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Don'’t rock the hoat: less pain by day 2.2

* In a recent clinical study, a significantly higher number
of otitis externa patients using CIPRODEX® Otic
reported less pain by day two than patients using

CORTISPORIN* Otic.?

* Patients using CIPRODEX® Otic reported significantly
less severe pain in the first 12 hours compared to

patients treated with CORTISPORIN Otic.?

-30ak This Up: For More Cures, Reduce Pain and Inflammation Fast.

More Patients Report Less Pain’
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You're sunk without a more efficient anti-inflammatory.

» CIPRODEX® Otic, with the powerful anti-inflammatory
dexamethasone, was significantly more effective in
reducing inflammation than CORTISPORIN Otic.*

 Even minimal swelling in the ear canal can cause
severe pain.’

Otitis Externa —
inflammation of the external ear canal

CIPRODEX® Otic is indicated in patients 6 months and older for acute otitis externa due to Staphylococcus aureus
and Pseudomonas aeruginosa. CIPRODEX® Otic is contraindicated in patients with a history of hypersensitivity to
ciprofloxacin, other quinolones and viral infections. If the infection is not improved after one week of treatment,

cultures should be obtained to guide further treatment. Most commonly reported adverse reactions in clinical trials
in AOE patients: pruritus (1.5%), ear debris (0.6%), superimposed ear infection (0.6%), ear congestion (0.4%), ear pain
(0.4%) and erythema (0.4%).




Right in Your Backyard: Greater Safety and Success.

Twice the treatment success makes quite

a splash.

* In a comparison against the most common otitis
externa pathogen—Pseudomonas aeruginosa—
CORTISPORIN* Otic had more than two times
the treatment failure rate of CIPRODEX® Otic.*

Fewer Treatment Failures in Otitis Externa’

20

19 16%

- M CIPRODEX® Otic (n=100)
| CICORTISPORIN Ot (n=105)

% of Patients With Treatment Failure

'P=0.025

An ocean apart on safety.

« All aminoglycosides are ototoxic °

* A consensus panel of the American Academy
of Otolaryngology—Head and Neck Surgery—
unanimously recommends using topical antibiotic
preparations free of potential ototoxicity.”

* 1 out of 8 patients had an allergic reaction to neomycin,
an active ingredient in CORTISPORIN Otic ®

All Hommﬁ_wm_. better.




'Come Ahoard: ENTs Rely on CIPRODEX® Otic More than Any Other Topical Otic Drop.

Calm waters ahead with easier dosing.’
Proven Results in Otitis Externa"*"

a4 h 2 hH 7 CIPRODEX® | CORTISPORIN®

Otic Otic
4 DROPS 2 TIMES/DAY FOR 7 DAYS .
: Less Pain by Day Two

More Effective Anti-inflammatory

Cure the OF
sSummertime
Blues with
GIPRODEX" Otic.

More Successful Treatments

More Clinical Cures
Neomycin-free
Dexamethasone
Middle Ear Indication

BEEERENER

Easier Dosing

CIPRODEX® Otic is indicated in patients 6 months and o}der for acute otitis externa due to S taphylococcus aureus and Pseudomonas
aeruginosa. CIPRODEX® Otic is contraindicated in patients with a history of hypersensitivity to ciprofloxacin, other quinolones
aid viral infections. If the infection is not improved after one week of treatment, cultures should be obtained to guide further
treatment. Most commonly reported adverse reactions in clinical trials in AOE patients: pruritus (1.5%), ear debris (0.6%),
superimposed ear infection (0.6%), ear congestion (0.4%), ear pain (0.4%) and erythema (0.4%)
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January 31, 2005. 3. Data on file, Alcon Laboratories, Inc. (C98-18). 4. Roland PS, Pien FD, Schultz CC, et al. Efficacy and safety of topical ciprofloxacin/dexamethasone versus neomycin/polymyxin B/hydrocortisone for
otitis externa. Curr Med Res Opin. 2004;20:1175-1183. 5. La Rosa S. Primary care management of otitis externa. Nurse Pract. 1998:23:125-133. 6. Beers MH, Berkow R, eds. Infectious diseases: antibacterial drugs. In: The
Merck Manual of Diagnosis and Therapy. 17" ed. Whitehouse Station, NJ; Merck & Co., Inc.; 1999:section 13, chap 153. 7. American Academy of Otolaryngology-Head And Neck Surgery Foundation, Inc. Efficacy and safety
of topical antibiotics in the treatment of ear disease: consensus panel update 2004. Otolaryngol Head Neck Surg. 2004;130:551-s94. 8. Schapowal AG. Contact dermatitis to antibiotic ear drops is due to neomycin but not to
ciprofloxacin, Presented at: XXth Congress of the European Academy of Allergology and Clinical Immunology; May 2001; Berlin, Germany. 9. NDC Health, January-September 2004. 10. CORTISPORIN* Otic package insert.
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CIPRODEX

(ciprofloxacin 0.3% and
[!_examal_hasnne 0.1%)

ST

¢ Approved for the treatment of acute
otitis media with tympanostomy ’

e e ol T ipreforain 0.5% and desamethesone 0%
& CIPRODEX® Otic is indicated for STERILE OTIC SUSPENSION

tients 6 months and older
hat All together better.
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CIPRODEX®

(ﬁ,i Igaﬂoxacin 0.3% and dexamethasone 0,1%) Sterile Otic Suspension

DESCHI
CIPRODEX® {ciprofl in 0.3% and d h 0.1% Starile Otic Susp the sy
hroad-spectrum antib ial ageat, ciprofl hydrochloride, d with the anti-infl y

corticosteroid, dexamethasone, in a sterile, preserved suspension for otic use, Each ml of CIPRODEX®
Otic contains ciprofloxacin hydrochloride (equi 10 3 mg ciprof in base), 1 mg dexamethasona,
and 0.1 mg benzalkonium chloride as a preservative. The inactive ingredients are boric acid, sodium
chiorids, hydroxyethyl cellulose, tyloxapol, acetic acid, sodium acetate, adetate disodium, and purified
water. Sedium hydroxide or hydrochtoric acid may be added for adjustment of pH.

Ciprofloxacin, a fluoroquinolane is availabie as the monohydrochloride monohydrate salt of 1-cyclopropyl
-§-Huaro-1 4-dihydro-4-axo-7-(1-piparazinyl)-3-quinolinecarhoxylic acid. The smpirical formula is
C17H1gFN303-HCl-H20. Dexamethasone, 9-fluero-11{betal, 17,21 -trihydroxy-16(alpha)-methylpregna-1,
4-diane-3,20-dione, is an anti-inflammatory corticosteroid. The smpirical formula is C2pH29F05,

CLINICAL PHARMAGOLOGY

Pharmacokinstics: Following e single bilateral 4-drap {total dose = 0.28 mL, 0.84 mg ciprofloxacin, 0.26 mg
dexamethasone} topical atic dose of CIPRODEX® Oti‘c to pediatric patients after tympanostomy tube

insgrtion, measurable plasma aliods of cip in and hasaone were observed ar §
hours following administralion in 2 of 9 patients and 5 of 9 patients, respectively.
Meuan SD peak plasma ations of ciprofloxacin were 1339 0.880 ng/ml (n=9). Peak plasma

cancentrations ranged from 0.543 ng/mL to 3.45 ng/mL and wers on average approximately 0.15 of peak
plasma concentrations achieved with an oral dosa of 250-mg fll. Peak plasma concentrations of
ciprofloxacin were observed within 15 minutes to 2 hours past dose application.
Mean SO peak plasma concentrations of dexamethasone were 1.14 1,54 ng/mL (n=9). Paak plasma
cancentrations rangad from 0.135 ng/ml to 5.10 ng/mL and waere on average approximately 14% of peak
congentrations reported in the literature following an oral 0.5-mg tablet doseldl. Peak plasma
g of d h were observed within 15 minutes to 2 hours post dose appfication.
Dexamethasone has been added to aid in the resslution of the infl y resp i
bactsrial infection (such as otorrhea in pediatric patiants with AOM with tympanostomy tubes).
Microhiology: Ciprofioxacin has in vitro activity against a wide range of gram-positive and gram-negative
microorgani he bactericidal action of ciprafloxacin results from interfarence with the enzyme, ONA
gyrase, which is needed for the synthesis of bacterial DNA. Cross-resistance has been observed hewween
cipr in and other fluoroguinol There is generally na cross-resistance between ciprofloxacin
and other classes of antibacterral agents such as beta-lagtams or minoglycosides.
Cipéofloxacin has been shown to be active against most isolates of the following microorganisms, both in
vitrnand clinically in otic infections as described in the INDICATIONS AND USAGE section.

Aerobic end facultative gram-positive mj Staphyl aureus, Strep
pneumaniae. Aerabic and fasultative gram-negative mi gani Hi hilus infl Moraxella
catarrhalis, Pseudomonas aeruginosa. INDICATIONS AND USAGE: CIPRODEX® Otic is indicated for the
t of infections caused by plible isclates of the designatad microorganisms in the specific
conditions listed helow: Acute Otitis Media in pediatric patients {age 6 months and older with
tympanostomy tubes dus to Staphyi us aureus, Strep p iag, H philus infl
Maraxella catarrhalis, and Pseudomonas seruginoss. Acute Otitis Externa in padiatric {age 6 months and
older), adult and elderly patients due to Staphylococcus aureus and Pseudomonas acruginosa.
CONTRAINDICATIONS
CIPROUEX® Otic is contraindicated in patients with a history of hyparsensitivity to ciprofioxacin, to other
quinolones, or to any of the componants in this medication. Use of this preduct is contraindicated in viral
infections of the external canal including herpes simplex infections.
WARNINGS
FOR OTIC USE ONLY {This productis not approved for ophthalmic use.} NOT FOR INJECTION
CIPRODEN® Otic should be discantinued at the first appearance of a skin rash or any other sign of
vp itivity. Sarious and ionally fatal hypersensitivity (anaphylactic) reacti some following
the first dose, havs been reported in patients receiving systemic quinolones. Serious acute hypersensilivity
reaciions may raquire i diata v treatment.
PRECAUTIONS
General: As with other antihacterial preparations, vse of this product may result in overgrowth of
nonsusceptible orgenisms, including yeast and fungi. If the infection is not improved after one week of
traatmant, cultures should be oblained to guide further treatment. I otorrhea persists after a fuli course ot
therapy, or if two or more episades of otorrhaa occur within six months, further evaluation is recommended
to exclude an underlying condition such as cholesteatoma, forgign bady, or 8 tumor. The systemic
iministration of quinl including ciprofloxacin at dosas much higher than given or absorbed by the
otic raute, has lad to lesions or arosions of the cartilage in weight-bearing joints and other signs of
arthrapathy in immature animals of various species. Guiriea pigs dosed in the middie ear with CIPRODEX@
Dtic for one month exbibited no drug-related structural or functional changes of the cochlear hair cells and
no lesions in the ossicles. CIPRODEX® Otic wes aiso shown to fack dermal sensilizing potential in the
guinea pig when testad according o the method of Bueiler. No signs of local irritation were found when
CIPRODEXD Otic was applied topically in the rabbit eye. Information for Patients: For otic use only. (This
product is not approved for use in the aye.) Warm the botile in your hand for one to two minutes priot ta
usa and shake well immadiately before using. Avoid contaminating the tip with material from the ear,
finpers, or ather saurces. Protéct from light. If rash or allergic reaction oscurs, di i use

Pregnancy .

Te ic Effects. Pregnancy gory C: Reproduction siudies have been performad in rats and mice using orat
doses of up to 100 mg/kg and IV doses up to 30 mg/kg and have revealed no evidence of harm to the fetus as a
result of ciprofloxacin. in rabbits, ciprof in (30 and 100 mg/kg orally) produced gastrointestinal disturbances
resulting in maternal weight loss and an increasad incidence of abortion, but na teratogenicity was observed at
either dose. After intravenous administration of doses up to 20 mg/kg, no maternal toxicity was produced in the
rabbit, and no embryotoxicity or teratogenicity was observed. Corticosteroids are generally teratoganic in
laboratory animals when administered systemically at relatively low dosage levels. The mors potent corticosteroids
have been shown to be teratogenic afier dermal application in laboratory animals. Animal reproduction studies
have not been conducted with CIPRODEX® Otic. No adequate and well controlled studies have been parformed in
pregnant women. Caution should be exercised when CIPRODEX® Otic is used by a pregnant woman.

Nursing Mothers: Ciprofioxacin end corticosteroids, as a class, appear in milk following oral administration.
Dexamethasone in breast milk could suppress growth, interfere with end i oid production, or
cause other untoward effects. It is not known whether topicat otic ation of ciprafloxacin or
dexamethasong could rasult in sufficient systemic absorption 1o produce detectable quantities in human milk.
8 of the p ial for d effects in nursing infants, 2 decision should be made whethor to discontinue
nursing or to discontinue the drug, taking into account the importance of the drug to the mother.

Pedlatric Use: The safety and efficacy of CIPRODEX® Otic have hean astablished in pediatric patients 8 months
and plder {937 p 3 in ad and well-c lled clinical trials. Although no data are available on patients
less than age 6 months, there are no known safety conceras or differances in the disease process in this papulation
that would preclude uso of this product: {See DOSAGE AND ADMINISTRATION.} No clinically relevant changes in
hearing function were obssrved in 68 pediatric patients (ago 4 to 12 years) treated with CIPRODEX® Otic and tested
for audiomstric paramaters.

ADVERSE REACTIONS

In Phases il and )i} clinical trials, a total of 837 patients were treated with CIPRODEX® Otic. This included 400
patients with acate otitis media with tympanostomy tubes and 537 patients with acute otitis axterna. The reported
treatment-related adverse events are listed below:

Acute Otitis Media in padiatric patients with tympanostomy tubes: The following treatment-reiated adverse events
occurred in 0.5% or mors of the patients with non-intact tympanic membranes.

Adverse Event | Incidence {N=400}
Ear discomtort 3.0%

‘Egr pain 13%
Ear pracipitste

(restdua) 05%
Irritability 0.5%
Taste perversion 0.5%

The following treq(men}-rgiated adverse gvents were sach reportéd in a single patient: tympanostomy tube
blackage; ear pruritus; tinnitus; oral moniliasis; crying; dizziness; and erythema. Acute Otitls Extarna: The following
treatment-related adverse evants occurred in 0.4% or more of the patients with intact tympanic membranes.

Adverse Event | Incidence {N=537)

Ear pruritus

Ear dobris 0.6%
Ea¢ congastion 04%
Ear pain 0.4%
IErvthema 0.4%

Tha following treatment-ralated adverse events were ‘each reparted in a single patient: ear discomfort; decreased
hearing; and ear disorder {tingling).

DOSAGE AND ADMINISTRATION

CIPRODEX® OTIC SHOULD BE SHAKEN WELL IMMEDIATELY BEFORE USE

CIPRODEX® Otic contains 3 mg/mL (3000 g/mL) ciprofloxacin and I mg/ml. dexamethasone.

Azute Otitis Media In pedlatric patients with tymg y tubes: The r ded dosage regimen for the
trsatment of acute ofitis media in pediatric patients (age 6 months and older) through tympanostomy tubes is: Four
drops (0.14 mL, 0.42 mg cipr in, 0.14 mg o } institted into the affected ear twice daily for seven
days. Tha solution should be warmed by holding the bottle in the hand for one or two minutes to-avaid dizziness,
which may result from the instillation of a cold solution. The patient should lie with the affected sar upward, and
then the draps should e instiflad. The tragus should then be pumped § times by pushing inward to facilitate
penetration of tha drops into the middle ear. This position should be maintained for 60 saconds. Repaat, if
necessary, for the opposite ear. Discard unused portion after therapy is pleted. Acute Otitis . The
recommended dosage regiman for the eatment of acute otitis externa is: For patients (age 6 months and older):
Four drops {0.t4 mi, 0.42 mg ciprofloxacin, 0.14 mg d h ) instilled into the affected ear twice daily for
sevan days. The solution shauld be warmed by holding the bottle in the hand for ons or two minutes to svoid

immediately and contact your physician. }t is very important to use the ear drops for as long as the docior
has instructed, even if the symptoms Improve. Discard unused portion aftér therapy is completed. Agute
Otitis Media in pediatric patisnts with tympanostomy tubes: Prios to administration of CIPRODEX® Otic in
patients {6 months and older} with acute ofilis media through tympanastomy tubes, the solution should be
vearmed by hotding the bottle in the hand for one or two minutes to avoid dizziness which may result from
the instillation of a cold sofution. The patient should liv with the affected ear upward, and then the draps
shouid he instilied. The tragus should then be pumped 5 times by pushing inward to facilitate penetration of
the drops into the middle ear. This positioa should be maintained for 60 ds. Repeat, if y, for

which may result from the instillation of a cold solution. The patient should lie with the affected ear
upward, and then the drops should be.instilled. This position should be maintained for 60 seconds to facilitate
penatration of the drops into the ear canal. Repeat, if necessary, for the opposite ear. Discard unused portion after
therapy is compieted.

HOW SUPPLIED

CIPRODEX® {cipsobloxacin 0.3% and d t 0.1%) Sterile Otic Suspension is supplied as follows: § mL fili
and 7.5 mL fill in 'a DROP-TAINER® system. The DROP-TAINER® system consists of a natural polyethylene bottie
and naturaf plug, with a white polypropylens closure. Tamper evidence is provided with a shrink band around the
closure and neck area of the package. NDC 0065-8533-01, 5 mL fill; NDC 0066-8533-02, 7.5 mL fill. Storage: Store at

the opposite ear (sea DOSAGE AND ADMINISTRATION]. Acute Otitis Externa: Prior to inistration of
CIPRODEX® Otic in patients with acule alifis externa, the sotution should be warmed by halding the botile
in the hand for one or \wo minutes to avoid dizzinass which may result (rom the instillation of a cold
solution. The patient should lie with the affacted ear upward, and then the drops should ba instiled. This
positian shouid be maintained for 80 seconds to facilitate penetration of tha drops into the ear canal.
Repeat, if necessary, for the apposite ear {see DOSAGE AND ADMINISTRATION).
Drug Interactions: Specific drug interaction studies have not been canducted with CIPRODEX® Otic.
Carcinog is, M is, Impairment of Fertility: Lang-tarm carcinogenicity studies in mice and rats
have been completed for ciprofloxacin. After daily oral doses of 750 mg/kg {mice)} and 250 mg/ky {rats)
were administerad for up to 2 years, there was no evidence that ciprofloxacin had eny carcincgenic or
tumoriganic effecls in these species. No long term studies of CIPRODEX@ Otic have been performed to
{ carcinogenic p ial. Eight in vitro mutagenicity tests have been canducted with ciprofioxacin,
and the test rasults are listed below: Syl fis/Micrasome Test {Negative), £ coli DNA Repair Assay
(Negative}, Mouse Lymph Cell Forward M Assay (Positive), Chinese Hamstér Vzg Cell HGPRT
Test {Negative), Syrian Hamster Embryo Celt Tr ion Assay (Negative), Saccharomyces cerevisiae
Point Mutation Assay (Negative), Sacch ceravisine Mitotic Crossover and Gene Conversion
Assay (Negative), Rat Hepatocyte ONA Rapair Assay (Positive). Thus, 2 of the 8 tests ware posilive, hut
results of tha following 3 in wivo test systems gave negative resuits: Rat Hepatocyte DNA Repair Assay,
Micronuclous Tast {Mice), Dominant Lethal Tost (Mice). Fertility studies petformed in rats at oral doses of
tiproflaxacin up to 100 mg/kg/day revealed no evidence of impairment. This would be over 100 times the
maximum recommended clinical dose of ototopical ciprofloxacin based upen bedy surface area, assuming
total absorption of ciprofloxacin from the ear of a patient reatad with CIPRODEX® Otic twice per day
according to label diractions. Long term Studies have not heen performed to evaluate the carcinogenic
P jal of topical otic d i hasone has been tastad for /n vitra and in vivo genatoxic
potential and shown to he positive in the following assays; chromasomal aberrations, sister-chromatid
exchange in human lymphocytas and micronuclei and sister-chromatid exchangas in mouse bone marrow.
However, the Ames/Salmonelia assay, both with and without §9 mix, did not show any increase in His+
revartants. The effect of dexamethasons on fertility has not been investigated following topical otic
application. However, the lowest toxic dose ol dexamethasone identified following topical dermal
application was 1.802 mg/kg in a 26-weck study in male rats and resulted in changes to the testes,
epididymis, sperm duct, prostate, saminal vessicle, Cowper's gland and y gltands, The rel
of this study for short tarm topical otic use is unknowa.

Hied room tampersture, 15C to 30C (59F to 86F). Avoid freezing. Protect from light.

Clinical Studies: ina ized, multi ralied clinical trial, CIPRODEX® Otic dosed 2 times per day for 7
days demonstzated clinical curas in the per protoca! analysis in 86% of AOMT patients compared to 79% for
ofloxacin solution, 0.3%, dosed 2 times per day for 10 days. Among culture positive patients, clinical cures were
90% for CIPRODEX® Otic compared to 79% for ofloxacin solution, 0.3%. Microbiological eradication rates for these
patients in the sama clinical triaf were 91% for CIPRODEX® Otic comparad to 82% for ofloxacin solution, .3%. In 2
randomized multicanter, controlled clinical trials, CIPRODEX® Otic dosed 2 times per day for 7 days demonstrated
chinical curss in 87% and 34% of per protocol evaluable ADE patients, respectively, comparad to 84% and 89%,
raspectively, for otic suspension conteini ycin 0.35%, polymyxin B 10,000 iU/mL, and hydrocortisone 1.0%
[naofpoly/HC). Among culture positive patients clinical cures were 86% and 92% for CIPRODEX® Dlic comparad to
84% and 89%, respectively, for neo/poly/HC. Microbialogical eradication ratas for these patients in the same
clinical Irials were 86% and 92% for CIPRODEX® Otic compared to 85% and 85%, respectivaly, for neo/poly/HC.

Relerences:
1. Campoli-Richards DM, MonkﬁP, Price A, Banfield P, Todd PA, Ward A. Ciprofloxacin: A review of its

b ial activity, ph ic propartias and therapeutic use. Drugs 1988,35:373-447.
2. Loew D, Schuster 0, and Grawl €. Dose-dependent ph Kinetics of d h Eur J Clin Pharmacol
1986;30:225-230.
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CIPRODEX®

(ciprofloxacin 0.3% and dexamethasone 0.1%) Sterile Otic Suspension
DESCRIPTION
CIPRODEX® (ciprofloxacin 0.3% and dexamethasone 0.1%) Sterile Otic Suspension contains the synthetic
broad-spectrum antibacterial agent, ciprofloxacin hydrochloride, combined with the anti-inflammatory
corticosteroid, dexamethasone, in a sterile, preserved suspension for otic use. Each mL of CIPRODEX®
Otic contains ciprofloxacin hydrochloride (equivalent to 3 mg ciprofloxacin base), 1 mg dexamethasone,
and 0.1 mg benzalkonium chloride as a preservative. The inactive ingredients are boric acid, sodium
chloride, hydroxyethyl cellulose, tyloxapol, acetic acid, sodium acetate, edetate disodium, and purified
water. Sodium hydroxide or hydrochloric acid may be added for adjustment of pH.
Ciprofloxacin, a fluoroquinolone is available as the monohydrochloride monohydrate salt of 1-cyclopropyl
-6-fluoro-1,4-dihydro-4-oxo-7-(1-piperazinyl}-3-quinolinecarboxylic acid. The empirical formula is
C17H18FN303-HCI-H20. Dexamethasone, 9-fluoro-11({beta),17,21-trihydroxy-16(alpha)-methylpregna-1,
4-diene-3,20-dione, is an anti-inflammatory corticosteroid. The empirical formula is Co3H29F 05
CLINICAL PHARMACOLOGY
Pharmacokinetics: Following a single bilateral 4-drop (total dose = 0.28 mL, 0.84 mg ciprofloxacin, 0.28 mg
dexamethasone) topical otic dose of CIPRODEX® Otic to pediatric patients after tympanostomy tube
insertion, measurable plasma concentrations of ciprofloxacin and dexamethasone were observed at B
haurs following administration in 2 of 9 patients and 5 of 9 patients, respectively.
Mean SD peak plasma concentrations of ciprofloxacin were 1.39 0.880 ng/mL (n=9). Peak plasma
concentrations ranged from 0.543 ng/mL to 3.45 ng/mL and were on average approximately 0.1% of peak
plasma concentrations achieved with an oral dose of 250-mg [11. Peak plasma concentrations of
ciprofloxacin were observed within 15 minutes to 2 hours post dose application.
Mean SD peak plasma concentrations of dexamethasone were 1.14 1.54 ng/mL (n=9). Peak plasma
concentrations ranged from 0.135 ng/mL to 5.10 ng/mL and were on average approximately 14% of peak
concentrations reported in the literature following an oral 0.5-mg tablet dosel2l. Peak plasma
concentrations of dexamethasone were ohserved within 15 minutes to 2 hours post dose application.
Dexamethasone has been added to aid in the resolution of the inflammatory response accompanying
bacterial infection (such as otorrhea in pediatric patients with AOM with tympanostomy tubes).

Microbiology: Ciprofloxacin has in vitro activity against a wide range of gram-positive and gram-negative
microorganisms. The bactericidal action of ciprofloxacin results from interference with the enzyme, DNA
gyrase, which is needed for the synthesis of bacterial DNA. Cross-resistance has been observed between
ciprofloxacin and other fluoroquinolones. There is generally no cross-resistance between ciprofloxacin
and other classes of antibacterial agents such as beta-lactams or aminoglycosides.

Ciprofloxacin has been shown to be active against most isolates of the following microorganisms, both in
vitro and clinically in otic infections as described in the INDICATIONS AND USAGE section.

Aerobic and facultative gram-positive microorganisms: Staphylococcus aureus, Streptococcus
pneumoniae. Aerobic and facultative gram-negative microorganisms: Haemophilus influenzae, Moraxella
catarrhalis, Pseudomonas aeruginosa. INDICATIONS AND USAGE: CIPRODEX® Otic is indicated for the
treatment of infections caused by susceptible isolates of the designated microorganisms in the specific
conditions listed below: Acute Otitis Media in pediatric patients (age 6 months and older) with
tympanostomy tubes due to Staphylococcus aureus, Streptococcus pneumoniae, Haemophifus influenzae,
Moraxella catarrhalis, and Pseudomonas aeruginosa. Acute Otitis Externa in pediatric (age 6 months and
older), adult and elderly patients due to Staphylococcus aureus and Pseudomonas aeruginosa.
CONTRAINDICATIONS

CIPRODEX® Otic is contraindicated in patients with a history of hypersensitivity to ciprafloxacin, to other
quinolones, or to any of the components in this medication. Use of this product is contraindicated in viral
infections of the external canal including herpes simplex infections.

WARNINGS

FOR OTIC USE ONLY (This product is not approved for ophthalmic use.) NOT FOR INJECTION

CIPRODEX® Otic should be discontinued at the first appearance of a skin rash or any other sign of
hypersensitivity. Serious and occasionally fatal hypersensitivity (anaphylactic) reactions, some following
the first dose, have been reported in patients receiving systemic quinolones. Serious acute hypersensitivity
reactions may require immediate emergency treatment.

PRECAUTIONS

General: As with other antibacterial preparations, use of this product may result in overgrowth of
nonsusceptible organisms, including yeast and fungi. If the infection is not improved after one week of
treatment, cultures should be obtained to guide further treatment. If otorrhea persists after a full course of
therapy, or if two or mare episodes of otorrhea occur within six months, further evaluation is recommended
to exclude an underlying condition such as cholesteatoma, foreign body, or a tumor. The systemic
administration of quinolones, including ciprofloxacin at doses much higher than given or absorbed by 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 dosed in the middle ear with CIPRODEX®
Otic for one month exhibited no drug-related structural or functional changes of the cochlear hair cells and
no lesions in the ossicles. CIPRODEX® Otic was also shown to lack dermal sensitizing potential in the
guinea pig when tested according to the method of Buehler. No signs of local irritation were found when
CIPRODEX® Otic was applied topically in the rabbit eye. Information for Patients: For otic use only. (This
product is not approved for use in the eye.) Warm the bottle in your hand for one to two minutes prior to
use and shake well immediately before using. Avoid contaminating the tip with material from the ear,
fingers, or other sources. Protect from light. If rash or allergic reaction occurs, discontinue use
immediately and contact your physician. It is very important to use the ear drops for as long as the doctor
has instructed, even if the symptoms improve. Discard unused portion after therapy is completed. Acute
Otitis Media in pediatric patients with tympanostomy tubes: Prior to administration of CIPRODEX® Otic in
patients (6 months and older) with acute otitis media through tympanostomy tubes, the solution should be
warmed by holding the bottle in the hand for one or two minutes to avoid dizziness which may result from
the instillation of a cold solution. The patient should lie with the affected ear upward, and then the drops
should be instilled. The tragus should then be pumped 5 times by pushing inward to facilitate penetration of
the drops into the middle ear. This position should be maintained for 60 seconds. Repeat, if necessary, for
the opposite ear (see DOSAGE AND ADMINISTRATION). Acute Otitis Externa: Prior to administration of
CIPRODEX® Otic in patients with acute otitis externa, the solution should be warmed by holding the bottle
in the hand for one or two minutes to avoid dizziness which may result fram the instillation of a cold
solution. The patient should lie with the affected ear upward, and then the drops should be instilled. This
position should be maintained for 60 seconds to facilitate penetration of the drops into the ear canal.
Repeat, if necessary, for the opposite ear (see DOSAGE AND ADMINISTRATION).

Drug Interactions: Specific drug interaction studies have not been conducted with CIPRODEX® Otic.
Carcinogenesis, Mutagenesis, Impairment of Fertility: Long-term carcinogenicity studies in mice and rats
have been completed for ciprofloxacin. After daily oral doses of 750 mg/kg {mice} and 250 mg/kg (rats)
were administered for up to 2 years, there was no evidence that ciprofloxacin had any carcinogenic or
tumorigenic effects in these species. No long term studies of CIPRODEX® Otic have been performed to
evaluate carcinogenic potential. Eight in wiro mutagenicity tests have been conducted with ciprofloxacin,
and the test results are listed below: Salmonella/Microsome Test (Negative), E. coli DNA Repair Assay
(Negative), Mouse Lymphoma Cell Forward Mutation Assay (Positive), Chinese Hamster Vg Cell HGPRT
Test (Negative), Syrian Hamster Embryo Cell Transformation Assay (Negative), Saccharomyces cerevisiae
Point Mutation Assay (Negative), Saccharomyces cerevisiae Mitotic Crossover and Gene Conversion
Assay (Negative), Rat Hepatocyte DNA Repair Assay (Positive). Thus, 2 of the 8 tests were positive, but
results of the following 3 in vivo test systems gave negative results: Rat Hepatocyte DNA Repair Assay,
Micronucleus Test (Mice), Dominant Lethal Test (Mice). Fertility studies performed in rats at oral doses of
ciprofloxacin up to 100 mg/kg/day revealed no evidence of impairment. This would be over 100 times the
maximum recommended clinical dose of ototopical ciprofloxacin based upon body surface area, assuming
total absorption of ciprofloxacin from the ear of a patient treated with CIPRODEX® Otic twice per day
according to label directions. Long term studies have not been performed to evaluate the carcinogenic
potential of topical otic dexamethasone. Dexamethasone has been tested for in vitro and in vivo genotoxic
potential and shown to be positive in the following assays; chromosomal aberrations, sister-chromatid
exchange in human lymphocytes and micronuclei and sister-chromatid exchanges in mouse bone marrow.
However, the Ames/Salmonella assay, both with and without S9 mix, did not show any increase in His+
revertants. The effect of dexamethasone on fertility has not been investigated following topical otic
application. However, the lowest toxic dose of dexamethasone identified following topical dermal
application was 1.802 mg/kg in a 26-week study in male rats and resulted in changes to the testes,
epididymis, sperm duct, prostate, seminal vessicle, Cowper's gland and accessory glands. The relevance
of this study for short term topical otic use is unknown.

Pregnancy :

Teratogenic Effects. Pregnancy Category C: Reproduction studies have heen performed in rats and mice using oral
doses of up to 100 mg/kg and IV doses up to 30 mg/kg and have revealed no evidence of harm to the fetus as a
result of ciprofloxacin. In rabbits, ciprofloxacin (30 and 100 mg/kg orally) produced gastrointestinal disturbances
resulting in maternal weight loss and an increased incidence of abortion, but no teratogenicity was observed at
either dose. After intravenous administration of doses up to 20 mg/kg, no maternal toxicity was produced in the
rabbit, and no embryotoxicity or teratogenicity was observed. Corticosteroids are generally teratogenic in
laboratory animals when administered systemically at relatively low dosage levels. The more potent corticosteroids
have been shown to be teratogenic after dermal application in laboratory animals. Animal reproduction studies
have not been conducted with CIPRODEX® Otic. No adequate and well controlled studies have been performed in
pregnant women. Caution should be exercised when CIPRODEX® Otic is used by a pregnant woman.

Nursing Mothers: Ciprofloxacin and corticosteroids, as a class, appear in milk following oral administration.
Dexamethasone in breast milk could suppress growth, interfere 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 to discontinue the drug, taking into account the importance of the drug to the mother.

Pediatric Use: The safety and efficacy of CIPRODEX® Otic have been established in pediatric patients 6 months
and older (337 patients) in adequate and well-controlled clinical trials. Although no data are available on patients
less than age 6 months, there are no known safety concerns or differences in the disease process in this population
that would preclude use of this product. (See DOSAGE AND ADMINISTRATION.) No clinically relevant changes in

hearing function were observed in 69 pediatric patients (age 4 to 12 years) treated with CIPRODEX® Otic and tested
for audiometric parameters.
ADVERSE REACTIONS

In Phases Il and Il clinical trials, a total of 937 patients were treated with CIPRODEX® Otic. This included 400
patients with acute otitis media with tympanostomy tubes and 537 patients with acute otitis externa. The reported
treatment-related adverse events are listed below:

Acute Otitis Media in pediatric patients with tympanostomy tubes: The following treatment-related adverse events
occurred in 0.5% or more of the patients with non-intact tympanic membranes.

Adverse Event | Incidence (N=400)
Ear discomfort 3.0%
Ear pain 2.3%
Fri rS ﬁ;lrﬁ §]| pitate 0.5%
Irritability 0.5%
Taste perversion 0.5%

The following treatment-related adverse events were each reported in a single patient. tympanostomy tube
blockage; ear pruritus; tinnitus; oral moniliasis; crying; dizziness; and erythema. Acute Otitis Externa; The following
treatment-related adverse events occurred in 0.4% or more of the patients with intact tympanic membranes.

Adverse Event | Incidence (N=537)

Ear pruritus 1.5%
Ear debris 0.6%
ISuper_lmp::lsed gar 0.6%
infection

Ear congestion 0.4%
Ear pain 0.4%
Erythema 0.4%

The following treatment-related adverse events were each reported in a single patient: ear discomfort: decreased
hearing; and ear disorder (tingling).

DOSAGE AND ADMINISTRATION

CIPRODEX® OTIC SHOULD BE SHAKEN WELL IMMEDIATELY BEFORE USE

CIPRODEX® Otic contains 3 mg/mL (3000 g/mL) ciprofloxacin and 1 mg/mL dexamethasone.

Acute Otitis Media in pediatric patients with tympanostomy tubes: The recommended dosage regimen for the
treatment of acute otitis media in pediatric patients (age 6 months and older) through tympanostomy tubes is: Four
drops (0.14 mL, 0.42 mg ciprofloxacin, 0.14 mg dexamethasone) instilled into the affected ear twice daily for seven
days. The solution should be warmed by holding the bottle in the hand for one or two minutes to avoid dizziness,
which may result from the instillation of a cold solution. The patient should lie with the affected ear upward, and
then the drops should be instilled. The tragus should then be pumped 5 times by pushing inward to facilitate
penetration of the drops into the middle ear. This position should be maintained for 60 seconds. Repeat, if
necessary, for the opposite ear. Discard unused portion after therapy is completed. Acute Dtitis Externa; The
recommended dosage regimen for the treatment of acute otitis externa is: For patients (age 6 maonths and older):
Four drops {0.14 mL, 0.42 mg ciprofloxacin, 0.14 mg dexamethasone) instilled into the affected ear twice daily for
seven days. The solution should be warmed by holding the bottle in the hand for one or two minutes to avoid
dizziness, which may result from the instillation of a cold solution. The patient should lie with the affected ear
upward, and then the drops should be instilled. This position should be maintained for 60 seconds to facilitate
penetration of the drops into the ear canal. Repeat, if necessary, for the opposite ear. Discard unused portion after
therapy is completed.

HOW SUPPLIED

CIPRODEX® (ciprofloxacin 0.3% and dexamethasone 0.1%) Sterile Otic Suspension is supplied as follows: 5 mL fill
and 7.5 mL fill in a DROP-TAINER® system. The DROP-TAINER® system consists of a natural polyethylene hottle
and natural plug, with a white polypropylene closure. Tamper evidence is provided with a shrink band around the
closure and neck area of the package. NDC 0065-8533-01, 5 mL fill; NDC 0065-8533-02, 7.5 mL fill. Storage: Store at
controlled room temperature, 15C to 30C (59F to 86F). Avoid freezing. Protect from light.

Clinical Studies: In a randomized, multicenter, controlled clinical trial, CIPRODEX® Otic dosed 2 times per day for 7
days demonstrated clinical cures in the per protocal analysis in 86% of AOMT patients compared to 79% for
ofloxacin solution, 0.3%, dosed 2 times per day for 10 days. Among culture positive patients, clinical cures were
90% for CIPRODEX® Otic compared to 79% for ofloxacin solution, 0.3%. Microbiological eradication rates for these
patients in the same clinical trial were 91% for CIPRODEX® Otic compared to 82% for ofloxacin solution, 0.3%. In 2
randomized multicenter, controlled clinical trials, CIPRODEX® Otic dosed 2 times per day for 7 days demonstrated
clinical cures in 87% and 94% of per protocol evaluable AQE patients, respectively, compared to 84% and 89%,
respectively, for otic suspension containing neomycin 0.35%, polymyxin B 10,000 1U/mL, and hydrocortisone 1.0%
ineo/poly/HC). Amang culture positive patients clinical cures were 86% and 92% for CIPRODEX® Otic compared to
84% and 89%, respectively, for neo/poly/HC. Microbiological eradication rates for these patients in the same
clinical trials were 86% and 92% for CIPRODEX® Otic compared to 85% and 85%, respectively, for neo/poly/HC.
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