Fortymox

Moxifloxacin hydrochloride ophthalmic solution 0.5% as base

DESCRIPTION :
FORTYMOX (mmﬂmun HCl ophthn]mic solution) 0.5% is a sterile ophthalmic solution. i in is a fourth ion f quinol it ial agent active against a broad
spectrum of Gram-positive and Gram-negative ocular pathogen, atypical microotganisms and amﬁubeao o
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Chemical Name
1-Cyclopropyl-6- “tuoro- 1, 4-dihydro-8-methoxy-7-| [(4«3,7:3)«@;:&:041—[ pyerolol[3 4-b]pyridin-6-y1]-4-ox0-3- quinoli lic acid, monohydrochlorid ifloxacin differs from other
quinolones in that it has 2 methoxy function at the 8 position, and an S, - configuted diazabicyelononyl ting moiety at the 7- pomanmﬂmhydmdﬂnnd:mnshghﬂyydlowmydlaw
crystalline powder
Composition :
Each ml of FORTYMOX suluuon conmns
Active : 545 mg t to 5 mg moxifloxacin base.; p ive : Noric, i crved

Inactives : Botic acid, sodium chlofide, and water for injection. May also contain hydrochloric acid/sodium hydrozide to sd]uxt pH.
FORTYMOX solution is an isotonic solution with an osmolality of approximately 290 mOsm/kg,

CLINICAL PHARM.AOOLOGY
Following topical ocnhr administration of FPORTYMOX, moxifloxacin was absorbed to systemic ci ion. Plasma i ‘were measured in 21 male and female
subjects who received bilateral topical ocular doses of FORTYMOX solution 3 times a day for 4 days. The mean steady-state Cmax md AUC were 2. 7ng/ml and 41.9 ng-hr/ml, respectively.
“These exposure values are approximately 1,600 and 1,200 times lower than the mean Crax and AUC reported after well tolerated therapeutic 400 mg oral dose of moxiflozacin. The plasma.
half life of moxifloxacin was estimated to be 13 hours.

Microbiology ¢
Morifloxacin has in vitro activity against wide range of gram-positive nnd i in inhibits the i 1 (DNA gyrase) and ropoisomerase IV
tequired for bactetial DNA repait, md it Thc C8 methoxy moiety of moxifloxacin also lessens the sclection of tesistant mutants of gram positive
bacteria compated to the C8-H moicty found in older in's bulley C7 substituent group interferes with the quinclone cfflux pump mechanism of bactetia.

in is often at i equz.l o o slightly greater than inhibitoty concentration. Fluoroquinolones, including moxifioxacin , differ in chemical structure and mode

of action from beta lactams antibioti i and therefore may be active against bacteal resistant to beta lactam iotics, macrolide and
‘Thetefore, organisms resisf tm ﬂﬁs: drugs nuybe susceptible to moxifloxacin. In vitro resistance to moxifloxacia develops slowly via multiple-step mutations and occuts at a general
frequency of between 10~ m 107" for Gram-positive bacteria. Moxifloxacin has been shown to be active against most strains of the following microorganisms, both in vitro and in clinical
infections as dcscnl:ed in the INDICATIONS AND USAGE section:

Coryneb ik species, Isewsincluding erytt in, gy i line, and/or trimethaptim resistant strains}, k fum species,
ko hicillin, erytt in, g ofloxacin, fine, and/ar trimeth resistant strains}
hi h in, ofloxacin, ine, and/ar trimett resistant strains}
i, ofloxacin, ine, and/or tri im resistant struins}
o { ofioxacin, e, and/or tri im resistant strinis}
Staphylococous warmeri (mdudmg erythtomycin teumnt smmx}
mitis {inchuding penicillin, and/or tti it resistant straing}
Stroptacaccus prewmonsa {including penicillin, in, g i ine, and/or tri im sesistant straing}
Stmphuces i gromp {inciuiog peaicllia, i ine, and/ot tri im tesistant strains}

Adinstobactsr specics, Hasmnphilus aleonae {mdndmg ampicillin resistant strains}
Haemophilus influenza {including ampicillin resistant strains }
Kishsillz prounsonis, Monaxella catarrbalis, Pssudomonas asruginosa

Chlamydbia trachomatis

Moxifloxacin has been shown to be ative in vitto against most strain of the following organistns; however, the clinical significance of these dats is unknown.

Chacinsitat o

Arthrobacter specics, Bacillus coroxs, bacillus #huringensis, Corywbacterinm accolens, Corynbactsrs latwm, Corynbacserium bovis, Carynbacterinm magginleyi, Corysbasterinm propingsm, Ca

ptheriti  fascaks, Exiguobacters syeues,l(umakmlxml(umabndam,MWMmeMWMMmWMWmW

Staphylocossus arlsttus, Staphylocoesns capisis, Staplylococcus eqpras, S cobni, 53 dngd Staplylococeus pastour Si aproplytions, Staphylococoss seiwri, agalactian,
%P congctivias, Sirgp erisiatus, Sirp dysgaluctias, Strep s, Sirep growp C, D and F; Sirgp onlaris, Strep oralls, inis, Stropiococcis pyogenss;
£ sabivariss, i @ ""W‘ s soblackii

Gram-negative bacterda :

Acbromol losuxidans, Adineiobasier basmannsi, Adinesob P  jobsoni, Adnetobactr junsi, Acieiobacer looff, Adnsioh baia, Acinetobacer schindlr,

Asronsonas cavize, Chryseohacteriuns indalagenss, Chryseobacteri WOWMMOMMM b bacter docae, b bmmba,E.mbmcbmml:Kkbmlhayﬁmz,

Moraxella arlaenm Morganella sorganis, Nelsseria gonorrboeas, Pantoea agglomerans, Proseus miirabilis, Proteus vulgaris, Ptudamm oy{tbabﬂm Poeudomonas siuszers, Servatia Bqusfaciens, Serratia suarcescens,
Stmoirophamonas malsphiia

Clostridium porfringens, fum specics, specics, Prevotla specics, Proionobacterium acnes

Other organiams :

Atypical Myobasterinm, Chiangydia prisxmonia, Lagionall ile, Mycobacterium assums, Mycobacterinm marinwm, My

Clinical studies :

Mnmﬂmunmhmonhnbeenm@edmpmmﬂﬁommbmmmnduln,mdndmggmzmcpaﬂm(xlnﬂuee ized, double-masked, it d clinical trials in which

patients were dosed 3 times a day for 4 days, Moxifloxacin solution produced clinical cures in 80% to 94% of patients treated for bacterial conjunctivitis. I\ﬁcmhmlogml success rates for the
eradication of base line pathogens ranged from 85% to 97%. In one of these trals in pediatic patients from birth to one month of age, Moxifloxacin solution produced clinical cure in 80% of
patients of bacreial conjunctivitis, Microbiological success rates for the eradication of baseline path 'was 92%. In a randomized, double-masked, multicenter, controlled clinical trial in
‘which patients were dosed 2 times a day for 3 days, Moxifloxacin solution produced clinieal cure in 74% of patients treated for bacterial conjunctivitis. Microbiological success rate for the
eradication of the baseline pathogens was 81%.

Special populations :
‘The ineti of oral i if  afe ot igni all;:ted by mild, modcmz, ot severe renal impai No dosage adj f FORTYMOX solution is necessary
in patients with renal impai The of otal in were not signil altered in patients with mild to moderate hepatic insufficiency (child pugh class A

and B). Smd.luwuenotpufamedmpaﬂmuwlﬂi severe hepatic impaitment (child pugh class C). Because of low systemic exposuse by the topical route of the administration, no dosage
adjustment of Moxzifloxacin solution is needed in patients with hepatic impairment.

INDICATIONS AND USAGE :
FORTYMOX solution is indicated for the treatment of bacterial conjunctivitis caused by susceptible strains of the following organisms:

Corynehactzrium species, Microbacterium species, Mi luteus{including: in, g s line, and/or trimett resistant strains}, Staphyle aurens {includi
t in, g in, ofloxacin, line, and/or trimethoprim resistant strains}
o epideriidis {including methicilli th i in, ofloxacin, line, and/or trimethoprim resistant strains}
deus {i di thicillis i iy, g in, ofloxacin, line, and/or trimethoprim resistant strains}
hamsineis {inchuding in, ofloxacin, line, and/or tri im resistant strains}

Staphylococaus warneri (mdudmg erythromycin twmnt smms)
Streptocosens mitis (mcludmgpmm]lm, and/or tr ptim resistant straing}
Straptocaccns pmewmonia {including penicillin, i e, and/ ot tri im resistant strains}
Stroptococcus viridans group {inchuding penicillin, s ine, and/or tri im resistant strains}
4 species, Haemophilus aleanas {including ampicillin resistant strains}

I-hmapbd«.r influenza {including ampicillin resistant strains }
Kishsiellz proussonis, Moraxella catarvbals, Pssudomonas asruginosa

Chlamydia trachomatis.
Efficacy for this organism was studied in fewer than 10 infections,

CONTRAINDICATIONS :
FORTYMOX solution is contraindicated in patients with a history of itivity to i in, to othet qui or to any of the in this

WARNINGS :
In patients receiving systemically administered quinolones, including moxiflozacin, setious and i fatal ic) reactions have been reported, some following the
first dose. Some reactions were accompanied by cardiovascular collapse, loss of consciousness, angioedema (includmg ]atyngea.l, phatyngu.l or fﬂm.l edema), airway obstruction, dyspnes, urticaria,
and itching, If an alletpic reaction to moxifloxacin occurs, discontinue use of the diug, Serious acute hyp reactions may requite Oxygen and airway
management should be administered as clinically indicated.

PRECAUTIONS :
General: As with other anti-infectives, prolonged use may result in overgrowth isms,including fungi. If superinfection occurs, discontinue use and instiuce a
therapy, Whenever clinical judgment dictates, the patient should be examined wnh the aid of magnification, such as slit-lamp biomi and, where iate, ft in staining, Patients
should be advised not to wear contact lenses if they have signs and symptoms of bacterial conjunctivitis.

PATIENT INFORMATION :
Avoid conmmmaung the apphmw: up with mwrnl from the eye, fingers or other source.

including in have been associated with tivity reactions, cven following a single dose.

Discontinue use immediately and contact your physician at the fisst sign of a rash or allergic reaction.

DRUG INTERACTIONS :
Whl:Dmg-drugmm.cnonsmd.lexhnvenotber_nconducmedthhMmﬂomunsohmon,thcyhawb:encondnaedwnhrhcomlpmdnctatmchh:gbumm zxpomurhmmach:eved
by topical ocular toute. Uslike some other f 1o clinically sig drug-drug i ion between and i watferin,
digoin, oral contraceptives, probincid, cantdine o glyburide have been observed. In vitzo studies indicate that moxifloxacin does no inkibit CYP3A4, CYP2D6, CYP2C9, CYP2C1S, or CYP1A
indicating that moxifiozacin is unlikely to alter he ph inetics of drugs metabolized by these cytochrome P450 isozymes.

[v of Fertility :

Moxifloxacin was not mutagenic in four bacterial strains used in the Ames Salmonella reversion assay. As with other quinolones, the positive response observed with mosifloxacin in strain TA
102 using the same assay may be due o the inhibition of DNA gymsc Moxiflozacin was not mutagenic in :h: CHO/HGPRT mammalian cell gene mutation assay. An equivocal result was
obtained in the same assay when v79 cells were used, Moxifl ic in the v79 ion assay, but it did not induce unscheduled DNA synthesis in cultured rat
hepatocytes. Thete was no cvldcnccofgenownctymvwomamlcmnudeus test ot & dominant lethal test in mice, Moxifloxacin had no effect on fertility in male and fenale rats at otal doses as
high s 500 me/leg/day, approximatcly 21,700 times the highest recommended total dsily hurnan ophthalmic dosc. Long term studics in anitmals to detctmine the catcinogenic potential of
moxifloxacin have not been petformed. However, in an accelerated study with initiators and p in wag fiot carci ic in rats following up to 38 weeks of oral dosing at
500 mg/lkg/day.

Pregnancy Category C: in was not ic when admini during is at oral doses as high as 500 mg/kg/dsy (approximately 21,700 times the
highest secommended total dally human ophthalic dose); however, decressed feul body weights and slightly delayed fetal sheletal development were observed. There was no evidence of

when pregaant ‘monkeys were given oral doses as high as 100 mg/kg/day (approximately 4,300 times the highest recommended total daily human ophthalmic dose).
An incressed incidence of smaller fetuses was observed at 100 mg/kg/day. Since there are no adequate and well-controlled studies in pregnant women, FORTYMOX solution should be used
during pregnancy only if the potential benefit justifies the potential risk to the fetus.
Nursing Mothers : Moxiflozacin has not been measured in human milk, although it can be presumed to be excreted in human milk. Caution should be exercised when FORTYMOX solution
i3 administered to a mursing mother,
Pediatric Use : FORTYMOX solution has been shown to be safe and effective in pediatric patients including neonates. There is 1o evidence that the ophthalmic administration of FORTYMOX
solution has any effect on weight bearing joints, even though oral administration of some quinolones has been shown to cause arthropathy in immature animals.
Geriatric Use : No overall differences in safety and effectiveness have been observed between eldetly and younger patients.

ADVERSE REACTIONS :
No serious ophthalmic ot systemic adverse reactions related to FORTYMOX solution wete reported. Adverse reactions were generally mild and occurred at an incidence similar to placebo
(vehicle). The most frequently xepfmed cveat was mmnmt ocnhz ducomfm (blurring/stinping) reported at an incidence of 2.9%. Other reported events included headache, keratitis, ocular pain,
oculas prusits, oculat | is and which were reported at an incidence of 0.5% to 1%.
Esgerience: bation of myssthenia gravis.

Doge :
Instill 1 drop in the infected eye 3 times 2 day for 4 days
Pack:

Carton box containing white plastic (LDPE) 10 ml / 5 ml botle with dropper, white plastic cover & insert leaflet.

Storage:
Storc at temperatuse not exceeding 30°C.
Dot use longer than 1 month after first opening,
Medical presceiption only
Manufactured by 2o L.
Orchidia Pharmaceutical Industries ‘ y O I'Ch]d ia
Industrial Zone - Al-Obour City, Egypt '~' Pharmaceutical Ind.
Revised : March 2016
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