Ciloxan®

(ciprofioxacin hydrochioride ophthatmic
aintment} 0.3% as Base

Sterile Ophthalmic Ointment

DESCRIPYION:

CILOXAN® (ciprofioxacin hygrochloride  ophthalmic
ointment) Ophthalmic Ointment i a synthatic, sterils,

"%/ag

Aerobic gram-positive microorgsniems;
Bactiius species

Corynebacterium spoecies
Staphyloceccus hasmolyticus
Staphylococcus hominis

Asrodic gram-negative micraorganisme:

multiple doss. antimiesobial for topicat use. Clpr
I8 a fiuoroquinolane antibacterial. It Is availably as the
monohydrochloride monohydrats sait of 1-cyclopropyl-6-
'Iuoro-1,4-dlhydro-4-oxo-7-(1-pipcrulnyl]-a-
quinolinecarboxyfic acia. Ciprofloxacin It a faint to fight
yellow crystalline powder with a molecuylsr welght of
385.82. its ampiricat formuia 18 C,N,FN,0,sHCIFH,0
and #s chermical structure is as folfows:

[+]

F COOH

N
YHCHM.O

Clprofioxactn itfers from othes quinolgnes in that It hag &
fluorine atom st the B-position, § piperazine molety at the
T-posltion, and a cyclopropyl ring at the 1-position,

A b calcoaceticus

Enterobacter gsrogenes

Escherichix coii

Haemophivs parainfiventes

Klabswelle pneumonise

Morsxelis catarhatis

Neisserls gonorrioear

Protevs mirabills

Pgeudomonas acruginoss

Serratip marcesens

Moet strains of Buricholdans cepacis and some steaing of
Stenotroph ftophllis  are i to
clproftoxacin 35 are most anasroblc bacteria, including
8 fragifis and Ol difficile.

The minimal bactericidal concentration (MBGC} gensrally
daes not excoed the minimai inhibitory concentration
(MIG) by more than a factor of 2. Resistance to
ciprofioxsctn in vitro usually davelops siowly {multipte-
step mutation).

Clprofloxacin  doss  not  cross-rewct with other

Each gram of CILOXAN O [ ntak
Active: Cipr In HC! 3.33 my equivalent to 3 mg bass.
tngctves: Mineral Oil, Whits Petrolatum,

CLUNICAL PHARMACOLOGY:

Systamic Absorption: Absorption studies In himans with
the ciprafioxacin ointment have not been conducted.
however, based on studies with ciprofioxacin solytion,
0.3%, mean maximal concentrations are expactsd to be
less than 2.5 ng/mL,

Microdiology: Ciprofioxacin has in vitro activity against a
wide sange of gram-negative and gram-positive
organisms. The bactaricidal action of ciprofioxacin results
from interference with the enzyma DNA gyrags which is
nasded for the synthesls of bacterial ONA.

Ciproffoxacin has been shown 1o be active against most
strains of the foliowing microorganisms both 11 vitro and
In ciinical infections (SEE INDICATIONS AND USAGE
section)

Astobic gram-gosltive micruorgantams;

Staptiylococcys aursus (methicillin-susceptible strains)
Staphylococcus spidesmidtis (methiclin-sysceptivle straing)
Stphylococcus pheumoniae

Straptococcus Viridans Group

Aerobic gram-negative micrgorganisms:

Haemophijys inflvenzae

Ths following in vitro data are avalladle; but theie clinjcal

The safety and effectivansss of ciprofioxacin In treating
conjunctivitis dua to these miccoorganisims have not been
establizhed in acequate and well controfiad trials,

The tollowing organisms ars considered susceptible when
evalugted using sy brexkpoints. H A |
comvelation batween the in witro systemic breakpoint and
ophthalmological efficacy has not been established.
Ciprofloxacin exhibits I vitro minimar Inhibitory
toncentistions (MIG's) of Jug/mt or less (systemic
susceptible breakpoint) against most (290%) syalns of
the Tollowing ocular pathogens.

bl spents  such 33 beta-lactams  or
aminoglycosides, therefore, organisms resistant o these
drugs may be susceptible to ciproffoxacin. Organisms
fesistant to clprofloxacin may be susceptible to beta-
lacams or aminogytcosides,
Clinles!  Studivs; In  muiticenter cHinical trials,
approximately 75% of the patfients with signs and
symptoms of bacterlal conjunctivitis snd positive
conjunctival Cultures wera clinically cured and
pproximatety 80% had pr d path dicated
by the end of treatment (duy 7).
INDICATIONS AND USAGE:
CILOXAN Ophthatmic Ointment is indicated for the
treat Junctivitis caused by susceptible

t of bacterial con|

strains of the microorganisms lsted below;

Gram-Posltive:

Staphylococcus aureus

Staphylococcus spidermigis

Streplocactus preumontse

Streptococcus Viridans Geoup

Gram-Negative:

Hasmophitus inflyenzae

CONTRAINDICATIONS;

A history of hypersensitivity to ciprofloxacin or any other

of the mzdication I3 & contraindication to its

use. A history of hypersensitivity to other

g0 Indicate the uss of clprofl I

WARNINGS:

FOR TOPICAL OPHTHALMIC USE ONLY.

NOT FOR INJECTION INTO THE EYE,

Serioys  and  occasionally fatal  hyp Itivity

(anaphylactic} reactions. some followtng the first doss,

have besn reported in patients recelving systemic

quinclons therapy, Some reactions were accompaniad by
ardi I llapse, loss of gor , tingling,

pharyageal os faclal edema, dyspnes, urticaria, and

ltching. Only a few patients had a history of

hyperssnsitivity reactions. Seriaus anaphylactic rsactions

require immadiate smergancy trestment with epinephrine

and other resuscitation measures, inclutiing oxygen,

quinolones may
1.
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" Intiavenous  fiutds,  Int antl

M, 5

Wursing Mothara: 1t ia not known whather togically apglied

cortioosterolds, pressor smines and sirway g t
a8 thnically indicated.
PRECAUTIONS;

General: As with other antibacterial preparations,
prolonged use of Clprofioxacin may résult in overgrowth of
nonsusceptible  organisms,  Including  fungl. If
superinfaction occurs, appropriats therapy should be

: initiated. Whenever clinical judgment dictates, the patient

should be examined with ths aid ol magaification. such as
st lamp blomicroscopy and, where eppropriats,
flucrascetn stalning.

Clprofioxacia should be discontinued at the first
appearance of a skin rash or any other sign of
hypersensitivity reaction.

Ophthaimic cintments may raterd corneal heating and
€ausa visual blurring.

Patlents ehould be advised not to wear contact lenses if
they have signs and symptoms of bacterial canfunctivitis.
Information For Pstlents: Do not touch tip to any surface
a5 this may contaminate the aintment.

Drug Interactions: Specifi drug interaction studies have
not been conductsd with ophthaimic ciprofloxacin.

clpr i in hyman milk. However, it is
known that orally administered ciprofioxacin is excreted in
the milk of lgctating rats and oral ciprofioxacin has deen
Teported in human breaat miik after a single 500 mg doss.
Caution shoutd be exercised when CILOXAN® Ophthaimic
Qintment is edministered to a nursing mother.

Pediairiv Use: Safely and eMectivensss of CILOXAN
Ophthaimic Ointment 0.3% in padiatric patients below ths
ags of two years have not besn established. Although
Ciprofloxacin and other quinotones may cayse arthropathy
in Immature Beagle dogs afer orat sdministration, topicat
ocuiar administration of ciprotioxacin 1o immature animals
did not cause sny arthropathy and there is no svidence that
the ophthatmic gosage form has any effect on the welght
bearing Joints
ADVERSE REACTIONS:
The emott commonly reposted adverse expariences in
patients trested vath CILOXAN Ophthalmic Ointment were
white precipltates (13%) and discomfort (2%). Othet
tl fated with ciprotioxacin Qrerapy occurring in
less than 1% of p included sllerpic reactions, blurred
vision, corneal swining, decroased visusl acuity, dey eys.
cdema, gpltlhelliopathy, sye pain, Toreign body sansation,

However, the systemic administration of some Quinol

has been shown to elavate plasma concentrations of
theophyfling, interfers with the metabotism of caffeine,
enhance the effacts of the oral anticoagulant, wartarin, snd

it Gerivatives, and hes baan associsted with transient

clsvations In serym craatinine in patients teceiving
cytlosporine concomitantly,

Carcinogenesis, Mutagenesiz, Impalrment of Fantility:
Eight /n vitro mutagenicity tasts have been conducted with
clprofioxacin and the test results a¢s Histed balow:

SalmoneaMicrosome Test (Negative)

£ ¢oli ONA Repair Assay (Negative)

Mouse Lymphoma Cell Forward Mutation Assay
(Positive) )
Chinsse Hamster V79 Call MGPRT Test (Negative)
Syfian Hamstar Embdryo Cell Trangtormation

Assdy (Negative)

Saccharomyoes cersvisiae Point Mutation

Assdy (Negative)

Saccharomy isias Mitotic C. and

Gene Convergion Assay (Negative)
Aat Hepatocyte DNA Repair Assay (Positive)

Thus. two of the sight tests were positive, but the results
of the following thras /n vivo test systems pave
negative results;

Rat Hapstocyte DNA Repair Assay
Micronuctsus Test [Mice)
Oomingnt Lethal Test (Mice)

Long-term cascinogenicity studics in mice and rats have
been completed, Atter datly oral dosing for up 1o two
yaars, there Is no evidence that ciprofioxacin had sny
cascinoganic ot tumoriganic effacts In these species.

Pragnancy: Preg y Calegory C. Reproduction studies
have been performad in rats and mice at doses up o six
fimes e usual daily human oral dose end have revealed no
evidence of Impalred festility or harm 10 the fetus due to
clprofioxacin, In rabbits, a8 with most antimicrobial agants,
clprofloxscin (30 and 100 mg/kg orally} produced
gustrointestingl disturbances resulting in matarnal weight
103$ and an Increased incidence of abartion. No
teratogenicity was cbserved at eithes doss. After
Intravenous administration, at doses up to 20 mo/g. no
matemal toxicily was produced and no embrystoxicity or
teatogenicity was observed, Thore aré no edequate anc
wall controlied studies In pregnant women. GILOXANG
Ophthaimic Ointment should be used during pregnancy

. only # the potenial banefit justifies the potsntial ngk to

the tetus.

2389554198

Yp LR , keratopathy. lid
orythoma, §id margin hyperemia, photophobla, pryritus,
and tearing.

Systemic adverse reactions related to ciprofioxacin therpy
oocurred 81 an incidence below 1% and included dermatitis,
navsea and taste perversion.

DOSAGE AND ADMIKISTRATION:
Apply 3 1/2° (lbbon into the conjunctival sac thas times a

day on the tirst two days, then apply @ 172° nbbon two times

@ day for the next five deys.

How Supphled: Starlie ophthaimic ofntment: 3.5 g
ophthaimic gintment tubs.
3.5 g - NOC 0065-0654-35

8torage: Store at 38°F to 77°F (2°C 1o 25°C).

ANIMAL PHARMACOLOGY:

Clproftoxacin and related drugs have been shown 1o cause
arthropathy In ymmature animals of most specics tested
following oral administration. However, 2 ore month topicat
ocular study using immature Besgle dogs did nat
demonstrate any articular lesions.

CAUTION: Federal (USA) law prohitits dispensing without
prescription.

US. Patent No. 4.670.444

Alcon

OPHTHALMIC
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