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añd viral infections. If the infection is not im
proved after one w
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ent, cultures should be obtained to guide further
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), ear debris (0.6%
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~ Approved for the treatment of acute
otitis media with tympanostomy
tubes and acute otitis externa

~ CIPRODEXlã Otic is indicated for
patients 6 months and older
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CIPRODEXCI

(ciprofloxacin 0,3% and dexamethasone 0,1%) Sterile Otíc Suspension
DESCRiptiON
CIPRaOEXiI ¡ciprofloxacin 0.3% and dexamethasone 0.1%1 Starlle Olic Suspension contains the synthetic
broad.spectrum anlibecterial agent, ciprofioxacin hydrochloride, combined with the anti.infiemmatory
cortìcosteroid, dexamethasone, in a sterile, preserved susp(!nsion for otic iise. Each mL of CIPROOEXii
Otic contains ciprolloxaçin hydrochloride (equivalont to 3 mg ciprotioxacin basel, 1 mg dexamethasone,
and 0.1 mg benzalkonium chloride as a preservative. The inactive ingredients are boric acid, sodium
chloride, hydroxyethyl cellulo'so. tyloxapol, acetic acid, sodium acetate, odeta,e disodium, and purified
wat",. Sodium hydroxide or hydroChloric acid may be add,d for adjustment of pH.
Ciprofloxecin, a fluoroquiiiolon, is availabl, as Ihe monohydrochloride monohydrate salt of 1-cyclopropyi
+lIuoro.I,4-dihydro.4-oxo-1,II'piperazlnyll.3.quinolinec"boxylic acid. The empitical formula is
C I1H 18FN303.HCI.HiO. Oexomelhåsone, 9-fluoro.lllbetal, 11,21-trihydroKy.16Ielphal'm"thylpregna- 1.
4-diene~3,20-dione, is an anti-inflammatory corticosteroid. The empirical formula is CiiH29F05.
CLINICAL PHARMACOLOGY
Pharmacokin"tlcs: Following" single bilateral 4.drop Itotal dose = 0.28 mL, 0.84 mg ciprofloxacin, 0.28 109
dexamethasone i tooical oiic dose ot CIPROOEX(/ Otic 10 pediatric patients afler tympenoslomy tube
inserton, measuralÍle plasma concentrations of ciprofloxacin and dexamelhBsone were obsorved at 6
hours followino edministralion in 2 of 9 patients and 5 of 9 patients, respectively.
Meun SO peak plasma concentrations 01 ciprolloxacin wer' 1.39 0.880 ng/mL (n=91. Peak plasma
concentrations ran~ed from 0.543 ng/ml to 3.45 ng/ml and wore on average approximately 0.1 % of peak
plasma concentrations achieved with an oral dose of 250-mg 111. Peak plasma concentrations of
ciprofloxacin were obsÐrved within 15 minutes to 2 hours post doso application.
Mean SO peak plasma concentration, of dexamethasone wore 1.4 1.54 ng/mL In=9). Peak plasma
concentrations ranged from 0.135 ng/mL to 5.10 ng/mL and were on average approximalely 14% of peak
concentrations reported in the literature foilowing an oral 0.5-mg tablet do,eii/. Peek pla,me
concentrations oj dex:amethasone ware observed within 15 minutos to 2 hours post dose application,
Dexamethasone has been added 10 aid in the resolution of ¡he inflammatory response accompanying
bacterial infection (such as otorrhea in pediatric paiients with AOM wírh lympanostomy tubesl.

MícrobíologV: CìpiOfloxacin has in vitro activíty against a wide range of gram;positive and 9ram~negative
microorganism.. The bactaricidal action of ciprofloxacin results from intertarence with the enzyme, DNA
Qyraso, which is needed for the synthesis of bacterial DNA. Cross.resistan~e has been observ~d betwe~n
ciprofloxacin and other fluoraquinolones. There is generally no cross-resistance between ciprofloxacin
and other classes of antibBCterial agents such as beia.lactams or aminoglycosjdes.
Cipiofloxacin has been shown to be active aoainst most isola~es of the following microorganisms, boih in
vilra and clinically in oiic infections as described in the INDICATIONS AND USAGE section.

Aerobic and faculrative gram-positive microorganisms: Staphylococciis aI/reus, Srreptococcus
pncumoniil9. Aerobic and facultative gram~negative microorganisms: HaemophiJus influenzae, Moraxella
catarrhalis, Pseudamon.. aerug;nosa. INDICATIONS AND USAGE: CIPROOEXiI Otic is indicated for th~
treatment of infections caused by sU6capiHile isolates of the designa1ad microorganisms in the specific
condi'ions listed below: Aculs Otitis Media in padiatric patients lage 5 months and olderl with
tympanosiomy tubes due to Staphylococcus sf/reus, Streptococcus pneumonia9, Ha9mophillisliifluønZS8,
Mora.rtella catarrlialis, and Pseudomonas seruQinos8. Acute Olitis Externa in padietric (age B months and
olderl. adult and ~Idllriy patients due to Staphylococcus aureus and PS8udomon85 aeruginosa.
CONTRAINOICATIONS
CIPRODEX(ß Otic is contraindicated in patients with a history of hypersensitivity to ciproßoxacin, to other
quinolonas, or to any of tho components in this madication. Use of this product is contniindicÐted in viral
infections of the external cnna! including herpes simplex infections.
WARNINGS
FOR OTIC USE ONLY (This product is not approved for ophihalmic uso.l NOT FOR INJECTION
CIPRODEXi. Otic should be discontinued at the first appearance of a skin rash or any other sign of
hypetsansitivity. Ssrious and occasionally fatal hypersonsiti'Jity (anaphylactic) reactions, some following
the first dose, hava been reported in pa1Îents receiving systemic quinolones. Serious acute hypersensiiivity
reactions may require immediate emergency treatment.
PRECAUTIONS
General: As with other antibacterial preparaTions. usa of ihis product may .result in overgrovlth 01
nonsusceptible organisms, including yeast and fungi. If the infection is not impr~ved after one week of
troatment, cultures should be obtained to guide further treatment. If otorrhea persists after a full course ot
therapy, or if 'two or more episodes or otorrha8 occur within six months, further evaluation is recommend~d
to exclude an undarlyingcondition such as cholestearoma, foreign body, or a tumor. The systemic
administration of quinolonas, including ciprofloxacìnat doses much higher than given or absorbed b\, the
otic route, has led to lesions or erosions of the cartilage in weight-bearing joints and other signs of
arthropathy in immature animals of various species. Guinea pigs doseÂ in the middle ear with C~PRODEXtI
Otic for one mon1h exhibited no drug-related structural or functional changes of the cochlear hair cells and
no lesions in the ossiclcs. CIPRODEXCI Otic was aiso shown to lack dermal sensilzing potential in the
guine~ pig when iasted according to (he method of Buehler. No signs of local irritation were found when
CIPRODEXØ Otic was applied topically in the rabbit eya. Informeiion lor Patients: For otic use ,nly. (This
product is not approved .for .use in lh9 ave.) .Warm t~e botte i~ yo~r hand ~or one to two. minutes prior to
use and shako wall immediately before using. Avoid contaminating the tip with matarial from the ear,
fingers, or other sources. Protect from light. If rash or allergic reaction occurs, discontinue use
ìmmediatElIY and contact your physician. It is very important to use the ÐElr drops for as long as the docior
has instuct~d, evøn if the sVJptoms Improve. Discard unused .porton aftér thsrapy is completed. A~u!e
OtUls Media ;n podialr;c paiianll with Iympano.tomv tubes: Pnor 10 edminislrallon of CIPROOEX$ Ot'c in
patients (6 months and older) with acute otiiis medii' through tympaiiostomy tubes. the solulionshould be
warmed by holding the. bottle in the hand for one or tv.ia minutes to avoid dizziness which may result from
the- instilation or a cold solution. The patient should lie with ihe affected ear upward, and then the drops
should bo instiled. The tragus should then be pumped 5 times by pushing tnward to faciltate penetriltion af
the drops into the middle ear. This position .should be lTaintained for ,60 seconds. Repeat, if necessary, far
Ihe Opposiia ,ar lsoe OOSAGE ANO AOMINISTRATIONI. Acuta Oiiiis Exlerna: Prior to administration of
CIPROOEX'S Otic in patients with acoll otitisexterna, th, solution should be warmed by holding th, bott,
in the hand for one or two minutes to aI/aid dizziness which may result (rom 1he instilation of a cold
sçilution. The patii;mt should lie with the affected ear upward, and then ihe drops should be instilled. This
position should be maintained for 60- seconds to faciltate penetration. of tha drops into the ear canaL.
Rapeat, if necessary, for the oppo.h, oar ¡se" OOSAGE AND AOMINISTRATIONI_
Drug Interactions: Specific drug interoction studies have not been conduttod with CIPROOEXlI Otic.
Carcinogonesis, Mutagenosis, Impairment of Fertiltv: long-term carcinogenicity studies in mice and rats
heva been com plated fOr ciprofloxacin. After d,ily oral doses 01 750 mg/kg (micel and 250 mg/kg (raii)
were adminlstcmd for lip to 2 years. thera was no evidence that ciprofloxacin had any carcinogenic or
tumorigenic effecls in Ihesa species. No long term studies of CIPAODEXtI Otic have been performed to
evalu(lte carcinogenic potentiaL. Eighr in virro mutagenicity tests have baen conducted with eiprofloxacin,
end the test resliits ere listed below: Salmone/la/Microsome Test (Negativel, E. coli DNA R,pair Assa'i
INegativel, Mouse Lymphoma Cell Forward Mlitalion Ass,y (Positive), C~ine" Hamster V79 Cell HGP8T
Test ¡Negative), SyrianHamster Embryo Cell Transformatin Assay (Negativel, Saccharomyces cereVI51ae
Point Mutation Assny (Negativel. Saccharomyces cerSViS;t18 Mitotic Crossover and Gene Conversion
Assay IN,gative', Rat Hepatocyte DNA Repair Assay (Posilivel. Thus, 2 of the 8 lost. were posiiive, hul
results -of tho following 3 in vivo test syste'ms gave negative rosults: Rat Hepatocyte DNA Repair Assay,
Micrònucleus Test (Miceli Dominant Lethal Tost (Mice). Fertilty studies performed in rats at oral doses of
cìprofloxacin up to tOO mg/kg/day revealed no evidence of impairm,nt This wouid be over 100 times the
maximum recommended clinical (/ose of ototopical ciprofloxai:n basad U11i:n body surface area, assumrng
total absorption 01 ciprolloxacin from the ear of a patient ireated with CIPROOEXíl Otic iwice _per da,!
according to label directions. Long 1erm studies have not been performed to ei~aluate ~e ~arclnogen~c
potential of topical otic dexamethasone. Dexamethasone has been tested for In vitro and In VIVO genotoxic
patentißI and shown 10 be p9sitive in !hQ foUo\i~ing a~savs; chrom~somal aberr~tíons, sister-chrOlnatid
ex.change in human lymphocytes and micronuclei ßnd sliiter-chromatld exchanges In mouse bone marrow.
However. the Amesi'Salmonella assay, both with and without S9 mix, did not ShOIN any increase in His.f
revertants. The effect of dexamethasona on fertilitv has not been investigated following topical otic
applicarion. However. the lowest toxic dose 01 .dexamethasone identified. following topi~al dermal
application was 1.802 mgikg in a 26-weak study rn male rats iind resulted in chanQ.es to ihe testes,
epididymis, sperm duct, prostate, seminal vessicle, CO\il,per's gland and accessory glands. The relevance
of this study for shart term topical otic use is unknown.

Pregnancy
Teretogonlc Effects, Pregnancy Category C: Reproduction studies have baen periormad in rats and mice using orei
doses 01 up to 100 mg/kg and IV doses up to 30 mg/kg and have revoaled no evidenca of harm to the letus as a
result of ciprofloxacin. In rabbits, ciprolloxacin (30 end 100 mg/kg orallyl produced gastrointestinal disturbences
resulting in maternal weight loss and an increased incidence of abortion, but no teratogenicity was obierved at
either dose. After intravanous administration of doses up to 20 mg/kg, no maternal toxicity was produced in the
rebbit, and no embryotoxicily or teretogenicity was observed.Corticosteroids Bre generally teretogenic in
laboratory animals when administered systemically al relatively low dosege levels. The more potent corticosteroids
have been shown to be teratogenic aftar dermal application in tabor-atory animals. Animal reproduction studies
have not been conducted wit CIPRODEXif Otic, No adequete and well controlled studies have been pertormed in
"regnant women. Caution should be exercised when CIPROOEXi! Otic is used by a pregnant woman.
Nursing Motbers: Giproflox8cin end corticosteroids, as a class, appear in milk fallowing oral administration.
Dexamethasone in breast milk could suppress growth, interferD with endogenous corticosteroid production. or
cause other untoward effects, It is' not known whether topical otic administration of ciprofloxacin or
dexamethasone could result In sufficient systemic absorption to produce detectable quantities in human milk.
Because of the potential for unwanted effects in nursing infants. a decision should be made whether to discontinue
nursing or 10 discontinua the drug, taking inlo account the importence of the drug to the mother.

PedlOlric Usa: The sefety and efficacy 01 CIPROOEXiI Otic hav, been establishad in pediatric patients 6 months
end older (937 patienis) in adequate and well.controll,d Clinical trials. Allhough no data are availeble on patients
less than age 6 months, there are no known safety concerns or differences in the disease process in ihis population
thet would preclude US" olthis prodoct ISae DOSAGE AND ADMINISTRATION.) No clinically retevant chenges in
Iteering function were obsarved in 69 pediairic patienls ¡ago 4 to 12 yeorsl tre'ted wiih CIPRODEXi! Otic and iested
for audiometric parameters.
ADVERSE REACTIONS

In Phases /I end /II clinical trials, a totaf of 937 pelieOJ. were treated with CIPRODEX(/ Otic. This included 400
patients with scute otitis mtdia with tympanostomy tubl!s and 531 patientS with acute otitis 9xterna. The reported
treatment.related adverse events are listed below:
ACUle Otitis Medl. in padiatri, pallentf with IympBnoetomy tubes: The following treatment-related adverse avents
occurred in 0,5% or more of iha patients with non-ìntact tympanic membranes.

Adverse Event Incidence fN=400
Ear discomfort 3.0%

Ear pain 2.3%
Ear precipitate

0.5%Iresidu,)
Irritability 0.5%

Taste perversion 0.5%

The following treatment-related ildvørse events were each reported in a single patient: tympanostomy tube
blockage; ear pruritus; tinnitus; oral monilasis; crying; dizziness; and aryhema. Acute OlillsExterna: The following
treatment-related adverse eVBnts occurred in 0.4% or more at the patients with intact tympanic membranes,

Advarse Evant Incidenco (N.5371
Ear pruritus 1.5%

Ear debris 0.6%

Superimposed ear 0.6%
infection

Ear congestion 0.4%

Ear pain 0.%

Eryema 0.%

Tha following treatnient-(Qlated adverse events were .each reported in a single patiant: ear discomfort; dacraased
hearing: and ear disorder (tngling).

OOSAGE ANO AOMINISTRATION
CIPRODEX(/ OTIC SHOULD BE SHAKEN WEL IMMEOIATELY BEFORE USE
CIPRIIDEX(/ Otic cOntains 3 mg/mL f3000 o/mL) ciprofloxacin end I mg/mL dexamethason,.
Acute Otliis Media In pødlatrlç patients with tympanostomy iubes: The recommended dosage regimen for the
treatmant of aClIteotitis m.edia in pediatric patients (age 6 months and oldor) through tympenostomy tubes is: Four
drops (0.14 mL, 0.42 mg ciprolloxocin, 0.14 mg dexam,thasone! instillad into the affected ear twice deiiy for seven
days. The solution shoÚld be warmed by holding the bottle in the hand for one or two minutes to avoid dizzinass,
which m,y result from th, instiliation of a cold soluiion, The patient shouid lie with the affected aar upward, and
Ihen the drops should be instilled. The tragus should then be pumped 5 times b,! pushing inward 10 facilitate
penetration 01 the drops into iho middlo ear. This position should be maintained for 60 seconds. Repeat, If
nøcessarv. for the opposite ear. Discard unused portion after therapy is completed. Acute Otilis Extema: The
recommended dosage regimen for the treatment of ê!cute otitis externe is: For patients (aga 6 months and older):
Fou' dropS 10.f4 mL, 0.42 mg ciprolloxacin, 0.14 mg dexamathasone) instiled into tho affected ear twice deily for
sevan days. The solution should be warmed by holding Ihe bottle in the hand for ona or two minutes to evoid
diuiness, which may result from the instillation of a cold solution. Thepatjent should lie with the affected ear
upward. and 1hen ihe drops should be.jnstile~. This position should be maintained for 60 seconds to faciltate
p.snelIÐtion of the drops into the ear eana!. Repeat. if necessary, for the opposite ear, Discard unused portion after
therapy is completed.
HOW SUPPLIED
CIPRODEX(! lciprolloxacin 0.3% and dexamethosone 0.1 %) Sterile Otic SuspenSion is supplied as follows: 5 mL fill
and 7_5 mL till ina DROP-TAfNERtI system. The OROp.TAtNERi! system consists ot a natural polyethylene bottle
and natural plug. with a white polypropylene closure. Tamper evidence is provided with a shrink band around the
ctosure and neck area of the pockage. NOC 0065-8533.01, 5 mL lill; NOC 0066.8533.02, 7.5 mL fill. Storage: Store et
c"ntrolled room temperature, 15C to 30 (59F to 86F). Avoid fraezing. Protect Irom light
Clinical Siudies: fn a randomized, multicenter, controlled clinical trial, CIPROOEXCò Otic dosed 2 times per day for 7
days demonstrated clinical curlS in the per protocol analvsis in 86% of AOMT patients compared to 79% for
ofl.oxacin solution. O.3%;dosed 2 times per day for 10 days. Among culture positive patients, clinical cures were
90% for CIPRaOEXtI Otic compared to 79% for ofloxecin Soluiion, 0,3%. Microbiological eradication rates fortha"
peiients in the same clinical trial wera 91 % for CIPROOEXlI Oiic compered to 82% for ofloxecin solution, 0,3%. In 2
randomized multicenter, controlled clinic, i trials, CIPROOEXlI Otic dosed 2 times per dày for 7 days demonstreted
clinical cures in 81% and 94% of per protocol ,valuable AOE patients, respectively, comparad to 84% end 89%,
respeciively. for otic suspension conteining neomycin 0.35%, polymyxin B 10,000 IU/mL, and hydrocortisone 1.0%
("eo/poiy/HC). Among cuilure positive patients clinicel cures were 86% and 92% for CIPRaOEXiI Olic comparod to
84% and 89%, respectively, for neofpoly/HC. Microbiological cradic.ation rates for these patients in the same
clinical irials were 86% and 92% for CIPROOEXiI Otic comparod to 85% end 85%, respectivaly, for neo/poly/HC.
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