BAGARN SRR (2) an
acet onide: . L - i . cin.

X moprnpRipa OB M is VALLEEBI ATRALH AN

of C ahiovotrystadlinei wax diel (8pe phatnaganicall g acepablesionrRuedals carrier;
anti- inflamatory drug.. 10. The nmethod_of Claim?9

wher eiSgidiERICKIRY gt dispersed tierein ahaniibastprighaggn ig an

30 se'aﬁﬁ%@?@g ffig @the&g\:@gﬁr\g%@a GRDs Legcphzrf ggeg{g 8§1g<gg&%mhe group

par ecoxi CoXl ecoxi

. et or i condiftingl of ahti dnflathidato?y fgknbs, ahdldsis aph emypyretsida
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(et hyl sul fonyl ) phenyl ] - 2-cycl openten-1I - one,

(S) - 6,Uerapeateallysitective anpgynto04/ 082719

PCT/ |1 B2004/ 000802

( t42 f IThercomposition oPElaimyd nylopsin dire Bnpldapdsbicydil is agoiyglycolized

bt oAFease WepHad RY e lfobdRgi Yiaeny pi nataal Bigfacerides with

pyri dagiyR@Rne glycols. ,

4-[5-(4-f1 gorophenyl )-3-(trifluoronethyl)-1H pyrazol -1

- 3] . y de 4oy . . .

{2 prans P D3Rt PBCIAR hersin e guribgmasaaseqt is selected trom the
y| ] bepzaipasubit hipadd @etioféd lcbshatyxeh, REpIHRAES, dehiriiRRthe, c%ﬂl}acetrile,

A pharmaceutical conposition conprising a vehicle tha

conpr ic§@edermeaseiovash ceritakndums ¢efyrmuimd, sefpgidime, cefoperazone,
di spergi:hl e i.ns le, {(b) _. . .

micr oé‘?ﬁl}g a e?ﬁ%%&&ga@%}y t%’cc)% fzgllel%‘r])’hdaeP ﬁ%‘%%)ﬂ{ Cepfjarglin sodium,

accepicafitiening ReRauine € Xime ceftriardrd, YEngeraaxidd, salts of
stably dispersed therein an antibacterial agent in an
10 anBrasaerEmpiyl-y-(enipeestamidoxaephatosperanis asisodenivatiypsnt-(D-a-

sel ec r.ou consi stin f L

A TR EDS "

in a hyeerpads aedf synﬂlf-(f(%hﬁff{@-1QHi‘ﬁk’éle})%rﬂe%hox@!i‘lﬁino)acetyl)amino)—

conposition of Claim 11l wherein the anphipathic oil i's

a pol ygnsibit3-gephenyf-gabokyic gridsaphan bsid Apivalaybirg)mstihgl-7-

(E;Ie ;‘gg:bgé_%-@f(zf‘a?&ir‘fé-ﬂlthfarzé)l%i)xc"e‘?{rhi‘ég)s-35’8"((5 UPE L WISV A e
tetraazol-5-yl)thio)methyl)-3-cephem-4-carboxylate, cephalexin, 7-(D-2-
naphthyglycylamino)-3-methyl-3-cephem-4-carboxylic acid, and tautomers,

stereoisomers, enantiomers, salts, hydrates and prodrugs thereof.

14.  The composition of Claim 12 wherein the second agent is selected from the
group consisting of deracoxib, parecoxib, celecoxib, valdecoxib, rofecoxib,
etoricoxib, lumiracoxib, 2-(3,5-difluorophenyl)-3-[4-(methylsulfonyl)phenyl]-2-

cyclopenten-1-one, (8)-6,8-dichloro-2-(trifluoromethyl)-2H-1-benzopyran-3-
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13. The conposition of Claim1ll wherein the

anti bacterial agent is selected fromthe group
weongisr7ring of ceftiofur, cephal exin, cephradi PE/1B2004/000802

cef qui none, cephacetrile, cefpodoxine, cefovecin,

S art PN BTt e e E BB butoxy)-5-[4-

cepha S f

e e o G, S aparophepyly >

of 3- (Hdhimyﬂhylh—;llﬂ-ﬁyr@zohmﬂqlﬁnamedmlfemaﬁhal@ﬁp@haﬁylm-

acid derlvatlv éﬁ?

ani no-HIfyeremet ﬁlﬁ&)}g‘n W%ldcﬂﬂwmmﬁoq@ﬁtlﬁ%&ﬁal@@@m@dﬂlgs
5 | -carl g&gc acid, hydrochloride salt of

syn-7- %% am no- I-thlazolyl)(nethoxyln1no)acety|)an1no

)- 3- net hyl - 3- cephem 4- car boxyli ¢ aci d, cephem aci d,

(pi val oyl oxy) net hyl -7 25

bet a- (2- (2-am no-4-thi azol yl )acetam do)-3-(((21-(2-(dim

et hyl am no)ethyl)-1 H

tetraazol -5-yl)thio)nethyl)-3-cephem 4-car boxyl at e,

cephal exin, 7-(D 2-

napht hygl ycyl am no) - 3- net hyl - 3- cephem 4- car boxyl i c

acid, and tautonmers, stereoisoners, enantioners,

salts, hydrates and prodrugs thereof. 14. The

conposition of Claim12 wherein the second ‘agent is

selected fromthe 30 group consisting of deracoxib,

par ecoxi b, cel ecoxi b, val decoxi b, rofecoxib,

etoricoxib, |lumracoxib,

2-(3,5-di fluorophenyl)-3-[4-(net hyl sul fonyl ) phenyl ] - 2-

cycl opent en-1| - one,

(S)-6,8-dichloro-2-(trifluoronethyl)-2H 1-benzopyran-3

-52 WD 2004/ 082719 PCT/1B2004/ 000802 carboxylic acid,

2- (3, 4-di fluorophenyl)-4-(3-hydroxy- 3-net hyl -

- but oxy) - 5- [ 4-

(et hyl sul fonyl ) phenyl ] - 3- (2H) - pyri dazi none,

4-[5-(4-fluorophenyl)-3- (trifluoronethyl)-1

H pyrazol - 1-yl ] benzenesul f onam de, 4-[5-(phenyl) - 3-

(trifluoromethyl)-1H pyrazol -1-yl ] benzenesul f onam de,

salts and prodrugs 5 thereof. -53

-53.



