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Al references cited herein are hereby incorporated in their entirety by
reference. O omaxQ Oic Suspension contains Gentam cin Sul fate, USP,

Bet anet ha®®h@06/@08Pat e, LI SP and C otrimazol e, USP. NoRfeVHFAH28P ¢

Suspensi on contains Centamicin Sulfate, USP, Cotrinazole, USP and

Monet asone Furoate Monohydrate. 10 A problemw th these products exists with
regards to t he $otent|al for_ototoxici t he am nog ycosi des t hat

are often® ROPFGHTE sCOMPREEDF @%‘nﬁ‘?‘rﬂl{m?w&r & RSP Reed for new

combi nat i SA prodiers for the treatment of infections in animals that do not
suffer fromthese |nfirm'ties. 15 Summary of the Invention Accordingly, -

t here-are. disclosed phar m%ﬂ«'@@@hn@@g&lm@ﬂﬂ@m or the treatnent of an
infection in an ani mal conprising oxaclin or one of its

phar maceut i cal | || fsiericablched Atldin a?é‘h@r@bvfr\dm@érhi@cﬁhftﬁ@ﬁ emean@ynt of the
conmpound represented by the chem cal structural formula ri'sing: xO H3

H N-N' S gjemnge. [Qiome@® @ig-Suspension cor@@mmﬁemmﬁnﬁatsuus % e Monohydr at e
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conposition 1's a suspension scl ose dre phar maceut I cal conpositions
for the t r&/inm@amw@ Qiic SB@@nﬁm%r«iamsr@mﬁammn@uwﬂenﬁS&| ng O bifl oxacin

or one of 'C;Ilgm%har Im’1 ﬁ%ﬁg ar?c?i\doﬁet\/\gsgn%oi@urgzl%%cnohyc{réf{s 2005/028379
10 A problem with these products exists with regards to the potential for
ototoxicity due to the aminoglycosides that are often used in such producis.
Accordingly, there exists a need for new combination products for the
treatment of infections in animails that do not suffer from these infirmities.

15 Summiary of the Irivention

Accordingly, there.are.disclosed pharmaceutical compositions for the
treatment of an infection in an animal comprising Orbifloxacin or one of is
pharmaceutically acceptable salts; an antifungally effective amount of the
compound represented by the chemical structural formula | comprising:
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Mometasone Furoate Monohydrate and at least one pharmaceutically
acceptable carrier, wherein said composition is a suspension.

Also disclosed are pharmaceutical compositions for the treatment of an
25  infection in an animal comprising Orbifloxacin or one of its pharmaceutically



acceptabl e salts; an antifungally effective anount of a pharnaceutically
acceptabl e triazol e conpound, ionetasone Furoate Mnohydrate and at | east
one pharmaceutically acceptable carrier, wherein said conposition is a

suspensi on‘gosm&%%dﬁg eo | (r)escriotion of the invention Jhe,BhRnsshe i Nvention
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pharmaceutically aCceptable carrier, wherein the conpositionis a
suspensi on. sHepARNSILNe Furoate Monohydrate is a synthetic steroid hornone in
15 the glucocorticoid famly. G ucocorticoid hornones are potent anti-
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Mometasone Furoate Monohydrate and a pharmaceutically acceptable
carrier, wherein the composition is a suspension.

Mometasone Furoate Monohydrate is a synthetic steroid hormone in
15  the glucocorticoid family. Glucocorticoid hormones are potent anti-
inflammatory agents. [t also shows antipruritic and vasoconstrictive actions.
It is used topically in the treatment of corticosteroid-responsive dermatoses
such as psoriasis and atopic dermatitis. Mometasone Furoate, the active
component of ELOCON® lotion, cream, and ointment, is an anti-inflarnmatory
20 corticosteroid having the chemical name, 9,21-Dichloro-11(beta),17-
dihydroxy-16(alpha)-methylpregna-1,4-diene-3,20-dione 17-(2 Furoate). Itis
practically insoluble in water; slightly soluble in methanol, ethanol, and
isopropanol, solublé’ifi acetone and chloroform; and freely soluble in
tetrahydrofuran. lts partition coefficient between octanol and water is greater
25 than 5000. Mometasone can exist in various hydrated, crystalline and
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WO 2006/ 020689 PCT/ US2005/ 028379 enantioneric forns, e.g., as a
Monohydrate. This product is available from Schering-Pl ough Corporation,
Keni l worth, New Jersey. The Mbnetasone Furoats Monohydrate may be present

I n anount 0.01 to about 1% preferably abou 0 r
corticost r‘g%a@pzﬁ%h use in the 5 present invention inc%ﬁ@ggﬁ%%gprg?hasone,
Sut o: zi car tena@zg%gﬁngﬁ{%; o.cBUEes MrdRyaraed. | PRigGRbduct & AvdiRBRYGIR

Fl uti casone, C asone, Bet anet hasone, Fl'uoci nol one, Prednl sone,
Pr edni sol orfcheting-EougimGorporation; Kantverdh, W@ Jersey. i nvemb@on further rel ates

to stable f ' i N ' ' gal I ecti nt of the
m croni zed @W@%ﬁ@@bﬁ%@ﬁ@@gg@@ﬁﬁ’ b%ﬁ%ﬂﬁ%%@!ﬁﬁs r%"@@%&a%gé{‘gpﬂ; l: (r)
Hrs1 H(r) Gt%ab?l@t 1%, ﬁle%rhb@d‘abo‘ut @.19%. N \Qiber w‘ti?mﬁftemwsl for 684 inle di scl oses
t he conmpound o ormyla, |l and.its |s potent an a ctivity against a
br oad ?gngé’r@ﬁ@'\i W&P“@%W'%’@é@@?@%‘hﬁ?&ﬁv %”é%m?ﬁr{ig&%f’%@@coccug, I%usari um

and ot her W.{?.%é*-h!ﬂféﬂt)éﬁaia% | Cicldeanid2a FRMbasdiRS Bealobidtnddoneand S5, 846, 971,
ra

di scl ose o phar maceuti cal ' capsul e conpositions of the cofpound of

struct ur al Betameihgeseng,dlvecingane, Pregnisonedtredniselpaehbetepiadnokobi nder. Thi s

product is |+ from Schering- Pl ough 20 Corporation, Kenilworth, New
Jer sey. Thﬁé@&%{@g‘%}@eﬁol e may be present in anpunts of about 0.01%to about
1% preferably about 0.11 % Oher triazole anti-fungal conpounds for use in
the present i nv&hisiioveniiondldier retates torstabledornitdaiionsneondisinglinuconazol e,
|Lraconazol ey, oaReLASRRE Urkourh Bt MR ShiSea ShBORF RlpfesdriSF B 50! ©

chemical structural formula |:

U.S. Patent No. 5,661,151 discloses the compound of formula | and its
15 potent antifungal activity against a broad range of fungi such as Aspergillis,
Candida, Cryptococcus, Fusarium, and other opportunistic fungi. U.S. Patent
Nos. 5,834,472 and 5,846,971, disclose oral pharmaceutical capsule
compositions of the compound of structural formula | coated onto inert beads
together with a binder. This product is available from Schering-Plough
20  Corporation, Kenilworth, New Jersey. The Posaconazole may be present in
amounts of about 0.01% to about 1%, preferably about 0.11%.

Other triazole anti-fungal compounds for use in the present invention
include Voriconazole, Ketoconazole, Fluconazole, Itraconazole,
Saperconazole, Neticonazole, Oxiconazole, Isoconazole, Sulconazole,

25 Tercanazole, Tioconazole, and/or the pharmaceutically acceptable salts
thereof.



25 Tercanazol e, Tioconazol e, and/or the pharmaceutically acceptable salts
thereof. -3 WD 2006/ 020689 PCT/ 1JS2005/028379 O bifloxacin is a potent,
synthetic broad-spectrum antibacterial agent classified as a quinol one
carboxylic acid derivative. It |Is safe and effective bpfusidigog@oagenent of
di seases W& %8&@ %nd cats associated with bacteria susceptible to

Orbi fl oxacin. Q@bfRNAGATs éfyét@iﬁrsyhmeik‘ﬁﬁoéldﬂ-%p@ﬁfum%ﬁﬁlbé@téﬂaltdgénﬁ practice of
the present invention include, but are not l1mted to, O hifloxacin,

G pr of | ox astifiadAfs nyinelane carpwie prid derivpliys. didgerie and ¢BreibRder n,

Lonef | oxa [ JIERS oxaci n,
Mar bof | ox;tg(lgrﬂnéh‘%rgeﬂﬁﬂg%ggi&%gs%%f g)eé@iargétsG%éenoxa%wm%%ﬁgédia 1 ML, T-3811

M4, T3811 Nﬁ:,sc@ﬁbl@ toQshifloraci: nfbinolones rand mxwaﬂn@setbel'qoi Deé¢fubindden,
Ruf | oacacin

her oof - atmeics b BfneBt et ey B st et roPe Yo TaByRRtif frﬁtvi‘ﬁ? on”

are descr idipfbfloRadh) Dﬁﬁéfﬂ:&%:ﬁ Eub*ﬁﬁh@k@waﬂc%m 1896doddotn, Pat . :
5, 104, 868 |ssued Apr . 1992: U. S. No. 5, 496, 947 i ssued l\/ar 5,

1996; U. S.Lomgf OX%I" NM@@G@W N@i@@ﬁlw@ﬂw@% WHHOIAR®, pPat. No. 5,770, 597
|ssued Ju %%% 1998; U. S.
Pat . g\ﬂ %’%’%ﬂ% sEsdlfg@%%m m%éx ngaéﬁgééaé T%%"IQ@HNQ'VSBE%%%% i ssued
Feb 13 1F82d 18, ﬁatﬂaxaclmcﬁemﬁbgwnmﬁoxiﬂmm Diflenachsy RQWGmnand U. S. Pat.

t e e herein.
The qd no|%’%@0"1&%%%%{?%’%?@?3%%}1@%@5@%!@’f’?’r@'@ﬁ??"’f %3%?%?& @%(2;0 I nvention
conprise fq“u.mwmmf a sdulGA ti%é pmcﬁémotth&%@@nﬂm@gﬂbn gfe tibscribedam Oeut i cal |
conp03|t|o of t e i nv era i noJ] one conpounds
useful in %Ilgéeci@{]a@/ ﬂggéeﬂ‘% g\!ﬁl%ﬁd%gﬁéﬁ%@g#\p&dﬂabout 0.1 %to
about 10%1@92%@&%@&&@age@wmutm&nab 9B PafNo. B 4dg)e1r esent
i nvention. Nore preferably, the U|nolone conp younds useful in 25 the

practice ¢$sue|qlé\/i@rr é?eﬁ?gﬁ,MSnPﬂbNQzérﬁM@ 'SWﬁﬁ W A3, 0988, W.S. Bgi.by wei ght
of the phajdracelt 559 lssHOTRRY! 54,0598 D).8.15atPRGSE BY 2160058 Ued Sep. 30,

1997; U.S. Pai. No. 5,491,139 issued Feb. 13, 1996; U.S. Pai. No. 5,530,116
issued Jun. 25, 1996; and U.S. Pat. No. 5,646,163 issued Jul. 8, 1997, all
incorporated by reference herein.
The quinolone compounds useful in the practice of the present
20 invention comprise from about 0.01% to about 30% by weight of the
pharmaceutical compositions of the present invention. Preferably, the
quinolone compounds useful in the practice of the present invention comprise
from about 0.1% to about 10% by weight of the pharmaceutical compositions
of the present invention. More preferably, the quinolone compounds useful in
25  the practice of the present invention comprise from about 0.5% to 5% by
welght of the pharmaceutical compositions of the present invention.
The Orbifloxacin may be present in amounts of about 0.1% to about
10%, preferably about 1%.
Fluorine-containing analogs of antibiotics chloramphenicol and
30 thiamphenicol have been shown to have antibiotic activfty, both against
organisms sensitive to and resistant to chloramphenicol and thiamphenicol.
See Schafer, T.W. et al., "Novel Fluorine-Containing Analogs of
Chloramphenicol and Thiamphenicol: Antibacterial and Biological Properties,"
in CURRENT CHEMOTHERAPY AND INFECTIOUS DISEASE PROCEEDINGS OF THE 11™
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The Orbifloxacin may be present in amobunts of about 0.1 %to about 10%
preferably about 1% Fluorine-containing anal ogs of antibiotics
chloranphenicol and 30 thianphenicol have been shown to have antibiotic

activity, organi sns sensitive to and resi §éﬁﬂ§205&9028379
chl orarrphenl coI andﬂlathl anphenicol. See Schafer, T.W et at, "Novel
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The nedi cal é)rof esst $ has ecoag{% jgcrea Gﬁé%/?% iwr ned about the
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group of antibiotics is infrequently used now to treat humans its

deri vat i ves infragugaily veed apwjo if@@bh%ﬁﬂ%ﬂ“@ desivaivascrieriarijculady  of part i cuI ar
t t I
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consi sti ng dbrivadiviegl or ethyl or a hal ogenated derivative thereof
di hal ogenodeut eri onet hyl , 1-hal ogeno-1 15 deuteri oet hyl,

1, 2-di halloogeno-l -deuterioethyl, azidonethyl and nethylsu |fonyl nethyl;

FORMULA |

i
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wherein R is a member selected from the group consisting of methyl or ethyl
or a halogenated derivative thereof, dihalogenodeuteriomethyl, 1-halogeno-1-

15 deuterioethyl, 1,2-dihalogeno-1-deuterioethyl, azidomethyl and
methylsulfonylmethyl;

each of Xand X' is a member independently selected from the group
consisting of NOz, SO2R;, SOR4, SR, SONH,, SO,NH2, SONHR,, SO-NHR;,
COR;y, OR;y, Ry, CN, halogen, hydrogen, phenyl, and phenyl substituted by
20 halogen, NO,, Ry, ORy, PO2R;, CONHR;, NHR{, NR{Rz, CONR;Rz or OCOR;,
wherein each of R, and Rz is a member independently selected from the
group consisting of methyl, ethyl, n-propyl, isopropyl, butyl, t-butyl, isobutyl
and phenyl;



each of X and Xis a nenber independently selected fromthe group consisting
of N2, SO2R1, SORli SR1, SONH2, SO2NH2, SONHRI, SO2NHR1, COR1, OR1l, R1,
ON, hal ogen, hydrogen, phenyl, and phenyl substituted by 20 hal ogen, N2,
R1, OR1, P R, NHRL, NRi R2, CONR1IR2 or OCOR1, ' h of Rl
and R2 !'s a rren%/er ndependently selected fromthe groﬂg@@gﬁﬁs@(&%ﬁg of

met hyl , ethyl, naﬁﬂ%'hgdi’ MR acypyiaup, ofter ybarbbacdrbblic aerd phenyl ; -5
WO 2006/ 020689 PCT/ US2005/ 028379 and_ Z i.s hydrogen or an acyl group of a
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phar maceut i caribon asiomspand kes phammaceiiically dcaeyieblgrsalisof sBid 2oyl gwegsanong t he
hal ogenat ed groups contenplated for the noiety R in Formula | are the

nmono-, di- and tyg] = Iy < bs . : o- and
di - br om)-s, and t t'm'léd%)@%é'ﬂg?égfe @%@Q%‘%a"%@ g\r/icg‘{bg ég@'&grﬁ@lﬁ%’gﬁ‘g{ li{é@%megﬁ?f | uor o-,
t he m)na’;1 angl Fd'rrnalau@rmh@ tnioao-wiica: ndetridlw'ro,bh@rrmnof -,acllidamd!mfi-ﬁiddm-, tge hyl
groups wherein the ogen substituents are prefera n the carbon io

O phat ot haehe-BORyI o aREY 2d el mate | Gelis A8 Wil P s iHoal Ky
groups in whjiflorR0liRe ARINS dchldis-CHRS MBhy- AvNiSsroi-{ A #Rliegn al pha to
t he carbonyl groups, e.g., groups such as fluorochloro-, fluorobrono-, and
chl or obr om-eﬂulgwup@rvmeremge,h eRsubstiiyenisialg PGeferaaleenjite earbaps such as
di chl oraof | u = ' . Qr o : | s g the
compound? ot Bl pfighil BRGIAH, PARL luddchar ikl ISR

1- hydr ocar bagnogpsinxgHictt bethdialégenadre prefefabhebonded i® tha carhdn alpiatep of a

hydr ocar bon ﬁr boxylic acid having up ti? 19 carBﬁ)n aboms t hat na be
saturated, B SPRPAYIEIOUNS &y totoR suef 7 Mupidchioter HaRproor ARdc i & cyel i c,
cyclic-al i plepldrébroioamiBthyt an@—gthyh dswailtdstirih@logahdfiiéthgy roBps Suctngs may be 20
substituted b hydrog_y, al koxy containing froml to 5 carbon atons,

car boxyl , lorjigero- apd pigiuorgebloremetyl.or  hal ogen, wherein RL and R2 are as
defi ned

15 Also included among the compounds of Formula | are the ester
derivatives, e.g. 1-hydrocarboncarboxylates of Formula | wherein Z is an acyl
group of a hydrocarboncarboxylic acid having up to 16 carbon atoms that may
be saturated, unsaturated, straight chain or branched chain, aliphatic, cyclic,
cyclic-aliphatic, aromatic, aryl-aliphatic, or alkyl-aromatic and may be

20 substituted by hydroxy, alkoxy containing from 1 to 5 carbon atoms, carboxyl,
NO,, NHR4, NR4Rz, SR4, SORy, or halogen, wherein Ry and R are as defined
above.

Other antibacterially active ester derivatives of Formula | are those
wherein Z is an acyl group of an amino acid containing up to 12 carbon atoms
25  that may be saturated, unsaturated, straight chain, branched chain or cyclic,
that may contain aromatic groups and that may be substituted by hydroxyl
groups.

Preferred ester derivatives include those derived from dibasic
hydrocarboncarboxylates, e.g. the 1-succinate and 1-palmitate esters, which
30 provide water soluble, pharmaceutically acceptable cationic salts, e.g. the
sodium or potassium salts as well as salts with amine, e.g. trimethylamine.



above. O her antibacterially active ester derivatives of Fornmula | are those
wherein Z Is an acyl group of an amno acid containing up to 12 carbon atons
25 that may be saturated, unsaturated, straight chain, branched chain or

cyclic, ”\%25%)62&%4“ ain aromatic groups and that may Qe rsibsisjoiyted by
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hem succi nakgthisascitk) a@@eﬂ%!sts%umﬁre%rn tﬁé‘&clalé' Kidvodutifors anf fids an acid
addition salt with an am ne ) gmreo- -p-nitrophenyl -2 io

“di chl or oace@@dﬁmbs@twrim@n@mm@(egyp( ﬁ@)s‘l;@cmmmenw-en met hyl am ne salt).

A S0 1 N,V IBEhBlck a6 Lo RBy TS AIE Y B URGRATOSAR] o O gani

aci ds and he am no ers ounds Formul a |
(e.qg. D(thAIeo)ndluded‘arertbeheldyaddﬁm seiils domrexkbaiwmiega-riinkral @r ordganio opy|
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calcium alumnun) and salts wth an am ne such as trial kyl am nes,
procai ne, disEacieridene, N benzyl -

15 Among the pharmaceutically acceptable cationic salts of the dibasic
hydrocarboncarboxylate esters included in Formula | are salts of alkali and
alkaline earth metals (e.g., sodium, potassium, calcium, aluminum) and salts
with an amine such as trialkylamines, procaine, dibenzylamine, N-benzyl-
beta-phenethylamine, N,N'-dibenzylethylenediamine, N-(lower)alkylpiperidines

20 (e.g. N-ethylpiperidine), and N-methyl glucamine.

Preferably R is a halogenated derivative of methyl or ethyl, Z is a
hydrogen, X is phenyl, COR, or SO:R1, R1 is methyl, and X' is hydrogen.
Most preferably R is CHCI, or CHF».

A preferred antibiotic compound is florfenicol (D-(threo)-1-p-

25 methylsulfonyl phenyl-2-dichloroacetamido-3-fluoro-1-propanol). Another

preferred antibiotic compound is D-(threo)-1-p-methylsulfonyl phenyi-2-

difluoroacetamido-3-fluoro-1-propanol. Processes for the manufacture of

these preferred antibiotic compounds, and intermediates useful in such

processes, are described in U.S. Patent Nos. 4,311,857; 4,582,918;

30 4,973,750, 4,876,352; 5,227,494, 4,743,700; 5,567,844; 5,105,009;
5,382,673; 5,352,832; and 5,663,361.



bet a- phenet hyl am ne, N, N -di benzyl et hyl enedi am ne, N (| ower)al kyl pi peri di nes
20 (e.g. N-ethylpiperidine), and N-nethyl glucamne. Preferably Ris a
hal ogenat ed derivative of nethyl or ethyl, Zis a hydrogen, X is phenyl,
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83 63, 36 068 S20051028379
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Di cl oxaci | |Oxacilih, Fenicilic Bicid) PeadillimG, H@umilhrxé‘scBemzaﬂ'une{eﬁ’@mclllih@l

L |l Negi |l i t angi ci L t |

Var oi | 116n, dassivrhy peasif i SO Priibin rieatibin. EfendBRIRE 1111 o

Penicillin Foi&syiural Pipaeaciliie Pipetdcillin &dugﬁﬁmmm Belbespidillin,n 0 Sodi um

Penicillin V, Pheneth|C|II|n henth|C|II|n ass eraC|II|n

Pi per aci | | iSligptgilim Tﬁ’ﬁm'ﬁbu"&sl gl “'SQ%%‘P\@"@QQW oxil, ﬁﬂ%@% i1lin,
Tal anpi ci | lyzéh i'&d?&%écc%i’ahﬁnd% @%fé’rﬁ n&ﬂégﬂp% 'Gef&%ﬁﬁ&él@’f\%énfat@bmhydr ate,

Cef amandol e, amando thium Ce anman e Nanf at amandol e Sodi um

Cef azaf | ur Catemandeleindians Getazpfiur, Cefazedpne, Ceferalin, Gedazulin@adiime,
Cefdinif,  ChERIME cerdihf ARRbimE GRS d et CBTkiHY, 82ATbrenam,
Cefmenoxime, Cefmetazole Sodium, Cefodizime, Cefonicid, Cefoperazone,
Cefoperazone Sodium, Ceforanide, Cefoselis, Cefotaxime, Cefotaxime T
Sodium, Cefotiam, Cefozopran, Cefpimizole, Cefpimizole Sodium,
Cefpiramide, Cefpirome, Cefpodoxime, Cefprozil, Cefquinome, Cefroxadine,

20 Cefsulodin, Cefsulodin Sodium Hydrate, Ceftazidime, Ceftazidime
Pentahydrate, Ceftezole, Ceftibuten, Ceftiolene, Ceftizoxime, Ceftriaxone,
Ceftriaxone Disodium Salt, Ceftriaxone Sodium, Cefuroxime, Cefuzonam,
Cephacetrile, Cephalexin, Cephaloridine, Cephalosporin C, Cephalothin,
Cephalothin Sodium, Cephapirin, Cephapirin Sodium, Cephradine,

25 Loracarbef, Cefbuperazone, Cefoxitin, Cefoxitin Sodium, Cefminox,
Cefmetazole, Cefotetan, either alone or in combination with Beta Lactamase
inhibitors such as Clavulanic Acid, Potassium Clavulanate, Sulbactam
Lodopenicillanic acid, 6-Bromopenicillanic acid,

Olivanic acids, and Tazobactam.

30 Also for use in the present invention are macrolide antibitiotics such as
Azithromycin, Brefeldin, Clarithromycin, Erythromycin, Erythromycin Estolate,
Erythromycin Ethyl Succinate, Erythromycin Stearate, Josamycin,

Kitasamycin and Tulathromycin.




Cef i nenoxi me, Cefnetazol e Sodi um Cefodizinme, Cefonicid, Cefoperazone,
Cef operazone Sodi um Ceforani de, Cefoselis, Cefotaxine, Cefotaxine Sodium
Cef oti am Cefozopran, Cefpim zole, Cefpimzole Sodium Cefpiram de,

Cef ui r one, b jme, Cefprozil, Cefquinonme, Cefroxad) ul odi n,
NEZhRaAe i

Cef sul odi n _ drate, Ceftazidinme, Ceftazidinme P y _
Ceftezole, Ceft 'm?&tﬁé}w apr@?ér?éd%rﬁi&ﬁ:ﬁc%?@oﬁﬁé'iﬁilmﬁ?%ﬁ IAAESsIn il t i axone

D sodium Salt, Ceftriaxone Sodi um roxi me, Cefuzonam Cephacetrile,

%Eiﬁﬁxgb‘ﬂ%@p %%h@%ﬁ&gg& %ﬁé@gﬁ%ﬁ{t@gﬁﬁad} ﬁgb%@i{%g?c% %e*é;?é-hi "
Ouge;ﬁz pre AN RA ) o O inox., géicl) ei, N
gﬁ]::ht ats Ci Q@quq'@:? XE%T%%’L lﬂ) gﬁfg{%ﬁ%vw?ﬁ,%'J@igbl_%%gcgﬁggédopegi Ei ][ | ani c
acid, 6-Br %%ﬁ?-ﬁ}i% ag%%ﬁ% 2\8@%@3}% "ﬁ%d?,at'i\yﬁl %@Aﬂs’aﬁﬂ 30 Al'so for

use in the present invention are macroljde antibitiotics such as

Azi t hr ordy ciiRiectable, @oyeaus tgrayation separsingaze iy vlume) Propylaneiyealn
Estolate, Erythronycin Ethyl Succinate, Erythromycin Stearate, Josanycin,
Ki t asanyci rd%riby Yoluee) bengdialcohol and 500060020840l APETliveSMQESIi@Rs379  Anot her
preferred antibiotic conmpound is Tilmcosin. Tilmcosin is a nacrolide

anti bi oti c Tilngitosis mayere pedsent aetherbedean a8 pindepihate. ZDimieosin-h28- (ci s-

3, 5-di net hyl pi peridin-1-yl)-desmycosin and which is reportedly disclosed in
U.S. Pat. NsendoGddidbs uséiubin tiadmbaseictespirdion. inféztiond\parifeufi?l), 695 is an s

i nj ectabl e, aqueous fornul ati on conprising 50% (by volune) propyl ene glycol,

4% (by vol yratelnsiig hheMoRABA infoditrs P caifle N EHMnistred BYiniEctigrr edi ent .

Tilmcosin may be present” as the base or as a phosphate. "Ti'l m cosi n has

been foynd 4R8BS & BRaGMent of respiratory Infections, particularly
Pasteurel | a hgem) ti can?ér'g}tgctla%ns in cattle when adm ni stered by injection

lo over a 4 day Jj,@H, "HhnRHriBRtic for use in the present invention is

Tulathromycin. Tulathromycin has the following chemical structure:

15

Tulathromycin may be identified as 1-Oxa-6-azacyclopentadecan-15-

one, 13-[[2,6-dideoxy-3-C-methyl-3-O-methyl-4-C-[(propylamino)methyl]-a-L-

20  ribo-hexopyranosylJoxy]-2-ethyl-3,4,10-trihydroxy-3,5,8,10,12,14-hexamethyl-
11-[[3,4,6-trideoxy-3-(dimethylamino)-B-D-xylo-hexopyranosylloxyl-, (2R, 3S,

4R, 5R, 8R, 10R, 11R, 128, 138, 14R). Tulathromycin may be prepared in
accordance with the procedures set forth in U.S. Publication No.



Anot her suitable antibiotic for use in the present invention is
Tul at hronyci n. Tul at hronycin has the followi ng chem cal structure: Ne CH S
NHPr - n RRNK E HD RS RRR~NNb2 NL~ NCH 15 Tul athromycin may be

i denti fi edy@Soodn - 6- azacycl opent adecan- 15- one, TUS2005/028379
13-[[ 2, 6- ?deoxy% C- et hyl - 3- O- et hyl - 4- C- [ (propyl am no}'rretooy?zj a-L- 20

'i bo- hexopyiqatplibeyyhi 2-ahith! 1% lﬂ@%e Ighéd VB OtefernBs 81l sl Zrifisigexanet hy|
11-[[3, 4, 6-tri deoxy- 3- (di net hyl am no ? 3;_@ - hexopyranosyl ] oxy]-, (2R

3S, 4R Sﬁul@momymmmemhe RiEsenil Beinjeciale dosegeHPERY &t reanegnisalign epar ed in
d

20061020658 5t PR S 54556 X6k s gee Y. v, TARRRI 0 e by

ref erence innsfi'tcms&ablyraﬂimlnlstémﬁdahhdmms rrangingbieonpr @smit0.2 mg rpeedmgabl e

d f t t | ahout 0% t 70%

Dy v gt . PV SO A 0o @0 eloB Elocetic BpD ok BB af Sing, B b T angi ng

f r om about d%s@@'(i‘}e P%—N@ toS bRy yer aa%) ReK Save pRELlephAays, oo abeut 200

ng/ kg/ day in single or divided doses e., from1l to 4 doses per day), and
nore pref era@kg ances orotvwicer Wseklyrg/akbow&e!amh@m c@l"m@@ﬁ@%ﬁarlbﬂ Pﬁ@!@fgh

vari ati ons dibbhaECGIaPiht YeRef waBRERAL"Aottiith |IeIRRSGHES: pufaht and

condi tion ect bei'ng cin m ent in
i nj ect abl e icasae ﬂ'utamromycln onayo riee EresEnt oim Ilmeﬁabler aﬁs»gag@ fbrmm aibout 5.0%
to abou}o 7%%ncé’ntmloﬂ%vels ranging from about 5.0% io aboui 70% by weight.
There are five reasons why this otic product that is intended for use in
companion animals is novel. The fluoroquinolone antibiotic (Orbifloxacin) has
not been used in this type of product previously (although it is available in
Member States in tablet form for the treatment of urinary tract infections in
15 dogs). Moreover, the usual antibiotic in this class of medicines is gentamicin
(or other aminoglycosides) which have been associated with an increased
incidence of deafness, particularly in dogs. Hence, this proddct can be
expected to have better safety profile.
The anti-inflammatory drug preferably is Mometasone. It is the first in
20 class of corticosteroids. Thus, this product is expected to safer than other
topical corticosteroid preparations currently used in veterinary medicine.
The antifungal drug preferably is posaconazole, a drug with 10-400x
the antifungal activity of traditional antifungal compounds used in veterinary
medicine such as clotrimazole, miconazole, nystatin. It will be the first use of
25 a triazole antifungal in veterinary medicine. The combination for this
proposed otic product is new. The product requires only one application per
day. In summary, the justification for use of the centralized procedure is:

¢ Novel antibiotic in an otic preparation with none of the ototoxicity
30 of the aminoglycosides often used in such products;
e Novel, corticosteroid, with a better safety profile when compared
other corticosteroids used in otic preparations;
e Potent triazole anti-fungal drug;
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There are five reasons why this otic product that is intended for use in
conpani on aninmals is novel. The fluoroquinolone antibiotic (O bifloxacin)
has not been used in this type of product previously (although it is

avai l abl e g;b h@nﬁﬁr States in tablet formfor the treatnent of urinary
tract infeltd B s dogs). Moreover, the usual anti BTYVRN¥28H? s ciass
of medicines Is %”H\?d@e%&ngi@m%oﬁbp% tﬁ@é%é%@@é&%@aﬁ&‘d@”‘ have been
associated with an increase I nci dence of afness, partictularly in dogs.
Hence, this product Simgleldaily appleatied. t o have better safety profile. The
anti-inflammatory drug preferably is Monetasone. It is the first in 20
class of corticosteroids. Thus, this product is expected to safer than other

topi cal corti cosp@pirnbrihgRAiigits eaa belHdientb yha pedehicompediiiom g Medi ci ne.

The antifung&[. dru cg?ef erably i SJ)osaconazoI e, a dr ug wi th 10-400x the

anti f ungal iR 'rﬁal ingregdianis nslidepessryalias, coslpingageniSed in veterinary

medi ci ne sugh kDL b Bre NEt 2R} Sroc BN aindld Relubb nfdshiy Re the first
SR ObAd F’%Bﬁi’z, _s;ﬁé%z\?,vgr@ drecd¥atidEd Relutk vﬁlg]f !

use of 25 a triazole antitungal T rinary nedi ci ne. e’ donbi nation for
this propobwioxhienzesiedoeihylsanabean) aikpepybodydioaygnzesianl y one

licati day, | justificatiaon, f f th
contral 1 zediiiaan; ESREBMcheielig st itk %elde s88fefac i on wi ch none
of the ot ot Bxérmpleyy adibidanidhchidengyixedtiydesyahiselz ambsodiomsuch products;

Novel, corticosteroid, with a better safety profile when conpared other
corticodq erG‘Pﬂ@th!PQ%@ef‘H- otic preparations; Potent triazole anti-fungal

drug; -10 WO 20%8@%@2@%@?&% Wﬁgﬁﬁ&mﬁgl}?\égﬁgﬁmgéﬁﬂ on of the

three drugs descri , 0 Single daily : Q her inert
i ngr edi ent sinvantiafe theovehicle(s) one neriercel ihe yehisks(s), are added ® thesired. Such

I ngredi ents_| ' i | oxl.dants and
stabilizer Sﬁ@é@ﬁg@%ﬁ@ﬁ%ﬁ%@?&ﬁ%@ %eg@ﬁf?ﬁmﬁ@ﬁ%y@rt@%benzoat e
(et hyl par ahddilives) dugh ap yhose lisyet abguas nrayadiso be included in the vessel and

15 mixed into the formulation (the order of addition is not critical).

(x})

The compositions may be administered once daily or divided into
multiple doses. Often only one dose will be sufficient to treat the infection. In~ ~
some circumstances one dose followed by a second dose 48 hours later will
be required to treat the animal. Alternatively, the medication may be
20 administered once daily for up to 7 days. The precise dose will depend on the
stage and severity of the infection, the susceptibility of the infecting organism
to the composition, and the individual characteristics of the animal species
being treated, as will be appreciated by one of ordinary skill in the art.

As stated hereinabove, pharmaceutically-acceptable excipients
25 include, but are not limited to, resins, fillers, binders, lubricants, solvents,
glidants, disintegrants, co-solvents, surfactants, preservatives, buffer systems,
pharmaceutical-grade dyes or pigments, and viscosity enhancing agents.
Preferred buffer systems include, but are not limited to, NaOH, acetic,
boric, carbonic, phosphoric, succinic, malaic, tartaric, citric, benzoic, lactic,
30 glyceric, gluconic, glutaric and glutamic acids and their sodium, potassium
and ammonium salts. The pharmaceutical composition of the present
invention generally contain from 0.1% to 20% buffer systems.

-11 -



(propyl paraben). Exenplary chel ating agents include edetate sodi um

Exenpl ary antioxi dants include butyl ated hydroxyani sol e and sodiumio
nonot hi ogl ycerol. In order to prepare the suspension conpositions of the
present iy emkhRese t he vehicle(s) or a portion of thep¢hissdsisin are added
to the conpounding vessel, followed by the remaining excipients and the
actives. Addit l%@rrmmtﬁaﬁwrﬁdnmmm buiegiealnd limjted iy, palaxybibiylemel uded i n t he

vessel and 15 mx |nt theforrrul t|on addition is not
critical). SAiRitaaySctd exiers Bolvaa é’P@P@@y'g%@%rsdﬁﬁ“F@s%r di vi ded into

mul tipl e dopgSoedtbisHhdOBhMIPSRe@AER dthbfs, BR yﬁéﬂfa&@é@@ sb@iukf, eat the
infection. In some circunmstances one dose fol | owed by a second dose 48

hour s |aterpqmssrumbanqi@qmqrwantsgltwémtaﬂd%m mal . Alternatively, the

medi catioon may [ {0 y The precise
dose wi K depen ei?aQr %Q@g’é@;e%ﬂaag%e@ﬁ aré( n%ﬂ rﬂ'&&i fgﬁ?ﬁl& alk)f"

suscept i bi |ggigrsaf nem;drd@bmngc acsdaemr@m acrd; dridemethwinaszhame: and t he

i ndi vi dual ha teristics of

ill b
appr eci at ed® @ BesIZaIc AGid & E&#?qné? thﬁ% grcﬁorggﬁ@pglt ér eagr ei nggo://me ©
phar rraceutI@@dﬁd-rarﬁm%@rbbree@ﬁﬁemuﬁata@etai’@an@ﬁltm@ nilefheRicl not |inited to,

resins, fillers, binders, lubricants, solvents, | i dant s, drsrntegrants
co- sol vent doergaikpawaﬁlﬂlgrld%r@géw&irmv@schmﬁes glethy} paezhen, and propyl

phar macgut i @*rg nts

Pr eferrgog u er syst‘@n@ﬁq%éﬂ %E?b 'cé%gﬂnglt"éEeﬁp?éldsﬁ%,apﬁtg@e%et|c

boric, car bnv&nhpn@mepﬂilgnmclud@flomr M0t% wsi%apesarativesi c, citric, benzoic,

LSS por oSt bl AR, ol b TR AR A RE, | o e
present i niethyicelulgss)sodiuny caboipmothyiceliuloss, hydeo:dPropyi f er systenms. - 11

WO 2006102068 /11S2005/ 02837 Preferred surfactants include, but are
not | i mi ted"?tgwpg@ m@ngmy&pwpﬁ%ﬁ@&l@?tj i@, GAIPINET. nol yoxyet hyl ene

gﬁlngg't Ebﬁ!saﬁ{ogﬂo?g IééEd‘é’SgQrar BOROREAIPEA giifflah@iiabhdanes Firfic@ady et hers, al kyl
preferred are methylcellulose carbomer, xanthan gum, guar gum, povidone,
sodium carboxymethylcellulose, and magnesium aluminum silicate.

Compositions of the present invention include 0.1% to 5% viscosity agents.

A particularly preferred thickening agent is Plastibase 50W: ltis

20  available from Bristol-Myers Squibb, Plastibase® 50W contains 5%
polyethylene in 95% mineral oil. Polyethylene is an inert hydrocarbon with a
high molecular weight and high melting point. It is used as a thickening agent
to increase the viscosity of the mineral oil. Other preferred thickening agents
include carboxyvinyl polymers, carrageenan, hydroxyethyl cellulose, laponite

25  and water soluble salts of cellulose ethers such as sodium
carboxymethylcellulose and sodium carboxymethyl hydroxyethyl cellulose.
Natural gums such as gum karaya, xanthan gum, gum arabic, and gum
tragacanth can also be used. Colloidal magnesium aluminum silicate or finely
divided silica can be used as part of the thickening agent to further improve

30 texture.

Liquid pharmaceutical compositions generally include a liquid carrier
such as water, petroleum, animal or vegetable oils, mineral oil or synthetic oil.
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pot assium and ammonium salts of fatty acids. 5 Preferred preservatives

i ncl ude, but are not |imted to, phenol, alkyl esters of parahydrox benzoic
acid, sorbic acid, and nethyi paraben, o- phenyl phenol benzoic acid and the
salts t her eof chlorobutanol benzyl al cohol, thlnerosal henyl mercuric
acetate andoA%Yy QP nltronersol benzalkoniunIChIon g@ 8%? di ni um

chl ort de. "BhbioBREFOTRe UfA! SfYlod<0 B eihyicrar iy gﬁ'bEI‘aﬁIif?LLFSdLS
fr olm geo 1% glgg?%rpn@%yyee%lgﬁl nrebe inchuied. Sook compesmam eng agents
car boxyrret hyEBBIAONS eI Eabim atTerba, B o cE e pelgana.

hydr oxypr opyl cel A prsfefed eREs oiatiginirl 65 galiidomRispehding @geaiiacludgaci a, guar
gum xant han Parti cul arl referred are

um and tragacanth Y
met hyl cef | uB g6 %B@B@ﬁe@m%ﬁimwgw '"@LFIIW'“@@W Bhether ghdi um
car boxynet h#érggAJ,Mrpéle,,M g 8-}'% .@EH, ﬁtheC&*é}hgmmgnmcorrpom tions
ude

of the present | Aveniion I n ot % Vi SCOSI ty agents.
par ti cul ar | gorpmefaigllyeavailablelfom B @mdnchasﬁhaﬁarb 3 20

o Lo OSBRI R @ﬁﬁdﬁﬁ%iﬁ%on with a

hi gh nol ecumisiureeiiigdrectind Gumlynﬁmbfdf Rgtige ent glydohd@rmmdmeﬁrs thet hi ckeni ng
agent to increase the Vi SCOSj t t he, m neral ,I“ [ _preferred
t hi ckenitthg rger haing the reales %S/WFWF '%IGIEJ%B@%O %IP%I?&’EII&IQ 01ty dr oxyet hyl

cel | Ul ose, 4BRRRbbRoNnafiflel Bidthoar it liss Al Boorf6i hiihvese Theer s such as

sodi um carboxynet hyl | ose ahd sodi um car boxyne dr ox

cel | ul ose. pwnarSaaaregimnb@d;m 4S. g Merdn (28,220 89upd I@@m30gdﬂ9%ﬁaﬁl c, and

I I I
Pimely o poed e e aaRtgusgled SOA 7605 FRRT BB A iiedly ' 051 °

further inpNowg488488xiouviatiei issuedlAphd7ide@4t i cal conpositions general ly
ol ude a1 au! GOt aodiS Ih 8 aMBURLoR o 649 1208158, veoet ab! e
preferably from about 2% to about 10%, more preferably from about 4% to
about 8%, by weight of the total composition, can be used. Higher

concentrations can be used for sachets, non-abrasive gels and subgingival
gels.

20 The compositions of the present invention may optionally contain
lactose, mannitol, sorbitol, tribasic calcium phosphate, dibasic calcium
phosphate, compressible sugar, starch, calcium sulfate, dextro and
microcrystalline cellulose, magnesium stearate, stearic acid, talc, colloidal
silicon dioxide, starch, sodium starch glycolate, crospovidone, croscarmelose

25 sodium, and microcrystalline cellulose, acacia, tragacanth,
hydroxypropylceliulose, pregelantinized starch, gelatin, povidone,
ethylcellulose, hydroxypropylcellulose, hydroxypropylmethylcellulose, and
methylcellulose.

The present invention is more particularly described in the following

30 example which are intended as illustrative only since numerous modifications

and variations therein will be apparent to those skilled in the art.

-13-



WO 2006/ 020689 PCT/ 11S2005/ 028379 Physi ol ogi cal saline solution, or glycols
such as ethylene glycol, propylene glycol or polyethylene glycol may be

i ncl uded. Such conpositions and preparations generally contain at least 0.1
wt % of the conpound. A preferred class of thickening or gelling or

suspendi ngwagemstgoBhcl udes s a class of honopol ynmers GfCTACH2905/02832Ci d
crosslinked with an al kyl ether of pentaerythritol or an al kyl ether of
sucrose, or carbonere. Carborners are, comercially available fromS. F.
Goodrich as the Carbopol (r) seriesg ularly preferred Carbopols

I ncl ude Carbopol 934, 940, 941, 95 Xﬁ@ Les xtures thereof. Copolyners of

| acti de and gl ycolide nononers, the I 0 copol yner having the nol ecul ar wei ght
in the range of frontabout 1, 000 to about 120 000 (nunber average) are

usef ul : U. S. Pat.
No. 5, PP : | ssued
Sep. 7, 1988 . ffei :

i ssued Aprjj< Or --vnfgg‘tlmq%n’mckem ng agents in an| amount chQn abt 0.1%to
about 15%} om TOyG—ToT e eray from
about 4%t MBHE% oﬁ%%urgéfe'ﬂﬂ ﬁts r%té h@rto% a: co mositiogﬁ?‘gan je used.

Hi gher _ Pogamaamleanlcmedan be used for sachhts non- am*am gel s and
subgi ngi .: CORPS 0 he—p A

optional “ @Qﬁ' "“ “ifﬁﬁl oI sorbitol, |tri basr6 5<9al Ci phosphat e
di basi c -f ..._E.I{P.-,.{:;o;" OoRi ok BhERS: STH S o 1coperamipul fate,
dextro ang mcrocry. nagnesmns ear af e}’ steic acid
tal c, st arch SOdI um 3
crospovrd ‘ - = LIl ose,

acaci a, tragacanth hydroxypropylcellulose pregelantlnlzed starch

oyt ooy nor i BN T4 P DERAG A 8361 o 899 o1 o 5
nore parti cadchrmgrstwe ccomient iof thee Idioltd dve ngsed. The actual amount of
Mometasone Furoate Monohydrate is to be determined based on assay and
moisture content of the lot to be used. The actual amount of Posaconazole is
to be determined based on assay and moisture content of the lot to be used. "= -
10 The formulation may be prepared as known to one of ordinary skill in the art.
Although certain presently preferred embodiments of the invention
have been described herein, it will be apparent to those skilled in the art to
which the invention pertains that variations and modifications of the described
embodiments may be made without departing from the spirit and scope of the
15 invention. Accordingly, it is intended that the invention be limited only to the

extent required by the appended claims and the applicable rules of law.
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30 exanple which are intended as illustrative only since nunerous

nodi fications and variations therein will be apparent to those skilled in
the art. -13 WD 2006/ 020689 PCT/ US2005/ 028379 E3IwlGPLE 1 injradliant
~rbifloxacin mcronized 10. 0" Mbonetasone Furoate |k/aonohydrate m cronized
1.0 "" Posaconazole mcronized 1.0"* Mmneral G USP (40 Centi st okes)
685.0 Plasticized Hydrocarbon Gel - G ntnent Base g.s. to 1.0 g

(Pl asti base 50W 5 The actual anpbunt of Orbifloxacin is to be determ ned
based on assay and noisture content of the ot to be used. The actual

anount of weMbipmtasone Furoate Monohydrate is to be determ ned based on assay
and noisture content of the ot to be used. The actual anount of
Posaconazole is to be determ ned based on assay and noi sture content of the
| ot to be usied. iropHdremateutitdl adrhEdsitivayfobeheptrestaeat ofiginkstvwifectoro meadf

ordinary skill in the art. .~ Alth h.certain presentl eferred odi nent s
of the | nvent i on MR & EEERN QTR RerBenc 15 FRPITIGSUICRE A-BHETS  hose
skilled in the amhitd; can wititthgéllyeeffartentanmunpef taiphsrnidvatitiosdly iastemade and

nodi fications of .t he described,, enhodi ments_may be made wit hout departing
from the spirit ARASSCEREPBIt, MHaeTTErt Paf Vg Suliita gttt o et 8l endea
that the inventi ghateceutmatiedactepiabted dander, ewhenin rsaifli c@dpdsitionhds appended

clainms and the apﬁlic ble rules of law. -14 WE CLAIM 1. A pharnaceuti cal

conposition for tHePF et nent of an otic infection in an ani mal conpri sing

O bifl oxacin or one of its pharmaceutically acceptable salts; an

compound. Mt asoRe EUFRRER. aogaRolie b e T iRl dnf FERBRARNE riédig=c! ©
’ Mongchydrate is present in an amount of at least about 0.01%.

3. The composition according to claim 1, wherein the Orbifloxacin is present in

an amount of at least about 0.1 %.

4, The composition according to claim 1, wherein the pharmaceutically
acceptable triazole compound present in an antifungaily effective amount is
present in an amount of at least about 0.01%.

5. The composition, according to claim 4, wherein the pharmaceutically
acceptable triazole compound present in an antifungally effective amount is
Posaconazole.

6. A pharmaceutical composition for the treatment of an infection in an animal
comprising Orbifloxacin or one of its pharmaceutically acceptable salts; an
antifungally effective amount of the compound represented by the chemical

structural formula | comprising:
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phar maceutical |y acceptable carrier, wherein said conposition is a
suspension. 2. The conposition according to claim1l1, wherein the Mnetasone
Furoate Mnohydrate is present in an anount of at |east about 0.01% 3. The
conposition according to claim1l, wherein the Orbifloxacin is present in an
amount of at |east about 0.1 % 4. The conposition according to claim1,
wherein the pharmaceutically acceptable triazole conpound present in an
antifungally effective anount is present in an anount of at |east about
0.01 % 5. The conposition, according to claim4, wherein the
pharmaceutically acceptable triazole conpound present in an antifungally
effective anount is Posaconazole. 6. A pharmaceutical conposition for the
treatment of an infection in an animal conprising O bifloxacin or one of
its pharmaceutically acceptable salts an antifungal oy #Gective anount of
t he conpound represented by thgyCR : } conpri si ng:
15 p Hs ~~.1I1l CH3 ‘ ' QAE D 1es

a suspension. 7. The g@npopitions accordlng to cIa|n1.,' ¢in the

Monet asone Furoatg yohydrate is present in an anount of ‘at |east about
0.01 % 8. The cofpo ‘ accordingto claim6, wherein the Orbifloxacin is
present in an {"‘ ok _at t about 0.1% 9. The conposition according
to claim6, whehei @ the BFHNQZE tically acceptable triazole conpound
represented Uy thé cheni cal mctural formula

Mometasone Furoate Monohydrate and at least one pharmaceutically

acceptable carrier, wherein said composition is a suspension.

7. The compositions according to claim 6, wherein the Mometasone Furoate

Monchydrate is present in an amount of at least about 0.01%.

8. The composition according to claim 6, wherein the Orbifloxacin is present in

an amount of at least about 0.1%.

9. The composition according to clam 6, wherein the pharmaceuticaily
acceptable triazole compound represented by the chemical structural formuia
| present in an antifungally effective amount is present in an amount of at
least about 0.01%.

10. A pharmaceutical composition for the treatment of an infection in an animal
comprising an antibiotic or one of its pharmaceutically stable salts; an
antifungally effective amount of a pharmaceutically acceptable triazole
compound, a corticosteroid and at least one pharmaceutically acceptable

carrier, wherein said composition is a suspension.

11. The composition according to claim 10, wherein the corticosteroid is selected

from the group consisting of Mometasone, Mometasone Furoate,
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| present in an antifungally effective anbunt is present in an anount of at
| east about 0.01% 10. A pharmaceutical conposition for the treatnent of an
infection in an animal conprising an antibiotic or one of its
pharmaceutically stable salts; an antifungally effective anount of a
pharmaceutically acceptable triazole conpound, a corticosteroid and at

| east one pharmaceutically acceptable carrier, wherein said conposition is
a suspension. 11. The conposition according to claim 10, wherein the
corticosteroid is selected fromthe group consisting of Monetasone,

Monet asone Fur oatMeometh6odner@satea Mudroatdratéd) noDediratteasdoex anBtitogisate,

But oxi cart, Rofl ni d Budesoni.de, fJ azacort .. Ci cl esonide, Fluticasone,
Becl onet hasone, L%@%BP%@%‘M éi“l‘felsg ?’no:ﬁﬁ'lf?,za@& anEﬁ?%%QBH& F 'Hg%qsﬁ'&?’one,
Pr edni sone, Predmestdnosteasond/ lostegrbénaleitiaticinoink yBetameihaadries FRatinslohder eof .
12. The conpositign according. to clai 0, wherein the corti teroid is
Monmet asone Fur oat 'Se)re%%%% ’ gF%‘ﬁg’ °§H8 a\ﬂ?@" ér?dﬁmf'ﬁ%u“ l&e Cﬁ%%ﬁtge?e %ﬁlfsgg?rg of?
Monohydrate is present in an amobunt of at |east about 0.01 % 13. The
conposi tion ?fcorﬂ{e”%owﬁ&h&# .rgc%?rdin & Sidimt BE. et Ot%bcgérﬁco%te%ib ngl one
anti biotic and wherein e quinolon€ antibiotrc I's presént I n an andbunt of
at | east about OMd%etagdne FhewatoMooshidraie andcwnateinghe dahetasene3fumhter ei n t he
qui nol one anti bi ngr(ﬁﬂyﬁrategﬁlr??gstgﬂginfarn%motugf‘of%%légt Spb kg of Orbi floxacin,
no : eparlo

Ci prof | oxaci n, oxacl noxaci n, xacli n, Levofl oxaci n,
Lonefl oxacin, Nalidixic acid, Norfloxacin, OIoxacin, Sparfloxacin,

Mar bof | oxaci %Glem% O3AGdsion %@@?48%&% 1Eb@$%émnthe Eh%?cw’aaw

Gati fl oxaci n, oxacl n, oxacl n, oxacl n, | ox

Pr adof | oxaci n anderfibwliafand ydeiein theegynene amiiotiec inpreaglin tesmavst ebdt. 15,
The conposition a,g%ﬂra%&gﬂ% claim14, wherein said quinolone antibiotic is
O bi fl oxacin. 16. e conposition according to claim10, wherein the
pharmaceutical ly

14. The composition according to ciaim 13, wherein the quinolone antibiotic is
selected from the group consisting of Orbifloxacin, Ciprofloxacin,
Danofloxacin, Enoxacin, Grepafloxacin, Levofloxacin, Lomefloxacin, Nalidixic
acid, Norfloxacin, Ofloxacin, Sparfloxacin, Marbofloxacin, Ibafloxacin,
Garenoxacin, T-3811M1, T-3811M4, T3811M6, Gatifloxacin, Gemifloxacin,
Moxifloxacin, Difloxacin, Rufloxacin, Pradofloxacin and Trovafloxacin
mesylate and/or metabolites thereof.

15. The composition according to claim 14, wherein said quinolone antibiotic is
Orbifloxacin.

186. The composition according to claim 10, wherein the pharmaceutically
acceptable triazole compound present in an antifungally effective amount is

present in an amount of at least about 0.01%.

17. The composition according to claim 10, wherein the antifungally effective
amount of a pharmaceutically acceptable triazole compound is selected from
the group consisting of Voriconazole, Ketoconazole, Fluconazole,
lfraconazole, Saperconazole, Neticonazole, Oxiconazole, Isoconazole,
Sulconazole, Tioconazole and/or the pharmaceutically acceptable salts
thereof.
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acceptabl e triazole conmpound present in an antifungally effective anount is
present in an amount of at |east about 0.01% 17. The conposition according
to claim 10, wherein the antifungally effective anount of a
pharmaceutically acceptable triazole conpound is selected from the group
consi sting of Voriconazol e, Ketoconazole, Fluconazole, Itraconazole,

Saper conazol e, Neticonazol e, Oxiconazole, |Isoconazole, Sulconazole,

Ti oconazol e and/ or the pharmaceutically acceptable salts thereof. 17 18.
The conposition according to claim10, wherein the pharmaceutically
acceptabl e triazole conmpound present in an antifungally effective anount is
Posaconazol €.1g19. yRbecSamaRht h%rcﬁﬁ&%%l&% Lo, Chiditlthe WhSHRIBUSdRy
antibiotic i s sel ect ed from roup consisting of Anmoxicll

Anmpiciliin, AnpiciFsapiablg IFI@?QI?&LO@PO Prepetiin an%@f%ﬁ?lly@éﬂcm Pmﬁl}“t is
Aspoxicillin, AziegiddohBzoi@acanpicillin, Carbenicillin, Carbenicillin

Sodi um CarfeC|II|n Carindacillin, CchaC|II|n Cl oxacillin Sodi um

d oxa_cl I I in Benzat h| ne, D cl oxacil I in, Dcloxacillin Sodium Flucloxacillin,
Hetacil l'in, h@narrﬁrhe'cbrIqbasdemcbIdm@aHuam@rmﬂe%.hInéwant.w.mscgénéctéa from
|VEZIOCI||II’I Nafcillin, Nafcillin owg&ﬁ lin, Penicillic Acid
Penicillin G Penthd QrPPFP]C@S'%BQIQEf"WPH@”'” P'E”“I”I I*WPG‘”F?OFH‘E‘Ié'iﬁﬁnA”FPé‘PI'I”El llin G

Sodi um Peni ci | | i BoMum, Ph@e@mm CIAIsI)d»rbmnthcmrcl Idab@m mmsscumemc.um
Pi peracillin, Pi peraci |l in_Sodiu Pi vanpi ci | eni ci |

Sul tamcillin, Taf&mRaNGIn §Hd'u'°ﬁ Earesiiin I%f'”éﬁcf"%lQjP'aC"“@e@IQd%'I&"‘ ISOd'EJé‘f adr oxi |

Monohydr at e, Cef amdeilia, seasaRmedaigokdcih, UbicloxsafirRmeogiahe MNaabaicHin,
Cef anandol e Sodi u Cef azaf | ur, Cef azedone, Cefazolin Cef azolin Sodl um

Cef clidi ne, Cef di hicteclightegnampicitns Weglipam, Melameiciia, MstpiFlipr Mezipclin,

Cef menoxi me, Cefi nefam|Naf&NAidsnunCededilial PenicillicefcanirendilinCel ppeaitiair ane,
Cef oper azone Sodi

Cef oti am Cof ozop%&ﬁza?%@?p ﬁ”?ﬁ'f’b ' S%f:'q?’i‘ ZSFB'Cﬁﬁgﬁjnrﬁeo pl%fegXI nEVSOdI o

Cef pi rome, Cef pod@xenathiclef H?Ifbhle’th,lcnlhrOEFfd]IaﬁsnﬁrrEPlp@&a‘crllﬁv(aldipél%\,clllﬁewdlhmdl n,

Cefsul odin Sodi umPl_\%(rjnrp?anh Sulbenicillin, Sultamicillin, Talampicillin, Ticarcillin, Cefaclor,
Cetadroxil, Cefadroxil Monohydrate, Cefamandole, Cefamendole Lithium,
Cefamandole Nanfate, Cefamandole Sodium, Cefazaflur, Cefazedone,
Cefazolin, Cefazolin Sodium, Cefclidine, Cefdinir, Cefeplme, Cefetamet,
Cefixime, Cefluprenam, Cefmenoxime, Cefmetazole Sodium, Cefodizime,
Cefonicid, Cefoperazone, Cefoperazone Sodium, Ceforanide, Cefosells,
Cefotaxime, Cefotaxime Sodium, Cefotiam, Cofozopran, Cefpimizole,
Cefpimizole Sodium, Cefpiramide, Cefpirome, Cefpodoxime, Cefprozil,
Cefquinome, Cefroxadine, Cefsulodin, Cefsulodin Sodium Hydrate,
Ceftazidime, Ceftazidime Pentahydrate, Ceftezole, Ceftibuten, Ceftiolene,
Ceftizoxime, Ceftriaxone, Ceftriaxone Disodium Salt, Ceftriaxone Sodium,
Cefuroxime, Cefuzonam, Cephacetrile, Cephalexin, Cephaloriding,
Cephalosporin C, Caphalothin, Cephalothin Sodium, Cephapirin, Cephapirin
Sodium, Cephradine, Loracarbef, Cefbuperazone, Cefoxitin, Cefoxitin
Sodium, Cefminox, Cofmetazolo, Cefotetan, either alone or in combination
with Beta Lactamase inhibitors such as Clavulanic Acid, Potassium
Clavulanate, Sulbactam, odopenicillanic acid, 6-Bromopenicillanic acid,

Olivanic acids, and Tazobactam.
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Ceftazidime, Ceftazidime Pentahydrate, Ceftezole, Ceftibuten, Ceftiol ene,
Ceftizoxine, Ceftriaxone, Ceftriaxone D sodium Salt, Ceftriaxone Sodi um

Cef ur oxi me, Cefuzonam Cephacetrile, Cephal exin, Cephal oridine,

Cephal osporin C, Caphal ot hin, Cephal ot hin Sodi um Cephapirin, Cephapirin
Sodi um Cephradi ne, Loracarbef, Cefbuperazone, Cefoxitin, Cefoxitin Sodium
Cef m nox, Cof netazolo, Cefotetan, either alone or in conbination wth Beta
Lact amase i nhi bitors such as C avul anic Acid, Potassium C avul anate,

Sul bact am odopenh&icbpbiitordCacordfigBloosRREND, C\}vlhér@lﬂ'tﬁeaéh'tlﬂlotlc @ tyade aci ds,
and Tazobactam 18 20. The conpositions according to claim 10, wherein the

antibiotic is sel®®t®§ IPKR RO RENgr afuan%?f%swhgasof‘\zawpmwat Begdeldiich as

Azi thromycin, Brefsitfibmycin, QEiythEdMy@myCEmhr&h é.hrgmt@Ery&wﬁqb@ﬂmen
Est ol at e, Eryt hro c n Et h)r%MPSucm nat e, Eryt cin Stc}garate Josanyci n,

Ki t asanycin and ° ’”aat‘ﬁro PmySH, ﬁﬁ"éaré’@rrpo%qsf" fnacdoEGRMYC? o E”dal m 10,
wherein the anti trjyatirémycin.sel ected from the group consisting of 3-fluoro,

3-deoxy derivatives having the followwng fornmula Il FORMUU-Il F ~J CHp 02
-="H X X wherein Ris a nenber selected fromthe group consisting of nethyl
ir helt hyl 0%1.adhah@g@rﬁﬁésﬁttbn%bd)r‘dﬁbiw:i’lamw @ﬂfe;e.diH’eadrmgﬁnﬁ&@eteetédgm h%' | |

- hal ogeno-1- deyteri oet al ogen, o eut eri qet onet an
met hyl gsu | f onyﬁ}?\ BIOHD | O é'atﬂﬂg 8?3 Uafﬁg%séfi%y Shyalyer ép@ﬁ%ﬁlﬁv‘f'@p sel>/ect ed
fromthe group fwmgiaski ng of NO2, SO2R,, SOR1, SR, SO\|H2 SO2NH2, SONHR1,
S2NHRj A . . FoRMULA |

F

]
CH, 0QZ
;

R—iHN"“C"'—" ~=tH

wherein R is a member selected from the group consisting of methyl or ethyl
or a halogenated derivative thereof, dihalogenodeuteriomethyl, 1-halogeno-1-
deuterioethyl,1,2-dihalogeno-1-deuterioethy!, azidomethyl and
methylsulfonylmethyl;

each of X and X' is a member independently selected from the group
consisting of NO,, SO;R;, SOR4, SRy, SONH,, SO,NH,, SONHR;, SO,NHR;,
COR,, OR;, Ry, CN, halogen, hydrogen, phenyl, and pheny! substituted by
halogen, NO;, R;, OR,;, PO;R;, CONHR4, NHR;, NR;R,, CONR;R; or
OCOR;, wherein each of R; and R, is a member independently selected from
the group consisting of methyl, ethyl, n-propyl, isopropyl, butyl, t-butyl,
isobutyl and phenyl;
and Z is hydrogen or an acyl group of a hydrocarboncarboxylic acid
(preferably a hydrocarbondicarboxylic acid) having up to 16 carbon atoms or
an acyl group of an amino- hydrocarboncarboxylic acid having up to 12

carbon atoms; and the pharmaceutically acceptable salts of said acyl groups.
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COR,, OR, R, CN, halogen, hydrogen, phenyl, and phenyl substituted by

hal ogen, NO2, Rl, OR , PQ2R , CONHR,, NHR , NR R2, CONR R2 or OCOCR1,
wherein each of R, and R2 is a nenber independently selected from the group
consisting of nethyl, ethyl, n-propyl, isopropyl, butyl, t-butyl, isobutyl
and phenyl; and Z is hydrogen or an acyl group of a hydrocarboncarboxylic
acid (preferably a hydrocarbondi carboxylic acid) having up to 16 carbon
atons or an acyl group of an am no- hydrocarboncarboxylic acid having up to
12 carbon atons; and the pharmaceutically acceptable salts of said acyl
groups. 19 22. The conposition according to claim 21, wherein the

anti biotic ?% F| D @ersisition 2gcording taglaipost. Whé'f?'ra@é@ﬂﬂh"ﬁ@: is 5logfeRsdh 10,

wherein the antibiotic is Tulathronycin. 24. The conposition according to

claim 10, mhereln the antibiotic is Tilmcosin. 20 o
The composition according to claim 10, wherein the antibiotic is

Tulathromycin.

24. The composition according to claim 10, wherein the antibiotic is Tilmicosin.
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