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Staphylococcus epidermidis
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Staphylococcus aureus
Staphylococcus epidermidis
Staphylococcus hominis
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Streptococcus mitis group
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Escherichia coli
Haemophilus influenzae
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Corynebacterium species® Acinetobacter Iwoffii*
Micrococcus luteus* Haemophilus influenzae
Staphylococcus aureus Haemophilus parainfluenzae*®
Staphylococcus epidermidis

Staphylococcus haemolyticus +Dfh

Staphylococcus hominis Chlamydia trachomatis
Staphylococcus warneri*

Streptococcus preumoniae

Streptococcus viridans group
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YIGAMOX™
{moxifloxacin hydrochloride ophthalmic solution)
0.5% as base

DESCRIPTION: VIBAMOX™ {moxiltoxacin HCI aphlbalimic soiution) 6.5% is & starfie ophtlaimic solution. 1t is an 8-methoxy
fuoroginglons anti-infective for topical ophthalmic use.

LziHzaPHa0pe G Mol Wi 437.2

Ghemical Name: 1-Gyclopropyl-6-faipro-1,4-giliydro-8-methoxy-7-{4a8, 75)-tctahydro-6H-pyrrolol[3,4-bipyeidin-6-yT}-4-

odo-3-quinolinecarbokyiic acid, monphydrochioride. -

MoxHloxacin hydroshioritle & a sshlly yellow to yellaw crystalline powder. Each mL of IBAMOX™ contains 5.45 mg
ifinxacin hy ide equivaient to 5 may mbxiffoxasin base.

CGontzing: Active: Moxitoxacin 0.5% (8 mg/mL); inactives: Baric acid, sedium chlorda, and purified water. May alsa contain

ydrochieric acid/sodlum hydroxide to adjust pH to approximately 6.8.

VIBAMOX™ Js an isotonic sofution with an ssmotality of approximately 280 mism/kg.

CLINIGAL PRARMACOLOGY:

Pharmacekinelics: Plasma concentrations of moxifioxacin wers measured in healthy adult maie and female subjects who
teceived bilateral toplcal ocular doses of IBAMOX™ 3 times a day. The mean steady-state fmay (2.7 ng/mit) and estimated
dally exposure AUT (45 n-hrfml) vallzes weta 1,600 and 1,000 imes lower thaz the mosh Soyy and AUC zeported after
therapettic 400 my oral doses of imoxifioxacin, The plasma falf-fe of moxifioxacin was astimiated to o 13 hovrs.

Mictobiclogy:

Moxifonacin is 2n S-mathoxy f inoione with a yl ring at the C7 pasition. The antibacterial action of
moxiflonacin resuits fram Inhibitien of the lopalsemerase I} {ONA gyrase) and topoisomerase WM. DNA gyrase is an essential
enzyme that is Involvad in the replication, transcription and repair of bacterial DNA. ‘Topoisomerase IV is am enzyme Knows to
sl & key sols I the partitioning of the chromosoimal GNA during bacterial cell diviston.

The mechanism of agtion for quinalenes, including moxifloxacis, s different from that of macrolides, amiroglycosides, o
tetracyclines. Therefers, moxiftoxachy may he active againgt pathopens that are reslstant o these antiniotics and these
antibiptics way ba astive agairst pathogens that are resistant to moxifloxacln. There is ho cross-resistance batween
mexifioxacin and the af tiongd cfasses of antiblotics. Cross resh has betr chserved belween systemis
maxifimxacin and some other quinoiones.

i vitro restatance to maxifioxacin develops via mullisle-step mutations, Reststince to mmdfiommsln goours Jn vt at 2 general
frequency of between 1.8 % 10380 < 1 % 181 for Gram-positive bactera,

Moxiflaxacin has been shown fo be active against most sirains of tha following microrganisms, both /a vilro and in clinfeal
Infections as described in the INDICATIONS AND USAGE section;

Agrohls Gram-pesifive microsrganisms: Agrobls Gram-peyative microarganisms;

Corynebasterium specles* Acingtobacter iwoffi*
Mieroeoacus utaus® Hagmophilis Infvenzas
Staphylococous aimeus Haemophilys parainflienzae”
Staphylocorcus epidermidis

Staphlococous hasmeiylicus Other mictosroanismes:
Staphylocactis homdnis Chiamydia nac%amaﬂs
Staphytocorcus wamer* .

Streplacocous preumoniag

Streplocoscis virdans group

“Eicacy for 1his organlam was sludled i fewer than 10 infections.

The foflowing in vifro gata are also avatiehle, but thelr clinfcal significange In ophthaimic Int i uni The
safely and efectiveress eféilGA‘Br!DW in trena‘t:rl;g hil &l infections dua to these have aot beer
in adequate and well 3

tated us

The foflowiag ory are consiers plible when ing systemic broakpoints, However 2 corvelation
batwieen the i wilpsystenic breakpoint and ophthalmologica) aificagy has fict beert established. The st of srgerlsma is
provided a5 gultance only In assessing the potential freatment of conjunctival inf oxifiaxzcin exhibits i virg minimal
inkdbitory cohtentrdons WICS) of 2 jg/ml o fess fystemis susceptibie Srealpoin agatnst most [z S0%) of stratng of the
{aliowing coular pathogens.

Aerobin Sram-positive micrasryunisms:

Angerchic microorganisms:

Listerla monooylogenes Clestrighum perfingens
Staphylococeus sapropfticus Fuspbacterium species
Streplococtus agglsctiae Frevolelia spevies
Slreplocessus milis Fropionibaclerium acnes
Slreplocorous pyogenss

Streplococcus Graup C, G e F Mhar microorganisms:
Aarghle Gram-negative micronsganisms: fﬁ%’:f:’é’ fﬁ:ﬁfﬁfﬂf?ﬁ
Aginztobacter haymanni Mytobacterium aviom
Acinelebacler calovacedlons Mycobasteriim marinym
Chrobacler feundii Mygoglasma presmoniae
Litrobacter kosei!

Enterobactar serogenes

Eniershapler sloarag

Eseherishia coll

Kipbsiella exvioca

Rlabsiolia pnevmoniag

Moraxellz catarhialis

Morganelia morganif

Naisseria gororthosae

Proteus mirabilis

Protens vilganis

FPseudomanas stulzar

Ciinfeat Studfes:

In twe randamized, double-masked, mutticenter, cantrolled clinicatl trials In which patients were dosed 3 ¥mes & day for 4 days,
VEAWDX™ solutinn produged oiinical cures on day 5-6 i 65% to 69% of patients Yreated for bacterial corjanetivitis.
Misrablulogicat sticoess rates for the sradication of the baseline pathogens ranged from 84% to 94%. Please hote that
migroblologic eradication does not always sorrslate with cinical outcome Ix entl-Infactive thizls.

INDICATIONS AND USAGE: VIGAMOX™ soletion i5 indlcaled for the
strains of the following orgarisms:

of bagterial

i ifis caused by susceptitle

[CREOEHM 2 F]

HAerabic Gram-positive microer Aerobic Gram: e sk
Corynebatlerum specles® Aringlobagtar hwoffi*
Micrococrys htgus” Hzemophilys influsnzae
Staphylocoscus aurgus Haamopfitus parainfivonzag®
Staphirlocoeeus epidermidis

Staphyiococcus haemolyticus Ather wicrooraanisms:
Slaphylecorcus hominls Chismyeiz frachamatis
Staphyiscoscus wamen®

Skoplocteots prevmoniae

Slreplococrus viddans grotp

*Effteacy for ihis organism wes studied in fawer than 10 infections.

CONTRAINDICATIONS: VIGAMOX™ solution is contralindicated in patients with a history of hypersensilivity to maxifioxacin, to

othser quinalones, of to any of the companents in thls medlcation.

WARNINGS:

NOT FOR (NJECTION,

E}GAMUX‘M sollstion shoutd not be injected subconjunclivally, nor should it be infrecuced dlrectly into the arterior chamber of
2 Bye.

In pallents recelving systemically agmint a 3 maxifoxatin, serims and oscasionally fatal

hypersensitivity anaphylastic) reactions have been reporied, sume Tultuwing the first dose. Some reactons were apcompanied

by cardiovasculdr collapse, loss of conscl gioateina (noiuding laryngeal, sharygeal o facial edema), aloway

chstruction, dyspnea, urticara, and itching. If an alterglc reaction to moxiftoxacin ocours, discontinue use of the dug. Serlous

asule !lypersensml\;r%y rﬁaquons may requlre Immediate emergency treatment. (rygen and alrway management should be
as tlinfally indloated.

PRECAUTIONS:
Generale As with other anti-infectives, prolnged use may result in overgrawth of non- inle organisms, nciuding fungl,
i superinfection oceurs, discontinue use and institule atemative therapy, Whenever clinical judgment dictates, the patient
:g).u}d be wxamined with the aid of magnification, such as sit-lamp i y, anmd, where appropriate, fi i

inlng,

of bacterial

Patients shoutd be advised not to Wear contact lenses if they have signs and
Infarmation for Patients: Avold contaminnting the appllcator i with matenial from the eye, fingers ar offer sourte.

Systamically admini 4 G max hawe bean ated with hy) {tivily reactiohs, even
following a single dose. Biscontinie use immedialely and contact your physician at the first San of 4 rash of allergic reactian,

Drug Imteractions: Brg-drug interaction stidles have not been conducted witl VIGAMOX ™ solution, /7 wiro stadies Indicate
that moxifloxacin dozs not inhiblt CYP3AL, LYP2DG, GYP2CY, CYP2E18, or CYPIA? Indicating that moxiflovackn Is ualikely ta
alter the ph kinetlos of drugs metabolized by these oy P480

Garcinggenests, Mutagenesis, Impairment of Ferlility: Long ters studles In animals to determine the carcinogenis potential
of mexifioxacin have hot been parformsd. Howaver, In an aceelrated shidy with infilators and promoters, moxifisscin was not
carclsogenit in 1ats following up lo 38 weeks of oral daging at 500 mp/qi/Gay fapproximately 21,700 times the highest
recommended total dafly himan ophtiaimic dose for a 50 g person, an & mg/kg basish

Moxifloxacts was not mutagenic in feur Decterial strains wsed In the Ames Salmonefia reversion assay. As wih oler
guinalnes, the positive response ohserved with moxifloxacin In straln TA 102 uging the same assay may be due tn the
inhibition of DA gyrase, Moxifloxacin was nol mutagenly in the CHOMGPRT mammalian cel gene mutalion assay, An
anuivoral rasull was cbtained In the same assay when V79 colls were used, Moxifioxacin was clastogends In the w79
chromesome abarralion assay, but 1t did notinduce unstheduled DNA gnthesis in cyttured rat hepatocytes, There was no
svldence of genatoxicily /n wve In a micromucleus fest or a dominznt letial test in mice.

Moxifioxacin had no effect o fentiity in male and female rats at oral doses as high as 506 mg/d/day, approximately 21,700
tmes the highest recommended total daly human cphthalmls dose. A 300 mpfig orally thera were sight effects oh sperm
marphology fead-tal separation) in mate rats and on the estrous sycls In female rats.

Pregnansy: Terategenic Effects.
Freqnancy Category G: Moxill en tered to pregnant rals during organogenesis at ora
doses as high as 500 mo/kg/day (saproximately 21,700 twes the hﬁ?hest recommended fotal daily human ophthalmic dose);
however, decreased fetal body welghs and stightty delayer! fota? skeletal development were chserved. There wag no evidencs
of teratogenicity when preghant Cynomolgus monkays wer given oral doses as high as 100 mg/Kka/day (approximately 4,300
{imes the highest recommended totaf daily buman ophihalmic dose), Ani d incidente of smabler feluses was ohservod
at 100 mg/kg/day.

Siwe there ars o adegirale and welbcontrolied studies In pregrant women, VIBAMOX™ sofution shotld be used durlny
pregnancy only if Ihe potential beneft ustifles the potentfal nisk to the fetus,

In was net torsh 1 4

Hursing Mothers: Moxifioxacin 5as not ean measered in heman miik, although it can be presemed o be exgreted in human
mille Caubion should b exercised when VISAMOX™ solitlon s administered 1o 2 aursing mother.

Pediatrin Use: The safety and sffectivensss of VIGAMOX™ solution in infants Selow 1 year of age have not beok established,

Thare Is no evitance that the ophihafmic adminlstration of VIGAMOXT™ has any effeqt on welght Siearing joinls, even though oral
administration of some glinolanes ks been shown ta cavse arthropathy in immatore animals,

Goratric Use: Mo overall differences in safety and offectiveness have been observed between elderly and younger patipnts.

ADVERSE REAGTIONS:

The most frequently reported goular advarse events were conjunctivitis, decreased visual asuity, dry sys, karatilis, onular
discomiort, ucular hyperemia, Grbtar paln, aoufar pruvitus, subcanjunctival hemorthage, 2nd tearing. These events soourred in
approxinsately 1-6% of patients.

ilhqn%wlar aduerse gvents reported at a rate of 1-4% were fevey, increased cough, Infection, o8tls medfa, pharyngitis, rash, and
HilliN

DLSAGE AND ADMINISTRATION:
ingi one drop In the atfected eye 3 Yimes a day %or 7 days,

HOW SUPPLIED: VIBAMOX™ {moxifloxacls hydrochloride ophihalmic solution) G.5% l¢ suppiled as a stedle ophthalmic solution
in Alton's DROP-TAINER® dispensing system consisting of 2 nabyral low dansity pogemy!ene bottle and dispensing plug and
Lz peiypropyiens closure. Tamper evidence Is provided with a shiink bang arcund the closuro and peck area of the package.

3 mlin 6 mibotlle - NG 0085-4013-03

Swm{;e: Store &t 2°C - 25°C {368°F - 77°F.

Rx Gnly

Manufactured by

Aicon Laboralories, s,

Forl Worlh, Texas 76134 USA

Licensed to Alcon, lnc. by Bayer AG.

U.S, PAT. NO. 4,880,517, 5,607,842, 6,718,830
© 2003, 2064 Algen, inc,

140745-¢404
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