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COMPOSITIONS AND METHODS FOR TREATMENT OF
EAR CANAL INFECTION AND INFLAMMATION

FIRLD OF THE INVENTION

The present invention relates W compositions comprising an antibacterial, sn antis
inflammatory, and an anti-septic, snd roethods for administering these compositions for
treatment of otic infections and inflammation.

BACKGROUND OF THE INVENTION

The ear is susceptible o many disorders or infections. Ear infections can be
categorized as either belng an external ear infection, or 8 middle and inver ear infection. The
middle car congists of the cardrum (fympanic membrane) and a chamber that contains the
ossicles that conmedt the eardrum o the inner car. The eardrum in particalar is susceptible o
infection from viruses or bacteria which can pause severe pain. Such an infection, often
called otitis medis, is often induced by many factors, but it is most commenly due (o a
respirstory mfection or water entering the middle ear.

The external ear consists of the suditory car canal and the suricle. Otitls extemng,

sometimes called swimmer's ear or an extemal ear infection, is a commonly used temto

defing the tnfection or inflanunation of the external anditory canal and suricle, Ciitls externa
may affect the entire car canal, or just 2 small area within the canal. Otitls externa due i
infection may be caused by & variety of bacteria or fungi such as the Staphylocovcus species
ar the Coryashacteriunt species, Otitis externs may also be caused by inflarnmation such as
from ascrateh, from chemical frritents in hair spray o hair dye, or pven from water, The
Merck Manud of Medical Information {M. Beers et al., 2nd Home ed., Merck Research
Lahorataries, 2003). Another conmon cause of otitis externs is the use of carplugs or
wearing hearing aids. Tn one study of 139 patiens with otitis externa, 9% were found to have
been wearing hearing aids (devices which couple to the car with an earplug-like device).
Hawke et al,, 13 1 OTOLARYNGOL. 2R9-95 {1984). Becanse of the rany censes, otitis
externa is fairly prevalent, affecting about 3 1o § percent of the population. Qsguthorpe et al,
T4 AMERICAN FAMILY PHYSICIAN Number 8 (2006).

Qtitis externo con be classified in two forms: acuie or chronie, Acute otitly exierna is
primarily of bacterial origin and is often sssociated with high humidity, warmer tenperatures

and swimming. [d. Alternatively, the chronic form is commonly caused from a
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fungal or allergic origin. Jd. Although not ceused by as many factors, chronic otitiy externa is
about ten times more prevalent than acue otitls externa. id

Symptoms of external or middle ear infections are alsovariable due to the nany
canges. For example, otitis media symptornas may include pain due to 2 bulging eardrum ora
discharge of pus. Common symptoms of otitis sxtems include fiching and pain, and the ear
canal may swell and contain pus or other form of discharge. M, Beers ot al, supra.

Preveation and/or treatment of ear disorders or infections often come in the form of a
suspension or solution. Thege preparations are usually placed topically fnthe ear canal by the
adninistration of drops where the sclution may sit in the ear canal for a designated wmount of
time, Anvel's Pharmaceutical Dosage Forms and Drag Delivery Svstemy (Ansel et al, 8th
Edition, Lippincott Willams & Wilking, 2005).

There ars numerons drugs o medications that may be included in the ear drop
solution. Many medications included in one solution are preferential due to the many ways
that ¢ patient can acquire otitls externa such as from bacteria oy fungl. Henee, # would be
pseful 1o include medications such as an sntibacterial, an anti-inflammatory, and an and-
septic all in one dosage form te treat the various causes of ear infection and inflamation
such as otitls externg

Benvalkonium chiopride is 2 quaternary smmoniumn compound that hes many uses.
First, it may be used 9s an anti-septic and may be found in many fest-aid sprays and lotions.
Massan et al, 10 Corr, Men, OHeM. 1129238 (20033, It may also be used as a preservative
iny products such as intranasal medicgnts. Benzatkonium chloride may also be used topically
du to its effect on lowering surface tension, permitting betier pengiration of the skin of
setive compounds.

Hydrocortisone, also known as cortisol, is 1 glueocorticeid steroid that may be used to
treat allergies and inflamimation. Beeause swelling and sflammation are compnon symplams
of otitls externa and other sar infections, hydrocortisene may be a useful component for such
freatment.

Chicrexvlenol (parachiorometaxylenol} is a not toxic, non corrosive phenol. tis an
antibacteris] and iy particularly effective against streprocorens bacteria. Berthelot et al., 17
DERMATITIS 156-9 {2006). Chloroxylenol is often used in antibacterial soaps. Its mechanism
of action is by disruption of the of coll membrane potentials of bacteriad organisins. Because
of its effective antibacterial activity, chloroxylenol may be an effective component for

treatiment of bacterial infections often associated with infections in the ear,
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Many ear drop formulations contain a topical anesthetic for inmediate relief of pain
due to the infaction or nflammation. For example, pramogine 1y a nonsteroidal antipmritic
that functions as # topical anesthetic, Topical anesthetics are commonly added in ear
infection treatment conpositions due to its ability to numb the pain due to ailments such as
atitis exdeana. However, there are advantages to not inchading a topical anesthetic such ag
pramoxine i the composition. First, numbing the pain may mask symptoms of an advancing
infection. Osguthorpe et al., supra. Hence, & topical anesthetic may hide symptoms thet may
cause serions inol permanent damage and be a risk that cutweighs the quick relief it
provides, Moreover, pramoxing is known to cause comtact dermaitits or induce inflammation
tes an allergic response. Adding pramoxine or another topical anesthetic may therefore knack
out or reduce the benefits of hydrocortisone or other added snti-inflammatory within the
composition.

SUMMARY OF THE INVENTHON

The present invention provides compositions and methods of using the composiions
for otic use. Specifically, the present iyvention comprises a composition and methods of
using an antibacterial, an anti-inflammaetory, ao anti-septic; and is substantially free of
prameRine.

In another embodiment of the present invention, the compositions may be
substantially free of an anesthetie,

In another embodiment of the present invention, the compaositions may comprise as
antibacterial from one or mare of the group consisting of chloroxylenol
{parachicrometaxylenol), acedapsone: seetosulfone sodium; alamering glexiding;
amdinocilling smdinocillin pivoxil; amieycting; smifloxacin; amifloxacin mesylate; amikacin,
amikacin sulfate; aminosalieylic acid; aminosalicylate sodinm; amoxicilling amphomycing
ampicitling aopiciilin sodiumy; spalcitlin sodium; apramycing aspartovin, astromicin sulfate;

avilamycing avoparcin; withromyein; aslocilling axlocilin sedivm; Bacampicillin

hydrochloride; bacitracing baciracin methylene disalicylate; bacitracin zing; bambermycing,

benzoylpss calehum; berythromychy, betamicin sulfate; bispenem; bnlramycin, biphenamine
hydrochioride; bispyrithione magsulfex; butikacin; butirosin sulfate; capreomycin sulfate;
carbadox; carbenicillin disodium; carbenicillin indany! sodium; carbenicillin phenyl sodium;
nafate; celameandole sodivm; cefaparole; cefairizing; cefaraflur sodiumg cefazolin: cefuzolin
sodium; cefbuperazone; cufdinir; cefepime; cefepime hydrochloride; cefetecol; vefixime;
cefmenoxime hydrachloride; cefoetarole; cefmetazole sodivm; cefonicid monosodium;
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cefonictd sodium cefoperazone sodiwn; ceforanide: cefotaxime sodium: cefotetan: cefotetan
dispdivan cefotiam hydrochloride; cefoxiting cefoxitin sodivm; cefpimizole; cefpimizole
sodium; cefpiramide; cefpiramide sodiumy cefpirome sulfate; cefpadoxinmg proxetil;
cefprozil; vefroxadine; cefsulodin sodivny ceftazidime: ceftibuten: ceftizoxime sodiun
ceftriaxone sodiun; cefuroxime; cefuroxime axetil; cefiwoxime pivosetil; cefuroxime
sodium; vephacetrile sodium; cephalexing cephalexin hydrochloride; cephaloglvein;
cephaloridine; cephalothin sodium; cophapitin sodium; cephrading; cetocycling
hydrachloride; cetophenicol; chioramphenicol; chloramphenicol palmitate; chlorsmphenicol
pantothenate complex: chloramphenicol sodium succinate; chlorhexidine phosphanilaie;
chivprtetracycline bisulfate; chlontetracycline hydrochloride; cinoxaciy; ciproflosacin;
ciprofloxacin hydrochloride; cirolemyein; clarithromyeis; clinafloxscin hydrochionide;
clindamyoin; clindamycis hydrachloride; clindamycin palmitate hydrochloride; clindamyein
phosphate; clofazimine; cloxacillin benzathing; cloxacillin sediom; cloxyguin; colistimethate
sodigm; colistin suifate; coumermyein; coumermyein sedium; cyclacillin evclosering;
dalfopristing dapsone; dapromyeny; demeclooyeline: demeclocycline hydrochloride;
demecycling; denofunging diaveridine; dicloxacitling dicloxacillin sodivm;
dihydrastreptomyein sulfate; dipyrithione; dirithromyein: doxyeyeling; doxyeycling caloium,
doxyeyeline fosfatex; doxyeycline hyclate; droxacin sodhum; enoxscing epivitling
eptietracycline hydrochloride; erythromycin; eryihromycin acistrate; erythromyein estolate;
erythromyein sthylsuccinate; erythromyein gluceptate; erythromnyoin laciobionate;
erythromycin propionate; erythromycin steatate; ethambutol hydrochloride; sthionanude;
fleroxscin: floxaciiiin; fludalaning; fameguing; fosfomycin fosfomycin tromethaming
fumesiciiling furazolivm chloride; furazoliom tartrate; fusidaie sedium; fosidic acid;
ganciclovir and ganciclovir sodinm; gentamicin solfate; gloximonam; gramiciding haloprogin;
hetacilling hetacillin potassinay hexedine; ibafloxacin; imipeneny; lsoconazole; epamicing
isontazid; josamyeln; kanamyein sulfate; kitasemyein; levofuraliadone; levepropyleitlin
potassiuay lexithromyein; Hncomyoin, Hincomyein hydrochlogide; lomefloxacing
lomeflosacin hydrochloride; fomefloxacin mesylate; loracarbef mafenide; meclocyaling;
meclocycline sulfosalicylate; megalomicin potassivem phosphate; mequidox; meropeneny;
methacycline: methacyeline hydeochloride; methenamine; methenaming hippurate;
methenamine mandelate; methicillin sodium; metia;;rim; metronidazole hydrochloride;
metronidazole phosphate; mexlocilling mezlociilin sodium; minocycling; minoeyeline
hvdrochloride; mitincamycin hydrochloride; monensing monensin sodinmy: safeillin sodinm;
nalidixate sodivm palidixic acid; natainycin; nebramyein; neomycin palimitate; neomycin
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sulfate; neomyein undecylenate; netibmicin sulfate; neutramyein; nifuiradene; nifaraldezone;
nifuratel; nifuratrone; nifurdazil; nifurimide; niftopirinol; nifurquinszol; nifurthiazole;
sitrooycing nitrofuramioin; nitvomide; norfloxacing novabiocin sedium; ofloxacin
onnetopring exacitiin amd oxacillin sodinm; sximonam; oximonam sodiom: oxolinic acid;
oxytetracyeling, oxyietracycline caloium; oxytetracycling hydrochloride; paldimyeiy;
parachiorophencl; paslomycin; pefoxacin; pefloxacin mesylate; penamecilling penicilling
suih as penicillin g benzathing, penicillin g potassiom, penicillin g procaine, penicillin g
sodinm, panicillin v, penicillin ¥ benrathing, peniciilin v hydeabamine, and penicillin y
potasshur; pentizidone sodivm; phenyl aminosaticylate; piperacillin sodivm; picbeniciliin
sodiuse piridiciliin sodiurmy pithimycin hydrochloride; pivarapiciilin hydrochloride;
pivampicillin pamoste; pivampicillin probenate; polymyxin b sulfate; porfiromyein;
propikacing pyrazinanide; pyrithione wing quindecamine acetate; quinupristing racephesicol;
ramoplasing ramimyeing relomycin; repronsticin; rifsbuting rifametane; tifamesil; rifamide;
vifanping rifapentine rifacming rolitetracyching; rolitetracyclive nitrate; rosaramicin;
rosgramivin butyrate; rossramicin propionste; rosaramicin sodium phosphate; rosaramicin
stearate; rosoxachn; roxarsong; roxithromycin; sancycling; sanfetrinern sodiom; sarmexicilling
sarpioilling scopafongin: sisomicing sisomicin sulfate; sparfloxacin; spectinomyein
hydrochloride; spiramysing stallimyein hydrochloride; steffimycin; streptoraycin sulfate;
straptonicozid; sulfabens; sulfabenzamide; sulfacerarpide; sulfacetamide sodinemy; sulfacytine;
sulfadiszine: sulfadiazine sodivm; sulfadoxing: sulfdlene; sulfamerseine; sulfameter;
sulfamethazine; suifamethizole; sulfamethoxezole; sulfamonomethoxing; sulfamoxole;
sulfanilate zing; sulfanitran: sulfasalazine; sulfasomizole; sulfsthiazole: sulfazamey;
sulfisonazele; sulfisoxazole acetyl; sulfishoxazole diclaming; sulformnyxin; sulopenem;
sultanwicilling suncillin sodiuny, talampicillin hydrochloride; teicoplanin; lematioxacia
hydrochloride; temociiling tetracycline; tetracycling hydrochloride; tetracyeline phosphate
complex; tetroxopriny; thismphenicol; thiphencillin petassium; ticarcillin cresyl sodium;
ticareiilin disodivm; tesrcillin monosodium; ticlatone; Hodonium chiloride; tobramycing
tobramycin sulfate; tosufloxaci; trimethoprim; ttimethoprim sulfate; trisulfapyrimidines;
woleandomyein; trospectomyein sulfate; tyrothricin; vancomyein; vancomycis hydrochloride:
virginiamycin and zorbamycin,

Inanother embodiment of the preseat fnvention, the compositions may Comprise an
snti-inflammatory from one or more of the group consisting of hydescortisone,
hydroxyltriamecinolone alphamethyl dexamethasone, dexamethasone-phosphate,
beclomethasone dipropionate, clobetasol valerate, desonide, desoxymethasone,

%
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dexoxycorticosterone scetate, dexamethesone, dichlorisone, diflorasone diacetate,
diftucortolone valerste, flusdrenclong, fluclarolone acetonide, fudrocortisone, Humethasone
pivalate, fluosinelone scetonide, fluocinonide, flucorting butylester, Hoocortolone,
fluprednidene (luprednyidenciacetate, flurandrenslone, halotnonide, hydrocortisone sostate,
hydrocanisone butyrate, methylpreduisolone, triameinolone avetonide, cortisone,
cortodoxong, Hucetonide, fudrocortizsons, difluorosens discetste, Aursdrensione scetonide,
medrysone, ame, amcinafide, betamethasone and the balsnee of its esters, chlorprednisone,
chlerprednisone acetale, clovortelone, clescinotone, dichlorisone, difluprednate; flucloronide,
flunizalide, flucromethalone, fuperolone, fuprednisolone, hydrocortisons valerate,
hydroconisons oyelopentylproprionate, hvdroconamaie, meprednizone, paramethasone,
predoisclone, prednisone, beclomethasone dipropionste, betarpethasone dipropionate,
friamcinolone prostaglandin H synthetase tnhibiters {Cox Yor Cox I1), also refermd to 88
eyclooxygenase type §and type Il inhibitors, such as diclofenac, flurbiprofen, ketorolag,
suprofen, nepafensc, amfenac, indomethacin, naproxen, thuprofen, bromtenar, ketoprafen,
meclofenamate, piroxicen, sulindac, mefanamic acid, diftusinal, oxsprozin, tolnetin,
fenoprofen, benoxaprofen, pabumetome, stadolae, phenylbutazone, aspiris,
oxyphenbutazone, NCX-4016, HOT-1028, NCX-284, NCX~456, tenoxicarn and carprofen;
cyslooxygenase type 1 selective inhibitors, such as NS-398, vioxx, eelecoxib, PHM, stodolac,
1804600 and 5-33516; PAF antagonists, such as SR-27417, A-137401, ABT-289, apatant,
bepafant, minopafant, B-6123, BN-30727, nupafent and modipalant; FDE 1V inhibitors, such
as wrifly, torbafyline, rolipram, flaminast, piclamilast, cipamdylline, CG-1088, V-112944,
CT-2820, PD-1GBTET, CP-203121, DWP205297, CP-220628, SH-836, BAY-1R-R004, and
roflurailast; fhibiters of cytokine producticn, such as inhibitors of the NFKB wanscription
factor,

In another embodiment of the present Invention, the compesitions may comprise an
anti-septic from one or wore of the group consisting of benzalkonivm chloride, cetyl
wimethylammonium romide, cetylpyridinium chloride, cetylpyridininm chioride,
benzethonium chloride, 2% agueons jodine, boriv acid, chlothexidine gluconate, hydrogen
benzyl alochol, and phenoxyethyl alcehol.

In one embodiment of the present invention, the compeositions may comprise
chlproxylenol (parachliorometaxylenold, benzatkonium chloride and hydrocortisone, where

the compaositions are administrable to a patient,
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lo anwther embogdinent of the present invention, the corspositions may be
substantially free of other added active ingredients. The other sdded active ingredicnt may.
commyprise another antibacteria! such as one or more of the group consisting of scedapsone;
acelosulfone sodium; alamecin; alexidine; amdinociiling amdinocillin pivexil; smicycline:
amifloxacin; amifloxacin mesylate; amikaciy onikacin sulfate; sovnesalicvlic acid;
aminosalieylate sodivm; amoxicitting amphomycin; ampicilling ampicillin sodiuny spaleiltin
sodivwm; apramycin; aspartociy, astromicin sulfate; avilamycing avoparcing azithrasnyeing
sxlocilting axlocillin sodinm; bacampicillin hydrochloride; bacitracing bacitracin methylens

disalicylate; bacitracin zine; bambermycins: benzoylpas calcium; berythromycing betamicin

sulfate: biapenent, bintraniyein; biphenamine hydrechloride; bispyrithione magsulfex;

butikacin; butirosin sulfate; cepreomycin sulfate; carbadox; carbenicillin disodium,
carbenicillin indany! sodiuny carbendcillin phenyl soditm; carbenicillin potassiuny
carumonam sodium sefaclon celfadroxil; cefomandole; cofamandole nafate; cofamandole
sodium; cefaparole; cefatrizing; cefazaflur sodivm: cefaroling cofarcin sodnan;
cefbuperazone; cefdinir; cofepime; cefepime hydrochloride; celfetecol; cefixime;
cefmenoxime hydrochloride; cefmetaznle; cefmetazole sodivmm cefonicld moncsodivm;
cefonicid sodium; cefoperasone sodium; ceforanide; cofotaxinme sodivmg cefotetan; cafotetan
disodium; cefotiam hydrochloride; cefoxiting cefoxitin sodium; cefpimizole; celfpimizole
sodium; cefpiramide; cefpiramide sodium; cofpiroms sulfate; cefpodoxime proxetily
cefprozil; cefroxadine; cefsulodin sodium; ceftazidine; coftibuten: ceflizoxime sodinm;
cefriazone sodivm: cofuroxime: cefuroxime axetil; cefuroxime pivoxetl; cefuroxime
sodinm: cephacetrile sodium; cephalexing cephalexin hydrochioride; cephaloglycinm
cephaloridine; cephalothin sodinm; cephapirin sodium; vephradine; eetocyeline
hydrochloride; cetophenicol; chloramphenicol; chloramphenicol palmitate; chloramphenicol
pantothenate complex; chloramphenicol sedium succinate; chlothexidine phosphanilate;
chlortetracycline bisulfate; chlontetracycline hydrochloride: cinoxaciy; ciprofloxading
ciprofloxacin hydrochioride; cirolemycin: clarithromyein; clinafloxacin hydrochloride;
clindamyein; clindamycin hydrochloride; clindamycin palmitate hydrochloride: elindamycin
phosphate; clofasiming; cloxscillin benzathine; cloxacillin sediumy cloxyquin; colistimethate
sodium: colistin sulfate; coumermyein; coumermyein sodinm; cyelacilling cyoloserine;
dalfopristin; dapsone; daptomyein; derneclocycling: demeclocycline hydrochloride;
demecycling; denofunging dinvending; dicloxacillng dicloxacillin sodivm,
dihydrostreptomycin sulfate; dipyrithions; dirithromycin; doxyeyeling; doxycycline ealeiung
doxyeyeling fosfatex; doxveycline hyclate; droxacin sodiuny; enexacin; epicilling
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epitetrapychine hydrochiorides erythromyein ervthronyyain scisteate; eryvthromycin estolate;
erythromycein ethylsuccinate; erythromyeln gleptate; erythromycin lactobionate;
srythromycin proplonate; erythromyein stearate; ethembuiol hydrachloride; ethionamide;
fleroxacihy; foxacilling fludalaning; Humequine; fosformycin, fosfomyeln tromethaming
fumoxicilling furazolivm chloride; furszolinm tartrate; fusidate sodivmy;, Rusidic scid;
ganciclovir and ganciclovir sodinm; gentamicin sulfate; gloximonam; gramiciding haloproging
hetacilling hetgeillin potassiumg hexeding; ibafloxacin; inipenem; isoconazole; sepamicing
isoniazid; josamyein; kanamycin sulfate; kitasamyein; levofuraliadone; levopropyleillin
potassiuny lexithromycin; Hocomyein; lincomycin hydrochloride; lomefloxacing
lometloxacin hydrochloride; lomefloxacin mesylate; loracarbefl mafenide; meclocyching;
meclocycline sulfosalicylate; megalomicin potassinm phosphate; mequidox; meropenen
methacycline; methacyoline hydrochloride; methenamine; methenamine hippurate;
methenaming mandelate; methicillin sodinm; metioprim; mwetronidazole hydrechloride;

metronidazcle phosphate; mezlocilling mezlocilim sodiven minoeyeling; minooycling

Brydrochloride; mirincamycin hydrochloride; monensing monensin sediume; nafeillin sodivg

nalidixate sodivm; malidixic acid; natainyoin; nebramyein: nepmyein palmitete; neomycin
sulfate; neomycin undecylenate; netilmicin sulfate; peutramycin; nifuiradens; nifuraldezone;
nifuratel; nifuratrone; nifurdazil; nifurimide; nifiopivinel; nifurguingzel; nifurthiazole;
nitrocyeline; nitrofurantoing nitromide; norfloxacin; novobiochn sodiumg offoxacin;
onnetoprin oxacillin and oxacillin sodivm; oximonanm; oximonam sodivm; oxolinic ackd:
axyietracycline; oxytetracyeline caloiuny, oxytetracycling hydrochloride; paldimycing
parachlorophenol; paulomycing pefloxacin; pefloxacin mesylate; penamerilling penicilling
such as penicillin g benzathine, peniciliin g potassium, penicillin g procaine, pendcillin g
sodium, penicillin v, penicitlin v benezathine, penicillin v hydrabamine, and penicillin v
potassivm; pentizidone sediumy; phenyl aminosalicytate; piperacillin sodivem;, pirbenicillin
sodinm; piridicillin sodivm; pirtimycin hvdrochloride; pivampicitlin hydrochloride;
pivampicillin pamoate; pivarpiciilin probenate; polymyxin b sulfate; porfiromyeing
propikacin; pyrazinaraide; pyrithivne zine; quindecanyne scefste; quinupristio; racephenicol;
ramoplaning ranimyein; relomycing repromiciy; vifabuting rifametane; sifamexil; rifamides
rosaramicin butyrate; cosaramicin propionaie; rosaramicin sodium phosphate; rosaramicin
stearaie; Tosoxacin; roxarsone: roxithromyeln; sancycline: sanfetrinem sodiom; samoxicitling
sarpicilling scopafunging sisomicin; sisomicin sulfate; sparfloxacing spectinomyein
hydrochloride; spiramycing stallimycin hydrochloride; steffimycing streptomyoin sulfate;
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streptoniconidy sulfabene; sulfabenzamide; sulfacetamide; sulfacetamide sodium; sulfacytine;
sulfadiazine; sulfadiazine sodium; sulfadoxine; sulfalene; suifaumerazine; sulfameter:
sulfanmethazing sulfamethizole: sulfamethoxasole: sulfarnonomethoxing: sulfamoxole;
sulfanilate wine: sulfanitran; sulfasaloring; sulfasomizole; sulfathiazole: sulfazamet:
sulfisoxazole; sulfisoxazole scetyl; sulfishoxazole diolamine; sulfomyxing sulopenem;
sultamriciiling suncillin sodivny talampicillin hydrochloride; tefvoplaning temafloxacin
hydrochloride; temocilling tetracyeling; tetracycline hydrochloride; tetracyeline phosphate
complex; tetroxoprim; thiamphenicol; thiphencillin potassium; tearciilin cresy! sodium;
ticarcitlin disedium ticarcitlin monosodiurg; ticlstone; todosdum ehloride; tobramyein;

tobramycin sulfate; tosufloxacin; trimethoprim; trimethoprim sulfate; wrisulfapyrimidines;

troleandomysin; trospectomysin sulfate; tyrothricin; vancomyeln; vancomyvein hydrechloride;

virginiamycin and ¥orbamycin. The other added active ingredient may comprise another
anti-inflanenatory such as one or more of the group consisting of hydroxylidameinolone
alphamethyl dexamethasone, dexamethasone-phosphate, beclomethasone dipropionate,
clobetasol valerate, desonide; desoxymethasone, desoxycorticasierone aceiate,
dexamethasone, dichlorisone, ditlorasone digcetate, diftocoriclone valerate, fhaadrenolone,
{luclsrelone scetonide, Hudracortisone, flumethasone pivalate, fluosinolone scelonide,
fluocinonide, flucortine butylester, fluocortolone, fluprednidene {(fluprednylideneiacetale,
flarandrenvlong, halcinenide, hydrovortisone acetate, hydracortisene butyrate,
methylprednisolone, tlamcinolone acetomide, cortisone, cortodoxene, flucetonide,
fludrocortisone, difluorosons dizcetate, fluradrenalone acetonide, medrysone, ame,
smcinafide, betamethasone and the balance of #ts esters, chlorprednisong, chlotprednisons
acetate, clacortelone, clescinolone, dichlorisone, diftuprednate, flucloranide, flumisolide,
fluoromethalong, fuperolone, fuprednisolone, hydrocortisone valerate, hydrocortisone
cyclopentylpropricnate, hydrovortanuste, meprednisone, paramethasone, preduisolons,
prednisone, beclomethasone dipropionats, betamethasone dipropionate, triamcinolons
prostaglandin H synthetase inhibitors (Cox Tor Cox U also referred o as eyclooxygenase
type 1 and type [ inhibitors, such as diclofenac, flurbiprofen, ketorolag, suprofen, nepatenac,
amfenac, indomethacin, naproxen, ibuprofen, bromfenac, ketoprofen, meclofenamate,
piroxicam, sulindsc, mefanamic acld, diffusinal, oxaprozin, tolmetin, fenoprofen,
benoxaprofen, nabumetome, etodolac, phenylbutazons, aspirin, oxyphenbutazong, NCX-
4018, HOT-1026, NUX-284, NOX-456, tenoxican and carprofen; eyclooxygenase type 1
selective inhibitors, such as N5-398, vioxx, celecoxih, P34, etxdolac, L-804600 and 533518
PAF antagonists, such as SR-27417, A-137491, ABT-299, apafant, bepafant, minopafant, B-
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§123, BN-30727, nupefant and modipatant; PDE IV inhibiters, such as ariflo, torbafviling,
rolipram, fllaminast, pictamilast, cipamfylline, CG-1088, Vo11294A, CT-2820, PD-168787,
CP-263121, DWP-205297, CP-220629, SH-636, BAY-19-8004, snd roflumilast; inhibitors of

eytekine production, such as inhibitors of the NFkB transcription factor. The other added

active ingredient may comprise another suti-septe such a5 one or more of the group

consisting of cetyl tirnethylammoniom bromide, cetyipyridindum chloride, cetylpyridiniun
chloride, benzethonduny chiovide, 2% agueeus iodine, borle acid, chlorhexidine ploconste,
hydrogen peroxide, ootenidine diiydrochloride, ethanol, isoprapanel, n-propancl, pheaylethyl
aloohod, benmyl aleobol, and phenoxyethyl sleshol.

n another emabodiment, the compositions of the present nvention may comprise one
or more of about 1.5 mg to about 0.5 mg of chloroxylenel per 1 mi of sclution; about 15 mg
to gbont 5 mg of hydrovortisone per 1 ml of solution about 0,18 mg to about Q.08 wg of
benzalkoniun chioride per 1 m of selution

In another erehodiment, the compositions of the present nvertion may comprise ong
or maore of sbout 1,23 mg o sbowt .75 mg of chloroxylenol per 1wl of solution; about 12.5
g to about 7.5 mg of hydrocortisone per 1 ml of solution; sbout 0,123 mg to showt 0.073 mg
of benzalkonium chloride per 1 ml of solution.

I another embodiment, the compositions of the present invention may comprise ong
ar more of about 1.1 mp o about 0.9 mp of chivroxylenol per 1 o of solution; about 11 myg
to ghout @ mg of hydrocortisone per 1 mi of solation; shout 0.11 mg to shout D.0% mg of
benzalkoniura chloride per Ioml of solniien.

In ancther embodiment of the present invention, the compositions may Comprise one
or more of about 1 mg of chloroxylenol per 1 mi of solution; sbout 10 mg of hydrocortisone
per 1 ml of solution; and ebout 0.1 mg of benzalkentwm chleride per 1 nid of solution,

In ancther embodiment of the present invention, the compositions may comprize 8
coraposition formulated within 2 vehicle,

It another embodiment of the present invention, the compositions may comprise &
vehicle which §s agueous, non- aqueous, pleaginous and viscous,

In ancther embodiment of the present invention, the compositions may comprise a
vehicle from ane or more of the group consisting of glyeols, alechols, ethanol, isopropanad,
ghyeeral, sorbliol, 2-methory ethanol, mannitol, diethyl ether, dipropyl sther, methoxy
polyoxyethylenes, polyoxyethylene glycerols, palyoxyethylene sorbitols, siearoyl discetin
glycerin, dehydrated glycerin, mineral oil, water, anhydrous ghycerin, glycerol polyving
alcohol, polyviny! pyrralidons, methyl cellulose, hydroxy propyl methyleeHulose,
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bydroxyethyl cellulose, carboxymethyl vellulose, hydroxy propy! sellnlose sorbitol, xylitol,
cefrivaide atkylaryhrialkylammonium chloride, slkylarylivimethylammoninm chloride,
amantanium bromide, benzethonium chloride, benzododecintum bromide, cotslkonium
chioride, cethexoninm bromide, cetrimonium broming, and cetyldimethylethylammonium
bromide,

In another embodiment of the present invertion, the compeositions may conmprise a
glhycol from one or more of the group consisting of ghycol {(PEG) 300 or any othey molecular
weight of PEG, prapylene glycol, propylene glyeol dincstate, dicthylene glyool, sthylense
glyeol, hexalene glyeol snd hexenyl glyeol.

In snother embodiment of the present invention, the compositions may comprise one
oy more of about 2 percent i 4 percent of propylene ghyeel,

In sncther embodimen of the present invention, the compuositions may comprise ong
or more of showt 3 percent of propylene glyeal.

In another emsbodiment of the present invention, the compositions may cornprise a
skin permeation enhancer from one or more of the group consisting of ethanal, isopropanct,
n-alkanols, Hoonene, terpenes, dioxolane, propylene glveol, sthylene glyonl, glyserd,
dimethylsulfoxide (DMSQ), dimethylfonmamide, methyl dodecyl sulfoxide,
dimethylacetamide, isopropyl myristate/palmitate, ethyl acetate, butyl acetate, methyl
proprionate, capric/eaprylic trighycerides; ketones, acetamides, trivlein; sodium lauryl sulfate,
alkanoic scids, caprylic said, azone, vleyl alechol and dialkylamine acetates.

In another embeodiment of the present invention, the compositions may be
sdministered to 3 patient to treal ancdfor alleviate the oceurrence or negative effects of plic
inflammation,

In another embodiment of the present invention, the composiiions may be
administered 1o a patient to treat andfor alleviate the peourrence or negative effects of otic
tnfection.

In anuther embodiment of the present invention, the composilions may be
administered 1o @ patient 1o treat and/or alleviate the occwrence or nogative effects of otitis
externa.

Ins another embodiment of the present tnvention, the conpositions may be
administered to 1 patient to treat and/or alleviate the ocourrence or negative effects of otitis
externa from one or rore of the group consisting of acute olitis externa and chronic otitis

extema.
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In another embosdiment of the present invention, the compositions may be
administerad to g patient to treat andfor alleviate the voourence or negative effects of olig
infections from one or more of the group consisting of furanculosis, olomycosis, acs
diffuse otitls externs, acute localised otitis externa, chronic otitis extems, herpes oticus,
dermatoses, malignant ofitis extems, perichondritis, scute ofitis edia, serous otitis media,
chronic otitis media, and vestibular neraonitia.

In anothey embodiment of the present invention, the compositions may be conteined
within g delivery system comprising a solution in 8 container that permits the administration
of drops.

In another embodiment of the present invention, the methods may utilize
comnpositions that are substantially free of an anesthetic.

In another embodinwent of the present invention, the methods may wilize an
snttbacterial from one or more of the group consisting of chloroxylensl
{parachlorometaxylencl), acedapsone; acetosulfone sodiumy; alamecin; alexidine:

amdinociiling amdmocillin pivoxil; amicycling; smiftoxacin; amifloxacin mesylate; amikacin;

amikacin sulfate; aminosaticylic acid; mminosalicylate sodiom; amoxicilling amphomyein;

ampicilling ampiciliin sodiun; apalcillin sodiven; apramycing sspartocing astromicm sulfate;

avilsmyyein; avoparcin: azithromycin, selocilling azlocillin sodiuny, bacampicillin

hydrochloride; bacitracin; bacitracin methylene disalicylate; bacitracin zing; bambermyeins;
beneoylpas caloium; berythromysin; betamicin salfate; blapenem; bintramycin; biphenarnine
hydrochloride; bispyrithione megsulfex; butikacin; butirosin sulfate; capreomycin sulfate;
carbadox; carbenicillin disodivm; carbenicillin indanyl sodium; carbenicillin phenyl sodium;
carbenicillin potassiom; cerumonam sedium; cefaclor; cefadroxil; cefamandole; cefamandole
nafate; cefamandole sodium; cefaparale; cefatrivine; cefaraflur sodinm cefazoling cefuzclin
sadivm cefbuperazone; cefdiniry cefepime; cefepime hydrochloride; cefetecol; cofixime;
cefmenpxime hydrochloride; cefmetazole; cefmetazole sodinm; cefonicid menosodiuny
cefonicid sodium; cefoperazone sodium; ceforsnide; cefotaxime sodivm; cefotetan; cefotetan
disodiuny cefotiam hydrochloride; cefoxiting cefoxitin sodium; cefpimizole; cefpimizole
sodium; cefpiramide; cefpiramide sodinm; cefpirone sulfate; cefpodoxime proxetil;
cefprozil; cefroxadine: cefsulodin sodiurm; ceftazidime; ceftibuten; ceftizoime sodiumy
ceftriaxone sodinm; cefuroxine; cefuroxime axetil; cefuroxime pivoxetil; cefuroxime
sodiun: cephaceirile sodium; cephalexing cophalexin hydrochloride; vephaloglycing
cephaioﬁdinﬂ-; cephalothin sodiun cophapirin sodium; cephirading; cetocycline
hydrochlotide; cetaphenicel; chlorstphenicol; chloramphenicol palmitate; chloramphenicol
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pantothenate complex; chloramphenicol sodium succinate; chlorhexidine phosphanilate;

chivrtetracyeling bisulfate; chlortetracycline hydrochloride; cinoxacing ciprofioxacing

ciprofloxacin hydrochloride; cirolemyein; clarithromyein; clinafloxacin tydrochloride;

chindamycin; olindarsyein hydrochloride; clindatnyein palmitate hydrochloride; clindamyein
phosphate; clofazinine; cloxacillin benzathing; cloxaciliin sodium; cloxyguing colistimethate
soddinem; colistin sulfste; commermyoing coumermycin sedium; eyelaeilling cvclosering;
dalfopristing dapsone; daptomyein: demeclocyeline; demeclocycling hydrochloride;
shemeeyveling; denofungin; diaveridine; dicloxacilling dicloxacillin sedium;
dihydrostreptomycin sulfate; dipyrithione; diritwomycir; doxyeyeline, dexyeyeline caleium;
dosyoyeline fosfatex: doxyeyeline hyclate; droxacin sodivm; enoxacing epicilling

gpitetracycline hydrochloride; ervthromyein; erythromyoin seistrate; erghromycin estolate;

erythromycin ethylsuccinate; erythromycin gluceptate: erythromycin lactobionate;

prythromycin propionate; erythromycin stearate; sthambudol hydrochlonide; ethionamide;
fleroxacin; floxaciiling fludalanine; Humequineg; fosfomyeln; {oafomyain tromethamine;
famoxicilling furazolium chioride; furazolium tartrate; fusidate sodium; fusidic acid;
ganciclovir and ganciclovir sodinm; gentamicin sulfate; gloximonam; gramiciding haloprogin
hetacitling hetacillin potassiuny; hexedine; ibafloxacin; imipencm; isoconazole; isepamicing
isoniszid; jossmyein; kanamycin sulfate; kitssamyeln; levefursiadone; levopropyleillin
potassiony lexithromycin; Hacomyein; Hocomyoin hydrochlonide; lomefloxacin;
fomefloxacin hydrochioride; omefloxacin mesylate: lovacathef; mafenide; meclocycling;
meclocyeling sulfosalicylate; megalomicin potassium phosphate; meguidox] meropenem;
wmethacycline; methacyeline hydrochloride; methenamine; methensone hippuraie;
methenaming mendelate; methicillin sodinm; metioprim; metronidazole hydrochloride;
metronidazole phosphate; mezlocilling meslocillin sodivm; minocyehing: minocyelineg
hydrochioride; mirmcamycin hydrochloride: monensin: monensin sodiummr; nafeldlin sodium;
nalidixate sodinm; nalidixvic acid; natsinyoing nebramyeing neomycin palmitate; neomyein
sulfate; neomycin undecylenate: netihmicin sulfate; neutramycin; nifuivadene; nifuraldezone;
nifuratel; nifuratrong; nifordazil; nifurimide; niffupirinol; nifurquinezol: nifurthiszole;
nitrocyching nittofurantoin; nitromide; norfloxacin: novobiocin sodiumg offoxacing
onnetoprimg oxacillin and axacillin sedivm; oximonam; oximonam sediur exolinic acid;
pxytetracycling, oxytetracycling calelumy oxytetracycline hydrochloride; paldioycing
parachlorophenol; paulomyein; peflosscin; pefloxscin mesylate; penamecillin penicilling
such as penicillin g benzathine, penicillin g potassium, penicillin g procaioe, penicillin g
sodiun, penicillin v, peaicillin v benzathine, penicillin v hydraboming, and penicillin v
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potassitn; pentizidene sodivmy phenyl aminosalicylate; piperacillin sodiom; pirbenicillin
sodivm; pividicillin sedivm; pidlimyein hydrochloride; pivampiciilin hydrochloride;
pivampicillin pamoate; pivampicillin probenate; polymyxin b sulfine; porfiromyohng
propikacin; pyrazinamide; pyrithione zine; guindecamine acstate; quinnpristing racephenicol;
rarnoplaning ranimycin; relomycing repromicin; rifabuting rifametane; rifamexil; rifamide;
rifamnpin; rifapentine; rifaximin; rolitetracyeling; rolitatracyeling ndtrate; rossramicin;
rosaramicin butyrate; rosmramicin propionate; rosaramicin sodium phosphate; rosaramicin
stearate; rosoxacin; roxarsone; roxithromyein; sancycling; sanfetcinem sodinm; sarmoxiciiling
sarpicilling scopafunging sisomiving sisomicin sulfste; sparfloxacin; spectinonayein
hydrochlorids; spiramycin; stallimycin hydrochlonide; steffimycing streptomycin sulfate;
streptondcosid; sulfabenz; sulfabenzamide; sulfacetamide; sulfacetamide sodivm; sulfacyting
sulfadizzing; sulfadinzine sodivny sulfadoging sulfalens; sulfamerszine; sulfameter;
sulfamethazine; sulfamethizole; sulfamethoxarole: sulfamonomethoxine; sulfamoxole;
sulfanilate zhie, sulfanitran; sulfasalasine sulfasomizale; sulfathiazole; sulfaramet;
sulfisoxazole: sulfisoxazcle acetyl: sulfishoxazole dictamine; sulfomyxin; sulopenem;
subtamriciiling suncillin sodiva; ealsmpicillin hydrochloride; telcoplanin; temafloxacin
hydrochloride; temoeiliing jetracyoline; tetracycline hydrochloride; tetracycling phosphate
complex; tetroxopring thismphenicod; thiphencillin potassiven; ticarciliin cresyl sodipm
ticarcillin disodium; tearcillin monosodivm; tichatone; tiodontum chivride; tobramyein;
tobramyein sulfate; tosufloxacin; trimethopriny trimethoprim sadfate; tiulfapyrimidines;
troleandomyein; trospectemyein sulfate; tyrothricing vancomycing vancomyvin hydrochloride;
virgintaryein and orbanyoin,

In another embodiment of the present invention, the methods may utilize an anti-
inflamenatory from one or move of the group consisting of hydroconisone,
hydrosyliriameinolene alphamethyl dexamethasone, dexamethasone-phosphate,
beclomethasone dipropionate, clobetasol valerate, desonide, desoxymethasone,
desoxyeorticosterone aostate, dexamethasone, dichlorisons, diflorasone diacetate,
diflucartolone valerate, fluadrenolone, fuclarolone acetonide, Hudrocortisone, fumethasone
pivalate, fluosinolone acetonide, fluccinonide, Hucortine butylester, flucconiclone,
fluprednidene (Huprednylidene)acetate, flurandrenslong, halcinonide, hydrocortisone acetate,
hydrocortisane butyrate, methylpredoisolone, triameinolone acetonide, cortisone,
cortodoxoneg, fhucetonide, fludrocortisone, difluorosone discetate, Muradrenalone aostonide,
medrysone, ame, stucinafide, bolamethasone and the balance of its esters, chiorprednisons,
chlorprednisone acetate, clocortslons, clescinolone, dichlorisone, diftupreduate, flucloronide,
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flunisolide, fluoromethalone, fluperolone, fluprednisolone, hydrocortisone valerate,
hydrocortisone cyclopentylproprionate, hydrocortamate, meprednisone, paramethasons,
preduisolone, predoisone, beclomethasone dipropionate, betamethason dipropionaie,
iriamcinolone prostaglandin H synthetsse inhibitors {(Cox L or Cox 1Y, also referred 1o a3
cyclooxygensse typs Tand type H inhibitors, such as diclofenac, flusbiprofen, Ketorolag,
suprofen, nepafenac, amfenac, indomethacin, naproxen, ibuprofen, bromfenas, ketoprofen,
meclofenamate, piroxicam, sulindac, mefanamic ackd, difhusingd, exaprozin, tolmetin,
fenoprofen, benoxaprofen, nebumetome, stodolac, phenylibutasone, aspirin,
oxyphenbatarone, NUX-4016, HCT-1026, NOX-284, NCX-456, tenoxicam and carproten;
cyclvoxygenase type [ selective inhibitors, such as NS-398, wloxx, celecoxil, P34, eodolac,
L-804000 snd §-3351%; PAF antagonists, stch a5 SR-37417, A-137481, ABT-29%, apafant,
bepafant, minopafany, E-8123, BN-50727, nupafant and modipafant; PDE IV inhibitors, such
as ariflo, wrbalyiline, rolipram, filaminast, piclamilast, cipamivlline, CG-1088, V-112944,
CT-2820, PD-168787, CP-203121, DWER-2058207, CP-220629, SH-636, BAY-19-8004, and
roflamilast; inhibitors of cytokine production, such as inhibitors of the NFEB transcription
factor.

In another embadiiment of the present invention, the methods may wilize an anti-
septic from one or more of the group consisting benzalkonium chloride, cetyl
benzethonium chloride, 2% squeons iodine, horie acid, chlothexidine glnconate, hydrogen
peroxide, vctenidine dibvdrochloride, ethanal, isapropanol, s-propanc], phenylethy! aleohol,
benzyl alcohol, and phenaxyethyl alcohal.

In one emboditnent of the present invention, the methods may inclode adnyinistering 8
composition comprising chloroxylenol, benralkonium chipride and hydrocortisone.

v another embodiment of the present inventiog, the methods may utilize
compositions substantially free of other added active ingredicnts, The other added active
ingredient may be another antibacterial such a8 one or more of the group consisting of
acedapsone; soetosulfone sodium; slamecin; alexidine; amdinocilling amdinocillin pivoxil;
amicyeline; amifloxacin; anifloxacin mesylate; amikaein; amikacin sulfate; aminesalieylic
acid; arminosalicylate sodium; smoxicilling amphomycing ampiciiiing ampicillin sodium;
apalcillin sodium; spramycing aspartocin; astromicin sulfate; avilamyein; aveparcin
arithromycin; azlociiling axlociilin sodiuny, bacampicilhin hydrochloride; bacitracing
bacitracin methylene disalicylate; bacitracin zing; bambermycins; benzoyipas caloiumy
bﬁr}fﬂmm yein; betamicin sulfate; bispenens; biniramycin; biphenamine hydsochloride;
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biapyrithione magsulfex; butikacin; butirosin sulfate; capreomyein sulfite; carbadox;
varbeniciliin disedivm; carbenicillin indanyl sodivm; carbenicillin phenyl sodiuny
carbenicillin potassivm; carumaonam sodivny, cefaclors vefadroxil; cefamandole; cefamandole
nafate: cefamandole sodium; cefaparole; coelfatrizine; cofazallur sodium; cefazoling vefsrolin
sodinm; cefbuperazone; cofidiniy; cefepime; cefepime hydrochloride; cefetecol; cefixime;
cefmenesime hydrochloride; cefmetarole; cefmetazole sodium; cefonicid monosodium;
cefonicid sodium; cefoperarone sodium; ceforanide; cofotaxime sodium; cefoteton; cefotstan
disodivm; cefotiam hydrochloride; cefoxiting cefoxitin sodium; cefpimizole; cefpimizale
sodinm; cefpiramide; cefpiramide sodivmy cefpirome sulfate; cefpodozime prexetil;
cefprozil; cefroxadine; cefsulodin sodium; ceftazidine; ceftibuter; ceftizoxime sodivm,
peftriazone sodium; cefuroxime; cefuroxime axetil; cefuroxime pivoxetil; cefuroxime
sodium; cephacetrile sodiumy cephalexin; cephalesin hydrochionide; cephaloglycing
cephaloridine; cephalothin sediuny; cephapirin sodium; cephrading; cetocycline
pantothenate complex; chlorarmphenicol sodium suceinate; chlorthezidine phesphanilate;
chlortetracvcling bisulfate; chlortetracychine hydrociloride; cinoxacing ciprofloxacing
ciprofloxacin hydrochloride; cirolenyyein; clavithromyein; chnafloxacin hydrochionds;
clindamycin; clindamyein hydrochloride; clindamyein polmitate hydrochloride; clindamycin
phosphate; clefazimine; cloxacillin benzathing; cloxscillin sodhum; cloxyquing colistimethate
sediuny colistin sulfate; coumenmyein; coumermycin sodinm; eyclacilling cycloserine
dalfopristing dapsene; deplomyein; demeclogyeline; demeclocycline hydrochloride;
demnecycline; denofunging diaveridine; dicloxaciiling dicloxacillin sodinm;
dihvdrostreptomyvin sulfate; dipyrithions; dirithromycin; doxycyching; doxyeycling calchum;
doxyeyeline fosfatex; doxveychine hyclate; droxscin sodivm,; enoxacin; epicitlin
epitetracycline hydrochloride; erythromyein; erythromycin acistrate; erythromycin estolate;
erythromyein sthylsuceinate; erythromycin gluceptate; erytheomyein lactobionate:
erythromyein propionate; erythromycin stearate; ethambutol hydrochloride; ethionamide;
fleroxacin; Hoxaciiling fudadanine; fumeguine: fosfomycing fosfomyein tromethamine;
fumoxicilling furazolivm chloride; furazotinm tanrate; fusidate sodinmy fusidic acld;
ganciclovir and ganciclovir sodium; gemamicin sulfate; gloximonam; gramiciding haloproging
hetacilling hetacillin potassiung; hexeding; ihafloxacin; imipenermn; lsoconagole: isepamicin;
isontazid; josamycin; kanamycin sulfate; kitssamycin; levofuraltadone; levoprapyleiilin
potassium; lexithromyein; lincomyein; Hncomycin hydrochloride; lomefloxacing
lometloxacin hydrochloride; lomefloxacin mesylate; loracarbef; matenide; mecloeycling;
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meclocyeline sulfosslivylate; megudomicin potassiwn phosphate; mequides; meropenem;
methacycling; methecyeline hydrochloride; metheramine; methenamine hippurate;
methenamine mandelate; methicillin sodivm; metiopring metronidazols hydrochloride:
metronidazole phosphate; mezlocilling mezlocillin sodivm; minocyeling, minacycline
.hydmchlﬂrid:a; mirincamyein hydrochloride; monensing monensin sodiamr, nafoillin sedivm;
nalidixate sodinm; nalidixic acid; patainyein; nebramyeing neomyein pelmitate; neomytin
sulfate: neomyein undecylenate; netilmicin sulfate; neutramyein; nifuiradene; nifursldezone;
nifuratel; nitorstrone; nifurdazil; nifurimide; niftupivinol; nifurguinazol; nifucthiazole;
nitracyoling; nitrofueantoin; niromide; norfloxaci; noveldocin sodium; oflexacing
onnetopring oxacitlin and oxacillin sodiun oximonany oximonsm sodiun; exelinic acid;
exytetracycline; oxytetracyeline caletum; oxytetracyeline hydrochloride; paldimyeny,
parachlorophenol; paulomyetn; pefloxacing pefloxacin mesylate; penamecilling penicilling
such as penicillin g benzathine, peniciliin g potassium, penicillin g progaine, penieillin g
sodium, penicillin v, pepiciliin v benzsthine, peniciilin v hydrabanune, and penicillin v
potassivm; pentizidone sodiuny phenyl aminosalicylate; piperaciilin sodiom; pirbenictilin
sndiom; piridisillin sodinm; pidimyein hydrochlonde; pivampicillin hydrochloride;
pivampicillin pamoate; pivampicillin probenate; polymyxin b sulfate; porfiromycin;
propikacin; pyrazinamide; pyrithione zine; guindecanmine acetate; quinupristin; racephenicol;
ramoplantn; rantmycin; relomyein; reproicing rifabuting rifsmetane; rifamexil; rifamude;
rifampin; rifapentine; rifaximing rolitetracyeling; roliteteacycling nitrate; rosaramicing
rosaramiciy butyrate; rosaramicin propionate; rosaramicin sodium phosphate; rosaramicin
stograte; rosoxacing roxarsone; roxithromysing sancycling; senfetrinem sodinm; saxmoxicitling
sarpiciiling scopafungin; sisomicin; sisomicin salfate: sparfloxachy; spectinomycin
hiydrochloride; spiramycin; stallimycin hydrochloride; steffimyein streptomycin sulfate;
streptonicozid; sulfabenz; sulfabenzamide; sulfacetantide; sulfacetamide sodivny sulfacytine;
sulfadiazine; sulfadiaeine sodivny sulfadoxing; sulfalene; sulfamerazine; sulfameter;
sulfamethazine; sulfamethizole; sulfamethoxazole: sulfamonomethoxine; sulfamoxole
sulfanilate zine: sulfanitran: sulfasalazing sulfasomizole; sulfathiazole; sulfazamet;
sulfisoxazole; sulfisoxszole avetyh sulfishoxazole divlamine; sulfomyxin: sulopenemy;
sultamgicilling suncillin sodivmy talampicillin hydeochloride; teicoplanin; temafloxacin
hydrochloride; temocilling tetracycline; tetracyeling hydrochloride; tetracycline phosphate
complex; tetroxopriin; thiamphenicel; thiphencillin potassium; tioareiilin cresyl sodium;
ticareillin disediumy tearcillin monosodinm ticlatone; tiodonium chloride; tobramyein;
tobramyein sulfate; tosufloxacing Wrimethoprioy rimethoprim sulfate; trisaifapyrimidines;
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troleandomycin; trospectomyetn sulfate; tyrothriving vancomyoin; vancomyein hydrochloride;
virginiamycin and zorbamyein. The other added sctive ingredient may comprise snother
sati-inflammatory such as nue vrmore of the group consisting of hydroxyhrismeinolons
aiphamethyl dexamethasone, dexamethasone-phosphate, beclumethasone dipropionate,
clobetasol valerate, desonide, desox ymethasone, desogyeortivosterone acetale,

dexamethasone, dichlorsone, diflorasone dinscatate, diflucortolone valerate, flusdrencione,

flaclarolone acetonide, fudrocortisone, flumethasone plvalate, Huosinclone avetonide,

fluocinonide, fucortine butylester, fluoconiolone, fluprednidene (Hupredaviidenciacetate,

flurandrenolone, hadcinonide, hydrocortisone seetate, hydrecorntisons butyrae,

methylprednisclone, tiameinclone acetonide, cortisone, cortodoxane, fucetonids,
fhudrocortisong, difluorosone dincetate, flursdrenalone scetonide, medrysone, ame,
amcinafide, betamethasene and the balance of its esters, chlorprednisone, chlorprednisons

scetate, clocortelone, clescinolone, dichlorisone, diftlupreduate, fucloronide, fluniselide,

fluoromethaslone, floperclone, fuprednisolone, hydrocortisone valarate, hydrocortisone

eyclopentylproprionate, hydrocontamate, meprednisone, peramethasong, prednisclong,
prednisong, beclomethasone dipropionate, betamethasone dipropionate, trismeinolons -
prostaglandin H synthetase inhibitors (Cox Tor Cox 1D, also referred to a3 cyclooxygenase
type Land type H fnhibitors, such as diclofenac, Surbiprofen, ketorolac, suprofen, nepafenas,
amfense, indomethacin, naproxen, thuprofen, bromfense, ketoprofen, meclofenamate,
piroxicam, sulindac, mefaamic scid, diffusingl, oxaprozin, wimetin, fenoprafen,

benoxaprofen, neburetome, etodedsc, phenyibutazons, aspirin, oxyphenbutazone, NCA-

4016, HCT- 1036, NUX-284, NCX-456, tenoxicam and carprofen; cyclooxygenase type 1l
selective inhibitors, such as NS-398, viosx, celecoxib, P84, etodolae, T-804600 and S-33316;

PAF antagonists, sich as SR-37417, A-137481, ABT-289, apafant, bepafant, minepalant, B-
6123, BN;SQ?E’?'}- nupsfant and modipafant, PDE TV inbibitors, such as aniflo, torbalylline,
rolipram, filaminast, piclamilagt, cipamfyliine, 0G-1088, V-112944, CT-2820, PD-188787,
CP-203121, DWPRRUS207, CP-220630, SH-636, BAY-19-8004, and roflumiasy, inhibitors of
cytokine production, such as inhibitors of the NFKB transcription factor. The other added
active ingredient may comprise another anthseptic such as one or more of the group
consisting of cetyl trimethylammonium bromide, cetylpyridinium chloride, cetylpyridinium
chlotide, benzethonium chioride, 2% squeous joding, borie acid, chlorhexidine gluconate,
hydrogen peroxide, octenidine diiydrochloride, ethanol, isopropancl, n-propanol. phenylethyt

alcohol, benzyl alcohol, and phenoxyethyl ulcohal.
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in another embodiment of the present invention, the methods may utilize
compasitions comprising one or niore of about 1.3 mig to about 0.5 mg of chloroxylenol;
about 15 tag to about 5 myg of hydrocortisone; and dbout (.15 myg to about 0,05 mg of
benzslkonium chioride.

In another embodiment of the present invention, the methods may wiilize

compositions comprising one or more of about 1.5 my to about 8.5 my of chloraxylenol per 1

mi of selution; sbowt 13 mg to about § mg of hydrocortisone per 1 mi of solation: sbowt D5

mg to about .05 mg of benzalkonium chloride per 1 ol of solution.

In another embodiment of the present Invention, the methods may wtilize
compasitions comprising one or more of about 128 mg 1o about 075 me of chleroxylencl
per 1wl of solution; about 12,53 mg 1o about 7.5 mg of hydrocostisone per 1 mil of salution;
about (L1325 mg to about 0.073 mg of benzalkoniure chloride per 1l of solution,

In ancther embodiment of the present invention, the methods may wilize
cornpesitions comprising one or more of about 1.1 mg to about 0.9 mg of chloroxylenol per |
wil of solution; about 11 myg to sbout @ my of hydrocortisone per 1wl of solntion; shopt 011
mg o about .09 g of benzalkondura chloride per 1 mi of solution.

In snother embodiment of the present invention, the methods may wtilize
compositions comprising one or more of about T mg of chicroxyiens! per 1 ml of solution;
about 10 mg of hydrocortizone per 1 mil of selution; and about Q.1 my of bensalkonium
chioride per 1 mi of solution.

In another embodiment of the present invention, the methods may utilize
compositions formulated in 2 vehicle.

I another erbodimant of the present invention, the methods may utilize
compositions comprising one ar more of § vehicle which is agueous, non- agueous,
pleaginous snd viscous.

In another embodiment of the present invention, the methods may wtilize

‘glyeols, aleohols, ethanol, isopropanol, glycerol, sorbitol, Z-meathoxy ethanol, nwnmitol,

diethyl ether, dipropy! sther, muthoxy polyoxysthylenes, polyoxyethylens giyeerols,
polyoxyethylene sorbitols, stearoyl diacetin glycerin, dehydrated glycerin, mineral oil, water,
snhydrous glycerin, glycerol polyvinyl aloohol, polyvinyl pyrrolidone, methyl celludose,
hydroxy propyl methyleeliulose, hydroxyethyl celtulose, carboxymethyl cellulose, hydroxy
propyl Cellulose sorbitol, xylitel, cerinide alkylaryltrialkylammeoniom chloride,
alkylaryitrimethylammeniam chioride, amantanium bromide, benzethoninm ehloride,
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benrodaodecinium bromide, cetalkonium chieride, cothexoniuns bromide, cetrimonium

bromine, and cetyldinethylethylammenium hromide,

In another emsbodiment of the present Invention, the methods may utilize
compaositions comprising a glycol from one or more of the proup comisting of polyethylene
ghyeol (PEG) 300 or any other molecular weight of PEG, propylene glycol, propylens glycol
diacetate, diethylene glycol, ethylene glycol, hexalene glycol and hexenyl glyeol.

In another embodiment of the present invention, the methods may utilize &
composition coniprising one or more of ahout 2 percent o 4 percent of propylene glyeol,

in another embodiment of the present invention, the methods may utlize g
composition comprising one or more of about 3 percent of propylens glycol.

i ancther envbodinent of the present invention, the methods may utilize &
composition cotapristng a skin permeation enhancer from one or mare of the group
consisting of ethawl, isopropanol, realkancds, Hmonene, terpenes, dioxolane, propylene
glyeol, sthylene glyool, glycerol; dimsthylsulfoxide (DMSQO), dimethyllormamide, meathyl
dedecy! sulfoxide, dimethylacetamide, isopropy! myristate/palmitate, ethyl acetate, butyl
acetate, methyl proprionate, caprideaprylic wiglycerides; ketones, acetamides, tricleing
sadium lauryl sulfate, alkencic acids, ceprylic scid, azone, oleyl aleohod and dialkylamino
scelates,

I another emsbodiment of the present invention, the methods may include
administering to 2 patient to treat andor alleviate the peeurrence or negative sffects of otic
inflammation,

I another embodinsert of the present fyvention, the methods may include
adninistering to a patient to weat andfor alleviate the vecurrence or negative sifect of otie
infection,

In another emboditnent of the present invention, the methods may include
administering to & paticnt to treat andfor alleviate the cecurrence or negative effects of otlis
salens,

In another embodiment of the present invention, the methods may include
administering 1o d paticnt to treat anddfor alleviate the occnrrence o negative effects of otitls
externa from one of indre of the group consisting of scute olitis externg and chronic ol
extema.

In another smbodiment of the present invention, the methods may include
administering to 2 patient t treat and/or alleviate the veourrence or negative effects of otic
infections from one or more of the group consistingg of furunculosis, otomycosis, soute
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diffuse otitis externa, acute localised otitis externs, chronie niitls externa, herpes oticus,

dermatoses, malignant otitly externa, perichondritis, scute olitis medis, serous otitis media,

shronie otitis media, and vestibular neraonitis:

In another embodinment of the present invention, the methods may wiilize
compositions contained within a delivery system consisting of a solation in a container that
permits the admimistration of drops.

In another embodiment of the present invention, the methods may miibize
compositions that may be administered to 2 patient at 2 frequency selected from the group
consisting of onee a day, twice a day, three times a day, four times a day, fve times g day, six
times a day, seven times a day, eight times g day, nine times & day, ton times a day, sleven
times a day and twelve times a day.

To another erobodiment of the present invention, the methods may utilize
compaositions thet a patient takes at a frequency selected from the group consisting of once 8
day, twice a day, three times & day, four times a day, five imes g day, six times a day, seven
times a day, eight times # day, nine times ¥ day, ten times & day, cleven times 2 day awd
twelve times a day.

In another embodiment of the present invention, the methods may utilize
compositions that may be admdnistersd to g patient st & frequency selected from the group
consisting of cuee evary hour, vuce every two howrs, once every three hours, once every four
hours, ance avery five hours, once every six hours, onge every seven hours, oues every eight
houss, once every nne hours, onoe every ten hours, once svery eleven hours, onee every
twelve hours, once every thirteen hours, once every fourteen hours, once every filieen bours,
onee every sixteen hours, once every seventeen hours, once every eighteen hours, opee every
nineteen hours, once every twenty hours, once every twenty one hours, once gvery twenty
two hours, once every twenty three hours and once every twenty four hours,

In another embodiment of the present inveation, the methods may utilize
compositions that # patient takes at & frequency selected from the group consisting of onee
every hour, once every two hours, once every three hours, once every four hours, once every
five hotrs, once every six hours, once every seven hours, onge every eight hours, oncs every
ning hours, once gvery ten hours, ones every sleven hours, once every twelve howes, once
every thirteen hours, ance every fourteen hours, once every fifteen hows, once every sixteen
hours, ohoe every sevenisen hours, pnoe every eighicen hours, once every nineteen hours,
once every twenty hours, once every twenty ong hours, ouce gvery twenty two hiours, onoe
gvery bwenty three hours and onve every twamy four hours.
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In ancther smbodiment of the present invention, the methods may utilize
compositions that may be administersd to a patient at & frequency selecied from the group
consisting of 1 drop, 2 drops, 3 drops, 4 drops, 5 drops, 6 drops, 7 deops and 8 drogs.

DETAILED DESCRIPTION OF THE INVENTION

It is understood that the preserst invention is not Hmited t© the particular

methodologies, protocols, fillers, vehicles, etc., described herein, as these may vary. It s also

to be understood that the terminclogy used beveln is nsed for the purpose of describing

particular embodiments only, and is not intended to limit the scope of the present tnvention.

£ must be noted that as ased herein and i the appended clatms, the smgular forms “a,.” “an,”
and “the™ include the plural reference unless the context Clearly dictates otherwise. Thus, for
example, & reference to “an anti-inflamumatory” is ¢ reference to one or more anti-
inflammatories and includes syudvalents thereof known to those skitled i the art and so forth.
Unless defined otherwise, all technical and sclentific terms used herein have the same
sneanings as comumonty understood by ong of ordinary skill in the art 1o which this invention
belongs. Specific methods, devices, and materials are described, slthough any methods and

materials stmilar or cquivalent to those described herein can be used in the practive or lesting

of the present invention,

The term “paticnd,” as used herein, comprises any and all organisas and ncludes the
ternt “subject” “Patient” may refer to 2 human or sny other snimal, including mamimals,

The term “administratde™ defines a compaosition that i5 able to be given 10 a patient.
Likewise, “administering” refers to the act of giving a compesition 1o a pstient or otherwise
snaking such composition svailable to a patient or the patient taking a compusition,

The term “sctive ingredien™ 85 used hereln is any ingredient that is an anth-septic,
ati-inflamratory, amd sntibactevial,

Ag used herein, the terms “ingetive,” “iner,” Yexoipient,” and/or “formulatory” refer
o sty compound that is an inactive ingredient of 2 described composition. The definition of

“inactive ingredient” as used herein follows that of the U.S, Foed and Drug Administration,

a8 defined 10 21 C.FR. 201.3(b)(R), which is any component of a drug produst other than the

active ingredient. By “sctive ingredient,” then, s meant any compound intended 0 furnish
pharmacological activity or other direct effect it the diagnosis, cure, mitigation, treatment
andfor prevention of a condition. See 2L CFR. 210.3(bX7). Further, “active ingredients™
include those compounds of the composition that reay undergo cheranical change during the
manufacture of the composition and be present in the fingd composition i a modified form

intended to fuenish an activity or effect. I
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Herein, "antibacterial” s defined herein ss & compound that destroys or inhibits the
growtly of bacteria and mway be referred to as an antibiotic or bacterinstat,

Herveln, “anti-septic” is defined as an antimicrobial that may be applisd to the skin of
the patient,

The term “substantially free,” as used herein, mesns free frony therapeuticslly
effective amounts of compounds when sdministered in suggested dosages, but may include
trace amounts of conpounds in non-thevapeuticslly effective amounts,

The terny “dosage form,” sy used heredn, 18 the form tn which the dose s tobe
adminisiered 1o the patient. The drug is generally administersd ss pert of g formulation thet
mcludes non-medical agents, referred 1o as pharmaceutioal ingredienis.

The ar is susceptible to many disorders or infections, Bar infections can be
categorized as vither being an sxiernal ear infection, or p middle and tnner car infection..

Middle and inner ear disorders may include infectious myringitis, nastoiditis, acuie
etitis media, serous otitls media, Shironic otitis media, Mentere's diseage and vestibular
peruonitis. The nuiddie ear consists of the esrdrunm (Tympanic membrane) and g chamber that
contatns the ossicles that connect the eardrum to the inperear, The eardrum in puarticular is
susceptible to infection from vituses or bacteria which can canse severe pain. Such an
infection, often called otitis media, iy often induced by many factors, but it is most commouly
due to 8 mspiratory infection or waler entering the middle gar.

Otitis externa, sometimes called swimmer's ear or an exiernal ear infection, is e

commopn form of infection ov inflommation of the external suditory canal and suricle. Otitis

externs may affect the entire ear canal, or just 2 small area within the canal. Olitls externa

from infection may be cansed by a variety of bacteris or fungi such as the Staphvlococcwy
species or the Corynebacterium species. Otitls externs may also be cansed by inflammation
such ss from a serstoh; from chemical frdtants to halr spray or halr dye, or water, The Merck
Manual of Medical Informatizn (M. Besrs ot al., 2nd Home od., Merck Research
Laboratories, 2003}, Another common cause of otitls externs is the use of earplugs or
wearing hearing aids. In one study of 139 patients with otitls externa, 8% were found 1o have
been wearing hearing aids (devices which couple to the ear with an earplug-like device},
Hawke et al., 13 J. OTOLARYNGOL. 289-85 (1984). Because of the many causes, ofitis
externs is faitly prevalem, affecting about 3 to 3 percent of the population. Csgutharpe et al,,
74 AMERICAN FAMILY PRYSICIaN Number ¥ (2006},

Otits exierns can be classified i two forms: aoe or chronte, Acute otitds extema is
primacily of bacierial origin and is often associated with high huraidity, warmer temperatures
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and swimming. /d. Alternatively, the chronie form is commonly cansed from a fungal o
allergic origin, Id. Although not caused by as many factors, chronic otitts externa is about ten
imes more prevelent than acute otitls externa, &

Symptoms of extetnal or middle ear infections are also variable due to the many
causes. For example, otitis media symptoms mey include pain doe to 8 bulging sardrum or a
discharge of pus. Common sympioms of otitls externa inclade iching and pain, and the ear
canal may swell and contain pus or other form of dischargs. M, Beers et al., supra.

Prevertion and/or treatment of sar disorders or infections often come i the form of &
suspansion ar solution. These preparations ave usually placed topically in the ear canal by the
administration of drops where the solution may sit in the var canal for s designated amouat of
titne. Ansel’s Fharmacentical Dosage Forms and Drug Belivery Svstems (Ansel et al,, 8th
Edition, Lippincott Williame & Wilkins, 2008

There are numerous drugs or medications that may be included in the par drop
solation. Many medications included in one solution sre preferential due to the many ways

that a patisnt can acquire obitis externs such as bacteria or fungl, Henee, it would be useful 1o

one dosage form (o treat the various causes of otitis exiersa,

In one specific embodiment, the compositions and methods may comprise an anti-
septic such as benzatkonium chloride, cetyl trimethylammontum bromide, cetylpyridiniam
chloride, benzethonium chloride, 3% agueous ioding, boric aeid, chlorhexidine gluconate,
hydrogen peroxide, octeniding dihydrochloride, ethanol, isopropsnol, n-propanol, phenylethyl
aleohol, benzyl alochol, and phenoxyethyl alechol. Por example, cetylpyridinium chlonide i
a cationic guatesmary ammonium componnd that is commenly found in monthwashes due its
strong aiti-septic properties: Gunsolley, 137 1AM DENT, ASs0T, 1649-37 2D06).

Henzalkoniwm chloride is also & cationic quaternary ammonium sompound that may
be used a¢ an anti-septic in various applications. For example, benzalkonium chiloride Ry
be nged as an antiseptic tn many first-aid sprays and lotions, Masson et al., 10 CUrR. MED.
Cuest, 1129936 (2003). Benzalkontum chloride may also be effective when applied topically
to the patient due to its effect on lowering surface tension. Hence, benzalkenium chloride i
nseful for permitting better penetration of the skin of active compounds, Benzalkonium

chloride may also be used as & preservative, such as in intranasal products. Marple et al, 130

LTOLARYNGOL: HEAD NECK SURG. 131-41 {2004),

In one specific embodiment, the compositions and methods may comprise
berzalkoniwm chioride, Specifically, the amounts may range from about 0.15 mg 1 about
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.03 myg per  mi of solution, In another specific embodiment of the present invention, the
compositions amd methods may comprise benzalkonium chloride in amounts sanging fram
about D128 myg to shout Q073 g per 1 ml of solution, In another specific embodiment of

the present wivention, the compositions and methods may comprise benzalkonium chioride in

amounts ranging frony about 0.11 mg to about 0.0% mg per 1 md of solution. In snother

specific embodiment of the present invention, the compositions and methods may comprise
benzalkonium chloride in an amouwat of sbout 0.1 wig per 1 ml of solution,

In another embodiment, the compositions snd methods may comprise sn anti-
inflammatory such as hydrocortisone (cortisal), hydroxyliriameinatone alphamethyl
dexamethasone, dexamethasone-phosphate, beclomethasone dipropionate, clobetasol
valerate, desonide, desoxymethasone, desoxyeorticosterone scetate, dexamsthasong,

dichlorisone, diflorasone diacetate, diflucondaloneg valerate, Duadrenolong, fhuclarolone

acetonide, fludrocoriisone, Humethasone pivalate, fuosinolone acetonide, fluccinonide,

flocortine butylester, fluscortolone, fluprednidens (Nuprednylidensiacetate, flurandrenalone,
haleinonide, hrydrocortisone acetate, hydrocoriisone butyrate, methylprednisolone,
riameinolone acetonide, cortisone, cortodoxone, flucetonide, Budrocortisane, diffucrasone
discetste, Suradrenalone avetonide, medrysone, ame, amcinafide, betarethasone and the
balance of ts esters, chlorprednisone, chlorprednisone acetate, clocortelone, clescinplong,
dichlorisone, difluprednate, fucloronide, funisolide, fluorpmethalone, Buperolone,
fuprednisolong, hydrocortisone valerate, hydrocortisone cyclopentylproprionate,
hydrovortamate, meprednisone, paramethasone, prednisolone, prednisone, beclomethasone
dipropionate, betamethasone dipropionate, triamcinolone prostaglondin H synthetase
inhibitors (Cox Tor Cox 1D, also referred © g5 oyclooxygenase type 1 and type IT inhibitors,
such a8 diclofenae, fhurbiprofen, ketorolae, suprofen, nepafenac, amfenar, indomsthacin,
naproxen, thuprofen, bromfenac, ketoprofen, meclofenamate, piroxicam, sulindac,
miefanamic aoid, diftugingl, oxaprozin, wohmetin, fenoprofen, benoxaprofen, nabumetome,
stodolac, phenylbutazone, aspirin, oxyphenbutazone, NCX-4016, HUT-1026, NUX-284,
NCX-456, tenoxicam and carprofen; cyclooxygenase type H selective inhibiters, such as N§-
308, vivxx, celecoxib, P54, etodolac, L-804600 and §-33518; PAF antagonists, such g3 SR-
7417, A-137491, ABT-209, spafant, bepafant, minopafant, E-6123, BN-50737, nupafant
and modipafant; PDE 1V inhibitors, such as ariflo, wrbafylline, rolipram, filaminast,
piclamilast, cipamfylling, CG-1088, V-112044, CT-2820, PI-168787, CP-293121, DWP-
205207, CP20679, SH-E36, BAY-19.8004, and roflamilast; intsdbitors of oytokine
production, such a8 inhibitors of the NFEB transeription factor. For example, ibuprofen
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inhibits the rele of COX-2 o induce prostaglandin synthesis and hence, primarily inhibits the
inflammatory response. Smith o al,, 69 ANNU, REV. BIOCHEM. 145-82 (3000),

Hydrocortisone, also known as cortisol, is an anti-inflammatory agent that can be used
te treat allergies and inflammmation.  Specifivelly, vdrocortisons s & member of the
glucocorticoid sieroid hormone family. Glucocprtivoids perform thedr function by binding to
its receptor; the glocccorticold receptor bl the eytoplasm. Schacke et ul., 15 Exp. DEEMATOL.
363-73 (2006} This binding activates the receptor, which then subseguently transports into
the nucleus and regulates the expression of a diverse avray of proteing as 8 transcription
factor, Id. For example, it is believed that the glucovorticoid receptor down regulates po
urmrnngenic response proteins such as IL-2, Jd This would account for the sterpidal
hormone's anti-inflanenatory properties and therefore, hydrocortisone may be useful for
treatment againgt swelling and inflamenation that accompany gar infections,

In ome specific embodiment, the compositions and methods may comprise
tydrocortisone. Specifically, the amounts may range from shout 15 myg to about § mg per §
mi of solution. In another specific smbodinent of the prosent Invention, the compositions and
miethods may comprise hydrocartisone in amounts ranging from showt 13,5 mg to abowt 7.5
my per 1 ad of solution, In ancther specific embodiment of the present Invention, the
compositions and methods may comprise hydrocortisons in amounts ranging frot sbeut 11
mg to about ¥ mg per 1 mi of selution. In another specific embodiment of the present
nvention, the compositions sud methods may comprise hydrocortisone in an amount of ghout
10 mg per 1 ml of solation.

In another embodiment, the compositions and methods may comprise an antibacterial
or other antibiotic agent selected from the group conststing of chioramphenical, etracyclines,
synihetic and semi-synthesic penicilling, beta-lactames, quinclones, fuorogquinoines,
macrolide antibiotics, peptide antibiotics, cyclosporines. Specifically these antibacterial
agents may include chivroxylenal (parachlorometaxylenol), scedapsone; acetosulfone
sodiant; alarascin; alexidine; amdinocilling amdinociilin pivexil; amicyaling; anufloxacing
amifloxacin mesylate; amikacin; amikecin sulfate; sminosalieyvlic acid; sminosshicylate
sodium; smoxicilling smphomycin; ampiciiting ampicitliay sodivm; apaicithin sodiom;
apramvyein: aspartocing astronvotn sulfate; avilamyvein; avoparcing axithromycin; axlocilling
azlocillin sodium; bacampicillin hydrochloride; bacitracing bacitracin methylene disalicylate;
bacivacin xinc: bambermycins; benzoylpas calcinm; berythromycin, betamicin suifate;
biapenein; biniramycin; biphenamine hydrochloride; bispyrithione magsulfex; butikacing
butirosin sulfate; capreomycin sulfate; carbadox; carbenicillin disodiurg; carbeniciilin indanyl
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sodium,; carbenicillin phenyl sodium; carbenicillin potassium; carumonam sodium; cefaclor;
cefadroxil; cefamandole; cefamandole nafate; cefamandole sodium; cefaparole; cefatrizine;
cefazaflur sodium,; cefazolin; cefazolin sodium; cefbuperazone; cefdinir; cefepime; cefepime
hydrochloride; cefetecol; cefixime; cefmenoxime hydrochloride; cefmetazole; cefmetazole
sodium; cefonicid monosodium; cefonicid sodium; cefoperazone sodium; ceforanide;
cefotaxime sodium; cefotetan; cefotetan disodium; cefotiam hydrochloride; cefoxitin;
cefoxitin sodium; cefpimizole; cefpimizole sodium; cefpiramide; cefpiramide sodium;
cefpirome sulfate; cefpodoxime proxetil; cefprozil; cefroxadine; cefsulodin sodium;
ceftazidime; ceftibuten; ceftizoxime sodium; ceftriaxone sodium; cefuroxime; cefuroxime
axetil; cefuroxime pivoxetil; cefuroxime sodium; cephacetrile sodium; cephalexin;
cephalexin hydrochloride; cephaloglycin; cephaloridine; cephalothin sodium; cephapirin
sodium; cephradine; cetocycline hydrochloride; cetophenicol; chloramphenicol;
chloramphenicol palmitate; chloramphenicol pantothenate complex; chloramphenicol sodium
succinate; chlorhexidine phosphanilate; chlortetracycline bisulfate; chlortetracycline
hydrochloride; cinoxacin; ciprofloxacin; ciprofloxacin hydrochloride; cirolemycin;
clarithromycin; clinafloxacin hydrochloride; clindamycin; clindamycin hydrochloride;
clindamycin palmitate hydrochloride; clindamycin phosphate; clofazimine; cloxacillin
benzathine; cloxacillin sodium; cloxyquin; colistimethate sodium; colistin sulfate;
coumermycin; coumermycin sodium; cyclacillin; cycloserine; dalfopristin; dapsone;
daptomycin; demeclocycline; demeclocycline hydrochloride; demecycline; denofungin;
diaveridine; dicloxacillin; dicloxacillin sodium; dihydrostreptomycin sulfate; dipyrithione;
dirithromycin; doxycycline; doxycycline calcium; doxycycline fosfatex; doxycycline hyclate;
droxacin sodium; enoxacin; epicillin; epitetracycline hydrochloride; erythromycin;
erythromycin acistrate; erythromycin estolate; erythromycin ethylsuccinate; erythromycin
gluceptate; erythromycin lactobionate; erythromycin propionate; erythromycin stearate;
ethambutol hydrochloride; ethionamide; fleroxacin; floxacillin; fludalanine; flumequine;
fosfomycin; fosfomycin tromethamine; fumoxicillin; furazolium chloride; furazolium
tartrate; fusidate sodium; fusidic acid; ganciclovir and ganciclovir sodium; gentamicin
sulfate; gloximonam; gramicidin; haloprogin; hetacillin; hetacillin potassium; hexedine;
ibafloxacin; imipenem; isoconazole; isepamicin; isoniazid; josamycin; kanamycin sulfate;
kitasamycin; levofuraltadone; levopropylcillin potassium,; lexithromycin; lincomycin;
lincomycin hydrochloride; lomefloxacin; lomefloxacin hydrochloride; lomefloxacin
mesylate; loracarbef; mafenide; meclocycline; meclocycline sulfosalicylate; megalomicin

potassium phosphate; mequidox; meropenem; methacycline; methacycline hydrochloride;
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methenamine; methenaming hippurate; methenamine reandelate; methizillin sodivmg
metioprin; metronidazole hydrochlaride; metronidazole phosphate; mezlocilliny megdocillin
soditm; mingcycling, minocycling hydrochloride; mirincsmycin hydrochloride; monensing
monensin sodianr; nafeillin sodium; nalidixate sodiwny; nalidizic scid; natinyeiy;
nebramyoiry, seomycin palmitate; neomyein sulfaie; neomyein andecylenate; netilmicin

sulfate; newramyvein; rafeiradens; nifuralderone; nifurstel; nifuratone; nifurdazil;

nifurignide; niffupirinod; nifurquinazel; nifurthiasele; nitrocycline; nitofurantoin; nitromide;

norfloxacing novebloctn sodiun; offoxacing onnetaprin oxacillin and pracillin sodiumg
oximonsm; eximoram sodivem; oxolinic acid; oxytetracycline; oxytetracycline calciumy
oxytetracyeline hydrochloride, paldimycuy; parachlorophienc; paulamyein; pefloxacing
pefloxacin mesylate; penamecitlin; penicthing such as penicillin g benzathing, pencillin g
potassium, penicillin g progaine, penicitlin g sedium, penicillin v, penicillin v benzathine,
pendcillin v hydrabamine, and penicillin v potassiug, pentizidone sodium phenyl
aminosalicylate; piperacillin soditum: pirbenicillin sedium; piridicillia sodium; pirlimycia
hydrochloride; pivampicillin hydrochloride; pivampicillin pamoate; plvampicillin probenate;
polymyxin b sulfate; porfiromycing propikacing pyrazinsmide; pyrithione 2inc! guindecamine
acetate; quinupristisg racephenicel; ramoplaning ranimychy; relomycin; repromicin; rifabuting
rifametane; rifamexil; rifamide; rifarnpin; rifapentine; rifaximing rolitetrseycling;
rolitetracyeline nitrate; rosaramicis; rosaramicin butyrate; sosarsmicln propionate;
rosaramicin sodium phosphate; rosaramicin stearate; rososacin; roxarsong; roxithromyoing
sancycling: sanfetrinem sodivny sarmoxicilling sarpicitling scopafunging sisomicin; sisomicin
sulfate; sparfloxacin; spectinomycin hydrochloride; spiramycin; stallimycin hydrochloride;
steffimycin streptomyein sulfste; streptonicozid; sulfabenz; sulfabenzamide; sulfacetannde;
sulfacetamide sodinm; sulfscytine; sulfadiszine; sulfsdiazing sodiumy; sulfadoxine; sulfalens;
sulfamerazine: sulfameter; sulfametharine; sulfamethizole; sulfonethorazole;
sulfamonomethoxine; sulfamoxele; sulfanilate zinc: sulfanitran: sulfasalazine; sulfasomizole;
sulfathinzole; sulfazamet: sulfisoxazols; sulfisoxazole acetyl; sulfisboxazole diclamine;
sulfonyvxin; sulopenem; sultamricilling suncillin sediuny alampieillin hydrachlorids;
teicoplanin; temafloxacin hydrochloride; teamocilling tetracyeline; tetracycling hydrochloride;
tetracycling phosphate complex; tetroxoprim: thiamphessionl; thiphencillin potassiom;
ticareillin cresyl sodium; ticarcillin disodium; ticareillin monosodivm, tclatone; tndonium
chioride; tobramycin; tobramyein sulfate; tosufloxacing trimethoprin trimethoprim sulfate;
trisulfapyrinsidines; troleandomyein; wospectorayein sulfate; tyrothricing vancomyeing
vancomycin hydrochloride; virginiamyoin; zorbamyein; and combinations thereof,
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Chlorexylenol is an antibacterial that may be used in commercial antibacterial soaps
and is particularly effective againgt streprococcus bacteria, Berthelot et al., 17 DERMATITIS
1536-8 {2006}, Chloroxylenol's rnechanist of sction works by disrupting the cell membrang
potentials of bacterial organisms, Because of ity effective antibactorial activity,
chloroxylenol may be an effective coraponent for treatment of bacterial wnfections often
associated with car infections and otitis extema.

In one specific embodiment, the compositions and methods may comprise
chlorexylénol. Specifically, the amounts may range from sbout 1.3 mug to about 0.5 mg per 1
it of selution, In another specific embodiment of the present inveation, the compositions and
miethods may comprise chloroxylenol in amounts rapgiog from about 1.25 my to shom (.73
mig per 1 mil of solution. In another specific embodiment of the present invention, the
compositions and methods may comprise chloroxyienol in gmounts ranging from abow 1.1
mg toabout 0.9 mg per 1 mbof solution. In ancther specific smbodiment of the present
invention, the compositions and methads may comprise chloroxylenal in an amount of abowt
1 mg per 1 ml of solution.

In ancther specific embodiment, the methods and compositions of the present
wmvention may be free of other added active ingredients. The addition of vther active
ingredients can produce adverse side effects that can inhibit or cutweigh the benetits of the
compasitions of the present ivention, For example, isopropanc! may be added as an anti-
septic, However, isopropancl can sting and # evaporstes quickly, which may sfford a dry ear
canal that may cause deritation, Osguthorpe et ol sapra. b a specific embodiment, the
compositions and methods of the present invention may be free of isopropancl.

Non-steroidal suti-inflammatory drugs (NSATDS) such as aspirin are widely used for
thelr anglgesic and anti-inflamnatory effects. However, current evidencs suggests that
adverse side effects, such a8 gastroiniestinal and other bleeding risks of NSAIDs, probably
outweigh its potential benefits. Kim et al., 38 1, PHARM. PHARMACOL. 1285-1304 (2006}, In
a specific embodiment, the compositions and reethods of the present invertion may be free of
non-steroidal anti-inflammatory drugs such as aspirin,

Neomyein is an aminoglycoside sntibacterial that can be tsed in olntments and
creams. However, neemycin may induce & bypersensitive reaction from the patient and can
incite contact dermatitis within the ear canal. Osguthorpe ef al., sipra. In a specific
erabodiment, the compositions and methods of the present invention may be free of

antibacterials such as neomygin,
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Prolonged use of the anti-inflammatory desonide has adverse symptoms such s
cansing redness, blistering, burning, itching, or pecling of the skin. In a specific ernbodiment,
the composition and methods of the present Invention may be free of anti-dnflammatories
such as desonide.

Herein, the term "vehicle” is intended to mean sny compound that roay bewsed as g
carrier of other compounds or ingredients, any cotapotnd that may used as a solvent, any
compound that is used o solubilize active ingredicnts, any compound that is used 10 increase
the viscosity of the sclution, or any compound wsed in any manner where the vehicle may be
20 AQUEDUS, noT-gquecus or oleaginous solution.

Exemplary vehicles include both monohydric and polvhydric slechols, for example
ethanol, isopropanol, glyceral, sorbitol, 2-methony ethanol, disthylene glveol, ethvlene
glycol, hexalene glycol, mannitol, and propylens ghycol: ethers, such as diethyl or dipropyl
gther; polyethylene glycols and methoxy polyoxyethylenes (such as carbowaxes having
molecular weights ranging from 200 to 20,000); polyoxyethylene glyoerols, polvoxyethylene
sorbitols, and stearoyl diacetin.

The vehicle may be glycerin, & glycol, dehydrated glycerin, mineral ofl, water,
anhydrous glycerin, glycere] polyviny! aleohol, polyvinyl pyrrolidens, methyl cellulose,
bydroxy propy! methyleellulose, hydrogyethyl cellulose, carboxymethyl celluloss, hydroxy
prapyl cellulose sorhitol and xylitol,

The glyeol may be of polyethylene glycel 300 (PEG) or any other form oy molecular
weight of PEG, propylene glyedl, polyethylene glveol and ethylene glycol

The vehicle may be the propeliant or a mixtuee of the propellant and co-solvents sugh
a3 aleohol, propylene glyeol, and polyvethylene glveols which are often used {6 enhanve the
sotubility of the active ingredicnts. The amount of the vebicle may be balanced to solubilize
the medicament, These vehicles may be used to increase solubility of compounds in 2 water
solution. Por cxample, hydrocortisong is nearly insolubde in water {0.028% on a weight
volume basis],

Therefore, due 1o the Tow solubility of hydrocoriisons in meny aqueous sclvents, co-
solvents such as lower molecular weight alcobols, such as ethanol and glyeels {propylene
ghveol, bexenyl glycol) may be added to increase the solubility of hydrocortisone in 8 water
solation. The composition may be formulated in a vehicle or co-solvent. Adthough water
itselt may make iy the entire vehicle, typice! gar deop formulations may conteln & co-solvent

to gssist in solubilization md of incorporation of waler insoluble Ingredients.
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The vehicle may be a phiysinlogically active tngredient that provides additional
benefits such ay solubilizing other active ingredients or acting as o preservative. Examples of
physiologically active ingredients that are also water soluble include antimicrobial quaternary
ammoniun compounds such as cetrimide alkylarylirialkylarumontur chloride,
alkylaryltrimethylammonium chioride, amantanium bromide, benzalkonium chioride,
benzethondum chionde, benzododecinivm bromide, cetalkoninm chloride, cothexonimn
brontide, cetrimonium bromine, and cetyldimethylethvianmmenium bromide.

The vehicles may be viscosity building agents such & polyvinyl aleohol, polyeinyl
pyrredidone, methyl eellulose, hydroxy propyl methyleellulose, hydroxyethyl cellulose,
carboxymethyl cellulose, hydroxy propyl cellulose or other agents know to these skilled in
the art. The vehicle may be viscuus to permit maximum centact time between the medication
and the tissues of the esr.

The compasition may include an additional vebicle that i s penetration snhancer. A
penstrstion enhuncey, alse called g permestion ephancer, 1y an agentweed to increase the
permeabliity of the skin to & pharmacologically active ggent 1o inorpase the rate at which the
drug diffuses through the skin and snters the tissues wnd bloodstream, Examples of
penetration enhancers includer aloohels, such s ethanol and isopropanol; polyols, such as -
alkanols, Hnonene, torpenes, dioxolane, propylene glyeol, ethylene glyeol, other glyeols, and
glyeerol; sulfoxides, such as dimethylsulfoxide (DMSQ), dimethylformamide, methyl
dodecyl sulfoxide, dimethylacetamide; ssters, such as isopropy! myristate/palmitate, ethyl
acetate, butyl acetate, methyl proprionate, and capric/caprylic trighycenides; ketones; smides,
such as scetamides: nleates, such as triolein: verious surfactants, such as sodium lauryl
sulfate; various alkanoic acids, such as caprylic acid; lactam compounds, such as gsone;
alkanols, such as oleyl alcohol; dialkylamino scetates, and admixtures theveol,

A number of patents disclose the use of penetration enhancers to deliver medications
transdermally, For example, U8, Par. No. 5,837,289 discloses the use of two penetration
enhancers in a cream to deliver an extensive list of medications, which is expressly
incorporated by reference heredn. In another example, & skin permeation enhancer
composition is nsed comprising a lower aliphatic ester of a lower aliphatic carboxyl acid in
combination with & lower alkanol to administer an active agent. See, for example, U.S. Pat,
No. 5,238 933, which is expressly incorporated by reference hereln., In ancther example, 2
vegetable oil-based skin permeation enhancer to deliver active sgents through the skin has
been tsed. See, for example, U.S. Pat. Mo, 5,239,130, which is expressly incorporated by
reference herein,
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X Many ear drop formulations contain a tepical anesthetic for immediate relief of the
pain. However, due to negative or deleterious side effects, the composition may be free of
analgesics or topical anesthetics, For example, the composition may be substantially free of
the topical anesthetic pramoxing. Pramoxine Iy & nonstercidal antipruritic that functions as s
loval anesthetic: Topical anssthetics gre commeonty added in car infection treatment

W compositions due to s sbility to romb the pain due to ailments such ag otitis sxtema,
However, there are numerous advantages to not including an suslgesic or topical anesthetic,
and specifically, a topical anesthetic such as pramotine, in the compositions of the present
invention, First, numbing the pain may rask symptoms of an advancing infection,
Osputhorpe ot 8l supes. Henee, adopical anesthetic may hide symptoms that may csuse

15 seriows i not permanent damage and be a rigk that outweighs the quick relief it provides,
Moreover, pramoxine is known 1o ¢ause contact dermititis or induce milameaation te an
allergic response. Hence, sdding pramoxine or another topical angsthetic or analgesic may
knock out or reduce the benefits of hydrovortisone or other added snti-inflanmmatory within
the composition. For these ressons, 8 specific embodiment may be substantially free of

20 pramoxine o other topical anesthetics.

Qther objectives, features and advantages of the present invention will become
apparent from the following specific examples. The specific examples, while indicating
specific embodiroents of the invention, are provided by way of dlustration oaly,

Accordingly, the present invention also includes those various changes and modifications

25 within the spirit and scope of the tnvention that may become apparent 1o those skilled in the
art fram this detailed deseription. The invention will be further lusteated by the following
nem-lHmiting examples.

EXAMPLES

Without requiring further elaboration, it is believed that one skilled in the art, using

30 the preceding description, cen utilize the present invention to the fullest extent. The
following examples arg {lustrative only, and not limiting of the remainder of the disclosyre in

any way whatsouver.
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CXAMPLE 1. A composition of the following fornmlation is prepared in & aguecus
Torm, nchwding the appropriste excipients, by standard methods known to those of ordinary
skill 10 the art;
Hydracortisons
1.0%
Chlorestylenol
0.1%
Benzalkomm Chioride
DO1%:
Propylens Glyeol
3.0%

EXAMPLE 2. A study is undertaken to evaluate the effectiveness of the
compositions of the present invention in the treavment of patients, The objective of the study
i3 to determine whether three drops in the patients ear three times 8 day of the combination of
the compositions of the present invention results in & rapid improvement of the symptoms of
otitis externa such as pain, tchiness and redness or swelling in the external auditory panal,

A double-blind, placebo controlled study is conducted over a 10 day peried. A total
of 120 subjects, all prosenting for treatment of symptons of otitis externa, are chosen for the
study., The patients range in age from 14 to 50 years ald.

An initial assessment of the symptoms of each patient is conducted when the patients
rdtially present for treatment. The patient rates the severily of the symploms on.a 4-point
seate (G absenty 1 mild; 2 moderate; 3: severe), For inclusion in the study, & patient must be
rated with 1 score of two or above for otitis exferna.

The 120 subjects chosen for the study are separated fnto two separate groups of 60,
The characteristics of the symptoms between the two groups are comparable. The flist group
iy administered a three ear drop dose of the composition of the present invention af the onset
of the symptoms of otitis externa where the severity has reached at least a score of 2 as scoved
by the patient. The second group i administered a placebo medication at the onset of the
symptoms of otitis sxterna that is sintilar in all respects 1o the administered composition
except for the exclusion of the active ingredients hydrosortisone, chloroxylenol and
henzalkonium chioride. The various symptoms of otitis externa are evaluated by the patient

every 24 hrs after the beginning of treatment of the study medication using the same $-point
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scale, The symptoms evaluated are pain severity, itchinsss and redness or awelling in the
gxternal suditory canal.

The assessment of the relief for pain severity, itchiness and rednesy or swelling in the
external atditory canal is conducted for each subject group. The date is evaluated using
multiple Hnear regression analysis and a ¢tandard ttest. In each onalysis, the baseline valug
of the owtcome variable is included in the model as g covariant. Treatment by covariant
iteraction effects is tested by the method outlined by Weigel & Narvasz, 13 CONTROLLED
CLINICAL TRIALS 378-94 (1901} If there are no significant intersction effects; the nteraction
ferms are removed from the model, The regression raodel assumptions of normality and
homogeneity of variance of restduals are evaluated by inspection of the plots of residuals
versus predicted values, Detection of the temporal onset of effects is done sequentially by
testing for the presence of significant treatment effects at 0.5, 1, 3, 3 and 4 howrs, procseding
{0 the eaclier time o sequence only when significant effects have been identified at ssch later
time peripd, Changes from the basedine within each group are evaluated using paired ttests,
In addition, analysis of variance is performed on all baseline messurements and messurable
subject chavacteristios 1o assess homogeneity between groups. Al statistical procedures are
conducted using the Statistical Analysis Systent {SAS Institute Ine, Cary, NC). An alpha

fevel of .08 is tsed i all statistical tests.

treating the symptoms of otitls externs, Regarding potential adverse effects of taking the
medication, it here are no significant differonces betwseen the two therapeutic groups, ths
study will demonstrate that the admipistration of the composition of the present fnvention is
effective at treating symptoms of olitlg externa in addition to being well-tolerated by the

patients.



WO 2009/059191 PCT/US2008/082068

What is claimed is:

1.

A composition comprising an antibacterial, an anti-inflammatory, and an anti-septic,
wherein said composition is substantially free of pramoxine and said composition is
for ofic use.

The composition of claim 1, wherein said composition is substantially free of an
anesthetic.

The composition of claim 1, wherein said antibacterial is selected from one or more of
the group consisting of chloroxylenol (parachlorometaxylenol), acedapsone;
acetosulfone sodium; alamecin; alexidine; amdinocillin; amdinocillin pivoxil;
amicycline; amifloxacin; amifloxacin mesylate; amikacin; amikacin sulfate;
aminosalicylic acid; aminosalicylate sodium; amoxicillin; amphomycin; ampicillin;
ampicillin sodium; apalcillin sodium; apramycin; aspartocin; astromicin sulfate;
avilamycin; avoparcin; azithromycin; azlocillin; azlocillin sodium; bacampicillin
hydrochloride; bacitracin; bacitracin methylene disalicylate; bacitracin zinc;
bambermycins; benzoylpas calcium; berythromycin; betamicin sulfate; biapenem;
biniramycin; biphenamine hydrochloride; bispyrithione magsulfex; butikacin,
butirosin sulfate; capreomycin sulfate; carbadox; carbenicillin disodium,; carbenicillin
indanyl sodium; carbenicillin phenyl sodium; carbenicillin potassium, carumonam
sodium; cefaclor; cefadroxil; cefamandole; cefamandole nafate; cefamandole sodium;
cefaparole; cefatrizine; cefazaflur sodium; cefazolin; cefazolin sodium;
cefbuperazone; cefdinir; cefepime; cefepime hydrochloride; cefetecol; cefixime;,
cefmenoxime hydrochloride; cefmetazole; cefmetazole sodium; cefonicid
monosodium; cefonicid sodium; cefoperazone sodium; ceforanide; cefotaxime
sodium; cefotetan; cefotetan disodium; cefotiam hydrochloride; cefoxitin; cefoxitin
sodium; cefpimizole; cefpimizole sodium; cefpiramide; cefpiramide sodium;
cefpirome sulfate; cefpodoxime proxetil; cefprozil; cefroxadine; cefsulodin sodium;
ceftazidime; ceftibuten; ceftizoxime sodium; ceftriaxone sodium; cefuroxime;
cefuroxime axetil; cefuroxime pivoxetil; cefuroxime sodium; cephacetrile sodium;
cephalexin; cephalexin hydrochloride; cephaloglycin; cephaloridine; cephalothin
sodium; cephapirin sodium; cephradine; cetocycline hydrochloride; cetophenicol;
chloramphenicol; chloramphenicol palmitate; chloramphenicol pantothenate complex;
chloramphenicol sodium succinate; chlorhexidine phosphanilate; chlortetracycline

bisulfate; chlortetracycline hydrochloride; cinoxacin; ciprofloxacin; ciprofloxacin

- 35 -



WO 2009/059191 PCT/US2008/082068

hydrochloride; cirolemycin; clarithromyein; clinafloxacin hydrochioride;
clindamycin; clindamycin hydrochloride; clindamycin palmitate hydrochloride;
clindamycin phosphate; clofazimine; cloxacillin benzathine; cloxacillin sodium;
cloxyquin; colistimethate sodium; colistin sulfate; coumermycin; coumermycin
sodium; cyclacillin; cycloserine; dalfopristin; dapsone; daptomycin; demeclocycline;
demeclocycline hydrochloride; demecycline; denofungin; diaveridine; dicloxacillin;
dicloxacillin sodium; dihydrostreptomycin sulfate; dipyrithione; dirithromycin;
doxycycline; doxycycline calcium; doxycycline fosfatex; doxyeycline hyclate;
droxacin sodium; enoxacin; epicillin; epitetracycline hydrochloride; erythromycin;
erythromycin acistrate; erythromycin estolate; erythromycin ethylsuccinate;
erythromycin gluceptate; erythromycin lactobionate; erythromycin propionate;
erythromycin stearate; ethambutol hydrochloride; ethionamide; fleroxacin; floxacillin;
fludalanine; flumequine; fosfomycin; fosfomycin tromethamine; fumoxicillin;
furazolium chloride; furazolium tartrate; fusidate sodium; fusidic acid; ganciclovir
and ganciclovir sodium; gentamicin sulfate; gloximonam; gramicidin; haloprogin;
hetacillin; hetacillin potassium; hexedine; ibafloxacin; imipenem; isoconazole;
isepamicin; isoniazid; josamycin; kanamycin sulfate; kitasamycin; levofuraliadone;
levopropylcillin potassium; lexithromycin; lincomycin; lincomycin hydrochloride;
lomefloxacin; lomefloxacin hydrochloride; lomefloxacin mesylate; loracarbef;
mafenide; meclocycline; meclocycline sulfosalicylate; megalomicin potassium
phosphate; mequidox; meropenem; methacycline; methacycline hydrochloride;
methenamine; methenamine hippurate; methenamine mandelate; methicillin sodium;
metioprim; metronidazole hydrochloride; metronidazole phosphate; mezlocillin;
mezlocillin sodium; minocycline; minocycline hydrochloride; mirincamycin
hydrochloride; monensin; monensin sodiumr; nafcillin sodium; nalidixate sodium;
nalidixic acid; natainycin; nebramycin; neomycin palmitate; neomycin sulfate;
neomycin undecylenate; netilmicin salfate; neutramycin; nifuiradene; nifuraldezone;
nifuratel; nifuratrone; nifurdazil; nifurimide; nifiupirinol; nifurquinazol; nifurthiazole;
nitrocycline; nitrofurantoin; nitromide; norfloxacin; novobiocin sodium; offoxacin;
onnetoprim; oxacillin and oxacillin sodium; oximonam; oximonam sodium; oxolinic
acid; oxytetracycline; oxytetracycline calcium; oxytetracycline hydrochloride;
paldimycin; parachlorophenol; paulomycin; pefloxacin; pefloxacin mesylate;
penamecillin; penicillins such as penicillin g benzathine, penicillin g potassium,
penicillin g procaine, penicillin g sodium, penicillin v, penicillin v benzathine,
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penicillin v hydrabamine, and penicillin v potassium; pentizidone sodium; phenyl
aminosalicylate; piperacillin sodium; pirbenicillin sodium,; piridicillin sodium;
pirlimycin hydrochloride; pivampicillin hydrochloride; pivampicillin pamoate;
pivampicillin probenate; polymyxin b sulfate; porfiromycin; propikacin;
pyrazinamide; pyrithione zinc; quindecamine acetate; quinupristin; racephenicol;
ramoplanin; ranimycin; relomycin; repromicin; rifabutin; rifametane; rifamexil;
rifamide; rifampin; rifapentine; rifaximin; rolitetracycline; rolitetracycline nitrate;
rosaramicin; rosaramicin butyrate; rosaramicin propionate; rosaramicin sodium
phosphate; rosaramicin stearate; rosoxacin; roxarsone; roxithromycin; sancycline;
sanfetrinem sodium; sarmoxicillin; sarpicillin; scopafungin; sisomicin; sisomicin
sulfate; sparfloxacin; spectinomycin hydrochloride; spiramycin; stallimycin
hydrochloride; steffimycin; streptomycin sulfate; streptonicozid; sulfabenz;
sulfabenzamide; sulfacetamide; sulfacetamide sodium; sulfacytine; sulfadiazine;
sulfadiazine sodium; sulfadoxine; sulfalene; sulfamerazine; sulfameter;
sulfamethazine; sulfamethizole; sulfamethoxazole; sulfamonomethoxine;
sulfamoxole; sulfanilate zinc; sulfanitran; sulfasalazine; sulfasomizole; sulfathiazole;
sulfazamet; sulfisoxazole; sulfisoxazole acetyl; sulfisboxazole diolamine; sulfomyxin;
sulopenem; sultamricillin; suncillin sodium; talampicillin hydrochloride; teicoplanin;
temafloxacin hydrochloride; temocillin; tetracycline; tetracycline hydrochloride;
tetracycline phosphate complex; tetroxoprim; thiamphenicol; thiphencillin potassium,
ticarcillin cresyl sodium; ticarcillin disodium,; ticarcillin monosodium,; ticlatone;
tiodonium chloride; tobramycin; tobramycin sulfate; tosufloxacin; trimethoprim;
trimethoprim sulfate; trisulfapyrimidines; troleandomycin; trospectomycin sulfate;
tyrothricin; vancomycin; vancomycin hydrochloride; virginiamycin and zorbamycin;
The composition of claim 1, wherein said anti-inflammatory is selected from one or
more of the group consisting of hydrocortisone, hydroxyltriamcinolone alphamethyl
dexamethasone, dexamethasone-phosphate, beclomethasone dipropionate, clobetasol
valerate, desonide, desoxymethasone, desoxycorticosterone acetate, dexamethasone,
dichlorisone, diflorasone diacetate, diflucortolone valerate, fluadrenolone,
fluclarolone acetonide, fludrocortisone, flumethasone pivalate, fluosinolone
acetonide, fluocinonide, flucortine butylester, fluocortolone, fluprednidene
(fluprednylidene)acetate, flurandrenolone, halcinonide, hydrocortisone acetate,
hydrocortisone butyrate, methylprednisolone, triamcinolone acetonide, cortisone,

cortodoxone, flucetonide, fludrocortisone, difluorosone diacetate, fluradrenalone
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acetonide, medrysone, ame, amcinafide, betamethasone and the balance of its esters,
chlorprednisone, chlorprednisone acetate, clocortelone, clescinolone, dichlorisone,
difluprednate, flucloronide, flunisolide, fluoromethalone, fluperolone,
fluprednisolone, hydrocortisone valerate, hydrocortisone cyclopentylproprionate,
hydrocortamate, meprednisone, paramethasone, prednisolone, prednisone,
beclomethasone dipropionate, betamethasone dipropionate, triamcinolone
prostaglandin H synthetase inhibitors (Cox I or Cox II), flurbiprofen, ketorolac,
suprofen, nepafenac, amfenac, indomethacin, naproxen, ibuprofen, bromfenac,
ketoprofen, meclofenamate, piroxicam, sulindac, mefanamic acid, diflusinal,
oxaprozin, tolmetin, fenoprofen, benoxaprofen, nabumetome, etodolac,
phenylbutazone, aspirin, oxyphenbutazone, NCX-4016, HCT-1026, NCX-284, NCX-
456, tenoxicam, carprofen, cyclooxygenase type I selective inhibitors, vioxx,
celecoxib, P54, etodolac, L-804600, S-33516; PAF antagonists, A-137491, ABT-299,
apafant, bepafant, minopafant, E-6123, BN-50727, nupafant, modipafant, PDE IV
inhibitors, ariflo, torbafylline, rolipram, filaminast, piclamilast, cipamfylline, CG-
1088, V-11294A, CT-2820, PD-168787, CP-293121, DWP-205297, CP-220629, SH-
636, BAY-19-8004, and roftumilast.

The composition of claim 1, wherein said anti-septic is selected from one or more of
the group consisting of benzalkonium chloride, cetyl trimethylammonium bromide,
cetylpyridinium chloride, cetylpyridinium chloride, benzethonium chloride, 2%
aqueous iodine, boric acid, chlorhexidine gluconate, hydrogen peroxide, octenidine
dihydrochloride, ethanol, isopropanol, n~propanol, phenylethyl alcohol, benzyl
alcohol, and phenoxyethyl alcohol.

The composition of claim 1, wherein said antibacterial is chloroxylenol, said anti-
inflammatory is hydrocortisone and said anti-septic is benzalkonium chloride, and
wherein said composition is administrable to a patient.

The composition of claim 6, wherein said composition is in range amounts per 1 ml of
solution.

The composition of claim , wherein said composition is substantially free of other
added active ingredients.

The composition of claim 8, wherein said other active ingredient is another
antibacterial.

The composition of claim 8, wherein said other active ingredient is another anti-

inflammatory.
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The composition of claim 8, wherein said other active ingredient is another anti-
septic.

The composition of claim 9, wherein said antibacterial is selected from one or more of
the group consisting of acedapsone; acetosulfone sodium; alamecin; alexidine;
amdinocillin; amdinocillin pivoxil; amicycline; amifloxacin; amifloxacin mesylate;
amikacin; amikacin sulfate; aminosalicylic acid; aminosalicylate sodium; amoxicillin;
amphomycin; ampicillin; ampicillin sodium; apalcillin sodium; apramycin;
aspartocin; astromicin sulfate; avilamycin; avoparcin; azithromycin; azlocillin;
azlocillin sodium; bacampicillin hydrochloride; bacitracin; bacitracin methylene
disalicylate; bacitracin zinc; bambermycins; benzoylpas calcium; berythromycin;
betamicin sulfate; biapenem; biniramycin; biphenamine hydrochloride; bispyrithione
magsulfex; butikacin; butirosin sulfate; capreomycin sulfate; carbadox; carbenicillin
disodium; carbenicillin indanyl sodium; carbenicillin phenyl sodium; carbenicillin
potassium; carumonam sodium; cefaclor; cefadroxil; cefamandole; cefamandole
nafate; cefamandole sodium; cefaparole; cefatrizine; cefazaflur sodium; cefazolin;
cefazolin sodium; cefbuperazone; cefdinir; cefepime; cefepime hydrochloride;
cefetecol; cefixime; cefmenoxime hydrochloride; cefmetazole; cefmetazole sodium;
cefonicid monosodium,; cefonicid sodium; cefoperazone sodium; ceforanide;
cefotaxime sodium; cefotetan; cefotetan disodium; cefotiam hydrochloride; cefoxitin;
cefoxitin sodium; cefpimizole; cefpimizole sodium; cefpiramide; cefpiramide sodium;
cefpirome sulfate; cefpodoxime proxetil; cefprozil; cefroxadine; cefsulodin sodium;
ceftazidime; ceftibuten; ceftizoxime sodium; ceftriaxone sodium; cefuroxime;
cefuroxime axetil; cefuroxime pivoxetil; cefuroxime sodium; cephacetrile sodium;
cephalexin; cephalexin hydrochloride; cephaloglycin; cephaloridine; cephalothin
sodium; cephapirin sodium; cephradine; cetocycline hydrochloride; cetophenicol;
chloramphenicol; chloramphenicol palmitate; chloramphenicol pantothenate complex;
chloramphenicol sodium succinate; chlorhexidine phosphanilate; chlortetracycline
bisulfate; chlortetracycline hydrochloride; cinoxacin; ciprofloxacin; ciprofloxacin
hydrochloride; cirolemycin; clarithromycin; clinafloxacin hydrochloride;
clindamycin; clindamycin hydrochloride; clindamycin palmitate hydrochloride;
clindamycin phosphate; clofazimine; cloxacillin benzathine; cloxacillin sodium;
cloxyquin; colistimethate sodium; colistin sulfate; coumermycin; coumermycin
sodium; cyclacillin; cycloserine; dalfopristin; dapsone; daptomycin; demeclocycline;
demeclocycline hydrochloride; demecycline; denofungin; diaveridine; dicloxacillin;
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dicloxacillin sodium; dihydrostreptomycin sulfate; dipyrithione; dirithromycin;
doxycycline; doxycycline calcium; doxycycline fosfatex; doxycycline hyclate;
droxacin sodium; enoxacin; epicillin; epitetracycline hydrochloride; erythromycin;
erythromycin acistrate; erythromycin estolate; erythromycin ethylsuccinate;
erythromycin gluceptate; erythromycin lactobionate; erythromycin propionate;
erythromycin stearate; ethambutol hydrochloride; ethionamide; fleroxacin; floxacillin;
fludalanine; flumequine; fosfomycin; fosfomycin tromethamine; fumoxicillin;
furazolium chloride; furazolium tartrate; fusidate sodium; fusidic acid; ganciclovir,
ganciclovir sodium; gentamicin sulfate; gloximonam; gramicidin; haloprogin;
hetacillin; hetacillin potassium; hexedine; ibafloxacin; imipenem; isoconazole;
isepamicin; isoniazid; josamycin; kanamycin sulfate; kitasamycin; levofuraltadone;
levopropylcillin potassium; lexithromycin; lincomycin; lincomycin hydrochloride;
lomefloxacin; lomefloxacin hydrochloride; lomefloxacin mesylate; loracarbef;,
mafenide; meclocycline; meclocycline sulfosalicylate; megalomicin potassium
phosphate; mequidox; meropenem; methacycline; methacycline hydrochloride;
methenamine; methenamine hippurate; methenamine mandelate; methicillin sodium;
metioprim; metronidazole hydrochloride; metronidazole phosphate; mezlocilling
mezlocillin sodium; minocycline; minocycline hydrochloride; mirincamycin
hydrochloride; monensin; monensin sodiumr; nafcillin sodium; nalidixate sodium;
nalidixic acid; natainycin; nebramycin; neomycin palmitate; neomycin sulfate;
neomycin undecylenate; netilmicin sulfate; neutramycin; nifuiradene; nifuraldezone;
nifuratel; nifuratrone; nifurdazil; nifurimide; nifiupirinol; nifurquinazol; nifurthiazole;
nitrocycline; nitrofurantoin; nitromide; norfloxacin; novobiocin sodium; ofloxacin;
onnetoprim; oxacillin and oxacillin sodium; oximonam; oximonam sodium; oxolinic
acid; oxytetracycline; oxytetracycline calcium; oxytetracycline hydrochloride;
paldimycin; parachlorophenol; paulomycin; pefloxacin; pefloxacin mesylate;
penamecillin; penicillins such as penicillin g benzathine, penicillin g potassium,
penicillin g procaine, penicillin g sodium, penicillin v, penicillin v benzathine,
penicillin v hydrabamine, and penicillin v potassium; pentizidone sodium; phenyl
aminosalicylate; piperacillin sodium; pirbenicillin sodium; piridicillin sodium;
pirlimycin hydrochloride; pivampicillin hydrochloride; pivampicillin pamoate;
pivampicillin probenate; polymyxin b sulfate; porfiromycin; propikacin;
pyrazinamide; pyrithione zinc; quindecamine acetate; quinupristin; racephenicol;
ramoplanin; ranimycin; relomycin; repromicin; rifabutin; rifametane; rifamexil;
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rifamide; rifampin; rifapentine; rifaximin; rolitetracycline; rolitetracycline nitrate;
rosaramicin; rosaramicin butyrate; rosaramicin propionate; rosaramicin sodium
phosphate; rosaramicin stearate; rosoxacin; roxarsone; roxithromycin; sancycline;
sanfetrinem sodium; sarmoxicillin; sarpicillin; scopafungin; sisomicin; sisomicin
sulfate; sparfloxacin, spectinomycin hydrochloride; spiramycin; stallimycin
hydrochloride; steffimycin; streptomycin sulfate; streptonicozid; sulfabenz;
sulfabenzamide; sulfacetamide; sulfacetamide sodium; sulfacytine; sulfadiazine;
sulfadiazine sodium; sulfadoxine; sulfalene; sulfamerazine; sulfameter;
sulfamethazine; sulfamethizole; sulfamethoxazole; sulfamonomethoxine;
sulfamoxole; sulfanilate zinc; sulfanitran; sulfasalazine; sulfasomizole; sulfathiazole;
sulfazamet; sulfisoxazole; sulfisoxazole acetyl; sulfishoxazole diolamine; sulfomyxin;
sulopenem; sultamricillin; suncillin sodiom,; talampicillin hydrochloride; teicoplanin;
tematloxacin hydrochloride; temocillin; tetracycline; tetracycline hydrochloride;
tetracycline phosphate complex; tetroxoprim; thiamphenicol; thiphencillin potassium;
ticarcillin cresyl sodium; ticarcillin disodium; ticarcillin monosodium; ticlatone;
tiodonium chloride; tobramycin; tobramycin sulfate; tosufloxacin; trimethoprim;
trimethoprim sulfate; trisulfapyrimidines; troleandomycin; trospectomycin sulfate;
tyrothricin; vancomyein; vancomycin hydrochloride; virginiamycin and zorbamycin
The composition of claim 10, wherein said anti-inflammatory is selected from one of
more of the group consisting of hydroxyltriamcinolone alphamethyl dexamethasone,
dexamethasone-phosphate, beclomethasone dipropionate, clobetasol valerate,
desonide, desoxymethasone, desoxycorticosterone acetate, dexamethasone,
dichlorisone, diflorasone diacetate, diflucortolone valerate, fluadrenolone,
fluclarolone acetonide, fludrocortisone, flumethasone pivalate, fluosinolone
acetonide, fluocinonide, flucortine butylester, fluocortolone, fluprednidene
(fluprednylidene)acetate, flurandrenolone, halcinonide, hydrocortisone acetate,
hydrocortisone butyrate, methylprednisolone, triamcinolone acetonide, cortisone,
cortodoxone, flucetonide, fludrocortisone, difluorosone diacetate, fluradrenalone
acetonide, medrysone, ame, amcinafide, betamethasone and the balance of its esters,
chlorprednisone, chlorprednisone acetate, clocortelone, clescinolone, dichlorisone,
difluprednate, flucloronide, flunisolide, fluoromethalone, fluperolone,
fluprednisolone, hydrocortisone valerate, hydrocortisone cyclopentylproprionate,
hydrocortamate, meprednisone, paramethasone, prednisolone, prednisone,

beclomethasone dipropionate, betamethasone dipropionate, triamcinolone
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prostaglandin H synthetase inhibitors (Cox I or Cox II), flurbiprofen, ketorolac,
suprofen, nepafenac, amfenac, indomethacin, naproxen, ibuprofen, bromfenac,
ketoprofen, meclofenamate, piroxicam, sulindac, mefanamic acid, diflusinal,
oxaprozin, tolmetin, fenoprofen, benoxaprofen, nabumetome, etodolac,
phenylbutazone, aspirin, oxyphenbutazone, NCX-4016, HCT-1026, NCX-284, NCX-
456, tenoxicam, carprofen, cyclooxygenase type Il selective inhibitors, vioxx,
celecoxib, P54, etodolac, 1.-804600, S-33516; PAF antagonists, A-137491, ABT-299,
apafant, bepafant, minopafant, E-6123, BN-50727, nupafant, modipafant, PDE IV
inhibitors, ariflo, torbafylline, rolipram, filaminast, piclamilast, cipamfylline, CG-
1088, V-11294A, CT-2820, PD-168787, CP-293121, DWP-205297, CP-220629, SH-
636, BAY-19-8004, and roflumilast.

The composition of claim 11, wherein said anti-septic is selected from one or more of
the group consisting of cetyl trimethylammonium bromide, cetylpyridinium chloride,
cetylpyridinium chloride, benzethonium chloride, 2% aqueous iodine, boric acid,
chlorhexidine gluconate, hydrogen peroxide, octenidine dihydrochloride, ethanol,
isopropanol, n-propanol, phenylethyl alcohol, benzyl alcohol, and phenoxyethyl
alcohol.

The composition of claim 7, wherein said chloroxylenol is present in the range of
about 1.5 mg to about 0.5 mg.

The composition of claim 7, wherein said hydrocortisone is present in the range of
about 15 mg to about 5 mg.

The composition of claim 7, wherein said benzalkonium chloride is present in the
range of about 0.15 mg to about 0.05 mg,

The composition of claim 7, wherein said chloroxylenol is present in the range of
about 1.25 mg to about 0.75 mg.

The composition of claim 7, wherein said hydrocortisone is present in the range of
about 12.5 mg to about 7.5 mg.

The composition of claim 7, wherein said benzalkonium chloride is present in the
range of about 0.125 mg to about 0.075 mg.

The composition of claim 7, wherein said chloroxylenol is present in the range of
about 1.1 mg to about 0.9 mg.

The composition of claim 7, wherein said hydrocortisone is present in the range of

about 11 mg to about 9 mg.
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23.  The composition of claim 7, wherein said benzalkonium chloride is present in the
range of about 0.11 mg to about 0.09 mg.

24.  The composition of claim 7, wherein said composition comprises about 1.25 mg to
about 0.75 mg of chloroxylenol; about 12.5 mg to about 7.5 mg of hydrocortisone;
about 0.125 mg to about 0.075 mg of benzalkonium chloride.

25.  The composition of claim 7, wherein said composition comprises about 1.5 mg to
about 0.5 mg of chloroxylenol; about 15 mg to about 5 mg of hydrocortisone; about
0.15 mg to about 0.05 mg of benzalkonium chloride.

26.  The composition of claim 7, wherein said composition comprises about 1.1 mg to
about 0.9 mg of chloroxylenol; about 11 mg to about 9 mg of hydrocortisone; about
0.11 mg to about 0.09 mg of benzalkonium chloride.

27.  The composition of claim 7, wherein said chloroxylenol is present in the amount of
about 1 mg,

28.  The composition of claim 7, wherein said hydrocortisone is present in the amount of
about 10 mg.

29.  The composition of claim 7, wherein said benzalkonium chloride is present in the
amount of about 0.1 mg.

30.  The composition of claim 7, wherein said chloroxylenol is present in the amount of
about 1 mg; said hydrocortisone is present in the amount of about 10 mg; and said
benzalkonium chloride is present in the amount of about 0.1 mg.

31.  The composition of claim 1, wherein said composition is formulated within a vehicle.

32.  The composition of claim 31, wherein said vehicle is aqueous, non- aqueous,
oleaginous and viscous.

33.  The composition of claim 31, wherein said vehicle is selected from one or more of the
group consisting of glycols, alcohols, ethanol, isopropanol, glycerol, sorbitol, 2-
methoxy ethanol, mannitol, diethyl ether, dipropyl ether, methoxy polyoxyethylenes,
polyoxyethylene glycerols, polyoxyethylene sorbitols, stearoyl diacetin glycerin,
dehydrated glycerin, mineral oil, water, anhydrous glycerin, glycerol polyvinyl
alcohol, polyvinyl pyrrolidone, methyl cellulose, hydroxy propyl methylcellulose,
hydroxyethyl cellulose, carboxymethyl cellulose, hydroxy propyl cellulose sorbitol,
xylitol, cetrimide alkylaryltrialkylammonium chloride, alkylaryltrimethylammonium
chloride, amantanium bromide, benzethonium chloride, benzododecinium bromide,
cetalkonium chloride, cethexonium bromide, cetrimonium bromine, and

cetyldimethylethylammonium bromide.
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34, The composition of claim 33, wherein said glycol is selected from one or more of the
group consisting of polyethylene glycol (PEG) 300 or any other molecular weight of
PEG, propylene glycol, propylene glycol diacetate, diethylene glycol, ethylene glycol,
hexalene glycol and hexenyl glycol.

35.  The composition of claim 34, wherein said propylene glycol is present in the
concentration range of about 2 percent to 4 percent.

36.  The composition of claim 34, wherein said propylene glycol is present in the
concentration of about 3 percent.

37.  The composition of claim 1, wherein said composition comprises a skin permeation
enhancer.

38.  The composition of claim 37, wherein said skin permeation enhancer is selected from
one or more of the group consisting of ethanol, isopropanol, n-alkanols, limonene,
terpenes, dioxolane, propylene glycol, ethylene glycol, glycerol, dimethylsulfoxide
{(DMSO), dimethylformamide, methyl dodecyl sulfoxide, dimethylacetamide,
isopropyl myristate/palmitate, ethyl acetate, butyl acetate, methyl proprionate,
capric/caprylic triglycerides; ketones, acetamides, iriolein; sodium lauryl sulfate,
alkanoic acids, caprylic acid, azone, oleyl alcohol and dialkylamino acetates.

39.  The composition of claim 1, wherein said composition is administered to said patient
to treat and/or alleviate the occurrence or negative effects of otic inflammation.

40.  The composition of claim 1, wherein said composition is administered to said patient
to treat and/or alleviate the occurrence or negative effects of otic infections.

41. The composition of claim 1, wherein said composition is administered to said patient
to treat and/or alleviate the occurrence or negative effects of otitis externa.

42,  The composition of claim 41, wherein said otitis externa is from one or more of the
group consisting of acute otitis externa, chronic otitis externa.

43. The composition of claim 40, wherein said otic infections is from one or more of the
group consisting of furunculosis, otomycosis, acute diffuse otitiss externa, acute
localised otitis externa, chronic otitis externa, herpes oticus, dermatoses, malignant
otitis externa, perichondritis, acute otitis media, serous otitis media, chronic otitis
media, and vestibular neruonitis,

44,  The composition of claim 1, wherein said composition is contained within a delivery
system comprising a solution in a container that permits the administration of drops.

45. A method comprising administering to a patient the composition of claim 1.

46. A method comprising a patient taking the composition of claim 1.
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The method of claim 45, wherein said composition is substantially free of an
anesthetic.

The method of claim 45, wherein said antibacterial is selected from one or more of the
group consisting of chloroxylenol (parachlorometaxylenol), acedapsone; acetosulfone
sodium; alamecin; alexidine; amdinocillin; amdinocillin pivoxil; amicycline;
amifloxacin; amifloxacin mesylate; amikacin; amikacin sulfate; aminosalicylic acid;
aminosalicylate .sodium; amoxicillin; amphomycin; ampicillin; ampicillin sodium;
apalcillin sodium; apramycin; aspartocin; astromicin sulfate; avilamycin; avoparcin;
azithromycin; azlocillin; azlocillin sodium; bacampicillin hydrochloride; bacitracin;
bacitracin methylene disalicylate; bacitracin zinc; bambermycins; benzoylpas
calcium; berythromycin; betamicin sulfate; biapenem; biniramycin; biphenamine
hydrochloride; bispyrithione magsulfex; butikacin; butirosin sulfate; capreomycin
sulfate; carbadox; carbenicillin disodium; carbenicillin indanyl sodium; carbenicillin
phenyl sodium; carbenicillin potassium; carumonam sodium; cefaclor; cefadroxil;
cefamandole; cefamandole nafate; cefamandole sodium; cefaparole; cefatrizine;
cefazaflur sodium,; cefazolin; cefazolin sodium; cefbuperazone; cefdinir; cefepime;
cefepime hydrochloride; cefetecol; cefixime; cefmenoxime hydrochloride;
cefmetazole; cefmetazole sodium; cefonicid monosodium; cefonicid sodium;
cefoperazone sodium; ceforanide; cefotaxime sodium; cefotetan; cefotetan disodium;
cefotiam hydrochloride; cefoxitin; cefoxitin sodium; cefpimizole; cefpimizole
sodium; cefpiramide; cefpiramide sodium; cefpirome sulfate; cefpodoxime proxetil;
cefprozil; cefroxadine; cefsulodin sodium; ceftazidime; ceftibuten; ceftizoxime
sodium; ceftriaxone sodium; cefuroxime; cefuroxime axetil; cefuroxime pivoxetil;
cefuroxime sodium; cephacetrile sodium; cephalexin; cephalexin hydrochloride;
cephaloglycin; cephaloridine; cephalothin sodium; cephapirin sodium; cephradine;
cetocycline hydrochloride; cetophenicol; chloramphenicol; chloramphenicol
palmitate; chloramphenicol pantothenate complex; chloramphenicol sodium
succinate; chlorhexidine phosphanilate; chlortetracycline bisulfate; chlortetracycline
hydrochloride; cinoxacin; ciprofloxacin; ciprofloxacin hydrochloride; cirolemycin;
clarithromycin; clinafloxacin hydrochloride; clindamycin; clindamycin hydrochloride;
clindamycin palmitate hydrochloride; clindamycin phosphate; clofazimine; cloxacillin
benzathine; cloxacillin sodium; cloxyquin; colistimethate sodium; colistin sulfate;
coumermycin; coumermycin sodium; cyclacillin; cycloserine; dalfopristin; dapsone;
daptomycin; demeclocycline; demeclocycline hydrochloride; demecycline;
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denofungin; diaveridine; dicloxacillin; dicloxacillin sodium; dihydrostreptomycin
sulfate; dipyrithione; dirithromycin; doxycycline; doxycycline calcium; doxycycline
fosfatex; doxycycline hyclate; droxacin sodium; enoxacin; epicillin; epitetracycline
hydrochloride; erythromycin; erythromycin acistrate; erythromyein estolate;
erythromyein ethylsuccinate; erythromycin gluceptate; erythromycin lactobionate;
erythromycin propionate; erythromycin stearate; ethambutol hydrochloride;
ethionamide; fleroxacin; floxacillin; fludalanine; flumequine; fosfomycin; fosfomycin
tromethamine; fumoxicillin; furazolium chloride; furazolium tartrate; fusidate
sodium; fusidic acid; ganciclovir and ganciclovir sodium; gentamicin sulfate;
gloximonany; gramicidin; haloprogin; hetacillin; hetacillin potassium; hexedine;
ibafloxacin; imipenem; isoconazole; isepamicin; isoniazid; josamycin; kanamycin
sulfate; kitasamycin; levofuraltadone; levopropylcillin potassium; lexithromycin;
lincomycin; lincomycin hydrochloride; lomefloxacin; lomefloxacin hydrochloride;
lomefloxacin mesylate; loracarbef; mafenide; meclocycline; meclocycline
sulfosalicylate; megalomicin potassium phosphate; mequidox; meropenem;
methacycline; methacycline hydrochloride; methenamine; methenamine hippurate;
methenamine mandelate; methicillin sodium; metioprim; metronidazole
hydrochloride; metronidazole phosphate; mezlocillin; mezlocillin sodium;
minocycline; minocycline hydrochloride; mirincamycin hydrochloride; monensin,
monensin sodiumr; nafcitlin sodium; nalidixate sodium; nalidixic acid; natainycin;
nebramycin; neomycin palmitate; neomycin sulfate; neomycin undecylenate;
netilmicin sulfate; neutramycin; nifuiradene; nifuraldezone; nifuratel; nifuratrone;
nifurdazil; nifurimide; nifiupirinol; nifurquinazol; nifurthiazole; nitrocycline;
nitrofurantoin; nitromide; norfloxacin; novebiocin sodium; ofloxacin; onnetoprim;
oxacillin and oxacillin sodium; oximonam; oximonam sodium; oxolinic acid;
oxytetracycline; oxytetracycline calcium; oxytetracycline hydrochloride; paldimycin;
parachlorophenol; paulomycin; pefloxacin; pefloxacin mesylate; penamecillin;
penicillins such as penicillin g benzathine, penicillin g potassium, penicillin g
procaine, penicillin g sodium, penicillin v, penicillin v benzathine, penicillin v
hydrabamine, and penicillin v potassium; pentizidone sodium; phenyl
aminosalicylate; piperacillin sodium; pirbenicillin sodium; piridicillin sodium;
pirlimycin hydrochloride; pivampicillin hydrochloride; pivampicillin pamoate;
pivampicillin probenate; polymyxin b sulfate; porfiromycin; propikacin;
pyrazinamide; pyrithione zinc; quindecamine acetate; quinupristin; racephenicol;
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ramoplanin; ranimycin; relomycin; repromicin; rifabutin; rifametane; rifamexil;
rifamide; rifampin; rifapentine; rifaximin; rolitetracycline; rolitetracycline nitrate;
rosaramicin; rosaramicin butyrate; rosaramicin propionate; rosaramicin sodium
phosphate; rosaramicin stearate; rosoxacin; roxarsone; roxithromycin; sancycline;
sanfetrinem sodium; sarmoxicillin; sarpicillin; scopafungin; sisomicin; sisomicin
sulfate; sparfloxacin; spectinomycin hydrochloride; spiramycin; stallimyein
hydrochloride; steffimycin; streptomycin sulfate; streptonicozid; sulfabenz;
sulfabenzamide; sulfacetamide; sulfacetamide sodium,; sulfacytine; sulfadiazine;
sulfadiazine sodium; sulfadoxine; sulfalene; sulfamerazine; sulfameter;
sulfamethazine; sulfamethizole; sulfamethoxazole; sulfamonomethoxine;
sulfamoxole; sulfanilate zinc; sulfanitran; sulfasalazine; sulfasomizole; sulfathiazole;
sulfazamet; sulfisoxazole; sulfisoxazole acetyl; sulfisboxazole diolamine; sulfomyxin;
sulopenem; sultamricillin; suncillin sodium; talampicillin hydrochloride; teicoplanin;
temafloxacin hydrochloride; temocillin; tetracycline; tetracycline hydrochloride;
tetracycline phosphate complex; tetroxoprim; thiamphenicol; thiphencillin potassium;
ticarcillin cresyl sodium; ticarcillin disodium; ticarcillin monosodium,; ticlatone;
tiodonium chloride; tobramycin; tobramycin sulfate; tosufloxacin; trimethoprim;
trimethoprim sulfate; trisulfapyrimidines; troleandomycin; trospectomycin sulfate;
tyrothricin; vancomycin; vancomycin hydrochloride; virginiamycin and zorbamycin.
The method of claim 45, wherein said anti-inflammatory is selected from one or more
of the group consisting hydrocortisone, hydroxyltriameinolone alphamethyl
dexamethasone, dexamethasone-phosphate, beclomethasone dipropionate, clobetasol
valerate, desonide, desoxymethasone, desoxycorticosterone acetate, dexamethasone,
dichlorisone, diflorasone diacetate, diflucortolone valerate, fluadrenolone,
fluclarolone acetonide, fludrocortisone, flumethasone pivalate, fluosinolone
acetonide, fluocinonide, flucortine butylester, fluocortolone, fluprednidene
{(fluprednylidene)acetate, flurandrenolone, halcinonide, hydrocortisone acetate,
hydrocortisone butyrate, methylprednisolone, triamcinolone acetonide, cortisone,
cortodoxone, flucetonide, fludrocortisone, difluorosone diacetate, fluradrenalone
acetonide, medrysone, ame, amcinafide, betamethasone and the balance of its esters,
chlorprednisone, chlorprednisone acetate, clocortelone, clescinolone, dichlorisone,
difluprednate, flucloronide, flunisolide, fluoromethalone, fluperolone,
fluprednisolone, hydrocortisone valerate, hydrocortisone cyclopentylproprionate,

hydrocortamate, meprednisone, paramethasone, prednisolone, prednisone,
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beclomethasone dipropionate, betamethasone dipropionate, triamcinolone
prostaglandin H synthetase inhibitors (Cox I or Cox II), flurbiprofen, ketorolac,
suprofen, nepafenac, amfenac, indomethacin, naproxen, ibuprofen, bromfenac,
ketoprofen, meclofenamate, piroxicam, sulindac, mefanamic acid, diflusinal,
oxaprozin, tolmetin, fenoprofen, benoxaprofen, nabumetome, etodolac,
phenylbutazone, aspirin, oxyphenbutazone, NCX-4016, HCT-1026, NCX-284, NCX-
456, tenoxicam and carprofen, cyclooxygenase type II selective inhibitors, vioxx,
celecoxib, P54, etodolac, L-804600, §-33516; PAF antagonists, A-137491, ABT-299,
apafant, bepafant, minopafant, E-6123, BN-50727, nupafant and modipafant, PDE IV
inhibitors, ariflo, torbafylline, rolipram, filaminast, piclamilast, cipamfylline, CG-
1088, V-11294A, CT-2820, PD-168787, CP-293121, DWP-205297, CP-220629, SH-
636, BAY-19-8004, and roflumilast.

The method of claim 45, wherein said anti-septic is selected from one or more of the
group consisting of benzalkonium chloride, cety! trimethylammonium bromide,
cetylpyridinium chloride, cetylpyridinium chloride, benzethonium chloride, 2%
aqueous iodine, boric acid, chlorhexidine gluconate, hydrogen peroxide, octenidine
dihydrochloride, ethanol, isopropanol, n-propanol, phenylethyl alcohol, benzyl
alcohol, and phenoxyethyl alcohol.

The method of claim 45, wherein said antibacterial is chloroxylenol, said anti-
inflammatory is hydrocortisone and said anti-septic is benzalkonium, and wherein
said composition is administrable to a patient.

The method of claim 51, wherein said composition is in range amounts per 1 ml of
solution.

The method of claim 45, wherein said composition is substantially free of other added
active ingredients.

The method of claim 53, wherein said other active ingredient is another antibacterial.
The method of claim 53, wherein said other active ingredient is another anti-
inflammatory.

The method of claim 53, wherein said other active ingredient is another anti-septic.
The method of claim 54, wherein said antibacterial is selected from one or more of the
group consisting of acedapsone; acetosulfone sodium; alamecin; alexidine;
amdinocillin; amdinocillin pivoxil; amicycline; amifloxacin; amifloxacin mesylate;
amikacin; amikacin sulfate; aminosalicylic acid; aminosalicylate sodium; amoxicillin;
amphomycin; ampicillin; ampicillin sodium; apalcillin sodium; apramycin;
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aspartocin; astromicin sulfate; avilamycin; avoparcin; azithromycin; azlocillin;
azlocillin sodium; bacampicillin hydrochloride; bacitracin; bacitracin methylene
disalicylate; bacitracin zinc; bambermycins; benzoylpas calcium; berythromyein;
betamicin sulfate; biapenem; biniramycin; biphenamine hydrochloride; bispyrithione
magsulfex; butikacin; butirosin sulfate; capreomycin sulfate; carbadox; carbenicillin
disodium; carbenicillin indanyl sodium; carbenicillin pheny! sodium; carbenicillin
potassium; carumonam sodium; cefaclor; cefadroxil; cefamandole; cefamandole
nafate; cefamandole sodium; cefaparole; cefatrizine; cefazaflur sodium; cefazolin;
cefazolin sodium; cefbuperazone; cefdinir; cefepime; cefepime hydrochloride;
cefetecol; cefixime; cefmenoxime hydrochloride; cefmetazole; cefmetazole sodium;
cefonicid monosodium; cefonicid sodium; cefoperazone sodium; ceforanide;
cefotaxime sodium,; cefotetan; cefotetan disodium; cefotiam hydrochloride; cefoxitin;
cefoxitin sodium; cefpimizole; cefpimizole sodium; cefpiramide; cefpiramide sodium;
cefpirome sulfate; cefpodoxime proxetil; cefprozil; cefroxadine; cefsulodin sodium;
ceftazidime; ceftibuten; ceftizoxime sodium; ceftriaxone sodium; cefuroxime;
cefuroxime axetil; cefuroxime pivoxetil; cefuroxime sodium; cephacetrile sodium;
cephalexin; cephalexin hydrochloride; cephaloglycin; cephaloridine; cephalothin
sodinm; cephapirin sodium; cephradine; cetocycline hydrochloride; cetophenicol;
chloramphenicol; chloramphenicol palmitate; chloramphenicol pantothenate complex;
chloramphenicol sodium succinate; chlorhexidine phosphanilate; chlortetracycline
bisulfate; chlortetracycline hydrochloride; cinoxacin; ciprofloxacin; ciprofloxacin
hydrochloride; cirolemycin; clarithromycin; clinafloxacin hydrochloride;
clindamycin; clindamycin hydrochloride; clindamycin palmitate hydrochloride;
clindamycin phosphate; clofazimine; cloxacillin benzathine; cloxacillin sodium;
cloxyquin; colistimethate sodium; colistin sulfate; coumermycin; coumermycin
sodium; cyclacilling cycloserine; dalfopristin; dapsone; daptomycin; demeclocycline;
demeclocycline hydrochloride; demecycline; denofungin; diaveridine; dicloxacillin;
dicloxacillin sodium; dihydrostreptomycin sulfate; dipyrithione; dinthromycin;
doxycycline; doxycycline calcium; doxycycline fosfatex; doxycycline hyclate;
droxacin sodium; enoxacin; epicillin; epitetracycline hydrochloride; erythromycin;
erythromycin acistrate; erythromycin estolate; erythromycin ethylsuccinate;
erythromycin gluceptate; erythromycin lactobionate; erythromycin propionate;
erythromycin stearate; ethambutol hydrochloride; ethionamide; fleroxacin; floxacillin;

fludalanine; flumequine; fosfomycin; fosfomycin tromethamine; fumoxicilling
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furazolium chloride; furazolium tartrate; fusidate sodium; fusidic acid; ganciclovir
and ganciclovir sodium; gentamicin sulfate; gloximonam; gramicidin; haloprogin;
hetacillin; hetacillin potassium; hexedine; ibafloxacin; imipenem; isoconazole;
isepamicin; isoniazid; josamycin; kanamycin sulfate; kitasamycin; levofuraltadone;
levopropylcillin potassium; lexithromycin; lincomycin; lincomycin hydrochloride:
lomefloxacin; lomefloxacin hydrochloride; lomefloxacin mesylate; loracarbef;
mafenide; meclocycline; meclocycline sulfosalicylate; megalomicin potassium
phosphate; mequidox; meropenem; methacycline; methacycline hydrochloride;
methenamine; methenamine hippurate; methenamine mandelate; methicillin sodium;
metioprim; metronidazole hydrochloride; metronidazole phosphate; mezlocillin;
mezlocillin sodium; minocycline; minocycline hydrochloride; mirincamycin
hydrochloride; monensin; monensin sodiumr; nafcillin sodium; nalidixate sodium;
nalidixic acid; natainycin; nebramycin; neomycin palmitate; neomycin sulfate;
neomycin undecylenate; netilmicin sulfate; neutramycin; nifuiradene; nifuraldezone;
nifuratel; nifuratrone; nifurdazil; nifurimide; nifiupirinol; nifurquinazol; nifurthiazole;
nitrocycline; nitrofurantoin; nitromide; norfloxacin; novobiocin sodium; ofloxacin;
onnetoprim; oxacillin and oxacillin sodium; oximonam; oximonam sodium; oxolinic
acid; oxytetracycline; oxvtetracycline calcium; oxytetracycline hydrochloride;
paldimycin; parachlorophenol; paulomycin; pefloxacin; pefloxacin mesylate;
penamecillin; penicillins such as penicillin g benzathine, penicillin g potassium,
penicillin g procaine, penicillin g sodium, penicillin v, penicillin v benzathine,
penicillin v hydrabamine, and penicillin v potassium; pentizidone sodium; phenyl
aminosalicylate; piperacillin sodium,; pirbenicillin sodium; piridicillin sodium;
pirlimycin hydrochloride; pivampicillin hydrochloride; pivampicillin pamoate;
pivampicillin probenate; polymyxin b sulfate; porfiromycin; propikacin;
pyrazinamide; pyrithione zinc; quindecamine acetate; quinupristin; racephenicol;
ramoplanin; ranimycin; relomycin; repromicin; rifabutin; rifametane; rifamexil;
rifamide; rifampin; rifapentine; rifaximin; rolitetracycline; rolitetracycline nitrate;
rosaramicin; rosaramicin butyrate; rosaramicin propionate; rosaramicin sodium
phosphate; rosaramicin stearate; rosoxacin; roxarsone; roxithromycin; sancycline;
sanfetrinem sodium; sarmoxicillin; sarpicillin; scopafungin; sisomicin; sisomicin
sulfate; sparfloxacin; spectinomycin hydrochloride; spiramycin; stallimycin
hydrochloride; steffimycin; streptomycin sulfate; streptonicozid; sulfabenz;

sulfabenzamide; sulfacetamide; sulfacetamide sodium; sulfacytine; sulfadiazine;
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sulfadiazine sodium; sulfadoxine; sulfalene; sulfamerazine; sulfameter;
sulfamethazine; sulfamethizole; sulfamethoxazole; sulfamonomethoxine:
sulfamoxole; sulfanilate zinc; sulfanitran; sulfasalazine; sulfasomizole; sulfathiazole;
sulfazamet; sulfisoxazole; sulfisoxazole acetyl; sulfisboxazole diolamine; sulfomyxin;
sulopenem; sultamricillin; suncillin sodium; talampicillin hydrochloride; teicoplanin;
temafloxacin hydrochloride; temocillin; tetracycline; tetracycline hydrochloride;
tetracycline phosphate complex; tetroxoprim; thiamphenicol; thiphencillin potassium;
ticarcillin cresyl sodium; ticarcillin disodium; ticarcillin monosodium; ticlatone;
tiodonium chloride; tobramycin; tobramycin sulfate; tosufloxacin; trimethoprim;
trimethoprim sulfate; trisulfapyrimidines; troleandomycin; trospectomycin sulfate;
tyrothricin; vancomycin; vancomycin hydrochloride; virginiamycin and zorbamycin.
The method of claim 55, wherein said anti-inflammatory is selected from one or more
of the group consisting hydroxyltriamcinolone alphamethyl dexamethasone,
dexamethasone-phosphate, beclomethasone dipropionate, clobetasol valerate,
desonide, desoxymethasone, desoxycorticosterone acetate, dexamethasone,
dichlorisone, diflorasone diacetate, diflucortolone valerate, fluadrenolone,
fluclarolone acetonide, fludrocortisone, flumethasone pivalate, fluosinolone
acetonide, fluocinonide, flucortine butylester, fluocortolone, fluprednidene
(fluprednylidene)acetate, flurandrenclone, halcinonide, hydrocortisone acetate,
hydrocortisone butyrate, methylprednisolone, triamcinolone acetonide, cortisone,
cortodoxone, flucetonide, fludrocortisone, difluorosone diacetate, fluradrenalone
acetonide, medrysone, amc, amcinafide, betamethasone and the balance of its esters,
chlorprednisone, chlorprednisone acetate, clocortelone, clescinolone, dichlorisone,
difluprednate, flucloronide, flunisolide, fluoromethalone, fluperolone,
fluprednisclone, hydrocortisone valerate, hydrocortisone cyclopentylproprionate,
hydrocortamate, meprednisone, paramethasone, prednisolone, prednisone,
beclomethasone dipropionate, betamethasone dipropionate, triamcinolone
prostaglandin H synthetase inhibitors (Cox I or Cox II), flurbiprofen, ketorolac,
suprofen, nepafenac, amfenac, indomethacin, naproxen, ibuprofen, bromfenac,
ketoprofen, meclofenamate, piroxicam, sulindac, mefanamic acid, diflusinal,
oxaprozin, tolmetin, fenoprofen, benoxaprofen, nabumetome, etodolac,
phenylbutazone, aspirin, oxyphenbutazone, NCX-4016, HCT-1026, NCX-284, NCX-
456, tenoxicam, carprofen, cyclooxygenase type II selective inhibitors, vioxx,

celecoxib, P34, etodolac, L-804600, S-33516,; PAF antagonists, A-137491, ABT-299,
-51] -



39.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

WO 2009/059191 PCT/US2008/082068

apafant, bepafant, minopafant, E-6123, BN-50727, nupafant and modipafant, PDE IV
inhibitors, ariflo, torbafylline, rolipram, filaminast, piclamilast, cipamfyiline, CG-
1088, V-11294A, CT-2820, PD-168787, CP-293121, DWP-205297, CP-220629, SH-
636, BAY-19-8004, and roflumilast.

The method of claim 56, wherein said anti-septic is selected from one or more of the
group consisting of cetyl trimethylammonium bromide, cetylpyridinium chloride,
cetylpyridinium chloride, benzethonium chloride, 2% aqueous iodine, boric acid,
Chlorhexidine Gluconate, Hydrogen peroxide, Octenidine dihydrochloride, ethanol,
isopropanol, n-propanol, phenylethyl alcohol, benzyl alcohol, and phenoxyethyl
alcohol.

The method of claim 51, wherein said chloroxylenol is present in the range of about
1.5 to about 0.5 mg.

The method of claim 51, wherein said hydrocortisone is present in the range of about
15 mg to about 5 mg.

The method of claim 51, wherein said benzalkonium chloride is present in the range
of about 0.15 mg to about 0.05 mg.

The method of claim 51, wherein said chloroxylenol is present in the range of about
1.25 to about 0.75 mg.

The method of claim 51, wherein said hydrocortisone is present in the range of about
12.5 mg to about 7.5 mg.

The method of claim 51, wherein said benzalkonium chloride is present in the range
of about 0.125 mg to about 0.075 mg.

The method of claim 51, wherein said chloroxylenol is present in the range of about
1.1 mg to about 0.9 mg.

The composition of claim 7, wherein said hydrocortisone is present in the range of
about 11 mg to about 9 mg.

The method of claim 51, wherein said benzalkonium chloride is present in the range
of about 0.11 mg to about 0.09 mg.

The method of claim 51, wherein said composition comprises about 1.25 mg to about
0.75 mg of chloroxylenol; about 12.5 mg to about 7.5 mg of hydrocortisone; about
0.125 mg to about 0.075 mg of benzalkonium chloride.

The method of claim 51, wherein said composition comprises about 1.5 mg to about
0.5 mg of chloroxylenol; about 13 mg to about 5 mg of hydrocortisone; about 0.15 mg

to about 0.05 mg of benzalkonium chloride.
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71.  The method of claim 51, wherein said composition comprises about 1.1 mg to about
0.9 mg of chloroxylenol; about 11 mg to about 9 mg of hydrocortisone; about 0.11 mg
to about 0.09 mg of benzalkonium chloride.

72.  The method of claim 51, wherein said chloroxylenol is present in the amount of about
1 mg

73.  The method of claim 51, wherein said hydrocortisone is present in the amount of
about 10 mg.

74.  The method of claim 51, wherein said benzalkonium chloride is present in the amount
of about 0.1 mg.

75. The method of claim 45, wherein said antibacterial, anti-inflammatory an anti-septic
are formulated into a vehicle.

76.  The method of claim 75, wherein said vehicle is aqueous, non- agqueous, oleaginous or
viscous.

77. The method of claim 76, wherein said vehicle is selected from one or more of the
group consisting of glycols, alcohols, ethanol, isopropanol, glycerel, sorbitol, 2-
methoxy ethanol, mannitol, diethyl ether, dipropyl ether, methoxy polyoxyethylenes,
polyoxyethylene glycerols, polyoxyethylene sorbitols, stearoyl diacetin glycerin,
dehydrated glycerin, mineral oil, water, anhydrous glycerin, glycerol polyvinyl
alcohol, polyvinyl pyrrolidone, methyl cellulose, hydroxy propyl methylcellulose,
hydroxyethyl cellulose, carboxymethyl cellulose, hydroxy propyl cellulose sorbitol,
xylitol, cetrimide alkylaryltrialkylammonium chloride, alkylaryltrimethylammonium
chloride, amantanium bromide, benzethonium chloride, benzododecinium bromide,
cetalkonium chloride, cethexonium bromide, cetrimonium bromine, and
cetyldimethylethylammonium bromide.

78.  The method of claim 77, wherein said glycol is selected from one or more of the
group consisting of polyethylene glycol (PEG) 300 or any other molecular weight of
PEG, propylene glycol, propylene glycol diacetate, diethylene glycol, ethylene glycol,
hexalene glycol and hexenyl glycol.

79.  The method of claim 78, wherein said propylene glycol is present in the concentration
range of about 2 percent to 4 percent.

80.  The method of claim 78, wherein said propylene glycol is present in the concentration
of about 3 percent.

81.  The method of claim 45, wherein said composition comprises a skin permeation

enhancer.
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The method of claim 81, wherein said skin permeation enhancer is selected from one
or more of the group consisting of ethanol, isopropanol, n-alkanols, limonene,
terpenes, dioxolane, propylene glycol, ethylene glycol, glycerol, dimethylsulfoxide
(DMSQO), dimethylformamide, methyl dodecyl sulfoxide, dimethylacetamide,
isopropyl myristate/palmitate, ethyl acetate, butyl acetate, methyl proprionate,
capric/caprylic triglycerides; ketones, acetamides, triolein; sodium lauryl sulfate,
alkanoic acids, caprylic acid, azone, oleyl alcohol and dialkylamino acetates.

The method of claim 45, wherein said composition is administered to said patient to
treat and/or alleviate the occurrence or negative effects of otic inflammation.

The method of claim 45, wherein said composition is administered to said patient to
treat and/or alleviate the occurrence or negative effects of otic infections.

The method of claim 45, wherein said composition is administered to said patient to
treat and/or alleviate the occurrence or negative effects of otitis externa,

The method of claim 85, wherein said otitis externa is from one or more of the group
consisting of acute otitis externa, chronic otitis externa.

The method of claim 84, wherein said otic infections is from one or more of the group
consisting of furunculosis, otomycosis, acute diffuse ofitis externa, acute localised
otitis externa, chronic otitis externa, herpes oticus, dermatoses, malignant ofitis
externa, perichondritis, acute otitis media, serous otitis media, chronic otitis media,
and vestibular neruonitis.

The method of claim 43, wherein said composition is contained within a delivery
system comprising a solution in a container that permits the administration of drops.
The methed of claim 45, wherein said composition is administered to said patient at a
frequency selected from the group consisting of once a day, twice a day, three times a
day, four times a day, five times a day, six times a day, seven times a day, eight times
a day, nine times a day, ten times a day, eleven times a day and twelve times a day.
The method of claim 46, wherein said patient takes said composition at a frequency
selected from the group consisting of once a day, twice a day, three times a day, four
times a day, five times a day, six times a day, seven times a day, eight times a day,

nine times a day, ten times a day, eleven times a day and twelve times a day.
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The method of claim 45, wherein said composition is administered to said patient at a
frequency selected from the group consisting of once every hour, once every two
hours, once every three hours, once every four hours, once every five hours, once
every six hours, once every seven hours, once every eight hours, once every nine
hours, once every ten hours, once every eleven hours, once every twelve hours, once
every thirteen hours, once every fourteen hours, once every fifteen hours, once every
sixteen hours, once every seventeen hours, once every eighteen hours, once every
nineteen hours, once every twenty hours, once every twenty one hours, once every
twenty two hours, once every twenty three hours and once every twenty four hours.
The method of claim 46, wherein said patient takes said composition at a frequency
selected from the group consisting of once every hour, once every two hours, once
every three hours, once every four hours, once every five hours, once every six hours,
once every seven hours, once every eight hours, once every nine hours, once every ten
hours, once every eleven hours, once gvery twelve hours, once every thirteen hours,
once every fourteen hours, once every fifteen hours, once every sixteen hours, once
every seventeen hours, once every eighteen hours, once every nineteen hours, once
every twenty hours, once every twenty one hours, once every twenty two hours, once
every twenty three hours and ence every twenty four hours.

The method of claim 45, wherein said composition is administered to said patient in a
dose selected from the group consisting of 1 drop, 2 drops, 3 drops, 4 drops, 5 drops,
6 drops, 7 drops and 8 drops.
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