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PHARMACEUTI CAL FORMULATI ON COMPRI SI NG AN ANTIBIOTIC, A

TRI AZOLE AND A CORTICOSTERO D gs ro u f the Ini n Al
WO efoenzeges cited herein are hereby incorporat BGI/U82005/028379

their entirety by reference. Qoneus(r) Qic

Suspensi on contains Genfarniein Sulfate, USP,

Bet anet hasone Val erate, USP and C otrimazol e, USP.
PHMMASEBNECAL CYORDUL AT IS S PRIPS L INGC BN t2aiTABIAZEAL ATITRLAROLE AND A
cosrildogTerROIOSP, Cl otri mazol e, USP and i VI onet asone

Furoate i Vi onohydrate. A probl em wi th these products

exists with regard [ for ototoxicity

due to the am nogHfFeesi H SIAP8n used in such
products. Accordj ng , there eX| sts a need for

conb.mbﬁaferense% glied bereip arp dersuingaiporgied lﬁfi@er? egﬁi‘setv by
P feréﬁé&ag)?orbﬁﬁ@ i Saé%éh%Aéﬁ bog{a‘ﬂ{% G@ﬁﬁaﬁefcm Sﬁﬁéﬁb' B%p,

unmar y Invent i ccor re ar
Beismletisssbnphéalermie EEahnd @hqn:nmazolm &J8fr the

DRI CHICGPURRRSiAn POaleRREIE SN 9 ol SEpL abl o

@a{rhsazo?@ @QP'afdd{‘iQi@He&a%ﬁ@Fhkééﬁe dfdiel he

conpoun repr esent ed the chem cal structural
f or mA prablerompth Hieseg: pmdueie@@ie vmbrregaeimami@ntlal for

iRl B2 7h 105 RrBBRTERSHA 1 ots BRERTR8F s prélucis.
Abc@eds:ﬁglydtm@ cRized Bweedtfof AbwmIsIRaioPproduRts fdtehe
treatnment, of an infection in an animl conprising

tgainenbRipiastions dhaninals dRaittneksier fom waeclabtralﬁee
salts; an antifungally effective anobunt of a
phar maceut i cal | y acceptable tria ol e conpound,

Mor net ason b Fur oaSemiikown off Yide biventioh at | east one

pharmaceutical |y acceptable carrier, wherein said
conpagcbrdiigly Stheré dedaielosed pharmaceutical compositions 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:

@—COL,

HO

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
infection in an animal comprising Orbifloxacin or one of its pharmaceutically
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QStSIEIlI(Sd Pf t ipi f th@fliWsntfom The present
invention is directed to a pharmaceutical conposition
wo oro60kess8e r eat ment of an infection in an ani maPCT/US2005/028379

conprising Orbiflojcacin gr one of its
Harirls selisan @majge@%l%@if%cig@ #reouRi DT PhaigRREaUiigally
e

A SRR S PomBup O ERTRRHAS: PERIES B T B e/e b =0
léasmmph@nmm:aaw atckpiaplbararies ulticcainl said compioalion is a
carrier, wherein the conposition is a suspension.

©8%ne Furoate Monohydrate is a synthetic steroid
hornmone in the glucocorticoid famly. d ucocorticoid

hor nones are p%@ﬁﬁe@m@g@k%ﬂ@ﬁr@@mh‘w@ﬁ@ s. It also
shows antiprurl ons. It is

used HabheALYidBnlids id &?@é harmacsuiical comODOSItlon for

corti cos?er ol d- responsi ve er ITH SesS SucC
thedrmtmantom irdgcitcirsin dvbamimeed mmp?mnga@mlmm"wr one of iis

onpon ELOCON( r otion, cre nd ointnent, S
TR ER Al ARSI Ealieiar ot oo gty SO of the
difdds U3
| hydlfﬁ?x';/ i) g\i%%%% th@'tcﬁsh'gcgeg gs%rgéﬁﬁ&ltfg}mul%l ] co%p%sm%
17-(2 Furoate). It is practically insoluble in water;
slightly soluble in nethanol, ethanol, and O HsC

i sopropanol ; sol ubl e® cet ory&E\nd chaks r of or andy
freely sol uble |n\_t_@ an. & D i Oy S
coefficient Bety€en oct anddwt er Vi o t hamy cp,
5000. Monet asope€™>san exi st in various hydrate a, N HOE

crystal line andenahtioneric forns, e.g., as a
SVi onohdeate@g_ s product is available from

A ouh 20or ponat i on, Kenilworth, New Jersey.

/er\pﬁz onohydrate may be present

in a to about 1% preferably about
0.1% Oher corticostérolids for use in the present
i nvention include Betanethasone, Butoicicart,
Rof | eponi de, Budssoni ds Dsfl azscort G ctesonide

Fl ut ihﬁ@rﬁ%&%oﬁacﬁ%aﬁsﬂﬂgmﬂyﬁa& and a pharmaceutically acceptable

carrier, wherein the composition is a suspension.

Mometasone Furoate Monohydrate is a synthetic steroid hormone in
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® Iotion, cream, and ointment, is an anti-inflammatory
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'in acetone and chloroform; and freely soluble in
tetrahydrofuran. lts partition coefficient between octanol and water is greater
than 5000. Mometasone can exist in various hydrated, crystalline and
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Bet anet hasone, Fl uoci nol one, Predni sone, Prednisol one,
Lot eprednol or Triantinolone. This invention further

WO 2doaz®s8e o stabl e formul ati ons contai ni ng an PCT/US2005/028379
antifungal ly effective amount of the mcronjzed,
arwmiemeiiciepnesad, &8 diiarmbyemie Jais Brodyet grayailable from

[ | , t, N, 6 i sclo t he
e A R T N S BT i
iM6incrdonaaonionss Manbhoais angehebrdsgmin smoiingsoi aboui 0.01

illis, Candida Q}é})t ococcus, Fusariu

As : L I d |
iorRek! b3 OrEiaRIY EBORLAGS. U, SIBkCORCaRIOIS igBusa ipths
" : ' i |
gt it ppfE T2 A OBUERCEH: FoflbatRREL | ©
Maiicedidn) Ontlenect:: iBatbsohins Fheicasdn, Betionmenasdh s
RARAOnS, R ESS, PP eRDE s BTNl otagrdnar Of

THR58RbI0hB, amounts of about 0.01%to about 1%
pre erabr\y about 0.1 1% O her triazole anti-fungal
conpounds for use in the present invention include

Vor i ddnainvesiiorkfuititzialedee o Sleblnieamulaiionstcontainiagsine,

B 509 o Bt PRIHED B B HostBRag sRa g BRRRET By the
chEatiescanichaal foymarcept abl e salts thereof. Orbitaacin
is a potent, synthetic broad-spectrum anti bacteri al

agent classified as a quinol one carbolic GciHdC
derivative. It is saf gef\f ecti=m for [ he

managenment Qf—qh-s€ \ 5 : {
' / I NOBRER;
in the pracﬁi{lijcgf t he

wi th badteria susdapt/
and derivati™wes thereof useful ,
present ixvention include, but are not limted to,

[ B0 Ci profl oxacin, Danofl oi scin, Enoxscin,

G epafl oL &cin, vof | oxaci n, | ometocacin, Nalidixic
aci or f | (’Dvaq\j/n,\ | oxaci n, Sparfl oicacin,

\=n

U.S. Patent No. 5,661,151 discloses the compound of formula | and its
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
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,
Tercanazole, Tioconazole, and/or the pharmaceutically acceptable salts

thereof.
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i VI ar bot aaci n, Enrotaacin, |bataacin, _ Garen_oxaci n,
T-381 1ML, T-381 1iVi4, T381 1Mb, Gatitocacin,
wa@wehbwsaci n, Mxifl oxacin, Difloxacin, RutaaBCTS2005/028379

Pradof | oxaci n and Trovataaci n nesyl ate and/ or
mrefl abolAHEEcihEppicnbayaingis kiopdrmpeciiver antibatisfe ageni

f scrd bed
PP B B quiTonE ERARR (IO UERIAAN RS BEPEiRITY Saclls for
iBe mmemm@%es uiéﬂogiglaa,ca% SesdiidicdNaith b%%igmgls

No.
DL ap OroBio 4956 neionas Nt igR v i es7ol watakin the

p?akﬁm@?& ihd %9@3@&’&' e 62}3&@8% 50&”39@31%% ghﬁi%ggg @%&yf}oxadm

8; U S "Pat. I SSUE
Qp@ﬂ@p@@m &anoﬂamln By Brdphitirachy, LR96xadhS.
25, 1996; and U. S

Lgﬁi@flo%cmg l\%lﬁgX 16@ 'Siggﬁ@ggéllﬁnﬁ)goxq@gﬁpaﬁ loxacin,
iarROM G, Eh o iR IBBAE N, Cilran @gﬁuﬂu*r%ﬂ 1, T-38110i4,

ounds useful in the practice o esen
T@ﬁﬁwﬁ Sieiidlenggin sGemitoiagin dfoxitl@exin, d)lﬂbmmn 3Refidsacin,

PRSI o6l S AETRURRREA Hh Bl S RAS LR uRLs et toer

qumfoﬂes usefididn m@ptamee@ff iHe Praich® ﬁﬂientlﬁﬁ e H%ant%ed inWo
1% t o_about % by wel ght

g@@%ﬂhﬁ}g@.r% %u sﬁ@ﬁoh&soﬁza‘i N& @r%ﬁﬁ& issvedtAmm 14,

S 8 oS AR, SR, £ Al

ractice of
isouSsfia. 52 190G, SaPati. 1570 Semssudd S, 23, 1995; LS. Pa.

NG BRAD A RR st poflcaly SR En Fahohins 657 690desues Sop. 30,
1997;abeuP=10%b. mgi qsgbééuéppéﬁ fg’ 19964 £ "BaE /Y. & AU P16
anal ogs of anti bi otics chiora éni col —and

ISWﬁc&dwheaﬁ d&@96hand leeRathﬁ 646,118@dssusd Jilog] 1%97 all
B e b 2o S e Srhen o

The quinolone compounds useful in the practice of the present
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
the practice of the present invention comprise from about 0.5% to 5% by
weight 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
thiamphenicol have been shown to have antibiotic activity, both against
organisms sensitive to and resistant to chioramphenicol and thiamphenicol.
See Schafer, TW. et al., "Novel Fluorine-Containing Analogs of
Chloramphenicol and Thiamphenicol: Antibacterial and Biological Properties,"
in CURRENT CHEMOTHERAPY AND INFECTIOUS DISEASE PROCEEDINGS OF THE 11™

-4-
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See Schafer, T.W et al., "Novel Fluorine-Containing

Anal ogs of Chl oranpheni col and Thi anpheni col :
wa\aoslozesser i al and Bi ol ogi cal Properties,” in BURBRENI5/028379

CHEMOTHERAPY AND | NFECTI OQUS DI SEASE PROCEEDI NGS OF THE

1T aNp THECT RNICHAE ASERICACART I BVERF BARRSBOLETY 1680, 444-446,

RNt SO SIS, #0 P R R Rle Ry, ore
diesaAbbd efdaMinlAinBE. FRidhiPo.RPrLesEolo Tih A2Bidd® Brofession
The nmedi cal profession has becone increasingl

hesriasomsal IngherRingIN Eoncamstelemt éh@iraa@tr@m@%p?/ bacterial

. g |

EF Rl Rge Rider UPaA 2B EY ko el eI bline R s s
ddnsinishdretaonibesiceh) Epceupe dic dnbirdrmphémiec) group of antibictics is
dinfrequently used now to treat hupgans, its derivatives
iRfFROySATY USEORIY ia Frbprinans, iodeiaives fup paqielanty

i i, DL, e AN - 5 )
Rt B VLB ¥ O e S Rost A1 B yoro, 3. ooy
derigativdse group consisting of nethyl or ethyl or a
hal ogenat ed derivative thereof,
di hal ogenodeut eri onet hyl , 1-hal ogeno-1- deuteri oethyl,
1, 2-di hal ogeno- 1-deut eri oet hyl, azi donet hyl and
nmet hyl sul f onyl net hyl ; each of X and Xlis a nenber
i ndependently selected fromthe group consisting oformuLA |
NO2, SQ2Ri, SORi, SRi, SONH2, SO2NH2, SONHR1, SO2NHR1,
COR1, ORI, R1, CN, hal ogen, hydrogen, phenyl, and
phenyl substituted by hal ogen, NO2, R1, OrR, PO2R1,
CONHR1, NHR1, NRlE,CO\l 2 apz OCOR1, wherein each of

Rl and R2 is a nernper ir]depeni:lently selected fromthe

HNwed -y-+—at

group consisti RgilEly N- propyl ,

i sopropyl, butyl, t-butyl, iskpbutyl and phenyl; - QCand
Z is hydrogen or an acyk p a -
hydr ocar bonear boj cyl i e Bl —x

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-deuterioethyl, azidomethyl and
methylsulfonylmethyl;

each of Xand X' is a member independently selected from the group
consisting of NO2, SO2R1, SOR;, SRy, SONH,, SO2NH;, SONHR4, SO2NHR;,
COR;, OR;, Ry, CN, halogen, hydrogen, phenyl, and phenyl substituted by
halogen, NO., Ry, OR4, PO2R4, CONHR;, NHR4, NR4R2, CONR;R2 or OCOR;,
wherein each of Ry and Ry is a member independently selected from the
group consisting of methyl, ethyl, n-propyl, isopropyl, butyl, t-butyl, isobutyl
and phenyl;
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(preferably a hydrocarbondi carboicylic acid) having up
to 16 carbon atoms or an acyl group of an am no-
whyasoz@msboncar boj cylic acid having up to 12 ce€DUS2005/028379

atons; and the pharmaceutically acceptable salts of
sai d 24 ighylipgen i Gnvead CErshe’ @ Prdmerdyivariag Viic acid

BFSUR W ARRAG L A O ZBL PR b Ol Boh e or

at ey brauoi at @mm@niﬁydrw&#b@nc@m}lc aauma\ﬁmg up io 12
i odo- net hyl groups as well as the nono-
cgroen geines; andhiesRirsnasryiicllyGacspiable el %ﬁ%‘d agyhgroups.

di - bronmo-, and the iodoethyl groups wherein the

haI 0
AR SIS A BB aR oS e moit
lmF)oemium Irm'l@dbemnahm-y di-gnulipisiuonovifieahobod, Wi-rericigietidoro-, the
r bon al pha,to

R S, S80 5 et S DR hs B 1R S dhE Sreno- and

dif IH@F@ bﬁfé’?ﬁ@noﬁaﬁ‘d @iﬁlbﬁfo%’f ﬂ’i@m@ﬂbhéhd %mrﬂbh)énd A& iodo-
astrlhaoen nmet hy goussuc

aﬂinyi igr@tmﬁ wherain ﬂa@u bawgen itvenisaist wmferahlys@'i the carbon

e 1 RO e BT RRB R PETHi o Bty

%@\Jf@linamhlchﬁmﬁﬁ haloé@n% @8 pasielaigy bonded idihe carbon alpha io
rocar boncar boxylic acid having up to 16 carbon

ﬂé@ SaEPANYLEroMRy, B&- sﬁpéﬂpﬁtsé'ﬁh aﬁﬁ%’@f@ﬁ*ﬂ?@@ Tlugrplfqing-, and
c@}ﬁ}%hﬂx&oﬁ’f; Iﬂ?ﬁgﬂ it 22 oxﬂ’as%élpgg‘frlh;ﬁl?%ﬁeg@yl groups such as

(ﬁémgﬂoflaommdodiﬁmmwTMethtltut ed by hydroxy,
al koxy containing froml to 5 carbon atons, carboxyl,

r Io n, wherei Ri
hna roRaeuS Briona e carmoundior Eariin . ald fie ¢!
o@@wﬁ@se@tm Hydﬁo&aibmfts&xymééruf Folmaled Wﬁmm Z is an acyl

wherein Z1s an acyl group Of an amno acid containing

aipup of a hydeaassongashexylisacidhgving updouttaeaibon atoms that may
blénssa‘?u %@&,%sa?ﬁrla?écﬁ @Erafgﬂﬁ 'cﬂalnbéfarﬂgnSﬁje& gﬁélﬂ, gﬁpl‘féf%l, b)‘;cllc,

cyclic-aliphatic, aromatic, aryl-aliphatic, or alkyl-aromatic and may be
substituted by hydroxy, alkoxy containing from 1 to 5 carbon atoms, carboxyl,
NO., NHR4, NR4R2, 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
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
provide water soluble, pharmaceutically acceptable cationic salts, e.g. the
sodium or potassium salts as well as salts with amine, e.g. trimethylamine.
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that may contain aromatic groups and that may be

substituted by hydroxyl groups. Preferred ester
waleoswzteByes i ncl ude those derived from di basi BCT/US2005/028379

hydr ocar boncar boxyl at es, the 1-succinate and

Alsp greferrad are ssiarsierivaiives pg aminde2gide draiqypuigieayaicr soluble,

B R Bt Bt BRI B A UL G b ers By fragelf gcice,

& gGihetiyar@iiic oredidhis acl, ef encdricadid egbition salis.
derivatives of am no acids that provide water sol ubI e,

phar rmceutl cal |y accept abI e acid addition salts wt

i nerfsd UgHd B@@&hﬂ'@ ey oh aémécel#t!’?@"bhﬁ@%ﬁiﬂbéﬁ s@lis“ghus

. |t

L skt ing s apegesn 1
maam@rb@mwbomamemmmmwmon Brrepmmdlwltma@abga ie.g.

in . th asic h ar boxyl at e s of th
SRR E- D e e DR IS bR Frp
AR ool F R0 heTe ey bogen forms g petd

sdglitionuesdi wii e aaginadlel g. 4% (ibea)si -phtrephenyte-aci di ¢

Jgéﬂ n o %—ﬁﬂo%‘:ﬁ .P{?F&}@ th%uc%z?néie%-&r?m%{ﬁy?a%fﬁ% salt).
M6 ménjdé@@@%ﬁé dRiBabdiven @alis fmbemuﬁ%mrépémgamc
N-trimethylamne salt). A so included are the acid

agifls andinesaming inghawinipeericbastars el e eompeuyids of Rermda |

e -
20 TR o 5B 852 ik ropyl aycnats
hygradhtarigheny| ~- di chl or oacet ami do- S-fl uoro-i - propyl
glycinate Anong the pharmaceutically acceptable

B e L e

hgﬂrcﬁélddﬁ@n é@lé@téétérs(uﬁcladedW#bkrﬁman%ré%%lt%f alkali and

m nu and salts with an am ne such as
alkahaeleﬂrmnha@és (@gosavdmn mntasenum salcium, alutrummb Bad salts
di a

t | dib t hyl
WA aEE P ae Nintku i orotatie iRSn Afdiesesnay-
batslphensthpamige UN AN diBenzylethylenediamine, N-(lower)alkylpiperidines
(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 SO2R;, R1 is methyl, and X' is hydrogen.
Most preferably R is CHCI, or CHF..

A preferred antibiotic compound is florfenicol (D-(threo)-1-p-
methylsulfonyl phenyl-2-dichloroacetamido-3-fluoro-1-propanol). Another
preferred antibiotic compound is D-(threo)-1-p-methylsulfonyl phenyl-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;
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.
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Preferably Ris a hal ogenated derivative of nethyl or
ethyl, Zis a hydrogen, X is phenyl, COR or SQ2Rl, Ri
W0 sooneedeyd , and Xlis hydrogen. Mst preferabl yPe/S2005/028379
CHCl 2 or CHF2. A preferred antibiotic conmpound is
f I or fAded pesie(iDd @rtibedicsiarp eirasyciogs.o Mgricularly prefsimed is
hl or Qacet S-fluoro-i-propanol).
%’%P%EWQ%P@?%@P@(@W?@W@N % compound is D (threo)-1
- p- M8y ksuldonthe ?ﬁ@é@ﬂtﬂ%@ninon ars compounds such as

di fl uor oacet am do- 3-fl uor o- 1- propanol . Processes for
Arpevigifling Paapigillis, &ﬂﬂ@lﬁ&!gﬁmw@t@, &dﬂ@lﬁtﬂimﬁ@tﬂw, Apailcillin,

APPRRE. By, BB o ERfelin Do h SRaR:

%W!:@J@w .M&?‘&.]@@!wﬂ..:@@'ﬁéﬁ"'%@@ﬁm{}%@xaﬂcﬂwﬁfﬂ?@@ ine,
567, 844 105, 009; 5,382, 673; 5,352,832, and

Q!Cleé@C'ﬁ!mD'd@é?@"b? Sosiivragrislosriin, detgeillin, Lenampicillin,
M%lﬁlﬁéﬁﬁcwié}&ﬁrgl@ﬂﬁt M%Q#l@iﬂfny N[wgz?é&ﬁlfi eﬂafcﬁl 0, Mafcillin Sodium,
C racy etracycli use

oroté I 'ne’ and oxyt ne.
Osmdcillie PerdsillictAdidyemicilin G @enmﬂbn@Bsnmmmea?enicillin G

Fakasinny PRSI ot FAmPIin heple st b, netiethicitin
P! beer&éiﬂﬁ Lfféréblllﬁ‘l Sé&ﬁﬁ?@l\‘i&lﬁ cﬂlm Sulbeniciln,

Car beni ¢i | D cl oxaci | cloxaci |l

M@ﬁu@dlmFﬁalarmlsﬂm, mlcraﬁ@lllnﬂeC@&aalm, r@efaémﬂpﬁeiadrwm

Mgl ERatEh AR, Catatifods dihflmy Coiaoiificf Nantdis,
CAfashanBeri Sodibir) CefaRghircCefdzadonBegerizalineCefazolin Sodium,
Penicillin G Potassi um Penicillin G Sodi um

Crdeliding, Geidipir, Rieterime, &efetametphefising, @@flumenam

BB, AFRBRL AT B BT Coioperazone
CEddperpzoné ISomi;uriﬂ @efarahnﬂenCem‘easJ Cefot&dfrag Oafotaxime

Bl gl TSl o, St aTcle, oL arandone
AR Dot R8O PO R CEEH B ettt

Cefsuloging Gafsulodin 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,
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.

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 nenoxi me, Cefnetazol e Sodi um Cef odi zi ne,

Cefoni cid, Cefoperazone, Cefoperazone Sodi um
w@edoonzmesde, Cefoselis, Cefotaxine, Cefotaxi mePSDub2003/028379

Cefoti am Cefozopran, Cefpimzole, Cefpimzole Sodi um

Cef piArmaihdiepre@afrad potivipliCedpedordie TildifqsinzTilmicosin is a

Cef qui none, Cefroxadi ne, Cefsul odin, Cefsulodin Sodium

rétofds anfleitia zhal igehefiddliaticiingd ZE2er0-ahydrakbe.deoxy-20-(cis-
Ceftezole, Ceftibuten, Ceftiolene, Ceftizoxine,

%—%@%ﬂi&@@%@{t@%@%ﬁ@c&iﬁ%dﬁ% ik, r@ﬁﬁé&b&iw&l&%d in

zonam Cephacetrile,

p in | of,.di phal in.C N
(EEDRA e e R e o s &2 B e 320,605 i an
.Cephapi rin Sodi um Cephradine, Loracarbef,

5 iFDYeAMERUS FOBRRIER FOMeRFBRTI (Bb P RS ePRYIADR gvcol

Cef ret azol e, Cefotetan, either alone or in conbination
4% (ioy Balume)demaybaleohalhend 66rie Hionokisl o aclive dngredient.

Aci d, Potassium C avul anate, Sul bactam

Tilotegstningay bapressnt izg,ihé bBse wpeera phosphats. Jimtcosin has

A ivanic acids, and Tazobactam Al so for use in the
HREATENNG i Be skl iRfiRaRERiViirdSpirdtbhintdtohs Spaietians
Azithronycin, Brefeldin, Qarithromycin, Erythronycin,
eSS e By Bl fEuof H AT ek skiesherb iebton
Tul at hronycin. Anot her, preferred anti biotic conpound is

10 OFFf Rt dRY ;ea{ﬁ'l@ﬁg%gdn is a macrolide antibiotic that

is chemcally defined as_20-di hydro-20-deoxy-20-(cis-

3, 5- dineiheisyiiabls aligiotic mrm@éﬁ%@@a@n&ﬁaf@\nﬁpw is
reportedly disclosed in U S Pat. No. 4,820,695. Also
Talaibrarsyzini Mulatisronmaain hig thet fallpeig® shemicah siru¢lsa:abl e,
aqueous fornul ation conprising 50% (by vol une)

propyl ene glycol, 4% (by vol une) benzyl alcohol, and.

50 to 500 ng/m of active ingredient. Tilmcosin nmay

be present as the base or as a phosphate. Til m cosin

has

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-hexopyranosyljoxy}]-, (2R, 3S,

4R, 5R, 8R, 10R, 11R, 125, 13S, 14R). Tulathromycin may be prepared in
accordance with the procedures set forth in U.S. Publication No.
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been found to be useful in treatnent of respiratory
i nfections, particularly Pasteurella haenol ytica

W0 ndoeo2ie8ns in cattle when adm ni stered by i njBCT/US2905/028379
over a 4 day treatnent period. Another suitable
20CI00aHBe fAot, wddchh nist hacqn‘pemed ibgveeiefr@mc@ sin its eniirsty.

TR 1R B BT a7 G i B eggegigaion

ZOENC .
I@vé%‘? @hg f?;&é%ﬁxéﬁglﬁ@@%%?{&ﬂgﬁ 70%%;},/ Wi i‘li[ (gggi@rcmycln is

m@summwb]y admnistﬁr@dhaxdmﬁmo@m]r@(ma@mm& ma per kg

bpﬁyfv{f@g ;rgg%( é%ggﬁ %&%@%@Qmﬂy&dw in gingle or divided
d%r@“ %véwrmow* angsyd Fét’ha f,2Ra AoredRcidRolBRa5191 or 5

125, 13S, 14R) . at hronyci n_nmay be Erepared in
m@/kgr aae’ comiteica H/’é@@?%c@ﬁh@@@h searigiigneh Wilh negssarily occur

R AR Wi LR AR oy Ul ol T RS g

iRaes@nt ?u@thmmy@mbhﬁwwwe@@mm ahj m@ntﬁd}@ag@rfcrms at
from about 0% to about 0% by wei

I I
CrOFaRIRT BRI BNEwS r@-esah% R dneaey Sy wer.

d foolll;

per i 287 08 (e RS RAAN: GiPraRfkt it 19 MehB R use in
oompam@r_dadmtalses not/elL ‘The ﬂuoroquiholone au‘h&mothz (@rhﬂl@(ac&l) has

ot BEanCsaR kit tpe Ry Pisionaly ipinoudiElisd Asble in

MSRBEr SeRt8cdhN@blRGBrher $e ticRimele b hirinaRe traen fHibditths in
of the subject being treated. Tul athronycin nay be

doge} elftoreaven the vavalkaniibicligeinf ibiselags of snrdigineats gantamicin

(G B SRR AR, s oo M binked it 4 Pheased

indidenute of f @saftisss, pagietz@yi in degselHerice, rhieeprodute can be
fl uorogw nol one antibiotic (Orbifl oxaci n) has not been

expeeterriothave hejies safetppriiet previously (al though it
It f o gml %ﬂt ﬁ'afléﬁrﬁ@{g?ﬁ Irdn& ?Peﬁ% dg;{ Ifs‘gﬁliscﬁtltlenlfa%ﬁé.f 9 is'h8 first in
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
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:

e Novel antibiotic in an otic preparation with none of the ototoxicity
of the aminoglycosides often used in such products;

o Novel, corticosteroid, with a better safety profile when compared
other corticosteroids used in otic preparations;

e Potent triazole anti-fungal drug;

-10 -
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dogs). Moreover, the usual antibiotic in this class of
nmedi cines is gentam cin (or other am nogl ycosi des)

woRi0602068% e been associated with an i ncreased PCDUSHNDERS379

of deafness, particularly in dogs. Hence, this product
can be ekpuekeembidakion®f e thwpe Skipes JepriBrEd 2LovERe

anti-inflLa t 5 referably is Monetasone. It is
the firs "ﬁﬂgggkzggéﬁgg@mticosteroids. Thus, this
product is expected to safer than other topica
corticosteroid preparations currently used in

vet efHthar W‘I;@Fﬁéﬂgiﬁth *Re hemeddarh %ih@o@r@éefdﬁtr BPESHiigN, a8
BOPRE ROC pore i i elid e litkeb Shalting 4098, | |

svdbedanarandEidbilizers. sBedmelerg bedggromihalsdnclode onathgl o
nystatin. | i e the first use of ,a triazole

t will b
hﬁ’ﬁ@%’@ﬁ@%@a‘tﬁﬁmﬁiﬂﬂpﬁ )ﬁ@_@ii@’?ﬁﬂp" WIORUPRIRZRAZ on f or
e . [ = .
(é@ggllpr%‘gs oﬂl 35 %ﬁgﬁg% [ cgﬁl?%%@%@g lgaa]eseﬁdég%tﬁmtsgg ;/Lfm't he
Bxestpléycatiioniveings incheleobutylsded apdroaalyaniediepant eodive i s:
Nov%%ipa[ni biotic in an otic preparation with none of
Ly 8¥6%1%i ty of the aminogl ycosides often used in

such py QEEE IS prapiey Bhe sGHrsias EGPoEitions bR it PrRickaT
safety profile when conpared other corticosteroids
inestion nihervahigle) ar & partion of fa wehick(s)agts added fo the

ti-f I : ' ] . .
cBeu SR et oyl B 168 P8RS B Al s
ﬁ_@ﬁiitﬁ@g,eguc%Wa;é lmofswd mwamo@;n?_aytaﬁlmbi alm?um incttie @ssen and

I ngredlents |1 NCl uae reservatl ves, | J. )
fﬁiﬁgﬁi e a@@]f@nwl%ﬁ%(tﬁ@ ey of@p@ﬁ%%ﬁﬁ%@'@%%ﬁ? FCei

i ncl ude net hyl phydroxybenzoate (nethyl paraben) and

Chol AROMBS R R e PSRy SrGvRisd o
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
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
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,
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-
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Exenpl ary anti oxi dants include butyl ated
hydr oxyani sol e and sodi um nonot hi ogl ycerol . I n order

WO 200p02B8Y € t he suspensi on conpositions of theP(pI‘/HSB)ms/028379
i nvention, the vehicle(s) or a portion of th

vehi dPigfeed gué@@i@ﬁ’@dn@bd@h@umr@midmw@ i@e@@wpxy@thylene

o

mofbsstes aind lmelin essab amideih@m@llkyhg@lfétQSaiis,rmdimi on
(the order of addjtion is _not critical). The

RAGAGRILIY, ROH SIARPNIVEN salis A1 Ellyragdd%nce daily or divi ded
I
Nt o B BrdlongainaLinAu0 it BORHARAYNS, piRshol, slly
ehs*@@mfwl bﬁﬂ'ﬂlw{@bmafﬂéldl sonpiradis), w&awnh ﬂnﬂmierﬂa-
our at W |, ere lre at t anl .

Sulhetvol BpLoit B A Tha 0 DR BacIeNROM el R hce
cﬂ hithetel héngﬁ‘ﬂému?@ 8f é'aﬁ@ iess, Hﬁﬂo‘m@%@?”d

on t estaged verltyo I nfection,

Melﬂqgm:mn Ichtoyidef cetytpyviridirdemi ci‘gomdeg angitp parabea and propyl

SARER AR e A L TR B el
|ﬁ\)@rﬁiaﬁi %éné?é@ meludeSikdrhl0.0 194 a5 R HresAvamicd, ed

her ei nabove har maceuti cal | y-accept abl e exci pients
i ncl ([Ryefensd vnée@swycﬁnhanm%ag@ms indladeyduisre nef limited o,

oty RElgsR, LA SpGSEM EalosE i doprony

meibyiellalose clsydronfdrepylsghtloss, squthanraginats, cal'b@nexde
dyes or pigments, and vi COSI ghanm nlgt a%
a%@f PieRr QU8 ?é@ﬂ;f £h &Uﬂé anad rggagaih @mquﬁﬁ“’%d
I;&g;lle [ 0
sucm nic, rﬁé@lc‘é’ilu{&%ét garbﬁ,ﬁ{égf {é‘?ﬁtgaﬁ@@ni g‘i’.{:a ’rﬁr.agndtp?og !done,
sgld;um cacbo;qfn&tbyicel]ul@e;tand magndsnghualamlmmcsﬂmat@.nd

Gaaphsifions PEheRERSaLTe A AERE & TR gty agents

generally contain fromO. 1% to 20% buffer

syst eNpafticaflfK/ eicvred thidkeRiry agentus Plagibhs@5ewWnolt is
limted to, polyoxyethylene
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
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

texture.

Liquid pharmaceutical compositions generally include a liquid carrier
such as water, petroleum, animal or vegetable oils, mineral oil or synthetic oil.

-12-
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sorbitan fatty acid esters, polyoxyethyl ene nonoal kyl
et hers, sucrose nonoesters and lanolin esters and

wetdvenmesal kyl sulfate salts, sodium potassi uPGT/HSZH05/028379

ammonium salts of fatty acids. Preferred preservatives
Fhyeiolpgicalmaling seluiien, of gveels sush ameliylensgiysal, Rropylage

ofvsel BPRRPHLETT dvédihan prindipe saiot pamBBioms nthe
pP&ddraiidme P@ﬁénally ebatzgbat aet 0.benzybf ikaangound.
t hi merosal, phenyl nercuric acetate and nitrate

ni t r Sidiedwired pleRaIok SiE'trRing 06 grlieg Q‘MPSW#&@}Q@W@ includes
<G4 bRl a! S EBLREOR -chohT R by s o
peatgzegihtitalns zof 2l etipgredancrosy encadrorgense rGhdopmers are

R e e B

L s i _
Ferlient bibis 80 MErpShol ifiidus Zambaiidl 04 RuP 211508 N
riiywresciyereply | c &dposers aidatlide ang glysolide ownepnds, ihe
cBR Y PR ol S A L g8 A cout 1,000 o

aBBLNY26,6bbYhaFBer E3E1AQER ars X RRINIOr G5IN=ngDRACIHIGE These
povi done, sodi um car box%get hyl ¢ bl | ul ose,

d
pebgIRIs AImAREaRipa i Kis.iRait MO, BRR10,isisciiar.0, 1993 and
mdesarbedin to. BoHfSasAC s
U BRT N BEAS o0 s fod S8p07 1088, ooth Yo BERRA 2RI NS SPat.
Nd. @44 hase, io@iatidit issaed vgir) #1) #984.0m Bri st ol - Myer s

Squi bb, Pl astibase (r) 50W cqntai ns 59 | yet hyl e in
5956 IRKEBINGATSTIREY §AERRUT TS SBRuT s 19 gepdictbon
. ) I La . : . e
ol o B8t S0, Aeor Bl 1 el o
aboat®%i, by wedighthef the tetabtompbsitiGnhean pe eksedr dtigher

e ERS 5L ok EhiASingl AEIAB o BRI A Sypainoiel
gg@t_ er soluble salts of cellul ose ethers such as sodi um

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

The present invention is more particularly described in the following
example which are intended as illustrative only since numerous modifications
and variations therein will be apparent to those skilled in the art.

-13-
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can al so be used. Coll oidal magnesi um al um num

silicate or finely divided silica can be used as part

of the thickening agent t AT ther inprove texture.

Li qui d pharmaceuti cal c&;ge@ﬁﬂggﬁs generally include a

liquid carrier such as water, petroleum aninmal or

vegetable oils, mneral oil or synthetic

Loqa 3 g al= ala 0 0
‘!I%Mi@ﬁ@ gl ycol, propyl ene gl ycol 9
] mq\/g incl al2Ya N alagala i g
mbERseein eisogepderal ly contain at least 0.1 wt 99.0f

cse nf thitkenina or
MemeiasgnerFugsise

nreferred clas

H@naRYdgia fiCPAEEGdes & cl ass off.0™
oRol Ss—ofacryHrcacrderosstrmked—wrth—=n K

pé’t% Jﬁﬁ%%élg rﬁ'&ﬁ#'}'ﬁqto! or s s!k*#! siher of sucrlio e or

MiBERD TN IS eimgiekane conmerciallylavall akggs.from M

B.E__Goodrich as the Carhopol (c) series Particularly
Rlesticiaaccdydmcenan 62l n&intecmiBarmpol 9B4,0.849,1.001°
(ﬁ‘%g ?%7% I\t ures thereof. Copolyners pf |actide and

g E% g nomers, the copol yner havi hg the nol ecul ar
) O apout

120, 000 (nunber average), are useful for delivery of

act i g adihabempohl oEOsbifleacke s to bedigiarmingd bBabd dioassay

5,198,220, issued iVlar. 30, 1993 and U.S. Pat. W.
agdomoishie FQRigBH e fhe 7lot 1999e yieg. ¢ o ThamARiual samount of

ALl 2
Meyttethe et oy IO e SiolehPREST iRl of Brgpy en
maisiab® contEbof theslod iabeuskdont lebaciuabétmoonbhbbEosadinazole is

Pl o T80 B B 5 o oo
TRET6AALIEEDh ‘?ﬁ?y Bé'bnl?;%ré@% Kridwrb RF 6% f oftilard ¥diSih Re art.

gel s and subgi'ngi va
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
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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conpr essi bl e sugar, starch, calciumsulfate, dextro
V&Eggn%@ﬁbcrystalline cel l ul ose, magnesi um st ear at e,
stearic acid, talc, colloidal silicon dioxide, starch,
sodi um starch gl ycol ate, crospovi done, croscarmnel ose
isodi Wiphaffedutikcarsorpadilibm eorahklitdedseni etas blie infeciion in
tragacant h, hydroxypropyl cel |l ul ose, pregel antinized
agnanaR! coepasing, Oﬁk@ﬁ@@@ﬂ’e@r @Rd ¢l s pharrpaesutically accapiable
r . r 0SIe,
<SRRG AL PR Ol B BTk Boctiase
ifherdis compolupddiiendihedng Rutdese iiddahyidegtcarahgpil leagiimh
are intended as illustrative only since nunerous
PRBEMEFREHGaIN SeaRBlablE FaiiebEneRit 82IH CRIMIOIHONIS Far ent
sh?p%@%@ﬁ skilled in the art.BSMIJPLE The actual anpunt
0 Ifloxacin is to be deternined based on assay and
noi sture content of the lot to be used. The actua
anount of Monetasone Furoate Monohydrate is to be
determ ned based on assay and noi sture content of the

%o bdtacratiiien afedfiiflo ARy T o IR PRR kSl

FofodiBavibedhyidratesis usesknt Thenfamouriadiizn feasi ybbei QI0Epar ed

as known to one of ordinary skill in the art. Al though
certain presently preferred enbodi nents of the
i nvention have been described herein, it wll be

apparent to those skilled in the art to which the
3l nveReQhrRSsdifbm acédiing/@rdiatd @,neghémh fRdDbbiflekddn s

of the descri bed enbodi ments nma e made w t hout

persext in ag ameunitcl @t igsist abou@d 18cope of the invention.

Accordingly, it is intended that the invention be

limted only to the ;
‘ 1

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

5. The composition according to claim 4, wherein the antifungally effective
amount of a pharmaceutically acceptable triazole compound 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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applicable rules of law. WE CLAIM 1. A pharnaceuti cal

wewpoHiesd on for the treatment of an otic i nfeRCT/OM0051028379

an ani mal conprising O bifloxaein or one of its

ef fective anount of a ppgarmace eal | y=e ept!gije a
nl O n mb iacspag NN EUg A sfnr i
aet n n pharrbcediti cal N\eactcephabl/e cal A , \whdrein
said conpositign™ws a suspension. 2. The con'pos‘l\’ti
according to clainf 1, wherein the iVlonetasone Furoate
Monohydr afe i €&sent in an anmount of at | east about
0.01% 3.pe canposijon according to claim 1,
wherein it hel O bi f*ej?(cﬁ\’m S present in an anount of at
I eastFa'W 0.1 % ___The conposition according to
claim1, wherein the anttfungally effective anount of
a pharmaceutically acceptable triazole conpound is
present in an anmount of at |east about 0.01 % 5. The

conpQsi ti rdi ng. t | aj rein_t .
ant | PRy B e e fe fnd 2l Rk aBatBumppuicaly
sReEPRLADES ek, vilisisth Saidomsbsitbriesasmmieich.6. A

phar maceutical conposition for the treatnent of an
infection in an animl conprising O bifloxacin or one
of its pharmaceutically acceptable salts; an
antifungally effective anmount of the conpound

7. epr W&H?@tiéﬁ‘ Qcé&%m@ cléihd BClHERin 1% MdrAetasone
conprising: 1Vl onet asone Furoate Monohydrate and at
Aucoaite Moaromrdietesis quesenilin gnsroeynta|ad least sbeui 0WHS6.ei n
said conposition is a suspension. 7. The conposition
according to claim6, wherein the Mnetasone Furoate
Monohydrate is present in an anount of at | east about
0.01% 8. The conposition according to claim6,

8wher ghe ddmpdésitiort hoearding tosclaim 6, wherein the Orbifloxacin is

present in an amount of at least about 0.1%.

9. The composition according to claim 6, wherein the antifungally effective
amount of a pharmaceutically acceptable triazole compound 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 acceptable
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 anmount of at |east about 0.1% 9. The
conposition according to claim®6, wherein the

waeioshemegal |y ef fective anount of a phar naceut PCHIUE2005/028379
acceptable triazole conmpound is present in an anount
\drnatasoeadiurabisutionobudiia Demrpiheavie Byigscan,

0Si [ i for the a .of LhEectLon. 1 n an
G N i R
ERRABEREbAE Al di¥prRepRPBiRrecifslone; Bataraiitadamg luacinolone,
effective_ anmount of a pharmaceutically acceptable i
Rrednizone, Riespisglens an @r@haﬁ'ga@ww@"ﬁﬁ@cwagtea%%ﬁ%h@f@d-
pharmaceutically acceptable carrier, wherein said
conposition is a suspension. 11. The conposition
according to claim10, wherein the corticosteroid is

sel ected fromthe group consisting of Mnetasone,

flgh e tRoreEnbogition ectdndireg stiaien FOy wheesin hoooitigasizraid is

Bet anet hasone, t oxj car Rof |, epani,de, . Budesoni

R IRROD - Tof 5 OB e S-p 0 MERORANS MG FRaD R dabele
IR BA RO RR 2 13Rih 2BB1EY.01%.

%ﬁ’@{dﬁ%@gﬁg@%}r@m?g%e, Predni sol one and/ or

pharmaceutically acceptable salts thereof. 12. The

conposition according to claim 10, wherein the
corticosteroid is Mnetasone Furoate iVionohydrate and

er . J - .

¥ ec i (it isELFa o e foLheRATHE Shfibfe s 2
b bihtittiotic and diimgretrothel cuiimeldie antibiotic s present in an

antibiotic is 8 @ﬂ)gg one antibiotic and wherein the
aMEWHI 5 least ABPYE?-d%-s present in an anount of at
| east about 0.1% 14. The conposition according to
claim 10, wherein the quinolone antibiotic is selected
fromthe group consisting of Obifloxacin,

Gi prof I oxaci n, Danofl oxacin, Enoxacin, G epaf]oxacin,
1dev ofThexerpositionracceiding 9, claja 18i wherei ike quinolone

q%éﬁt@ﬁ%%%e@pteq 18 ARL Yo BbhSiIHAT biorRERMih Xrbbxacin,
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.

16.  The composition according to claim 10, wherein the antifungally
effective amount of a pharmaceutically acceptable triazole compound is
present in an amount of at least about 0.01%.
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Gar enoxacin, T-3811ML, T-381 1M4, T381 1Mp,

Gati fl oxacin, Gem floxacin, Moxifloxacin, D floxacin,
woRdobox@med n, Pradofl oxaci n and Trovafl oxaci n neSlUs1085/028379

and/ or metabolites thereof. 15. The conposition

according to claim14, wherein said quinolone

antibiotic is Obifloxacin. 16. The conposition

cor t
?{3 f ec'ﬁ?é‘vggi’g ogﬂiléh @c&@rdnﬂ@?’d ngféagnt‘ipg ;r}élfggﬁgﬁnluﬁingally
affaciive lammm’r@f) amarma@eahmw aamepmmgrbwﬂolomalpouadsis

l{ 017. The co 03| on acc to cl |m 10,
s froh el drouP s Mete Da o libonesol.
mb@émtltra@éﬁamé%@ebﬁaw@ Qe fr@%f@omacé zle,

sel ected fromthe group consi st'ing of Voriconazo
Iseearcanlez Sulgorrazales deednszole and/on ﬁ'mpbarmaceutlcally

i conazol e, Ckiconazol e, |soconaol e,
%@E@%ﬁg%@ %ﬁr%%gnazol e and/or the pharmaceutically
acceptable salts thereof. 18. The conposition
according to claim17, vvherei n the antifungally

ef fective anoynt of a pharmaceutically acceptabl e

1S | a%I&@eCQfBH%E% apgoIdingh oAb (1 €, Wheiein e epiiogety on
SR O DA i
Pasaconatola, Anpicillin Trihydrate, Anpicillin Sodi um
Apal cillin, Aspoxicillin, Azlocillin, Bacanpicillin,
Carbenicillin, Carbenicillin Sodium Carfecillin,

Carindacillin, Cclacillin, Coxacillin Sodi um

Cloxacillin Benzathine, Dicloxacillin, Dcloxacillin

180di Mie donusdaiticie abtdrdingHetdgim § 0, nwhd@Nftd Shiibibfi is
Met anpi ci ] Lin, th|C|II|n Mezl ocillin,

Sﬁi@\%éﬁlql ilr&%nhweup CPRSisHing Qﬁf\ma@mlihm Awpigilin; Ampigigin
Tﬁ@kﬁr&aﬁ%ﬁ%ﬁ@l%?g&qrﬁ ;ﬂb@ghlltdc 'Aﬁﬁo%%@ﬁg /%"Ié‘allm Bacampicillin,
Ceabenicillin, ©arbenicillin Sodium, Carfecillin, Carindacillin, Ciclacillin,
Cloxacillin Sodium, Cloxacillin Benzathine, Dicloxacillin, Dicloxacillin Sodium,
Flucloxacillin, Hetacillin, Lenampicillin, Mecillinam, Metampicillin, Methicillin,
Mezlocillin, Nafcillin, Nafcillin Sodium, Oxacillin, Penicillic Acid, Penicillin G,
Penicillin G Benzathine, Penicillin G Potassium, Penicillin G Sodium, Penicillin
V, Phenethicillin, Phenethicillin Potassium, Piperacillin, Piperacillin Sodium,
Pivampicillin, Sulbenicillin, Sultamicillin, Talampicillin, Ticarcillin, Cefaclor,
Cefadroxil, Cefadroxil Monohydrate, Cefamandole, Cefamandole Lithium,
Cefamandole Nanfate, Cefamandole Sodium, Cefazaflur, Cefazedone,
Cefazolin, Cefazolin Sodium, Cefclidine, Cefdinir, Cefepime, Cefetamet,
Cefixime, Cefluprenam, Cefmenoxime, Cefmetazole Sodium, Cefodizime,
Cefonicid, Cefoperazone, Cefoperazone Sodium, Ceforanide, Cefoselis,
Cefotaxime, Cefotaxime Sodium, Cefotiam, Cefozopran, Cefpimizole,
Cefpimizole Sodium, Cefpiramide, Cefpirome, Cefpodoxime, Cefprozil,
Cefquinome, Cefroxadine, Cefsulodin, Cefsulodin Sodium Hydrate,
Ceftazidime, Ceftazidime Pentahydrate, Ceftezole, Ceftibuten, Ceftiolene,
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V, Phenethicillin, Phenethicillin Potassium
Piperacillin, Piperacillin Sodium Pivanpicillin,
wsedoberiesd | 1 in, Sultamcillin, Talanpicillin, PCT/US2005/028379
Ticarcillin, Cefaclor CefadroxH Cef adr ox i | ]
mﬁ}%@ﬁf@éﬂaﬁa@@@'@”o%@%% =2l Ceffigrpne Sodium,

o e e R I T

@gMImmm@f %gphal.oﬁﬁaf ééphalbthlﬂ@‘ged;umﬁ(?:@ﬁhapmpr é?ephapmn
mengxi ne met az u 0

SR, LIS o BIRE, COUBIaEEDIe CSblin Cefodtin

s S Sty et sl @%@%@'@Fﬁ@?ﬂ?‘e@@%ﬁﬁ?n

Vil [BetadiodemEsd pihiitoes sl ae@lavuﬂam‘%ﬁm Boigssium

%ﬁ&ﬁ-{‘@t@n@%%@ ad ne slq%lo é‘ Cef sul od n S%gjdum
Siffnfzatias, é}ﬁ-j'ﬁ'@%ﬁ@iamceftl ol ene, Geftl zoxi ne,

Ceftriaxone, Ceftriaxone Disodiurn Salt, Ceftriaxone
Sodi um Gef uroxi me, Gefuzonam Cephacetrile,

o ZE00 AR SRl R R o, GRBR TOCEBRIIN o antivioic s
s@%@wmmi@@mmcoﬁ%@ﬁhg@f Baiibkiofies andtehs Azithromycin,
Cef buperazone, Cefoxitin, Cefoxitin Sodium Cefm nox,

Brsialgina Slarihromycin e ninromyeie Enghigrayein ES%O@@%EMB[QFBW!“

CH Rl CE AT AT 31 B PR R (HeSHHNER dnd

Tudathpemyeinl | ani ¢ acid, 6-Bronop bnicillanic acid,
Aivanic acids, and Tazobactam 20. The conposi tion
15 according to claim10, wherein the antibiotic is
selected fromthe group consisting of antibitiotics
29uch g AFrhpoSiGoN ﬁb@@rdﬁ’fgeifoeélgmﬁ‘ 10 QvRBHIN tKBTHATIBIotic is
Erythronycin, Erythronycin Estol ate, Erythr onmycin
setegjed Boortheagroup Eopsistiogpé Brilusirea3-geexy dervaiiusion,
Ki tasarnyein and Tul athronmycin. 2 1. The conposition
according to claim 10, wherein the antibiotic is

FORMULA |
|
CH, 0Oz
] ,
R—CHN—---(‘) C——mtH
H
_X-
20 X

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-deuterioethyl, azidomethyl and
methylsuifonylmethyl;
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selected fromthe group consisting of 3-fluoro,
3-deoxy derivatives. FORMJLA wherein R is a nenber

W@ 200e020s89 from t he group consisting of nmethyl PCT/E8109$/028379

or a halo nat S deri vatlve t her eof

di hal 1 &%m@m @ﬁmﬁigpgg@@iﬁbﬁ%'@@@@iémf@éh@]grow

e s ST v,
GCOepoRdeRs,| @Ns habgewhydrog@nhm@mm ugnet pheindtsubgtiioted by

v O
B s R o, e OB R B Brercon.
R S AL, i 186 B i rom
afpep @Dﬁsrehmh oﬁmemvla@iﬂwm -prongl, isarsepyl] bdivh eyt lspbutyl
%. ted fromthe group consisting of nethyl, ethyl,
gﬁi@@’ i sopropyl, bu i-butyl, isobuty! and phenyl;
and Z is hydrogen or an acyl group of a

hydf eeRrd tmi?rbgw lor @nagivilgfduipedied ﬁ?zﬂibcarboncarboxyhc acid
dr ocar bondi car bOj cylic acid) having up to 16 carbon
(g Bt 2 Ayd Eoproeiciearberylisnacidl ving up io 18 carbon aioms or

AL 5?6%8‘2’%29% Gtk e da e il By
catiah atoys; @mdlihe phimateaiicadiyzesebiable askootialg abgl groups.
claim2 1, wherein the antibiotic is Florfencol. 23.

The conposition according to claim10, wherein the
antibiotic is Tulathronycin. 24. The conposition
according to claim 10, wherein the antibiotic is

221 | mThesddmposition according to claim 21, wherein the antibiotic is
Florfencol.

23. 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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