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This label may not be the latest approved by FDA.

Ciloxan®

(ciprafioxacin hydrachloride ophthalmic
ointment) 0.3% as Base

Sterile Ophthalmic Dintment

DESCRIPYION:

"%/58

Asroblc gram-positive microorganisms;
Bacillus speciss

Corynabacterium species
Staphylococcus haemelyticus

Stephyi hominis

CILOXAN® (ciprofioxacin hydrochloride ophthalmi
oirtment) Ophthalmic Ointment is a hatle, sterfls,
multiple dose. antimicsobial for topicat use. Clprofioxacin
I8 a fivoroguinclane antibacterial. It Is avaitably as the
moaohydrochloride monohydrats sait of 1-cyclopropyl-6+
Huow-1.4-01hydro—4-oxo-7-(1-pigcrulnyi)-a-
quinolinecarboxyfic acia. Ciprofloxacin s a faint o fight
yollow crystafline powder with 3 moleculsr weight of
385.82. Ite ampiricat formuia Is C,N,FN,0,sHCIH,0
and its chemical structure is as foltows:
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Clorofioxacin gitfers from othes quinolones in that It hag a
fluorine atom at the B-position, § piperazine molety 8t the
7-position, and a cyclopropyl ring at the 1-position,

Aerodic gram-negative micraorganisma:

Acinstobacter calsoaceticus

Enterobacter aeroganes

Escherichix coii

Haemophiius pasainfivenzes

Klabsells pneumonise

Morsxelis catarhalis

Neisserly gonormoeae

Protevs mirabitts

Pgeudomonas acruginoss

Serratis marcesens

Mogt strains of Burkholdens cepacis and some sicaing of
Stenotroph ftophiiis  ate istant  to
clproftoxacin 35 are most anasroblc bacteris, including
B fragilis and Clostridium ditficis.

Thé minimal b: ' (MBC) g ]
does not exceed the minimat inhtbitory concentration
(MIC) by more then a factor of 2. Resistancs to
ciprofloxactn n vitro ususlly davelops siowly (multipte-
step mutstion).

Clprofioxacin  does not cross-resct  with  other

Each grem of CILOYXAN 0 O ntak bl
Active: Cipr In HC! 3.33 mg squivalent to 3 mg base.

{nacOves: Mineral Oil, Whits Petrolatum, drugs may be
CUNICAL PHARMACOLOGY:

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

Microdioiogy: Ciprofioxacin has in vitro activity gainst a
wide «ange of gram-negative and gram-positive
organisms. The bactacicidal action of ciprofioxacin results
from interference with the enzyme ONA gyrass which is
nasded for the synthesis of bacterial DNA.

Ciproffoxacin has been shown to be active agsinst most
straing of the following microorganisms both 1 vitro and
Incilnical infections (SEE INDICATIONS AND USAGE
section)

Astobic gramegositive mitroorganlsms;

Staptylococcus aursus (methicillin-susceptible strains)
Staphyi itis (methk ble straing)
Staphylacoccus pneumoniae

Streptococcus Viridans Group

Aerobic gram-negative microorganisms:

Haemophilys influsnzas

The following in vitro data are availadle; but thelr clinical

The satety and effectivaness of ciprofioxacin In treating
conjunctivitis dus to these microorganisms have not been
established in adequate and well controfied trials,

The tollowing organisms ara considered susceptible when
evalugted using systemic breakpoints. Howsver, a
corvelation batween the in vitro systemic breakpoint and

agents  such 38 betastactams  or
aminoglycosides; therefore, organisms resistant to these
| N DA

"

resistant to clprofioxacin may be susceptible to beta-

lsctams or aminogytcosides,

Clinlcal  Studivs: In  muiticenter ctinical trials,

approximately 75% of the patients with signs and

symptoms of bacterlal comjunctivitis 8nd  positive

conjunctival cultures  were clinically cured and

spproximatety 80% had prasumed pathogens eradicated

by the end of treatment {duy 7).

INDICATIONS AND USAGE:

CILOXAN Ophthatmic Ointment is indicated for the
of bacterlal con|unctivitis caused by susceptibly

strains of the microorganisms lsted below;

Gram-Posltive:

Staphylococcus aureus

Shaphylococcus spidermigis

Streptocaccus pneumontss

Streptococcus Viridans Group

Gram-Negative:

Hasmophitus infisenzae

CORTRAINDICATIONS;

A history of hypersensitivity to ciprofloxacin o any other

C of the ication I8 & contraindication to its

use. A history of hypersensitivity to other quinolonss may

1180 contraindicate the use of clpcofioxacin.

WARNINGS:

FOR TOPICAL OPHTYHALMIC USE ONLY.

NOT FOR INJEGTION INTO THE EYE,

Serious  and lly fatat hyp
(anaphylactic} reactions. some followtng the first dose,
have besn reported In patients recelving systemic

Quinolons therapy, Some reactions were accompanisd by
Ardi .

Itbvity

ophthalmological efficacy has not been
Ciprof| hibits /n vitro  mini Inhiditory
concentiations (MIC's) of ug/mt or Igss (systemic
susceptible breakpoint) against most (>90%) syalns of
1he Tollowing ocular pathogens.

Il loss of tingling,
pharyageal or faclal edema, dyspnea, urticaria, and
itching. Only a few patients had a history of
hyperssnsitivity i Serlous hylactl
require immadiate emergency trestmant with epinaphrine
and other resuscitation measures, including oxygen,
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This label may not be the latest approved by FDA.

M .

For current labeling information, please visit https://www.fda.gov/drugsatfda

l.uulng Mothars: 1t is not known whather togically applisd

“intavenous  flutds,  Int antl :
corticosteroids, pressor amines and sirway 0 t

E a8 tlinically Indicatsd.

| PRECAUTIONS;

. Genersl: As with othgr entibacterial preparations,
prolonged yse of clprofioxacin may result in overgrowth of
nonsusceptible  organisms,  Inciuding  fungl.  If
superinfaction occurs, appropriats thesapy should_ be
initiated. Whenever chinical judgment dictates, the patient
should be examined with the aid of magaification, such as
st lamp blomicroscopy and, where eppropriata,
fluorascetn staining.

Clprofioxacin should b discontinued at the first
appearance of a skin rash or sny other sign of
hypersgnsittvity reaction.

Ophthaimic gintments may reterd corneal hsating and
€ause visual blurring.

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

| Drug Interactions: Specific drug interaction studies have
i not been conducted with ophthatmic cipzofloxacin.

p in human milk. However, it is
known that orally administered ciprofioxacin is excrated In
the milk of lactating rats and oral ciprofioxacia has been
Teportad in human breaat misk after a single 500 mg dose.
Caution shouid be exercised when CILOXAN® Ophthalmic
Qintment i3 edministered to a nursing mother,

Pediatric Use: Safety and eMectivensss of CILOXAN
Ophthalmic Ointment 0.8% in padiatric patients below ths
age of two years have not been ¢stablished Although
Giprofloxacin 8nd other quinotones may cause arthropathy
in Immaturc Beagle dogs after orat administration, topicat
ocular administration of ciprotioxacin 10 immature animals
did not cause any arthropathy and there is o evidence that
the ophthatmic gosage form has any effact on the welght
bearing Joints
ADVERSE REACTIONS:
The most commonly reposted adveras experiences in
patients trested wath CILOXAN Ophthalmic Ointmant were
white precipltates (13%) and discomfort (2%). Other
1l fated with ciprofioxacin terapy occurring in
les than 1% of patients included atlargic reactions, blurred
vision, corneal staining, decroased visusl acuity, dcy eye.
Edlma. !pulnelliopathy, sye pain, foreign body sensation,

! Howevar, the systemi ation of some Quinol

. has been shown to elevate plasma concentrations of
| theophylline, interfers with the metabotism of caffeine,
) Y

YD 9. | . keratopathy, lid
orythema, §id margin hyperemia, photophabla, pruritys,
and tearing.

enhance the effacts of the oral anticoagulant, . ang
i 1ts derivatives, and hes deen associsted with transient
" eisvations In serym craatinine in patients teceiving
cyclosporine concomitantly,
G 9 . Mutag , Imp of Fentility:
Eight /n virro mutagenicity tests have been conducted with
clprofioxacin and the tast rasults ars Histed below

SalmanekaMicrosome Test (Negative)

£ ¢olf ONA Repair Assay (Negative)

Mouse Lymphoma Cell Forward Mutation Assay
(Positive)

i Chinsse Hamster V79 Call HGPRT Test (Negative)
Sysian Hamater Embryo Cell Trangtormation
Assiy (Negative)

Saccharomyces cersyisize Point Mutation

Assdy (Negative)

Saccharomycas cerevisias Mitotic Crossover and
Gene Convergion Assay (Negstive)

Rat Hepatocyte DNA Repalr Assay (Positive)

Thus. two of the aight tests were positive, but the results
of the following thres in vivo test systems pave
negativé results;

Rat Hepatocyts DNA Repair Assay
Micronuctsus Test (Mice)
Oominant Lethal Test (Mica)

Longterm caicinogenicity studies in mice and rats have
been completed, Atter datly oral dosing for up 10 twa
yaars, there is no evidence that ciprofloxacin had sny
caicinoganic of tumnoriganic effacts In these species.

P y: Pregnancy Categary C. Reproduction studies
have been performed in rats and mice at doses up to six
! imes e usual daily human oral dose and have revealed no
: ¢vidence af Impalred festifity or haim 10 the fstus due to
! clprofioxacin. In rabbits, 18 with most antimicrobial sgents,
i clprotloxacin (30 and 100 mg/kg orally} produced
| gastrointeatingl distusbances resulting in maternai weight
11035 and an Incressed incidence of abartion. No
» feratogenicity was cbserved at either doss. After
 Intravenaus administration, at doses up to 20 mo/kg. no
; matemal toxicity was produced and no smbeystoxicity o
' teratogenicity was observed, Thers are no edaquate ang
; well controlled studies in pregnant women. GILOXAN®
| Ophthaimic Ointment should be used during pregancy
; ondy @& the potental banefit justiies the potential sk to
+ the fetus.

Systemic acdverse r retated to ciprofiaxacin therapy
oocurred st an incidence below 1% and included dermatitis,
nausea and taste perversion.

DOSAGE AND ADMINISTRATION;
Apply 8 172 (lbbon into the conjunctival sac theee times a

day on the first two days, then apply @ 172° ribbon two times

@ day for the aext five days.

How Supplled: Starlle ophthaimic ointment: 3.5 g
ophthaimic ointment tubs.

3.5 g - NOC 0065-0854-35

Storage: Store at 36°F to 77°F (2°C to 25°C).

ANIMAL PHARMACCLOGY:

Clproftoxacin and related drugs have been shown to cause
arthropathy In ymmature animals of most specics testad
following oral administration. However, a one month topicat
ocular siudy using immeture Besple dogs did mot
demonstrate any articular lesions.

CAUTION: Faderal (USA) law prohivits dispensing without
prescription.

U.S. Patent No. 4,670,444

Alcon

OPHTHALMIC
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