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Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Ciproxin IV Flexibag2 mg/ml Soluion for Infusion.

2QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead flexible bagwith 200mL solutionfor infusion contans400mg ciprofloxacin.
Glucos contentis 10 g for the200mL bag.

For thefull list of excipients,seesection6.1.
3PHARMACEUTICAL FORM

Solutionfor infusion.
Clear, coloutessto slightly yellow soluion.

ThepH-valueof thesoluion for infusion rangedrom 3.6to0 4.5.
4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications
Ciproxin IV Flexibag2 mg/ml Soluion for Infusionis indicatedfor thetreamentof thefollowing infections(seesectins
4.4 and5.1). Specialattention should bepad to availeble informaion on resistanceo ciprafloxacinbefore commenang
therapy.
Consideratdn shouldbe givento official guidance onthe appropria¢ useof antibacteriahgents.
Adults
* Lowerrespirdory tractinfecionsdueto Gramnegaive baceria
exacerbation®f chronic obstructivepulmonay disease
broncho-pulmonaryinfectionsin cysticfibross or in brondiedasis
pneumona
» Chronc suppurativeotitis media
» Acuteexacebationof chronicsinustis espedlly if theseare causal by Gramnegativebactera
» Urinarytractinfections
* Genitaltractinfedions
epididymo-orchitisincluding casesdueto suscetible Neisseria gonorrhoeae
pelvic inflammabry diseag including case dueto suscetible Neisseria gonorrhoeae
* Infectionsof thegadro-intestnal tract (e.g.travellers diarrhoed

* Intraabdominainfections

» Infectionsof the skin andsofttissuecausal by Gramnegatve baderia
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* Malignantexternalotitis
* Infectionsof thebonesandjoints

* Inhalaton anthrax(postexposureprophylaxisandcurdive tregment)

Ciprofloxacinmaybe usedin the manag@mentof neutropenc patientswith fever thatis suspectedo bedueto a
bacterialinfection.

Childrenandaddescents

» Bronchepulmonrary infectionsin cystic fibrosis causedy Pseudomonas aeruginosa
» Complicatedurinarytractinfectionsandpydonephrits
» Inhalaton anthrax(postexposureprophylaxisandcuréive treament)

Ciprofloxacinmayalsobe usedto treatsevereinfectionsin childrenand adolescentsvhenthis is consideredo be
necessry.

Treatmet shouldbeinitiatedonly by physicenswho areexperiencedin thetreatmenbf cysticfibrosisand/orsevee
infectionsin childrenandadolescentéseesectionst.4and5.1).

4.2 Posology and method of administration

Posdogy
Thedosages determinedby theindication,the severity andthesite of theinfection, the susceptibilityto ciprofloxacin

of the causaive organisn(s), therenalfunction of the patient and,in children andadolescerstthe bodyweight.
Theduraton of treatentdepend®n the severityof theilInessand on the clinical andbacterological course.

Afterintravenousnitiation of treatmentthetreatrmentcanbe switched to oral treatmentwith tabletor suspensioiif
clinically indicatedatthe discretionof the physigan. IV treament shouldbefollowed by oral route assoonaspossible.
In sevee caser if the patientis unableto taketablds (e.g.patientson enteralnutrition), it is recommadedto
commenceherapywith intravenougiprofloxacn until a switch to ord adninistrationis possible.

Treatmet of infectionsdueto certan baceria(e.g. Pseudomonas aeruginosa, Acinetobacter or Saphylococci) may
require higherciprofloxacindossandco-admnistration with otherappropriat antibactenal agents

Treatmet of someinfections(e.g.pelvicinflammatorydiseae,intrasabdomininfections,infedionsin neutropenic
patientsand infections of bonesandjoints) mayrequre co-administration with otherappiopriateantibacterial agents
deperding onthe pathogensnvolved.

Adults
I ndications Daily dosein mg Total duration of treatment
(including switch to oral therapy
as soon as possible)
Infectionsof the lower respirabry trad 400mgtwice daily to 7to 14days
400mgthreetimesa
day
Infectionsof the | Acuteexacerhationof 400mgtwice daily to 7to 14days
uppe regiratory | chronicsinusitis 400mgthreetimesa
tract day
Chronicsuyppurative 400mgtwice daily to 710 14days
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otitis medie 400mgthreetimesa
day
Malignantexternalotitis | 400mgthreetimesaday 28 daysupto 3 morths
Urinarytract Complicatedand 400mgtwicedaily to | 7to21days,it canbecontinuedor
infections uncomplicated 400mgthreetimesa longerthan 21 daysin sone
(seesection4.4) pydonephrits day gpecfic circumstages (suchas
abscesey
Prostatitis 400mgtwice daily to 2 to 4 weeks(acute)
400mgthreetimesa
day
Genitaltract Epididymc-orchitisand 400mg twice daily to at least1l4 days
infedions pdvic inflammatory 400 mg threetimesa day
diseases
Infectionsof the | Diarrhoeacawsedby 400mgtwice daily 1 day
gastraintestinal | bacterialpattogens
tractandintra- including Shigella spp.
abdominal otherthanShigella
infections dysenteriae type 1 and
empiricaltreatmenof
severdravellers
diarrhoei
Diarrhoeacawsedby 400mgtwice daily 5 days
Shigella dysenteriae type
1
Diarrhoeacawsedby 400mgtwice daily 3 days
Vibrio cholerae
Typhoidfever 400mg twice daily 7 days
Intra-abdominal 400mg twice daily to 5to 14 days
infectionsdue to Gram 400mgthreetimesa
negativebacterii day
Infectionsof the skin andsofttissut 400mgtwice daily to 710 14days
400mgthreetimesa
day
Boneandjoint infections 400mgtwice daily to max. of 3 months
400mgthreetimesa
day
Neutropeic patientswith feverthatis 400mgtwice daily to Therapyshouldbe continuedover
suspectedto bedueto abacteral infection. 400mgthreetimesa theentireperiodof neutropenia
Ciprofloxacinshouldbe co-adminsteredwith day
appropria¢ antibaderid agen(s)in
accordancéo official guidance
Inhalaion arthraxpog-exposureprophylaxis 400mg twice daily 60 daysfrom the confirmaton of
andcurative treamentfor persnsrequiring Bacillus anthracis exposure
parenteratreatment
Drug administration shouldbeginassoonas
possibleafter susgctedor confirmed
exposue.
Paediatric population
Indication Daily dosein mg Total duration of

treatment (including
switch to oral therapy
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as soon as possible)

Cysticfibrosis 10 mg/kgbodyweightthreetimesadaywith a 10to 14 day:
maxmum of 400mg perdose

Complicated 6 mg/kgbody weight threetimesa dayto 10to 21 day:

urinary tract 10 mg/kgbodyweightthreetimesa daywith a

infectionsand maxmum of 400mg perdose.

pyelonephrits

Inhalationanthrax| 10 mg/kg bodyweighttwice daiy to 15 mg/kg 60 daysfromthe

postexposure body weighttwice daily with a maximum of confirmationof Bacillus

curativetreatment| 400 mg perdose. anthracis exposure

for persons

requiring

parenteral

treatment

Drug

administration
should begn as
soon as possble

after suspectedr

confirmed

exposure

Othersevere 10 mg/kgbodyweightthreetimesaday with a Accordingto thetype of
infections maximum of 400 mg perdose infections

Elderly patients
Eldely patientsshouldreceivea dos sdectedacmrdingto theseverity of theinfedion and the paient screatinine
clearane.

Patients with renal and hepatic impairment
Recommendedtartingandmaintenanceloses for paients with imparedrend function:

Creatinine Clearance Serum Creatinine |ntravenous Dose

[mL/min/1.73 m?| [umol/L] [mg]

> 60 <124 SeeUsualDosayje

30-60 1240 16¢ 200-400 mgevery12h

<30 > 169 200-400mgevery24h

Patientson haemodialysit > 16¢ 200-400 mg every24 h (after
dialysis)

Patientson peritonealdialysis > 16¢ 200-400 mg every24h

In patientswith impairedliver functionno doseadjustnentis requred.
Dosing in childrenwith impairedrenaland/or hepatic function hasnot been studied.

Methodof adminstration
Ciproxin shou becheckedvisually prior to use.lt mustnotbeusedif cloudy.

Ciprofloxacinshouldbe administeredy intravenousnfusion. For children,theinfusionduraion is 60 minutes.

In adult patiens, infusiontimeis 60 minutesfor 400 mg Ciproxin and30 minutesfor 200 mg Ciproxin. Slow infusion
into alargevein will minimise patientdiscomfortandreducetherisk of venousrritation.
Theinfusionsolutioncanbeinfusedeitherdirectly or after mixing with othercompatibleinfusionsolutions(see
section 6.6).
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4.3 Contraindications

» Hypersensitivy to the activesubstanceto otherquinolonesor to any of the excipientdisted in section6.1.
» Concomitantadminigration of ciprofloxacin andtizandine (seesection 4.5).

4.4 Special warnings and precautions for use

Severeinfectionsand mixed infectionswith Grampositiveandanarobic pathogens

Ciprofloxacinmonotherapys not suitedfor treamentof severeinfectionsand infectionsthatmight be dueto Gram
positive or anaerobig@athogensln suchinfectionsciprofloxach mustbe co-administeedwith otherappopriate
antibacterialagents.

Streptooccallnfections(including Streptococuspneumoniae)
Ciprofloxacinis notrecommendedbr thetreatmentof strgptococal infecionsdueto inadequatefficacy.

Genitd tractinfections

Epididymaorchitis and pelvic inflammatorydiseaes may be causedby fluoroquinolae-resigantNeisseria gonorrhoeae
isolates.

For epididymo-orchitis andpelvic inflammabry diseasesgmpirical ciprofloxadn should only be consiceredin
combinatian with anotherapproprate antibacteial agent(e.g.acephalosporinlyinlessciprofloxadn-resistahNeisseria
gonorrhoeae canbeexcluded.If clinicalimprovemat is notachievedafter 3 daysof treament,the theragy shoud be
recongdered

Urinary tractinfections

Resiganc to fluoroquinoloneof Escherichia coli —the mostcommon pathogeninvolvedin urinarytractinfections—
variesacrossthe Europearnnion. Prescribes areadvisedo takeinto accountthelocal prevalenceof resistancen
Escherichia coli to fluoroquinolones.

Intra-abdominalinfectiors
There arelimited dataon the efficacy of ciprofloxacin in thetreamentof postsurgicalintra-abdminalinfecions.

Travellers diarrhoea
Thechoiceof ciprofloxacinshouldtakeinto accountinformation on resistane to ciprofloxacin in relevantpathogensn
thecountriesvisited.

Infectionsof the bonesandjoints
Ciprofloxacinshouldbeusedin combinaion with othea antimicrobial agentsdependingon theresultsof the
microbiologicaldocurnentation.

Inhalationalanthrax

Usein humandgs basel on in-vitro susceptibiity data andon animal expermentaldatatogethemwith limited human
data. Treating physicians shouldreferto national and /or international consensusdocumentsegardingthe treatmenf
anthrax.

Paedidric population

Theuseof ciprofloxacinin childrenandadolescergtshouldfoll ow availableofficial guidanceCiprofloxacintreament
should beinitiatedonly by physiciansvho are experiencedin thetreatmentof cystic fibrosisand/orseveranfedionsin
childrenandadolescents.

Ciprofloxacinhasbeenshownto cau arthropathyin weight-bearingjointsof immatue animals.Safetydatafrom a
randomiseddoubleblind studyon ciprofloxacin usein children(ciprofloxadn: n=335,meanage= 6.3years
comparatorsn=349 meanage= 6.2years;agerange= 1to 17 yeas) reveakdanincidenceof suspeteddrugrelated
arthropathy (discernedrom joint-relaedclinical signsandsymptoms)y Day +42 of 7.2%and4.6%.Respectively, an
incidenceof drugrelaiedarthropathyby 1-yearfollow-up was9.0%and5.7%. Theincreaseof suspectedrug-related
arthropathy casevertime wasnot statistically significant betwee groups.Treatmat shouldbeinitiated only after a
carefulbenefifrisk evaluationdueto passibe adverseevents relatedto jointsand/or surroundingissue(seesection
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4.8).

Broncho-pulmonary infectionsin cystic fibrosis
Clinical trials haveincludedchildrenandadolexent aged5-17 years. More limited experiences avalable in treating
childrenbetweenl and5 yearsof age.

Complicated urinary tract infections and pyel onephritis
Ciprofloxacintreatmentof urinarytractinfections shoutl be considerd when othertreatmentsannotbe used,and
should be basedn theresultsof the microbiological documentation.

Clinical trials haveincludedchildrenandadolesens aged1-17 yeass.

Other specific severe infections

Other seereinfectionsin accordancevith official guidance,or after careful benefitrisk evaluationwhenother
treadmentscannotbe used,or afterfailure to conventonaltherapyandwhenthe microbiologicaldocumentatiorcan
justify a ciprofloxach use.

Theuseof ciprofloxacinfor specificseveranfectionsotherthanthosementonedabovehasnotbeenevduatedin
clinical trials andtheclinical experenceis limited. Consequenyl, cauton is advisedwhentreatingpatientswith these
infections.

Hyperensitivity

Hypersensitivity andallergic reactionsjncluding anaphyaxisandanghylacbid reactionsmay occurfollowing a
single dose(seesection4.8) andmay belife-thredgening. If suchreacion ocaurs,ciprofloxacinshouldbediscontinued
and anadequatamedicl treatmenis required.

Musculoskeletabystem

Ciprofloxacinshouldgenerallynot be usedin patientswith a history of tendondisease/disalerrelatedto quinolone
treament.Nevethelessjn very rareinstancs, after microbiologcal documetationof the causativeorganismand
evaluationof theriskbeneit balanceciprofloxacin may be prescrbedto thesepatientsfor thetreatmenbf certain
severeinfections,paricularly in theeventof failure of the standardtherapy or bacteral resistancewhere the
microbiologicaldatamayjustify the useof ciprofloxacin.

Tendinitisandtendonrupture(egpecially Achillestendon),someimes bilateral,may occurwith ciprofloxacin, even
within thefirst 48 hoursof treatmentInflammationand rupturesof tendonmay occurevenup to severaimonthsafter
discontinuatiorof ciprofloxacintherapy.Therisk of tendinopathymay beincreasedn elderly paientsor in patiens
concamitantly treatedwith corticosteroidgseesecion 4.8).

At anysign of tendinits (e.g.painful sweling, inflammaiton), ciprofloxach treatmenshouldbediscontinuedCare
should betakento keepthe affectedlimb at rest.

Ciprofloxacinshouldbe usedwith cautian in patientswith myasthaia gravis, becausesymptomscanbe exacerbated
(seesection 4.8).

Visiondisordes
If vision becomesmparedor any effects ontheeyesareexpeienced,aneye spedalist shouldbe consulted
immediately.

Phdosensitivty
Ciprofloxacinhasbeenshownto cau® photosensitvity reactons. Paientstaking ciprofloxacinshouldbe advisedto
avoid directexposurdo eitherextensivesunlightor UV irradiationduring treament(seesedion 4.8).

Centrd NervousSystem

Ciprofloxacinlike otherquinolonesareknownto triggerseizure or lower the seizurethreshold.Casesof status

epil epticushavebeenrepoted. Ciprofloxach shouldbe usedwith cauton in patientswith CNSdisorderswhich may
be predisposedo seizurelf sezuresoccurciprofloxacn shouldbediscontinuedseesecton 4.8). Psydiatric reactions
may occu evenafterfirst adminigrationof ciprofloxadn. In rarecasesdepressiomr psychosisanprogressto
suicidal ideatons/thoughtsulminatingin attemptel suicide or compleéedsuidde. In the occurene of sud cases,
ciprofloxacinshouldbediscontnued.

Casef polyneuropathybasedn neurologi@l symptons suchaspain, burning,sensry disturbancesr muscle
weaknessaloneor in combinaton) havebeenreporedin paients receiving ciprofloxacin. Ciprofloxacinshouldbe

Date Printed 18/05/2017 CRN 2190437 page number: 6



Health Products Regulatory Authority

discontinuedn patientsexperencingsymptomsof neuropaty, including pain,burning,tingling, numbnessand/or
weaknessn orderto preventthe developnentof anirreversiblecondiion (seesection4.8).

Cardac disordes

Caution shouldbe takenwhenusingfluoroquinolone, including ciprofloxach, in patientswith known risk factorsfor

prolongdion of the QT intervalsuchas,for example

- congenitalong QT syndrome

- concomtant use of drugsthat are known to prolongthe QT intervd (e.g.ClasslA andlll anti-arrhythmics
tricyclic anidepressantsnacrolidesantipsytotics)

- uncorrectedelectrolye imbalance(e.g.hypokabhema, hypomanesaena)

- cardiacdiseasde.g.heartfailure, myocardi&infarction, bradycarda)

Eldely patentsandwomenmaybe moresensitve to QTc-prolongingmedications.Therefore cauton shouldbe taken
whenusng fluoroquinolonesincluding ciprofloxacin, in thesepopuhtions.

(Seesection 4.2 Elderly patients sectiond.5, sedion 4.8,sedion 4.9).

Hypoglycemia
Aswith otherquinoloneshypoglycemiahasbeenrepored mostoften in diabetic patients predomnantlyin theeldety

population.In al diabeticpatientscaretul monitoring of bloodglucosei's recommendedseesecton 4.8).

GastrointestinaBystem

Theoccurrencef severeandpersisentdiarrhoe duringor after treatment(including several weeksaftertreatment)
may indicateanantibioic-associateccolitis (life-threaeningwith possiblefatd outcome, requiringimmediate
treament(seesectiord.8).In suchcaes,ciprofloxacin shouldimmedatdy bediscontinuedandanappropria¢
therapyinitiated.Anti-peristltic drugsarecontrandicated in this situaion.

Renalandurinary system
Crystalluriarelatedto the useof ciprofloxadn hasbeenreported (seesedion 4.8). Pdientsreceivingciprofloxadn
should bewell hydratedandexcessivealkalinity of theurine shouldbe avoided.

Impairedrenalfunction

Sinceciprofloxacinis largely excretedunchangediia renalpathway doseadjustment is neededn patientswith
impairedrenalfunctionasdescrbedin secton4.2to avoidan increaein advese drugreactiongdueto acaumuation
of ciprofloxacin.

Hepatobiliay system

Caseof hepaticnecrosisandlife-threateninghepaic failure have been reportedwith ciprofloxacin (seesection4.8).In
theevent of any signsandsymptomsof hepaticdisease(suchasanorexa, jaundice,dak urine,pruritus, or tender
abdomen) treatmenshouldbediscontirued.

Glucaose6-phosphatedetydrogenaseleficiency

Haemolyticreactionshavebeenreportedwith ciprofloxaan in patientswith glucose6-phosphatelehydongenae
deficiency. Ciprofloxacinshouldbe avoidedin thesepaients unlessthe potential beneit is consideredo outweighthe
possiblerisk. In this case potentialoccurrenceof haemolysis shouldbe monitored.

Resistance

During or following a courseof treatmenwith ciprofloxacin baderiatha demonstrateesstane to ciprofloxacin may
be isolaed, with or without a clinically apparensupernfection. Theremaybe a patticular risk of selectingfor
ciprofloxacinresisantbacteriaduringextendedduratons of treamentandwhentreatingnosocomal infectionsand/or
infectionscausedy Staphyl ococcus andPseudomonas species.

CytochromeP450

Ciprofloxacininhibits CYP1A2 andthusmay causeincreasedsaum conentraton of concomitantlyadministeed
substancesnetabolied by this enzyme(e.g.theophyline, clozgine,olanzaine,ropinirole,tizanidine,duloxetine
agomelatire). Therefore patientstakingthesesubstanesconcomtanty with ciprofloxacinshouldbe monitoredclosdy

Date Printed 18/05/2017 CRN 2190437 page number: 7



Health Products Regulatory Authority

for clinical signsof overdoseanddeterminéon of seum concentraions (e.g.of theophylline)may benecessarysee
section 4.5). Co-admnistrationof ciprofloxadn andtizandineis conta-indicated.

Methotrexate
Theconcanitantuseof ciprofloxacinwith methotrex#e is notrecomnended(seesection4.5).

Interactionwith tests
Thein-vitro acivity of ciprofloxacinaganstMycobacterium tuberculosis might give falsenegativebacteriologicatest
resultsin specinensfrom patientscurrentlytaking ciprofloxacn.

Injection Site Reaction

Localintravenoussite reactionshavebeenreportedwith theintravenousadminstration of ciprofloxacin.These
reactonsaremorefrequentf theinfusiontime is 30 minutesor less.Thesemay appeaiaslocal skin reactionswvhich
resolverapidly uponcompletionof theinfusion. Subsguentintravenousadninistrationis not contraindicatedunless
thereactimsrecuror worsen.

Glucoseload

Ciproxin solution for infusioncontainslO g glucosein 200mL solution for infusion. This shouldbetakeninto account
in patientswith diabetesnellitus.

4.5 Interaction with other medicinal products and other forms of interaction

Effectsof otherproductson ciprofloxach:

Drugs known to prolong QT interval

Ciprofloxacin,like otherfluoroquinolone, shoutl be usedwith cautionin patientsreceivingdrugsknownto prolong
QT interval (e.g.ClasslA andlll antrarrhyhmics,tricyclic antidepressantsnacrolidesantipsychoticsjseesection
4.4).

Probenecid
Probenecidnterfereswith renalsecretionof ciprofloxacin. Co-adninistraion of probenecidandciprofloxacin
increagsciprofloxach serumconcentrabns.

Effectsof ciprofloxacinon othermedtinal products:

Tizanidine
Tizanidinemustnot beadministeredogethe with ciprofloxaan (seesedion 4.3). In aclinical studywith healthy
subjects therewasanincreasen serumtizanidine concentation (C, . increase7-fold, range:4 to 21-fold; AUC

increas: 10-fold, range 6 to 24-fold) whengiven conconitantly with ciprofloxacin.Increasedserumtizanidine
concentratbn is associateavith a potentided hypotensive andsedaitve effect.

Methotrexate

Renaltubular transmrt of methotrexag may beinhibited by concmomitantadministrationof ciprofloxadn, potentally
leadingto increaseglasmalevelsof methotrexae andincreaedrisk of methotexae-associatedoxic reactions.The
concamitantuseis notrecommendesee section 4.4).

Theophylline
Concurentadministration of ciprofloxacinandtheophylline cancauseanundegableincreasen seum theophylline

concentraton. This canleadto theophyline-indued sideeffectstha may rarelybelife threateningor fatal. During the
combination,serumtheophyllineconcentationsshoutl be checkedandthe theophylline dosereducedasnecessy (see
section4.4).

Other xanthine derivatives
On concurentadministratiorof ciprofloxadn andcaffeine or pentoxifylline (oxpentifylline), raisedsetum
concentratonsof thesexanthinederivatives werereported.
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Phenytoin
Simultaneousadministratiorof ciprofloxacin and phenytoin may resultin increasedor reducedserumlevelsof

pherytoin suchthatmonitoring of druglevelsis recommendel.

Cyclosporin

A transientisein the concentratiorof selum creainine was observedvhenciprofloxacinand cyclosporincontaning
medcinal productsvereadministeredsimultaneouslyTherefore, it is frequenly (twice aweek) neassay to control
the serumcreatinne concentrationfn thesepatients

Vitamin K antagonists

Simultaneousadministratiorof ciprofloxacin with avitamin K antayonistmay augmenits anticoagulaneffects.The
risk mayvary with the underlyinginfection, age andgeneal stats of the paient sothatthe contiibution of
ciprofloxacinto theincreasen INR (internatonal normalisedratio) is difficult to assessTheINR shouldbe monitored
frequentlyduring andshortly after co-admnistration of ciprofloxadn with avitaminK antagoniste.g.,warfarin,
acenocoumarolphenprocouran, or fluindione).

Duloxetine
In clinical studies,it wasdemonsratedthatconmmitantuseof duloxdine with stronginhibitors of the CYP4501A2
isozymesuchasfluvoxamine mayresllt in anincreaseof AUC and C ., of duloxetine Althoughno clinical dataare

availableon a possilbe interacton with ciprofloxaan, similar effects can be expectediponconconitantadministration
(seesection 4.4).

Ropinirole
It wasshownin a clinical studythatconcomitantuseof ropinirole with ciprofloxacin,a moderatenhibitor of the

CYP4501A2 isozyme resultsin anincreaseof C .. and AUC of ropinirole by 60%and84%, resgecively.

Monitoring of ropinirole-relatedside effectsanddoseadjustnentasapproprateis recommendeduringand shotly
after co-administrationwith ciprofloxacin(see section4.4).

Lidocaine

It wasdemonstrateth healthysubjectghatconcomiantuseof lidocane containingmedicinalproductswith
ciprofloxacin,amoderatanhibitor of CYP4501A2 isozyme reducesclearanceof intravenoudidocaineby 22%.
Althoughlidocainetreatmentwaswell toleratd,a possibe interacion with ciprofloxacinassocated with sideeffects
may occu uponconcomiantadmnistraton.

Clozapine
Following concomitantadministrationof 250 mg ciprofloxacn with clozapinefor 7 days,seum concentrationsf

clozapineandN-desmethylclozapie wereincreasedby 29%and31%,respedively. Clinical surveillanceand
appropriae adjustmenbdf clozapinedosageduringand shortly after co-administrationwith ciprofloxacinare advised
(seesection 4.4).

Sldenafil

Cmaxand AUC of sildenafilwereincreasedpproximatly twofold in heathy subjectsafteranord doseof 50 mg
givenconcomitany with 500mg ciprofloxadn. Therefore cauton shoutl be usedprescribingciprofloxacin
concamitantly with sildenafil takinginto consider#ion the risksandthe benefits.

Agomelatine
In clinical studies,it wasdemongsratedthatfluvoxamine, asa stronginhibitor of the CYP4501A2 isoenzyme,

markedlyinhibits the metabolisnmof agomédatine resuling in a 60-fold increaseof agomelatineexposue. Althoughno
clinical dataareavaiable for a possble interacton with ciprofloxacn, a modeate inhibitor of CYP4501A2, similar
effectscan be expecte uponconcomitanadminstration (see' Cytochrone P450 in section4.4).

Zolpidem
Co-administrationof ciprofloxacinmayincreasebloodlevelsof zolpidem,concurrentuseis notrecommende:
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4.6 Fertility, pregnancy and lactation

Pregnancy
Thedatathatareavailable on adminstration of ciprofloxaan to pregnantwomenindicates no malformativeor

feto/neonataloxicity of ciprofloxacin.Animal studiesdo notindicat direct or indirectharmful effectswith respectto
reprodudive toxicity. In juvenileandprenatalanimds exposé to quinolones effectsonimmaturecatilage havebeen
obsewed,thus,it cannotbe excludedthatthe drugcould causedamaygeto articular catilagein the humanimmature
organism/ foetus (seesection5.3).

As aprecautionarymeasureit is preferableo avoidthe useof ciprofloxach duringpregnancy.

Breastfeedng
Ciprofloxacinis excrdedin breastmilk. Dueto the potental risk of articular damageciprofloxacinshouldnotbeused

during breastfeeding.
4.7 Effects on ability to drive and use machines

Dueto its neurologicakffects,ciprofloxacinmay affed reaction time. Thus,theability to drive or to opeatemadinery
may beimpaired.

4.8 Undesirable effects

Themostcommonly reportedadversadrugreactons (ADRs) arenauseadiarrhoeayomiting, transienincreag in
transaminasesash,andinjectionandinfusionsite reactons.

ADRs derivedfrom clinical studiesandpostmarkeing survellance with Ciproxin (oral, intravenousandsequential
therapy sortedby categoriesof frequencyarelistedbelow. Thefrequeng analysistakesinto accountdatafrom both
oral andintravenousadmninistration of ciprofloxacn.

Frequency not
System Organ S(ir/rllrggp gri;:frg)rg?n Ealr/io 000t Very Rare l{cn;r\llvn?t be
Class <1/10 ° < 1/1’00 0 <1/1 600 ° < 1/10,000 estimatedfrom
' the available
data
Infectionsand Mycotic
Infestations superinfections
Blood and Eosinophile Leukopeni Haemolytic
Lymphatic Anaemia anaemia
System Neuropena Agranulocybsis
Disorders Leukocytoss Pancytopera
Thrombocybpenia| (life-threagning)
Thrombocyaema | Bone marrow

depresson (life-

threatening
Immune Allergic reactior Anaphylacic
System Allergic oedemd | reaction
Disorders angiooedema Anaphylacic

shock (life-

threateningy (see

section 4.4)

Serumsickness

like reactior
M etabolism Deaeased Hyperglycaemi
and Nutrition appetite Hypoglyaenma
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Disorder s (seesection4.4)
Psychiatric Ps/chomotor Confusionand Psychotic Mania,incl.
Disorders hyperactivity/ | disorientaion reactions hypomania
agtation Anxiety reactbn (potentially
Abnormaldreans | culminatingin
Depresson suicidal
(potentially ideations/thought$
culminating in or suicide
suicidal attemptsand
idedions/thoughts| completed
or suicideattemps | suicide)(see
and completed section 4.4)
suicide)(see
section4.4)
Hallucinatns
Nervous System Headacht Par- and Migraine Peripheal
Disorders Dizzines Dysaesthesia Disturbed neuropathyand
Sleep disorders | Hypoaesthesia coordination polyneuropathy
Tasedisorders | Tremor Gait disturbance | (seesection
Seizures(incl. Olfactory newe 4.4)
status epilepticus | disarders
seesectiord.4) Intracranial
Vertigo hypettensionand
pseuatumor
cerebr
EyeDisorders Visual Visual colour
distubancege.g. | distottions
diplopia)
Ear and Tinnitus
Labyrinth Hearingloss/
Disorder s Hearingimpairec
Cardiac Tachycarda Ventricular
Disorders arrhythmia,
torsadesde
pointes
(reportal
predominanty
in patientswith
risk factorsfor
QT
prolongation),
ECGQT
prolonged(see
sectiors 4.4
and4.9)
Vascular Vasodilatatio Vasculitic
Disorders Hypotension
Syncope
Respiratory, Dyspnoee
Thoracic and (including
M ediastinal asthmatic
Disorders condition)
Gastrointestinal | Nause Vomiting Antibiotic Panceatitis
Disorders Diarrhoea Gastrointestinal| associatectolitis
and abdominal | (veryrarelywith

pans

possiblefatal

Date Printed 18/05/2017

CRN 2190437

page number: 11



Health Products Regulatory Authority

Dyspepsi outcome)(see
Flatulenc section4.4)

Hepatobiliary Increasean Hepatic Liver necross

Disorders transaminases | impairment (veryrarely
Increase Choledaticicterus | progresingto
bilirubin Hepatitis life-threatenmg

hepatic failure)
(seesection4.4)

Skin and Rast Photognsitvity Petechiae Acute

Subcutaneous Pruntus reacdions(see Erythema Generalied

Tissue Urticaria section4.4) multiforme Exanthematous

Disorders Erythema Pustdosis

nodosum (AGEP)
StevensJohnson | Drug Reation
syndrome with
(potentiallylife- Eosinophilia
threatening and Sygemic
Toxic epidermal | Symptoms
necrolysis (DRESS)
(potentiallylife-

threatening

M usculoskeletal Musculoskelatl | Myalgie Muscular

and Connective pan (e.g. Arthritis weaknes

Tissue extremity pain, | Increasednuscke | Tendinitis

Disorders back pan, chest | toneandcramping | Tendonrupture
pan) (predominantly
Arthralgia Achilles tendon)

(seesectiond.4)
Exacerbaiton of
symptomsof
myastheniagravis
(seesection4.4)

Renal and Renal Renal failure

Urinary impairment Haematuria

Disorders Crystalluria(see

section4.4)
Tubulointerstitial
nephritis

General Injectionand | Asthenie Oedeme

Disordersand infusionsite Fewer Sweating

Administration | reactiongonly (hyperhidrosis)

Site Conditions | intravenous

administration’

I nvestigations Increasean Increasedmylase Internationa
bloodalkalne normalised
phosphdase ratio increased

(in patients
treaedwith
Vitamin K
antagoniss)

Thefollowing undesirableffectshavea higherfrequeng category in the subgoupsof patientsreceivingintravenous

or sequenal (intravenougo oral) treatnent

Commor

Vomiting, Transiet increasen transaminaes, Rast

Uncommor

Thrombocytopenialhrombocytaena, Confusionand disorientdion,
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Hallucinations Pa- and dysaedtesh, SeizuresyVertigo, Visual
disturbancedlearingloss,TachycardiaYasodiatation, Hypotension,
TrarsienthepaticimpairmentCholedatic icterus, Renalfailure,
Oedems

Rare PancytopeniaBonemarrowdepressionAnaphyladic shock,Psychott
reactionsMigraine, OlfactorynervedisordersHearngimpaired,
Vasculitis,Pancreatis, Liver necross, Peechiae, Tendonrupture

Paedatric population
Theincidenceof arthropathy(arthralgia arthritis), mentonedabove is referringto datacollectedin studieswith adults
In children, arthropathyis reportedto ocaur commonly(seesedion 4.4).

Reportingof suspecteddversaeactions

Reportingsuspecte@dverseaeactionsafterauthorisaton of the medicinal productis important.lt allows cortinued
monitoring of the bendit/risk balanceof the medianal produd. Heathcae professionalsre askedo reportany
sugpectedadversaeactionsvia HPRA Pharnacovigilance EarlsfortTerrae, IRL - Dublin 2; Tel: +3531 6764971
Fax: +3531 6762517 Webste: www.hpra.ie E-mail: medsafety@hpra.ie

4.9 Overdose

Anoverdoseof 12 g hasbeenreportedo lead to mild synptomsof toxicity. An acuteoverdoseof 16 g hasbeen
reportedto causeacuk renalfailure.

Symptomsin overdoseconsst of dizzinesstremor,headahe,tirednesssdazures, hallucinationsconfusion,abdominal
discomfort,renalandhepaticimpairmentaswell as crystalluriaandhaemauria. Reversiblerenaltoxicity hasbeen
reported.

Apartfrom routineemergencyneasuresg.g.ventricular emptying followed by medicalcarbon it is recommendedo
monitor renalfunction,includingurinary pH and acidify, if requiral, to prevent crystalluria.Patientsshouldbe kept
well hydraed.

Calciumor magnesiuntontainingantacidanaytheoretically reducethe absorptionof ciprofloxacinin overdoses.
Only asmall quanity of ciprofloxacin(<10%)is eliminaedby haemodidysis or peiitonealdialysis.

In theevern of overdog, symptomatictreatment shoutl beimplemented.ECG monitoringshouldbe undetaken,
becauseof the possibiity of QT intervalprolongaton.

5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties
Pharmacotherapeutigroup:FluoroquinolonesATC code:JO1MAOQ2

Mechanisnof acion

As afluoroquinoloneantibacteriabgent the bacteicidal action of ciprofloxacin resultsfrom theinhibition of both type
Il topoisanerasgDNA-gyrase)andtopoisomeaselV, requiredfor baderial DNA replication,transcriptionyepair and
recambination.

Pharmacoknetic/pharmacodynamielaionship
Efficacy mainly dependson therelationbetweenthe maximum conentrdion in serum(C_._ ) and theminimum

inhibitory concentration{fMIC) of ciprofloxadn for abaderid pathogenandtherelation between theareaunderthe
curve (AUC) andtheMIC.

Mechanisnof resistance
In-vitro resistancéo ciprofloxacincanbeacquira througha stepwiseprocessby target site mutatonsin bothDNA
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gyrase andtopoisomeras|V. Thedegreeof cros:-resistancebetweerciprofloxacinandother fluoroquinolonesthat
resultsis variable.Singlemutatbnsmaynotresut in clinical resstance but multiple mutationsgenerallyresultin
clinical resisanceto manyor all activesubsainceswithin theclass.

Impermeabity and/oractivesubstancefflux pumpmechansns of resistancemayhavea variable effect on
susceptibility to fluoroquinoloneswhich depend®n the physiocherncal propetiesof thevarnousactive substances
within the classandthe affinity of transporisysemsfor each acive substane. All in-vitro mechanismsf resistane
are commonlyobservedn clinical isolatesResstancemechaismsthatinacivate otherantibioics suchasperneation
barriers (commonin Pseudomonas aeruginosa) andefflux mechanismsnay affectsusceptibilityto ciprofloxacin.
Plasmidmediatedesiganceencodedy gnr-geneshasbeenrepored.

Spectrum of anibacteral activity
Brealpoints separat suseptibk strainsfrom strainswith intermealiate sus@ptibility and the latterfrom resistant
strains

EUCAST Recommendations
Microor ganisms Susceptible Resistant

Enterobacteriaceae S<05mg/L R>1mg/L
Pseudomonas spp. S<05mg/L R>1mg/L
Acinetobacter spp. S<1mg/L R>1mg/L
Saphviococcus sm.! S<1mg/L R>1mg/L
Haemophilus influenzae and S<05mg/L R>05mg/L
Moraxella catarrhalis
Neisseria gonorrhoeae S<0.03mg/L R > 0.06 mg/L
Neisseria meningitidis S<0.03mg/L R > 0.06 mg/L
Non-specieselaed S<05mg/L R>1mg/L
breakpoints*

1 Saphylococcus spp.- breakpointdor ciprofloxach relae to high dosetheragy.

* Nonspeciegelated breakponts havebeendetemined mainly onthe basis of PK/PD
dataandareindependenbf MIC distributionsof specific species. Theyarefor useonly
for specieghathavenotbeengivena species-spedfic breakpointandnotfor those
specieswhere susceptibity tedingis notrecommendel.

Theprevalenceof acquiredresistancenay vary geograpttally andwith time for selectedspeciesand local information
on resiganceis desirable particulary whentreaing severdnfections. As neesary, expertadviceshouldbe sought
whenthelocal prevalencef resistances suchthatthe utility of the agentin atleastsometypesof infectionsis
guestionale.

Groupingsof relevantspeciesaccordingo ciprofloxaan suscetibility (for Streptococcus specieseesedion 4.4).

COMMONLY SUSCEPTIBLE SPECIES
Aerobic Gran-positive micrc-organisns
Bacillus anthracis (1)

Aerobic Gran-negativemicrc-organisns
Aeromonas spp.

Brucella spp.

Citrobacter koseri

Francisellatularensis

Haemophilus ducreyi

Haemophilus influenzae*

Legionella spp.

Moraxella catarrhalis*

Neisseria meningitidis

Pasteurella spp.
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Salmonella spp.*

Shigella spp.*

Vibrio spp.

Yersinia pestis
Anaerobicmicrg-organism:

Mobiluncus

Othe micrc-organism

Chlamydia trachomatis ($)

Chlamydia pneumoniae ($)

Mycoplasma hominis ($)

Mycoplasma pneumoniae (%)
SPECIESFOR WHICH ACQUIRED RESISTANCE MAY BE A PROBLEM
Aerobic Gran-positive micrc-organigns
Enterococcus faecalis ($)
Saphylococcus spp. *(2)

Aerobic Gran-negativemicrg-organisns
Acinetobacter baumannii*

Burkholderia cepacia **

Campylobacter spp:*
Citrobacter freundii*
Enterobacter aerogenes
Enterobacter cloacae *
Escherichia coli*
Klebsiella oxytoca
Klebsiella pneumoniae*
Morganella morganii*
Neisseria gonorrhoeae*
Proteus mirabilis*
Proteus vulgaris*
Providencia spp.
Pseudomonas aeruginosa*
Pseudomonas fluorescens
Serratia mar cescens*
Anaerobicmicrg-organism:
Peptostreptococcus spp.
Propionibacterium acnes

INHERENTLY RESISTANT ORGANISM S

Aerolic Gramr-positivemicro-organism

Actinomyces

Enteroccus faecium

Listeria monocytogenes

Aerolbic Gran-negaive micrc-organism

Senotrophomonas maltophilia

Anaerobicmicro-organism

Exceped aslistedabove

Otha micrec-organism:

Mycoplasma genitalium

Ureaplasma urealitycum

* Clinical efficacy hasbeendemonstratetbr sus@ptible isolates in approved
clinical indications

Resigancerate > 50% in oneor moreEU countries
($): Naturalintermediatesusceptibilityin the absencef acquired medanismof
resistace

+
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(1): Studieshavebeenconductedn experimerdl animalinfectionsdueto inhaldions
of Bacillus anthracis sporesthe studiesreveal thatantbiotics staring early
after expositon avoidthe occurrencef thediseasef thetreatnentis madeupto
the decreasef the numberof sporesn theorganismundertheinfective dose.The
recommadedusein humansubgctsis basedorimarily onin-vitro suscepbility
and on animalexperimenrdl datatogethemwith limited humandata. Two-month
treatmentduraton in adultswith oral ciprofloxacingivenatthefollowing dose
500 mg bid, is consideredaseffectiveto preventanhraxinfectionin humansThe
treatingphysicianshouldreferto nationaland/or internatonal consensus
documentgegardingtreatmenbf anttrax.

(2):  Methicillin-regstantS. aureus very commonly expressco-resistanceto
fluoroquinolonesTherateof resistancéo meticillin isaround20to 50%among
al staphylooccalspeciesandis usually higherin nosocomal isolates.

5.2 Phar macokinetic properties

Absorption
Following anintravenousnfusion of ciprofloxacinthe mean maximum serumconcentationswere achievedattheend

of infusion. Pharnacokineticsof ciprofloxacin werelinearoverthe doserangeup to 400 mg administered
intravenously.

Comparisorof the phamacokinetigparaméersfor atwice a dayandthreetimesadayintravenousloseregimen
indicatedno evidenceof drugaccumulatiorfor ciprofloxacinand its metaboites

A 60-minuteintravenousnfusionof 200mg ciprofloxadn or the ord adninistrationof 250 mg ciprofioxacin,both
givenevay 12 hours producedanequivalentareaunde the serumconcentation time curve (AUC).

A 60-minuteintravenousnfusionof 400mg ciprofloxadn every12 hourswasbioequivalento a500mgord dose
every 12 hourswith regardto AUC.

The400mgintraverousdoseadminigered over60 minutesevery 12 hoursresultedn aC, .. Smilar to thatobserved
with a750mgoraldose.

A 60-minuteinfusion of 400mg ciprofloxacin evey 8 hoursis equivalent with respecto AUC to 750mg oral regimen
givenevay 12 hours

Distribution
Proteinbinding of ciprofloxach is low (20-30%). Ciprofloxacinis presenin plasmaargdy in a nornrionisedform and

has a largesteadystatedistribution volume of 2-3 L/kg bodyweight Ciprofloxacinreachesigh concentationsin a

variety of tissuessuchaslung (epithelialfluid, alveolar macrophageshiopsytissue),sinusesinflamedlesions
(cartharidesblisterfluid), andthe urogenital tract (urine, prostag, endonetrium) wheretotal concentrationsexceeding
thoseof plasmaconcentationsarereached.

Biotransformabn

Low concentrationsf four metabolitehavebeenrepored, which wereidentfiedas:desethyéneciprofoxacin(M 1),
sulphociprofloxacin(M 2), oxociprofoxacin(M 3) andformylciprofloxacin (M 4). The metaboliteslisplayin-vitro
antimicrobial activity butto alowerdegeethan the parent compound.

Ciprofloxacinis knownto be a moderatanhibitor of the CYP 450 1A2 iso-enzymes.

Elimination
Ciprofloxacinis largely excretedunchangedbothrenally and, to asmdler extent, faecally.
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Excretion of ciprofloxacin (% of dose)

Intravenous Administration

Urine Faeces
Ciprofloxacir 61.5 15.2
Metabolites(M-M,) | 9.5 2.6

Renalclearances betwveen180-300 mL/kg/h andthetotal body clearances betveen480-600 mL/kg/h. Ciprofloxacin

undergoedothglomerular filtration andtubularsecréion. Severdy impairedrenalfunctionleadsto increasechalf
lives of ciprofloxacinof upto 12 h.

Non-reral clearanceof ciprofloxacinis mainly dueto acive trans-intestnal seaetion andmetaboilsm. 1% of thedose
is excreed via thebiliary route.Ciprofloxacinis presenin thebile in high conentrations.

Paedatric patents
Thepharmacokineticatain paedatric paients arelimited.

Inastudyin childrenC,_, andAUC werenotagedependenfaboveoneyea of age).No notabk increasen C_ . and
AUC upon multiple dosing(10 mg/kgthree times daly) wasobserved.

In 10 childrenwith severesepsisC, ., was6.1mglL (range4.6-8.3 mg/L) aftera 1-hourintravenousnfusion of

10 mg/kgin childrenagediessthanl yearconpaedto 7.2mg/L (range4.7-11.8 mg/L) for childrenbetveenl and5
yearsof age.The AUC valueswerel7.4mg*h/L (range11.8-32.0mg*h/L) and16.5mg*h/L (range
11.0-23.8mg*h/L) in therespectiveagegroups.

Thesevaluesarewithin therangereporedfor adultsat therapatic doses. Basedon populationphamaakinetic
analysisof paedatric patientswith variousinfections, the predicted mean half-life in childrenis approx.4-5 hoursand
thebioavailability of the oral suspensiomangesrom 50 to 80%.

5.3 Preclinical safety data

Nonr-clinical datareveal no specialhazarddor humansbasedon conventbnal studiesof singledosetoxicity, repeatd
dosetoxicity, carchogenicpotential,or toxicity to reproduction.

Like anumberof othe quinolonesciprofloxaan is phototoxicin animals at clinically relevantexposue leves. Data
on photomutagenicityphotocaranogenicityshowa weak photomuagenc or phototumorigeni@ffectof ciprofloxacin
in-vitro ard in animalexperimentsThis effect wascompaableto thatof othergyraseinhibitors.

Articular tolerability:

Asreportedfor othergyrasenhibitors, ciprofloxacin causeslamageto thelarge weightbearingjointsin immature
animals. Theextentof the cartilagedamagevariesacwrding to age species and dose; thedamagecanbereducedoy
taking theweightoff thejoints. Studieswith matre animals (rat, dog) reveded no evidenceof catilagelesions.In a
study in young beagledogs,ciprofloxacincausedsevee articular changs at therapautic dosesafter two weeksof
treament,which werestill observedafter 5 months.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Lactic acidsolution20 %
Glucos monohydate
Hydrochloricacid concentated
Waterfor injection:
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6.2 ncompatibilities

This medicinalprodud¢ mustnot be mixedwith othe medcinal productsexaeptthosementionedn section6.6.

6.3 Shelf life

3years
Chemicd andphysicalin use stablity hasbeen demonstrag¢dfor 24 hoursat roomtemperatug (15 C to 25'C). Froma
microbiologicalpoint of view, unles the methodof openng and mixing with co-infusionsolutionsprecludestherisk

of microbial contaminabn, the productshouldbe usal immediately. If notusedimmediately,in use storageimesand
conditions aretheresponsibilityof theuser.

6.4 Special precautionsfor storage

Keepin the overwrapin orderto proted from light. Do notrefrigerateor freeze

6.5 Nature and contents of container

200 mL PObagwith PO portwrappedn Al/PET/PPfoll

Packsizes:1, 5, 10 or 12 flexible PO bagscontaning 200mL of soluion for infusionead.
Not all packsizemaybe marketed

6.6 Special precautionsfor disposal and other handling

Theciprofloxacininfugon solution is compaible with Ringersolution, 10 % glucosesolution, 5 % fructosesolution
and isotont sodiumchloride solution.

Sincetheinfusion sdution is sensitiveto light, theinfusionbagsshoutl be removedfrom the overwrap only
immediatelybeforeuse.

For singleuseonly.

At cool temperatuespreciptation mayoccur,which will re-dissolveatroomtemperature(15°C —25°C).
Any unusedsdution shouldbedisposedbf.
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