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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
VoriconazoleRowex 200mgPowderfor Solution for Infusion
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead vial contains200mg of voriconazde.

After reconstitition eachml containsl0 mg of voriconaole Oncereconstiutedfurther dilution is required before
administration.

Excipientwith known effect
Ead vial contains228.16mg sodium

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

Powderfor solutionfor infusion.

White lyophilisedpowder.
4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications

Voriconazolds a broadspectrumtriazde anifungal agentandisindicaedin adultsandchildrenaged2 yeas and
above asfollows:

o Treatmenbf invasiveagergillosis

e Treatmenbf candidem&in non-neutropert paients

o Treatmenbf fluconazoleresstantseriousinvasiveCandida infections (including C. krusei)
o Treatmenbdf seriousfungalinfectionscausedy Scedosporium spp.andFusarium spp.

VoriconazoleRowex shouldbe adminigered primariy to paients with progresa/e, possiblylife-threateningnfections.

o Prophylaxis of invasivefungalinfectionsin highrisk allogenéc hemaipoietc stemcell transplan{HSCT)
recipients

4.2 Posology and method of administration

Posdogy
Electrolytedisturbamessuchashypokalaenia, hypomagnesaem and hypocalcaemighouldbe monitoredand

corrected,if necessaryprior to initiation andduring voriconaoletherapy(seesecion 4.4).
It is recommendethatVoriconazoleRowex is administeredat a maximum rateof 3 mg/kgperhouroverl to 3 hours.
Voriconazoles alsoavailableas50 mg and200mg film -coatdtabletsand40 mg/ml powderfor oral suspension.

Treatmet
Adults
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Therapymustbeinitiatedwith the specfied loading doseregimen of eitherintravenousor oral Voriconazok Rowexto
achieveplasmaconcentrationsn Day 1 thatare closeto steadystat. Onthebasisof the high ord bioavailability
(96%; seesectbn 5.2), switching betveenintravenousandoral adminstration is appiopriatewhenclinically indicaied.

Detaled informaion on dosagaecommend@onsis providedin thefollowing table:

I ntravenous Oral
Patients40 kg and Patientslessthan40 kg*
above*
L oading dose regimen 6 m/kgeveryl2hours | 400mgeveryl2hous | 200 mgevel 12 hours
(first 24 hours)
Maintenance dose 4 mg/kgtwice daily 200 mg twice daiy 100mg twice daily
(after first 24 hours)
*|t alsorefers to patientsagedl5 yearsandolder.

Duration of treatment

Treatmenduraion shouldbe asshort aspossibledependingon the patien s clinical andmycologicalresponsel.ong
termexposureo voriconazolegreaterthan 180days(6 monhs)requirescarell assessmertf the bendit-risk
balance(seesectons4.4and5.1).

Dosage adjustment (Adults)
If paient is unableto tolerateintravenoudreamentat4 mg/kg twice daily, reducethe doseto 3 mg/kgtwice daily.

If padient’ sresponséo treatmentis inadequatethe mantenancedosemay beincreasedo 300 mg twice daily for oral
administration.For patentslessthan40 kg the oral dosemaybeincreaed to 150mg twice dally.

If patient is unableto toleratetreatmentat a higherdosereducethe oral doseby 50 mg stepsto the 200 mg twice daily
(or 100 mg twicedaily for patiens less than40 kg) maintenancedose.

In caseof useasprophylaxis referbelow.

Children (2 to <12 years) and young adolescents with low body weight (12 to 14 years and <50 kg)
Voriconazoleshouldbe dosedaschildrenastheseyoungadolescerg may meabolizevoriconazolemore similarly to
childrenthanto adults.

Therecommendedosing regimenis asfoll ows:

| ntravenous Oral
LoadingdoseRegimen(first 24 | 9 mg/kgewvery 12 hours Not recommende
hours
Mainterancedose(afterfirst 24 | 8 mg/kgtwicedaiy 9 mg/kgtwicedaily (a
hours) maxiumumadoseof 350mg
twicedaily)

Note: Basedon a population pharmacokingc andysisin 112immunocompronsed paediatrigpatientsaged?2 to <12
yearsand26 immunocompromise@dolescentsagedl2to <17 yeas.

It is recommendetb initiatethetherapywith intravenousregimen,and oral regimenshouldbe consideed only after
thereis a significantclinicalimprovementlt shouldbe notedthatan8 mgkg intravenousiosewill provide
voriconazde exposureapproximately 2-fold higherthan a9 mg/kgord dose.

All other adolescents (12 to 14 years and >50 kg; 15 to 17 years regardless of body weight)
Voriconazoleshouldbe dosedasadults.

Dosage adjustment (Children [2 to <12 years] and young adol escents with low body weight [ 12 to 14 years and <50

ka])
If paient responsesinadequatetheintravenousiosemaybeincreaed by 1 mg/kgstepslf patientsareunableto

toleratetreatnent,reducetheintravenousioseby 1 mg/kg steps
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Usein paediatic paientsaged? to <12 yearswith hepatic or rend insufficiencyhasnot beenstudied (seesectionst.8

and 5.2).

Prophylaxisin Adults andChildren

Prophylaxis shauld beinitiated on theday of transplanandmay be admnisteredfor up to 100days.

Prophylaxis shaild be asshortaspossible dependingontherisk for devebpinginvasivefungalinfection(IFl) as
defined by neutopeniaor immunosippression.Ilt may only be coninuedup to 180daysatfter transplantatiomn caseof
continuing immunosuppressn or graft versushostdiseasd GvHD) (seesedion 5.1).

Dosage
Therecommendedosing regimenfor prophylaxisis the same asfor treatmentin therespectiveagegroups.
Pleaseeferto thetreatmentablesabove.

Duration of prophylaxis
The safetyandefficacy of voriconazoleusefor longerthan180dayshasnot beenadequatsl studiedin clinical trials.

Useof voriconazolen prophylaxisfor greate than180days(6 months)requrescaretil assessmenmtf the benett-risk
balance (seesectons4.4and5.1).

Thefollowing instuctionsapplyto both Treamentand Prophylis

Dosage adjustments

For prophylaxs use,doseadjustmentsrenot recommendedin the caseof lack of efficacyor treatmentrelatedadvese
evens. In the caseof treatmentrelatedadverseevents, discontinuatiorof voriconaole anduseof alternatve antifungal
agent mustbe consideredseesection4.4 and 4.8).

Dosage adjustments in case of co-administration
Rifabutinor phenybin may be coadministereavith voriconaole if the maintenancedoseof voriconazolds increased
to 5 mg/kgintravenaisly twice daily, seesections4.4and4.5.

Efavirenzmay be coadministeredvith voriconazolef the mainenane doseof voriconazoleas increasedo 400mg
every 12 hoursandthe efavirenzdoseis reducedoy 50%,i.e.to 300mg onae daily. Whentreatmenwith voriconazole
is stoppedtheinitial dosageof efavirenzshoutl berestoredseesedions4.4and 4.5).

Elderly
No dose adjustrrentis necesary for elderly paients(seesecton 5.2).

Renal impairment

In patientswith moderateo severaenaldysfundion (creatnine clearance< 50 ml/min), accumulationof the
intravenousehicle, SBECD,occurs.Oral voriconaole shouldbe administeredto thesepatientsunlessanassessment
of therisk benefitto the patientjustfies the useof intravenousvoriconaole. Seum creatininelevelsshouldbe closely
monitoredin thesepatientsand,if increaes occur,consderaton shoutl be given to changingto oral voriconazole
therapy(seesecton 5.2).

Voriconazolas haemodialyseavith a cleaanceof 121 ml/min. A four hourhaemodialysisessiordoesnot removea
sufficient amountof voriconazoleo warrantdoseadjustnent.

Theintravenous/ehide, SBECD,is haemodiajsedwith a clearan@ of 55 ml/min.

Hepatic impairment

It is recommendethatthe standardoading dos regimensbe usedbut thatthe maintenancelosebe halvedin patients
with mild to moderat hepaticcirrhoss (Child-PughA andB) receaving voriconazolgseesection5.2).

VoriconazoleRowex hasnot beenstudiedin paients with severechronic hepdic cirrhosis(Child-PughC).
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Thereis limiteddataon the safey of VoriconazoleRowexin patientswith abnormaliver functiontests (aspatate
transaminas@AST), alaninetranamnase(ALT), alkaline phosphatse (AL P), or total bilirubin >5 timesthe upper
limit of norma).

VoriconazoleRowex hasbeenassociatel with elevdionsin liver function tests andclinical signsof liver damagesuch
as jaundice,andmustonly be usedin patients with sevee hepdic imparmentif the benefitoutweighsthe potential
risk. Patiens with severehepaticimpairmentmustbe carefully monitored for drugtoxicity (seesectior4.8).

Paediatric population
The safetyandefficacyof VoriconazoleRowex in children below?2 yeas hasnot beenestablishedCurrently available
data aredescribedn sectionst.8and5.1 but no recommendaion on a posologycanbe made.

Methodof adminstration
VoriconazoleRowex requiresreconsitution anddilution (seesedion 6.6) prior to administratiorasanintravenous
infusion.Not for bolusinjection.

4.3 Contraindications
Hypersasitivity to the activesubsanceor to anyof the excipientslisted in secton 6.1.

Coadministationwith CYP3A4 substratederfenaline, astemizole, cisapride pimozideor quinidinesinceincreased
plasmaconcentrationgf thesemedicinad produds canleadto QTc prolongaion andrareoccurrencesf torsadesde
pointes(seesectbn 4.5).

Coadministationwith rifampicin, carbanazeine andphenobébital sincethesemedidnal productsarelikely to
decreasgplasmavoriconazoleconcentrabnssignificantly (seesection 4.5).

Coadministation of standarddosesof voriconazoé with efavirenzdoses of 400mg oncedaily or higheris
contraindicaed, becaus efavirenzsignificantly deaeaseplasmavoriconaole concentrationn healthysubjectsat
thesedosesVoriconazole also significanty increasesefavirenz plasma con@ntrations(seesection4.5, for lower doses
see section 4.4).

Coadministationwith high doseritonavir (400 mg andabovetwice daily) becaiseritonavir significantly decreases
plasmavoriconazoleconcentationsin healthy subjeds at this dose(seesection 4.5, for lower dosesseesection4.4).

Coadministationwith ergotalkaloids (ergotamie, dihydroegotamine),which are CYP3A4 substratessinee increased
plasmaconcentrationsf thesemedicind produds canleadto ergotism(seesedion 4.5).

Coadministationwith sirolimussincevoriconaole islikely to increaseplasma concentrationsf sirolimus
significantly (seesectior4.5).

Coadministationwith StJohris Wort (see section4.5).
4.4 Special warnings and precautions for use
Hypersesitivity

Caution shouldbe usedin prescribingVoriconazoleRowex to patientswith hypersensitivityto otherazoles(seealso
section 4.8).

Durationof treatment
Theduraton of treamentwith theintravenougormulaton shoutl be nolonge than6 months(seesection5.3).

Cardovascular

Voriconazolehasbeenassociateavith QTc interval prolongaion. Therehave beenrarecasesf torsadesle pointesin
patientstaking voriconazolewvho hadrisk factors, suchas history of cardiobxic chemotherapy;ardiomyopathy,
hypokalaemiaand concomitanimedicinalproductstha may havebeen contributory.Voriconazoleshouldbe
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administeredwith cautonto patientswith potentidly proarhythmic condiions,suchas

Congenitalor acquiredQTc-prolongation

Cardiomyopathyin particularwhenheartfailure is preset

Sinus bradycarta

Existing synmptomaticarrhythmias

Concomitantmedicinalproductthatis knownto prolong QTc interval. Electrolyte disturbancesuchas
hypokalaena, hypomagnesaemendhypoalcaema shouldbe monitored andcorrected, if necessa, prior to
initiationandduring voriconazoleherapy (seesection 4.2). A studyhasbeen conductedn healthyvoluntees
which examhedthe effecton QTc interval of single dosesf voriconaole up to four timesthe usualdaily dose.
No subjectexperiencednintervalexceedng the potentidly clinically relevantthresholdof 500 msec(see
sectonb5.1).

Infusion-relatedreactons

Infusion-relatedreactionspredomnantly flushingandnauseahave been obseved during adminstrationof the
intravenougormulationof voriconazole Depending on the severty of symptomsgconsideationshouldbegivento
stoppng treatment(see section4.8).

Hepatictoxicity

In clinical trials, therehavebeencaesof serioushepatic reationsduringtreatmentvith voriconazolgincluding
clinical hepaitis, cholegasisandfulminanthepatc failure, including fatalities) Instance of hepaticreactionswere
notedto occurprimarily in patientswith seropusunderlyng medial conditions(predominantlyhaematological
malignancy).Transienthepaticreactionsjncluding hepaditi s and jaundice, haveoccured amongpatientswith no other
idertifiable risk factors.Liver dysfunctionhasusualy been reversibleon discontinuatiorof therapy(seesecton 4.8).

Monitoring of hepaticfunction

Patientsreceving VoriconazoleRowexmustbe carefuly monitoredfor hepdic toxicity. Clinical managyementshould
includelaborabry evaluationof hepaticfunction (speeifically AST and AL T) attheinitiation of treatmet with
VoriconazoleRowex andatleag weeklyfor thefirst monthof treatment. Treatmentdurationshouldbe asshortas
possible however if basedn the benetft-risk assesmat thetreatmentis continued(seesectiond.2), monitoling
frequencycan bereducedto monthlyif thereare no changesn theliverfunction teds.

If the liver functiontestsbecomemarkedlyelevated, Voriconamle Rowexshouldbe discontinuedunlessthe medical
judgmentof therisk- benefitof thetreamentfor the patientjustifiescontinueduse

Monitoring of hepaticfunctionshouldbe carriedoutin both childrenand aduls.
Visualadverseaeactions

Therehavebeenreportsof prolongedvisualadverseeactions,including blurredvision, optic neuritis and
papilloedema(seesection4.8).

Renaladverseaeactons

Acuterenalfailure hasbeenobservedin severdy ill patientsundergoingreatnentwith VoriconazoleRowex. Pdient
being treatedwith voriconazolearelikely to betreded conamitantly with nephrotoxic medicinalproductsandhave
concurentconditionsthatmayresultin deaeasel renalfunction (seesection 4.8).

Monitoring of renalfunction
Patientsshouldbe monitoredfor the developmeniof abnormérenalfunction. This shouldincludelabormatory
evaluation, paricularly serumcreatinine.

Monitoring of pancreatidunction

Patients,especial children,with risk factors for acue panceatitis (e.g.recentchemotheaspy,haematopoietistemcell
transplantatiofHSCT)),shouldbe monitored closdy duringVoriconazole RowextreatmentMonitoring of seum
amylase or lipasemay be consderedin this clinical situation.

Dermatologicabdverseeaction
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Patientshavedevelopedexfoliative cutaneouseadions, suchasSteven:-Jahnsonsyndrome during treatmentwith
VoriconazoleRowex. If patiens developa rashtheyshouldbe monitored closelyandVoriconazoleRowex
discontinuedf lesionsprogress.

In addition VoriconazoleRowexhasbee associgedwith photoxidty, includingreactionssuchasephelideslentigo,
actinic keratosisandpseudoporphyrialt is recomnendedhatall paients,includingchildren,avoidexposuredo direct
sunlightduring Voriconazoé Rowex treament and usemeasuressuchasprotective clothingandsunscreemvith high
sun protectionfactor (SFF).

Long-termtreatment

Long-termexposuregtreatmenor prophylaxs) greaer than180days(6 months)requirescaretil assessmenif the
benefit-risk balanceandphysicianshoud thereforeconsiderthe needto limit the exposurdo voriconazolgsee
sections4.2and5.1). Thefollowing sevee adverseeventshavebeen reportel in relationwith long-termVoriconazole
Rowextreament:

Squamougell carcinomaof the skin(SCC)hasbeenrepotedin patients sormre of whomhavereportel prior photobxic
reactons.If photobxic reactionsoccur,multidisaplinary advice shouldbe soughtandthe patientshouldbereferredto
adermatologist.VoriconazoleRowexdisconinuation and useof aternative antifungalagentshouldbe considerd.
Dermatologicevalationshould be perfamed on a sysemaic and regula bass, whenevelV oriconazoleRowexis
continueddespie the occurenceof phototoxcity-related lesions to allow early detectiorandmanagenentof
premalignantesons.VoriconazoleRowexshout bediscontnuedif premalignantskinlesionsor squamouscdl
carcinomaareidentified.

Nonr-infectious periostitis with elevatedluoride and alkdine phosphadselevels hasbeenreportedn transplant
patients.If apatientdevelopsskektalpainandradiologicfindingscompdible with periostitisvVoriconazoleRowex
discontinuatiorshouldbe consideredfter multidisciplinary advice

Paedatric population

Safetyandeffectiveressin paediatricsubjeds bdow the ageof two yearshasnot beenestablishedseesections4.8 and
5.1).Voriconazoles indicatedfor paedatric patientsagedtwo yeas or older.

A higherfrequencyof liver enzyne elevationswas observedn the paedidric population(seesedion 4.8).
Hepaticfunctionshouldbe monitoredin both childrenand adults.Oral bioavalability maybelimitedin paediatric
patientsaged2-<12 yearswith malab®rption andvery low bodyweightfor age.In thatcasejntravenoussoriconazole
administrationis recommended

Thefrequencyof phototoxicityreactionds higherin the paedatric populdion. As anevolutiontowardsSCChasbeen
reported,stringentmeasiresfor the photopotecton arewarranedin this popultionof paients. In children
experiencingphotoagingnjuriessuchaslentiginesor ephdides, sunavoidanceanddematologicfollow-up are
recanmendecevenafter treatnentdiscontinuation.

Prophylaxis

In caseof treatmentrelaed adverseeverts (hepatotoxtity, severeskin reactionsincluding phototoxicityandSCC
severeor prolongedvisualdisordersandperiostitis), disconinuation of voriconazoleanduseof alternativeantifungal
agents mustbeconsidered.

Phenytoin (CYP2C9substateandpotert CYP450induce)

Carefulmonitoringof phenytoinlevelsis recommendd when phenytoin is coadministereavith voriconazole.
Concomitantuseof voriconazoleandphenytoin shoutl be avoidedunlessthe benefitoutweighstherisk (seesection
4.5).

Efavirenz(CYP450inducer;CYP3A4 inhibitor andsubstrag)
Whenvoriconazolds coadminiséredwith efavirenzthe doseof voriconaole should beincreasedo 400mg evey 12
hoursandthe doseof efavirenzshouldbe decreasedo 300mg every24 hours(seesectionst.2,4.3and4.5).

Rif abutin(PotentCYP450inducer)
Carefulmonitoringof full blood countsandadverseeactionsto rifabutin (e.g.uveitis)is recommendeavhenrifabutin
is coadmnisteredwith voriconazole Concomitantuseof voriconaole andrifabutin shouldbe avoidedunlesshe
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benefit outweighstherisk (seesection4.5).

Ritonavir (potentCYP450inducer;CYP3A4inhibitor andsubstate)
Coadministation of voriconazoleandlow doseritonavir (100 mg twicedaly) shouldbeavoidedunlessanassessment
of thebeneft/riskjustfies the useof voriconaole (seesedions4.5and4.3).

Everdimus (CYP3A4 subdrate,P-gp substrate)

Coadministationof voriconazolewith everolmusis notrecomnendedbecausevoriconazoles expededto
significantly increaseeverolimusconcentations.Currenty thereareinsufficient datato allow dosingrecommendations
in this situation (seesection4.5).

MethadonéCYP3A4substate)

Frequentmonitoring for adver® reactionsandtoxicity relatedto methadonejncludingQTc prolongation,is
recanmendedvhencoadminiseredwith voriconazok sincemethalonelevelsincreasedollowing coadministrationof
voriconazde. Dosereductionof methadonemay be nealed(see secion 4.5).

Short acting opiates(CYP3A4 substrate)

Reductionin the doseof alfentanil ,fentanyl andothershortacting opiates similar in structureto alfentaniland
metabolisedoy CYP3A4 (e.g.sufentanil)shoutl be consderedwhenco-administereal with voriconazolgseesection
4.5). As the haff-life of alfentanilis prolongedn a4--fold mannemwhenalfentanilis coadministeedwith voriconazog,
and in anindependenpublishedstudy,concomitat useof voriconazole with fentanylresultedn anincreasean the
meanAU CO-w of fentanylfrequentmonitoring for opiateassocatedadversereactions(induding alongerrespiratory
monitoring period)maybenecesary.

Long actingopiateg CYP3A4 substrage)

Reductionin the doseof oxycodoneandother long-acing opiaesmetabolzedby CYP3A4(e.g.,hydrocodoneshould
be congderedwhencoadministereavith voriconaole. Frequenmonitoring for opiateassociate@dverseeactions
may be necessaryseesection4.5).

Fluconazat (CYP2C9,CYP2C19andCYP3A4 inhibitor)

Coadministationof oral voriconazoleandoral fluconanle resuledin a significantincreasein CmaxandAUCrt of
voriconazde in healthysubjectsThereduce doseand/orfrequeng of voriconazoleandfluconazolehatwould
eliminatethis effecthave notbeenedalished.Monitoring for voriconazok associateddversereactionss
recanmendedf voriconazoles usedsequerially after fluconaole (seesection 4.5).

Sodium content
Ead vial of VoricorazoleRowex contains228.16mg of sodium.This shoutl betakeninto corsidetionfor patients
on acontroled sodiumdiet.

4.5 Interaction with other medicinal products and other forms of interaction

Voriconazolas metabolisedy, andinhibits the adivity of, cytochromeP450isoenzymesCYP2C19, CYP2(, and
CYP3A4. Inhibitorsor inducersof theseisoenzyme may increaseor deaeasevoriconazolegplasmaconcentrations,
respectivelyandthereis potentialfor voriconazoleto increasethe plasmaconcentréions of substancemetabolisedy
theseCYP450isoerzymes.

Unlessothemwisespedfi ed,druginteracton studieshavebeen performel in healthyadultmalesubjectausingmultiple
dosing to steadystatewith oral voriconazoleat 200mg twicedaiy (BID). Theseresultsarerelevantto other
populationsandroutesof administration.

Voriconazoleshouldbe administeredvith cautionin patientswith conconitant medicationthatis knownto prolong
QTc interval. Whenthereis alsoa potentid for voriconaoleto increasethe plasnma conentrationsof substances
metabolisedby CYP3A4 isoenzymegceriain antihistamines, quinidine, cisapride pimozide)co-administrations
contraindicaed (seebelowandsection4.3).

Interactiontable
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Interactionsetweenvoriconazoleandothermedicinal producs are listedin thetablebdow (oncedaily as*QD”, twice

daly as“BID”, threetimesdaily as“TID” andnotdeerminedas“ND"). Thedirectionof thearrow for eath

pharmacolnetic parameters basedn the 90% confidene interval of the geometic meanratio beingwithin (<),
below (|) or above(t) the 80-125%range.Theaderisk (*) indicates atwo-way interaction. AUCt, AUCt andAUC_

representarea underthe curveovera dosinginterval, from time zeroto the timewith detectableneasuremenandfrom

time zeroto infinity, regectively.

Theinteractonsin thetablearepresentd in thefoll owing orde: containdications,thoserequring doseadjustnent
and carefu clinical and/orbiological monitoring, and finally thosetha haveno significantphamacokingic interaction
but maybe of clinical interestin this thergeutic field.

Medicinal product
[Mechanism of I nteraction]

I nteraction
Geometric mean changes (%)

Recommendations
concer ning co-administration

Asteminle, cisapride
pimozide,quinidineand
terferadine

Althoughnat studied,increagd
plasmacorcentratonsof thee
medcinal producs canleadto

Contraindicated (seesection

barbituratege.g.,
phenobarbitalmephobarbital)
[ potent CYP450 inducers]

cartamazepieandlong-acting
bamituratesarelikely to
significantly decraseplasma
voriconazoleconcentratns

[CYP3A4 substrates] QTcprolongatonandrare 4.3)
occurrencesf torsadesle
pointes
Carbamazepinandlong-acting | Althoughnat studied,

Contraindicated (seesection
4.3)

Efavirenz (anor-nucleoside
reverseranscripaseinhibitor)
[CYP450inducer;CYP3A4
inhibitor andsulstrate]

Efavirenz400mg QD
coadninsteredwith
voriconaole 200mg BID*

Efavirenz300mg QD, co-
administeredvith voriconazole
400mg BID*

EfavirenzC, ., 1 38%

EfavirenzAUCt 1 44%
Voriconazde C_ . | 61%

max

Voriconazde AUCt | 77%

Comparedo efavirenz600mg

QD,

EfavirenzC_ . <
EfavirenzAUCt 1 17%

Comparedo voriconazole200
mgBID,
Voriconazde C .. 1 23%

Voriconazde AUCt | 7%

Useof stardarddosesof
voriconazde with efavirenz
dosesof 400mg QD or higher
iscontraindicated (seesecton
4.3).

Voriconazoé may be co-
adminigeredwith efavirenzif
thevoriconazolemaintenance
doseis increasedo 400mg
BID andthe efavirenzdosis
decreasdto 300mg QD. When
voriconazde treatnmentis
stopped,theinitial doseof
efavirenzshouldberestored
(seesectiond.2and4.4).

Ergot alkaloids(e.g.,
ergotamineand
dihydroegotamine)[ CYP3A4
substrates]

Althoughnat studied,
voriconazolas likely to
increag theplasma
concentratonsof ergot
alkaloidsandleadto ergotism

Contraindicated (seesection
4.3)

Rifabutir
[ potent CYP450 inducer]

300mg QD

Voriconazde C .. | 69%

Concomitantuseof
voriconazde andrifabutin
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Voriconazde AUCr | 78%

Comparedo voriconazole200
mgBID,
Voriconazde C . | 4%

Voriconazde AUCt | 32%

RifabutinC, ., 1 195%

RifabutinAUCt 1 331%
Comparedo voriconazole200

should beavoidedunlessthe
benefitoutweighstherisk.
Themaintenanceloseof
voriconazde maybeincreased
to 5 mg/kgintravenaisly BID
or from200mgto 350mg
orally BID (100mgto 200mg
orally BID in patentslessthan
40 kg) (seesectior4.?2).
Carefulmonitoring of full
blood countsandadverse
reactiondo rifabutin (e.g.,
uveitis) is recommendedvhen

[ potent CYP450 inducer]

Voriconazde AUCrt | 96%

mgBID, rifabutin is coadminiseredwith
Voriconazde C . 1 104% voriconazde.
Voriconazde AUCt 1 87%

Rifampicin (600mg QD) Voriconazde C,,, | 93% Contraindicated (seesection

4.3)

Ritonavir (proteasanhibitor)
[ potent CYP450 inducer;
CYP3A4 inhibitor and
substrate]

High dose(400mgBID)

Low dose(100mgBID)*

Ritonavir Crax andAUCt <«
Voriconazee C . | 66%

Voriconazde AUCr | 82%

RitonavirC, .., | 25%

Ritonavir AUCt |13%
Voriconazde C ., | 24%

Voriconazde AUCr | 39%

Co-administation of
voriconazde andhigh dosesof
ritonavir (400mg andabove
BID) is contraindicated (see
section 4.3).

Co-administationof
voriconazde andlow dos
ritonavir (100mg BID) shoutl
be avoided,unlessan
assesmentof the beneft/risk to
the patientjustifiesthe useof
voriconazde.

StJohrsWort

[CYP450 inducer; P-gp
inducer]

300mgTID (co-administered
with voriconazole400mg
single dose

In anindependenpublishec
study,
Voriconazde AUC,__ | 59%

Contraindicated (seesection
4.3)

Everolimu:
[ CYP3A4 substrate, P-gP
substrate]

Althoughnat studied,
voriconazoles likely to
significantly increasdhe
plasmacorcentratonsof
everolimus.

Co-administrationof
voriconazde with everolinusis
not recoommendedecaus
voriconazde is expectedo
significantly increase
everolimusconcentrationgsee
section4.4)

Fluconazolg200mg QD)
[CYP2C9, CYP2C19 and
CYP3A4 inhibitor]

Voriconazde C ., 1 57%

Voriconazde AUCrt 1 79%

Fluconazod Cmax ND

Fluconazod AUCt ND

Thereduceddoseand/or
frequencyof voriconazoleand
fluconamle tha would
eliminatethis effecthavenot
beenegablished.Monitoring
for voriconazoleassocated
adversereactionss
recommended voriconazolas
usedsequentiallyafter
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fluconamle.

Phenytoil
[CYP2C9substrateandpotent
CYP450inducer]

300mg QD

300mg QD (co-adminisered
with voriconazole400mg BID)

Voriconazde Cmax | 49%
Voriconazde AUCr | 69%

Phenytoin Cmax?t 67%
Phenytoin AUCrt 1 81%
Comparedo voriconazole200
mgBID,

Voriconazde Cmax 1 34%
Voriconazde AUCr 1 3%

Concomitantuseof
voriconazde andphenytoin
should beavoidedunlessthe
benefitoutweighstherisk.
Carefulmonitoring of
phenytoinplasmaevelsis
recommended.

Phenytoinmaybeco-
adminigeredwith voriconazole
if the mainenanceloseof
voriconazde isincreagdto 5
mg/kg IV BID or from 200mg
to 400mgoral BID, (100mgto
200 mgoral BID in patients
lessthan 40 kg) (seesectbn
4.2).

Anticoagulant

Warfarin (30 mg singledose,
co- adminiseredwith 300mg
BID voriconazole)
[CYP2C9 substrate]

Otherord coumaringe.g.,

Maximumincreasen
prothrombn time was
approximately2-fold.

Althoughnat studied,

phenpocoumon, voriconazolemayincreasehe
acena@oumarol) plasmacorcentratonsof
[CYP2C9 and CYP3A4 coumarinsthatmay causean
substrates] increa® in prothrombintime,

Closemonitoring of
prothrombn time or other
suitableanticoagulatiortestsis
recommendedandthe doseof
anticoagulantshouldbe
adjustedaccordingly.

Benzodazepinege.g.,

Althoughnat studied clinically,

Dosereducton of

Sirdimus (2 mg singledose)

Ciclogoorin (In stablerenal
transplantecipients receiving
chronicciclosporintherapy)

In anindependenpublished
study,
SirolimusC,,,, 1 6.6-fold

SirolimusAUC,__ 1 11-fold

CiclogporinC, .. 1 13%
Ciclosporin AUCt 1 70%

midazolam{riazolam, voriconazoles likely to benzodiazepineshouldbe
alprazolam) increag theplasma consideed.
[ CYP3A4 substrates] concentratbnsof
benzaliazepineshatare
metabolisedoy CYP3A4and
leadto a prolongedsedative
effect
Immunosippressants
[ CYP3A4 substrates]

Co-administation of
voriconazde andsirolimusis
contraindicated (seesecton
4.3).

Wheninitiatingvoriconazoé in
patientsalreadyon ciclosporin
it isrecommendethatthe
ciclosporindosebe halvedand
ciclosporinlevel carefully
monitored.Increagd
ciclosporinlevelshavebeen
associatedvith nephrotoxicity.
Whenvoriconaoleis
discontinuedciclosporin levels
mustbe carefullymonitored

Date Printed 24/01/2017

CRN 2188277

page number: 10



Tacrdimus (0.1 mg/kgsingle
dose)

Health Products Regulatory Authority

TacrolimusC, ., 1 117%

TacrolimusAUCt 1 221%

and thedoseincreaseds
necessay.

Wheninitiatingvoriconazoé in
patientsalreadyon tacrolimus
it isrecommendethatthe
tacrolimusdosebereducedo a
third of the original doseand
tacrolimuslevel carefully
monitored.Increagd
tacrolimuslevels have been
associatedvith nephrotoxicity.
Whenvoriconaoleis
discontinuedtacrolimuslevels
mustbe carefullymonitored
andthedoseincreaseas
necessar.

Long Acting Opiate:
[ CYP3A4 substrates]

Oxycodong(10 mg singledose)

In anindependenpublished
study,
OxycodoneC, .. 1 1.7-fold

OxycodoneAUC,__ 1 3.6-fold

Dosereducton in oxycodone
and otherlong-actingopiates
metabolizedoy CYP3A4 (e.g.,
hydrocodoneshout be
consideed.Frequen
monitoring for opiate
associatecdverseaeactions
may benecessary

Methadone (32-100mg QD)
[ CYP3A4 substrate]

R-methadondactive) C

31%

R-methadonéactive) AUCt 1
47%

S-methadoeC_ , 1 65%

S-methadoneAUCt 1 103%

max T

Frequentmonitoring for
adversereactionsand toxicity
relatedto methadoneincluding
QTc prolongaton, is
recommendeddosereduction
of methadonemaybe neede.

Non-Steroidal Anti-
InflammatoryDrugs(NSAIDSs)
[CYP2C9 substrates]

Ibuprofen(400mg singledose)

Diclofenac(50 mg singledos)

SdbuprofenC_ .. 1 20% S
IbuprofenAUC,__ 1 100%

DiclofenacC, ., 1 114%

DiclofenacAUC,_ 1 78%

Frequentmonitoring for
adversereactionsand toxicity
relatedto NSAIDsis
recommendeddosereduction
of NSAIDs maybeneeded.

Omepazole(40 mg QD)*
[CYP2C19 inhibitor; CYP2C19
and CYP3A4 substrate]

Omepazoe C . 1 116%

Omeprazok AUCrt 1 280%

Voriconazde C .. 1 15%

Voriconazde AUCt 1 41%

Other proton pumpinhibitors
thatare CYP2C19substrates
may also be inhibited by
voriconazoleandmayresultin
increagdplasna
concentratbonsof thes
medcinal producs.

No doseadustmentof
voriconazde is recommended.

Wheninitiatingvoriconazoé in
patientsalreadyreceving
omepraple dosesf 40 mg or
above,it is recommendethat
theomeprazolalosebehalved.

Oral Contraceptes*

EthinyledradiolC_ . 1 36%

max

Monitoring for adverse
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[ CYP3A4 substrate; CYP2C19
inhibitor]

Norethisteronedthinylestadiol
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Ethinyledradiol AUCt 1 61%
NorethisteoneC_ .. 1 15%

NorethisteoneAUCz 1 53%

Voriconazee C .. 1 14%

reactiongelatedto oral
contraceptres,in additionto
thosefor voriconazog, is
recommended.

Alfentanil (20 ug/kg single
dose with concomitant
naloxone)

Fentanyl(5 ng/kg single dose)

In anindependenpublished
study,
Alfentanil AUC,__ 1 6-fold

In anindependenpublished
study,
Fertanyl AUCO_oo 1 1.34-fold

1 . D
(1 mg/0.035mg QD) Voriconazde AUCrt 1 46%
ShortActing Opiates Dosereducton of alfentanil,
[ CYP3A4 substrates] fentanyl andothershortacting

opiatessimilarin structureto
afentanilandmetabolisedby
CYP3A4 (e.g.,sufertanil)
should beconstdered Extended
and frequentmonitoring for
respiatorydepessia andother
opiateassaiatedadverg
reactionds recommended.

Statirs (e.g.,lovasatin)
[ CYP3A4 substrates]

Althoughnat studied clinically,
voriconazoles likely to
increag theplasma
concentratonsof statinsthat
aremetabolsedby CYP3A4
ard couldleadto
rhabdomyolysis

Dosereducton of statins
should beconsdered

Sulptonylureag(e.g.,
tolbutamideglipizide,

Althoughnat studied,
voriconazoles likely to

Carefulmonitoring of blood
glucoseis recommerded.Dose

vincristineandvinblagine)
[ CYP3A4 substrates]

voriconazoles likely to
increag theplasma
concentratonsof vinca
alkaloidsandleadto
neurotoxicity

glyburide) increag theplasma reductionof sulfonylureas
[CYP2C9 substrates] concentratbnsof should beconstdered
sulphonylureasndcaus
hypoglycaenia.
VincaAlkaloids(e.g., Althoughnat studied, Dosereducton of vinca

akaloidsshouldbe considered.

OtherHIV Proeasdnhibitors
(e.g.,sagunavir, amprenavir
andnelfinavir)*

[ CYP3A4 substrates and
inhibitors]

Not studiedclinically. In vitro
studiesshowthatvoriconazole
may inhibit the metaboism of
HIV proteasenhibitorsandthe
metbolismof voriconazole
may also be inhibitedby HIV
proteasenhibitors.

Carefulmonitoring for any
occurrenceof drugtoxicity
and/orlack of efficacy,and
doseadjustmentnaybe
needed.

OtherNon-NucleosideRevese
Transcriptaselnhibitors
(NNRTIs) (e.g.,delavirdine,
newvrapine)*

[ CYP3A4 substrates, inhibitors
or CYP450 inducers)

Not studiedclinicaly. Invitro
studiesshowthatthe
metabolismof voriconazole
may beinhibitedby NNRTIs
ard voriconazoé may inhibit
themetabolsmof NNRTISs.
Thefindingsof the effectof
efavirenzonvoriconazole
suggesthatthe metabolisnof
voriconazolemaybeinduced
by aNNRTI.

Carefulmonitoring for any
occurrenceof drugtoxicity
and/orlack of efficacy,and
doseadjustmentnaybe
needed.

Cimetidine(400mgBID)
[ non-specific CYP450 inhibitor
and increases gastric pH]

Voriconazde C .. 1 18%

Voriconazde AUCt 1 23%

No doseadustment
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Digoxin (0.25mg QD) DigoxinC_ . < No doseadustment
[P-gp substrate] Digoxin AUCt <
Indinavir (800mg TID) IndinavirC_ . < No doseadustment
[CYP3A4 inhibitor and Indinavir AUCT <
Substrate] Voriconazde C,_. <>

Voriconazde AUCt «—

Macrolideantibiotics
No doseadustment
Erythromycn (1 g BID) Voriconazde C .. and AUCr
[CYP3A4 inhibitor]

<>

Azithromycin (500mg QD) Voriconazde C_ .. and AUCt

<>

Theeffectof voricorazoleon
either erythromychn or
azithromycinis unknown

Mycophenolicacid (1 g single | Mycophendic acidC,,,, <> No doseadustment
dose) Mycophendlic acidAUC, <>

[UDP-glucuronyl transferase

substrate]

Prednsolone (60 mg single PrednisoloeC_ . 1 11% No doseadustment
dose) Prednisolor AUC,__ 1 34%

[ CYP3A4 substrate]

Rantidine (150mgBID) Voriconazde C .. and AUCt | No doseadustmen

[increases gastric pH] PN

4.6 Fertility, pregnancy and lactation

Pregnancy
Thereareno adequatelataon theuseof Voriconazoé Rowex in pregnait womenavailable.

Studiesin animals haveshownreproductivetoxicity (see secton 5.3). The potentialrisk for humangs unknown.

VoriconazoleRowex mug not beusedduring pregnancyunlessthe beneft to the motherclearly outweighsthe
potentialrisk to thefoetus.

Womenof child-bearing potential
Womenof child-bearingpotential mug always useeffective contracepton duringtreatment.

Breastfeedng
Theexcretionof voriconazoldnto breastmilk hasnotbeeninvestgatel. Breastfeedingmustbe stoppedon initiation

of treatmentith VoriconazoleRowex

Fertility
In an animalstudy,no impairmentof fertility was demonstra¢din mae and femalerats(seesecton 5.3).

4.7 Effects on ability to drive and use machines
Voriconazolehasmoderatanfluenceon theability to drive and usemadines.lt may causdransientandreversible

changesto vision,includingblurring, altered/enhanedvisual percepton andbr photophobiaPatientanustavoid
potentially hazardousasks suchasdriving or operding machiney while experiencingthesesymptoms
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4.8 Undesir able effects

Summaryof safetyprofile

Thesafetyprofile of voriconazoldn adulsisbasedn anintegraed safey databasef morethan2,000subjects
(including1,603adultpatientsin therapeut trials) andanadditiond 270aduls in prophylaxistrials. Thisrepresentsa
heterogeneoupopuldion, contaning paients with haemdological malignancy HIV infectedpatientswith
oesophageatandidiasisandrefractoly fungalinfections,nonneutropenc paients with candidaemiar aspergillosis
and hedthy volunteers.

Themostcommonly reportedadverseeactionswere visualimparment pyrexia,rash,vomiting, nauseagiarrhoea,
headacheperipheralbbedemaliver functiontestabnormd respiraory distressandabdominalpain.

Theseverty of theadverg reactionsvasgenerdly mild to modeate No clinically significantdifferencesvereseen
whenthe safetydatawereanaly®dby age,race, or gender.

Tabulatedist of adversaeactons

In thetablebelow, sincethe majority of the studieswere of anopennaureal causalityadvesereactionsaandtheir
frequencycaegorisin 1,873adultsfrom pooledtherapeuic (1,603)andprophyaxis (270) studies by systemorgan
class,arelisted.

Frequencycategorieareexpresedas Very common(>1/10); Common(>1/100 to <1/10); Uncommon(>1/1,000 to
<1/100);Rare(>1/10,000to <1/1,000);Very rare(<1/10,000);Not known (cannotbe estmatdfrom theavailable
data)

Within eachfrequencygrouping,undesirableffect are presentd in orderof deceasingsaiousness.

Undesirableeffectsreportedn subjectsecaving voriconazole

System Organ Class | Adversedrug reactions
Infections and infestation

Commot Sinusitis

Uncommot Psedomembranousolitis

Blood and lymphatic system disorder s

Commor Agranulocytosis, pancytopena, leucgenia,
thrombocybpeniaz, anamie

Uncommot Bone marrowfailure,lymphadenopathy
ecsinophilia

Rare Disseminatdintravasularcoagulatiol

Immune system disorder s
Uncommot Hypersengivity
Rare Anaphylacbid reactior

Neoplasms benign, malignant and unspecified (including cysts and polyps)
Not knowr | Squamousell carcinoma

Endocrinedisorders

Uncommot Adrenalinsufficiency,hypothyroidsir

Rare Hyperthyroidisn

M etabolism and nutrition disorder s

Very commot Oecemaperiphera

Commot Hypoglyaema, hypokalaemiahyponatrena
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Psychiatric disorders

Commort Depresson, halucination,anxiety,insomna,
agtation, confusionalktate

Nervous system disorders

Very commot Headabe

Commot Convulsion,syncopedizzines, trenor,
paraesthesj sormolence hyperbniz3

Uncommor Brain oedemagencephalopatty extrapyramidal
disarder, peripheal neuropathyataxia,
hypoaesthesialysgeusi

Rare Hepaticencghabpathy,Guillain-Barre
syndrome nysagmus

Eyedisorders

Very commor Visual impairmen®

Commot Reinal haamorrhag:

Uncommor Papilloedem® optic nervedisordef, oculogyric
crisis,diplopia, scleritis,blepharitic

Rare Optic atrophy, cornealopacity

Ear and labyrinth disorders

Uncommot

Hypoacusisyertigo, tinnitus

Cardiac disorders

Commort arrhythmiasupmaventicular, tachycardia
bradycarih

Uncommot Ventricular fibril lation, ventricularextrasysbles,
ventriculartachycadia, electocardiogranQT
prolonged supaventriculartachycardi

Rare Torsalesde pointes, atrioventricularcomplete

block, bundlebranchblock, nodalrhythrr

Vascular disorders

Commot

Hypotensionphlebitis

Rare

Thrombophléitis, lymphangiti:

Respiratory, thoracic and mediastinal disorders

Very commot

Respiratorwistres:9

Commot

Acute respiratorydistres syndrone, pulmonary
oedene

Gastrointestinal disorders

\Very commot Abdominalpain, nauseayomiting, diarrhoe
Commot Cheilitis, gingivitis, dyspepsa, constipatiol
Uncommot Pertonitis, pancreatitisswollentongue,

duodenitisgastoenteitis, glosstis

Hepatobiliary disorders

Very commot

Liver function testabnorme

Commot

Jaundice, cholestati jaundice hepatitic:?
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Uncommot

Hepatic failure,hepatomegalycholecystiis,
cholelithiasis

Skin and subcutaneoustissue disorders

Very commot Rasl

Commot Exfoliative dermaittis, alopeciamaculc-papular
rash pruritus,erythem:

Uncommot Steven-Johrsonsyndrome phototoxicity,
purpura,urticaria, allergicdermatits, papular
rash macuhbrrash,eczem

Rare Toxic epidernal necrolyss, angioedemaacinic
keratosis* pseudoporphyriagrythema
multiforme, psoriasisdrugeruption

Not knowr Cutaneoudupuserythemabsug,

ephdides?*, lentigo*

Musculoskeletal and connective tissue disorder

tn

Commot Bad pair
Uncommot Arthritis
Not known Pero4gitis

Renal and urinary disorders

Commot Reral failure acute haenaturie

Uncommot Reral tubularnecrosisproteinurianephrtis
General disordersand administrative site conditions

\Very commot Pyrexic

Commor Chestpain, faceoeceme!?, astheniachills
Uncommotr Infusionsite reacton, influenzalike ilInes:

I nvestigations

Commot Blood creatinineincrease

Uncommotr Blood ureaincreasedblood cholesteroincrease

*ADR identifiedpostmarketing

1 Includesfebrile neutropeniaandneutropenia.
2 Includesimmunethrombocytopenipurpura.
3 Includesnuchalrigidity andtetany.

4 Includeshypoxicischaemicencephalopéty andmetaboic encephaipathy.

5 Includesakathisisandparkinsonism.
6 See*Visualimpairment$ pamagraphn secton 4.8.

7 Prolongedoptic neuitis hasbeenreportedpostmarketing.Seesecton 4.4.

8 Seesection4.4.
9 Includesdysgpnoeaanddyspnoeaxetional.

10 Includesdruginducel liver injury, hepaitis toxic, hepaocellularinjury andhepatobxicity.

11 Includesperiorbital oedemalip oedemaandoedem

Descriptionof selectedadversaeactions

Visual impairments

amouth.

In clinical trials, visud impairmentgincluding blurredvision, phobphobia,chloropsia,chromatopsiagolourblindness
cyan@sa, eyedisorder halovision, night blindnesspscilopsia,phobpsi, scintillating scotomayisualacuity
reduced,visualbrightnessyisualfield defed, vitreousfloaters,andxanhopsa) with voriconaol werevery comnon.
Thesevisualimpairmeng weretransientandfully reversible,with the majority spontaneouslyesolvingwithin 60
minutesand no clinically significantlong-termvisud effectswere observedThere wasevidenceof attenuatiorwith
repeateddosesof voriconazoleThe visualimpairmentsweregeneally mild, rarelyresultedin discontinuatiorand
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werenot associateavith lonc-termsequebe.Visual impairmentamaybe asso@tedwith highe plasma concentrations
and/or doses.

Themechanisnof actionis unknown, althoughthe site of adion is mostlikely to bewithin theretina.ln a studyin
healthy volunteersinvedigatingtheimpactof voriconazoleon retinal function, voriconazd¢e causedh decreasén the
electroretinogran{fERG)waveformamgitude The ERG measure electrical currentsin theretina. The ERG changes
did notprogresover29 daysof treatmentandwere fully reversibleon withdrawalof voriconazole.

Therehavebeenpostmarketingreportsof prolongedvisud adversesvents(seesection 4.4).

Dermatological reactions

Dermatologicaleactionswerevery commonin pdaientstreaedwith voriconazae in clinical trials, but thesepatients
had seriousunderling diseaseandwerereceiving multiple conmmitantmedicinalproducts. The majority of rashes
wereof mild to moderateseverity.Patent havedevelopeal serbuscutan@usreactionsjncluding StevensJohnson
syndrome(uncommon)oxic epidermahecrolysis (rare) anderythemamultiforme (rare) during treatmentwith
VoriconazoleRowex.

If apatient developsarashtheyshouldbe monitorel closely andVoriconaole Rowexdiscontinuedif lesionsprogres.
Photosensivity reactions suchasepheides,lentigo andadinic kerabsis have beenreported especiallyduringlong-
termtherapy(seesecton 4.4).

Therehavebeenreportsof squamousell caranomaof the skin in paients treatedwith VoriconazoleRowex for long
periods of time; the mechanisnhasnot been estabished(seesecton 4.4).

Liver function tests

Theoverallincidenceof transaminasincreases >3 x ULN (not necessanl compising anadveseevent)in the
voriconazde clinical programmenvas18.0%(319/1,768)n aduts and25.8%(73/283)in paediatricsubjectsvho
recevedvoriconazolgor pooledtherapeatic and prophybaxisuse Liver function testabnomalties maybeassociated
with higherplasnma concentrabnsand/a doses The majority of abnorméaliver functiontestseithe resolvedduring
treamentwithoutdoseadjugmentor following doseadjustnent,including discantinuationof therapy.Voriconazole
has beenassociateavith casef serioushepatictoxicity in patientswith othe seriousunderlyingconditions.This
includescasesf jaundice hepatiis andhepaic failure leadingto deah (see section4.4).

Infusion-related reactions

Duringinfusion of theintravenougormulation of voriconazok in hedthy subjectsanaphylactoietypereactons,
includingflushing,fever,sweating,tachycadia, chesttightness,dyspnoe, faintnessnauseaprurtus andrashhave
occurred.Symptons appearedmmediatey uponinitiating theinfusion (seesectior4.4).

Prophylaxis

In an openlabel,comparativemulticente study comparing voriconaole and itraconaole as primary prophylaxisin
adult andadolescenallogeneicHSCT redpientswithout prior provenor probalte IFI, permanentiscontinuatiorof
voriconazde dueto AEs wasreportedn 39.3%o0f subgct versus39.6%o0f suljectsin theitraconazolarm.
Treatmaét-emergenhepatc AEs resultedn permanentdiscontinuéion of studymedicationfor 50 subjectq21.4%)
treadedwith voriconazoleandfor 18 subjects (7.1%)treatal with itraconaole

Paediatric population

The safety of voriconazolevasinvestigaedin 288 paedatric patientsaged 2 to <12 yeais (169)and12to <18years
(119) whoreceivedvoriconazoldor prophylais (183) and therape@tic use(105)in clinical trials. The sakety of
voriconazde wasalsoinvestigatedn 158 additional paedatric patientsaged 2 to <12 yearsin compassionatase
programs Overall,the safety profile of voriconazoé in paaliatric popultion wassimilarto tha in adults.However, a
trendtowardsa higher frequencyof liver enzymeelevations,reportel asadversesventsn clinical trials was observec
in paediatricpatientsascomparedo adults (14.2%transanmasesncreasedn paediatriccompare to 5.3%in adults).
Pos-marketingdatasuggestheremight be a higheroccurrene of skin readions (esp.erythema)in the paediatric
popuation comparedo adults.In the 22 paientslessthan 2 yearsold who recaved voriconazoldn a compassionat
useprogrammethefollowing adverseaeactons(for which arelationshipto voriconazolecould not beexduded)were
repated: photosensitivityreaction(1), arrhythmia(1), pancratitis (1), bloodbilirubin increased(1), hepaticenzymes
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increagd (1), rash(1) andpapilloedemdl). Therehavebeen pos-marketingrepors of pancreatis in paedatric
patients

Reporting of suspected adver se reactions

Reportingsuspecte@dverseaeactionsafterauthorisaton of the medicinal productis important.It allows cortinued
monitoring of the bendit/risk balanceof the medidnal 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

In clinical trials therewere3 casesf acddental overdoseAll occurredin paediatrigpatientswho receivedup to five
timestherecomnerndedintravenousioseof voriconazoe. A single adveasereactionof photophola of 10 minutes
durationwasreported.

Thereis no known antidoteto voriconazole.

Voriconazolas haemodialyseavith a cleaanceof 121 ml/min. Theintravenousrehicle,SBECD, is haemodialysed
with aclearanceof 55 ml/min. In anoverdosehaenodialysismay assstin theremovalof voriconazoleandSBECD
fromthebody.

5PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Pharmacotherapeutigroup: Antimycotics for systenic use triazole derivatives
ATC code:JO2AC03

Modeof Action

Voriconazoles atriazoleantifungalagent.The primary modeof adion of voriconaoleis theinhibition of fungal
cytochromeP-450-mediatedl4 alphalanoserol denethylaion, an essatia stepin fungalergoserol biosynthes. The
accumuldion of 14 alphamethylstewls corrdates with the subsguentlossof ergosteroin thefungalcell membrane
and mayberesponsile for theantifungalactivity of voriconaole. Voriconazok hasbeenshownto be moreselecive
for fungalcytochiome P-450enzymeghan for variousmammadian cytochromeP-450enzymesystems.

Pharmacoknetic/PharmacodynamRelatonship

In 10 therapeuic studies the medianfor the average andmaximumplasmaconcentationsin individual subjectsacross
thestudies was2425ng/ml (inter-quartilerangel193to 4380ng/ml) and 3742ng/ml (inter-quarile range2027to 6302
ng/ml), respectivelyA positiveas®ciaion betweenmean,maximumor minimum plasmavoriconazoleconcentration

and efficacyin therapetic studieswasnot foundand this relaionshiphas not beenexploredin prophylaxisstudies.

Phamacoknetic-pharmacodynami@analyse®f clinical trial dataidenified positive associationbetwesnplasma
voriconazde concetrationsandbothliver functon testabnormaitiesandvisualdisturbances
Doseadjustnentsin prophylaxisstudieshave not beenexplored.

Clinical effi cacyandsafety

In vitro, voriconazolaisplaysbroadspectum antifungalacivity with antifungal potencyagainstCandida species
(includingfluconazoleaesistanC. krusei and resstantstrans of C. glabrata andC. albicans) andfungicidalactivity
againstall Aspergillus speciedestedln addition voriconazoleshowsin vitro fungicidal activity againsemeging
fungalpathogensincluding thosesuchas Scedosporium or Fusarium which havelimited susceptibilityto existing
antifungalagens.

Clinical effi cacydefinedaspartial or complete responsdias beendenonstated for Aspergillus spp.includingA.
flavus, A. fumigatus, A. terreus, A. niger, A. nidulans, Candida spp.,including C. albicans, C. glabrata, C. krusei, C.
parapsilosisandC. tropicalis andlimited numkersof C. dubliniensis, C. inconspicua, andC. guilliermondii,
Scedosporium spp., induding S. apiospermum, S. prolificans and Fusarium spp.
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Other treatdfungalinfections(oftenwith eitherpartial or conplete response)ncludel isolated cases of Alternaria
spp., Blastomyces dermatitidis, Blastoschizomyces capitatus, Cladosporium spp.,Coccidioides immitis, Conidiobolus
coronatus, Cryptococcus neoformans, Exserohilum rostratum, Exophiala spinifera, Fonsecaea pedrosoi, Madurella
mycetomatis, Paecilomyces lilacinus, Penicillium spp.including P. marneffei, Phialophora richardsiae, Scopulariopsis
brevicaulis and Trichosporon spp. including T. beigelii infections.

In vitro activity againstclinical isolateshasbeenobserve for Acremonium spp.,Alternaria spp.,Bipolaris spp.,
Cladophialophora spp.,andHistoplasma capsulatum, with moststrainsbeinginhibitedby concentationsof
voriconazde in therange0.05to 2 ug/ml.

In vitro activity againstthefollowing pathogenhiasbeenshown,buttheclinical significanceis unknown:Curvularia
spp. andSporothrix spp.

Brealpoints

Specimensfor fungalcultureandotherrelevantlaboratorystudies (serobgy, histopathologyyshouldbe obtainedprior
to therapyto isolat andidentfy caustive organismsTherapy may beinstitutedbefore the resultsof the culturesand
otherlaboratorystudiesareknown; however,oncetheseresultsbecmmeavailable,antrinfective therapy shoutl be
adjustedaccordingly.

Thespecesmostfrequentlyinvolvedin causinghumaninfectionsinclude C. albicans, C. parapsilosis, C. tropicalis, C.
glabrata and C. krusei, all of which usuallyexhikit minimd inhibitory concentréion (MICs) of lessthan1 mg/L for
voriconazde.

Howeve, thein vitro activity of voriconazole aganst Candida specesis not uniform. Specifically,for C. glabrata, the
MICs of voriconazoléefor fluconazoleresistant isolatesareproportionally higherthanare thoseof fluconazad-
susceptibleisolates.Therefore gveryatenpt shoutl bemadeto identify Candida to speciedevel. If antifungal
susceptibility testing is available the MI C results may beinterpreedusingbrealpoint criteriaestablishedy European
Committeeon Antimicrobial Susceptibiliy Tesing (EUCAST).

EUCAST Breakpoints

Candida Species M1 C breakpoint (mg/L)
<S (Susceptible) >R (Resistant)

Candida albicans! 0.125 0.12¢
Candida tropicalis! 0.125 0.12¢
Candida parapsilosist 0.125 0.125
Candida glabrata? Insufficiert evidenc

Candida krusei® Insufficiert evidenc

Other Candida spp.* Insufficiert evidenc

1 Strairs with MIC valuesabovethe Susceptile (S) breakpointarerare, or notyetreported.The
identificationandantimicrobialsusceptibiliy testson any suchisolate mustberepeateandif
theresultis confirmed theisolake sentto areferencelaboraory.

2 In clinical studies,responséo voriconazolan paientswith C glabrata infectionswas21%
lower comparedo C. albicans, C. parapsilosisandC. tropicalis. In vitro daa showeda slight
increaseof resistaceof C. glabraato voriconazoé.

3 In clinical studies,responséo voriconazolen C. krusei infectionswassimilarto C. albicans,
C. parapsilosisandC. tropicalis. However, astherewereonly 9 casesavalable for EUCAST
analyss, thereis currentlyinsufficientevidenceto setclinical breakpoints for C. krusal.

4 EUCAST hasnot determinechor-specis related breakpointdor voriconaole.

Clinical Experience
Successfuloutcomein this sectionis definedascompkteor partid response
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Aspergillus infections — efficacy in aspergilosis patientswith poor prognosis

Voriconazolehasin vitro fungicidalactivity aganstAspergillus spp.Theefficacy andsurvivalbenefitof voriconaole
versus convenional amphotericirB in the primarytreatnentof acuteinvasiveaspegillosis wasdemonstrateth an
open randomsed,multicente studyin 277immunocomprorised patientstreatedfor 12 weeks.Voriconazolewas
administeredintravenoust with aloadingdoseof 6 mg/kg evely 12 hoursfor thefirst 24 hoursfollowedby a
maintenanceloseof 4 mg/kgevery12 hoursfor aminimum of sevendays.Therapy couldthenbe switchedto theoral
formulationat a doseof 200mg every12 hours Mediandurdion of IV voriconazolgherapywas10 days(range2-85
days). After IV voriconazoleherapythe medianduraion of oral voriconaoletherapywas76 days(range2-232 days)

A satisfactoryglobalresponsécompleteor partid resoluton of all attributeble symptomssigns,
radographic/broncloscopicabnormalitiepresentt baselne)wassesnin 53%of voriconazoletreaed patients
comparedo 31%of patiens treatedwith compar#or. The 84-day survival rate for voriconazolewvasstdistically
significantly higherthanthatfor the comparatoranda clinicaly andstdisticaly significant beneit wasshownin
favour of voriconazoldor bothtimeto deathandtimeto discontinudion dueto toxicity.

This studyconfirmedfindingsfrom anearlier, prospetively designe study where there wasa positiveoutcomein
subjectswith risk factorsfor a poorprognoss, including grat versushostdisease,and,in particular,cerebralinfecions
(normally assocatedwith almost100%mortdity).

Thestudiesncludedcerebral sinus,pulmonay anddissennated aspergilosisin patientswith bonemarow andsolid
organtransplang, haenatologicalmalignances,cance andAIDS.

Candida@miain non-neuropenicpatients.

Theefficacyof voriconazolecompaedto theregimenof amphotercin B followedby fluconazae in the primary
treamentof canddaemiawasdemonstreedin anopen, compardive study. Threehundredandseventynon
neutropenicpatients(abovel? yearsof age)with doaumente canddaenia wereincludedin the study,of whom 248
weretreatedwith voriconazoleNine subjectsin the voriconaole groupand five in theamphoteicin B followed by
fluconazolegroupalso hadmycologicallyproveninfectionin deeptissue Paientswith renalfailure were excluded
fromthis study. The mediantreatmentduraton was15 daysin bothtreamentarms.In the primaryanalysis successful
respmse asassesselly a DataReviewConmittee (DRC) blindedto study medicinalproductwasdefinedas
resolution/improvement all clinical signsand sympbmsof infection with eradicationof Candidafrom bloodand
infecteddeeptissuesitesat 12 weeksafter the endof therapy (EOT). Patentswho did not haveanassessmerii2
weeksafter EOT werecountedasfailures.In this analysisa succasfulresponsevasseenn 41%of patientsn both
tredamentarms.

In a secondaryanalysis, which utilisedDRC assessmestt the latest evaluabletime point (EOT, or 2, 6, or 12 weeks
after EOT) voriconazoleandthe regimenof amphotercin B followed by fluconazolehadsuccegul responseatesof
65% and71%,respectivelyThelnvestigdor s assessmenif suc@ssfuloutcomeat eachof thesetime pointsis shown
in thefollowing table.

Timepoint Voriconazole (N=248) Amphotericin B
— fluconazole (N=122)
EOT 178 (72%) 88 (72%)
2 weeks after EOT 125 (50%) 62 (51%)
6 weeks after EOT 104 (42%) 55 (45%)
12 weeks after EOT 104 (42%) 51 (42%)

SeriousrefractoryCandida infections

The studycomprisedb5 patientswith seriousrefradory sysemic Candidainfections(including candidaemia,
disseminate@ndothe invasive candidiasisywhereprior antifungaltreament particularlywith fluconazolehadbeen
ineffective.Successfutegponge wasseenin 24 patients (15 complde, 9 pattial responses)n fluconazoleresistannon
albicansspeciesa succesful outcomewasseenin 3/3 C. krusei (conplete responsesand6/8 C. glabrata (5 complete,
1 partialresponsejnfections.Theclinical efficacy data weresupportedy limited susceptibilitydata.

Scedgporium andFusarium infections
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Voriconazolevasshown to be effectiveaganst the following rarefungd pahogens

Scedosporium spp.:Successfutegponseto voriconazoe therapywas seen in 16 (6 complete 10 patial responseshf
28 patientswith S. apiospermum andin 2 (both partial responsedf 7 patientswith S. prolificans infection.In addition,
asuccesful responewasseenin 1 of 3 patientswith infectionscausel by morethanoneorganismincluding
Scedosporium spp.

Fusarium spp.: Seven(3 complete 4 partialrespnses)f 17 patientsweresucceasfully treatedwith voriconazole Of
these7 patients 3 hadeye,1 hadsinus,and3 haddisseminatel infecion. Fouraddtional patientswith fusatiosishad
an infectioncausedy severalbrganisns;two of themhada succesfuloutcome.

Themajority of patientsreceiving voriconazok treament of theabovementionedrareinfectionswereintolerantof, or
refractoryto, prior antifungaltherapy.

Primary prophylaxisof invasivefungalinfections— Efficacyin HSCT redpientswithout prior provenor probablelFI
voriconazde wascomparedo itraconazad asprimary prophylais in anopenbbel,comparativemulticentre studyof
adult andadolescenallogeneicHSCT redpientswithout prior provenor probalte IFI. Successvasdefinedasthe
ability to continuestudydrugprophylaxisfor 100days after HSCT (withoutstoppingfor >14 day9 andsuwival with
no provenor probabe IFI for 180daysafter HSCT. The modified intent-to-treat(MITT) groupincluded465allogenec
HSCT recipientswith 45% of patientshaving AML . Fromall paients 58% were subject to myeloalative conditions
regmens.Prophybxiswith studydrugwas stated immediaely after HSCT: 224 receivedvoriconanle and241
receveditraconazoleThe mediandurationof study drug prophybaxiswas96 daysfor voriconazoleand68 daysfor
itraconazatin theMITT group.

Successratesandothe secondarendpants arepresenédin thetable below:

Studyendpoing Voriconazoe Itraconazole Differencein P-Value
N=224 N=241 proportionsand

the 95%

confidenceinterval

(®)
Succesatday 109 (48.7% 80 (33.2% 16.4% (7. 7%, 0.0002**
180* 25.1%)**
Succesatday 121 (54.0% 96 (39.8% 15.4% (6.6%, 0.0006**
10C 24.2%)**
Completedatleast | 120 (53.6% 94 (39.0% 14.6% (5.6%, 0.0015
100daysof study 23.5%)
drug
prophylaxis
Sunivedto day 184 (82.1% 197 (81.7% 0.4% (-6.6%, 0.9107
18C 7.4%)
Dewelopedproven | 3(1.3%; 5(2.1% -0.7% (-3.1%. 0.539C
or probablelFI to 1.6%)
day18C
Dewelopedproven | 2 (0.9%; 4(1.7%; -0.8% (-2.8%. 0.458¢
or probableFI to 1.3%)
day10C
Dewelopedproven | O 3(1.2%; -1.2% (-2.6%. 0.0813
or probablelFI 0.2%)
while on study
druc

* Primary endpointof the study
** Differencein proportions 95% Cl andp-values obtained after adjustment for randomization

ThebreakthroughlFI rateto Day 180andthe primary endpont of the study,whichis Successit Day 180, for patients
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with AML andmyeloablative conditioningregimensrespectively, is presenédin thetablebelow

AML

Study Voriconazoé Itraconazol Differencein

endpoints (N=98) (N=109) proportions andthe
95% confidence
interval(Cl)

BreakthoughlFl —Day | 1 (1.0% 2(1.8% -0.8% (-4.0%, 2.4%)**

18C

SuccesatDay 180* 55(56.1% 45 (41.3% 14.7%(1.7%,27.7%
* k%

* Primary endpointof study
** Usingamarginof 5%, noninferiority is demonstated
***Difference in proportions 95% Cl obtanedafta adjustmat for randonization

Myeloablativeconditioningregimens

Study Voriconazogk [traconazol Differencein

endooints (N=125) (N=143) proportions andthe
95% confidence
interval(Cl)

BreakthoughlFl —Day | 2 (1.6% 3(2.1% -0.5% (-3.7%, 2.7%)**

18C

Succes atDay 180* 70(56.0% 53 (37.1% 20.1%(8.5%,31.7%
* %%

* Primary endpointof study
** Usingamardginof 5%, noninferiority is demonstated
*** Differencein proportions 95% Cl obtanedafta adjustmet for randonisation

Secandaryprophyhxis of IFI — Efficacy in HSCT recipientswith prior provenor probabeé IFI Voriconaole was
investigatechssecondaryprophylaxisin an openrlabel,noncomparative multicentrestudyof adultallogeneicHSCT
recipientswith prior provenor probablelFl. The primary endpont wastherate of occurenceof provenandprobatbe
IFI during thefirst yearafterHSCT.The MITT groupincluded40 patientswith prior IFI, including31 with
aspergillosi, 5 with candidiasisand4 with otherIFI. The medanduration of studydrug prophylaxiswas95.5daysin
the MITT group.Provenor probableFls developedin 7.5%(3/40) of paientsduring thefirst yearafter HSCT,
includingonecandidema, onescedoporiosis(bothrelapsesf prior IFI), and onezygomycosisThe survivalrateat
Day 180was80.0%(32/40)andat 1 yearwas 70.0%(28/40).

Durationof treatment

In clinical trials, 705 patientsrecevedvoriconazolethergy for greata than12 weeks,with 164 patientsreceiving
voriconazae for over6 months.

Paedatric population

Fifty-three paediatic patientsaged?2 to <18 yearsweretreaedwith voriconaole in two prospectiveppen label,
noncomparave, multicentreclinical trials. Onestudy enrolled 31 patientswith possible provenor probableinvasive
aspergilloss (1A), of whom 14 patientshadprovenor probabé IA and were included in theMITT efficacy analyses.
These®ndstudyenrolled22 paients with invasivecandidiasisincluding candichemia(lCC), andoesophageal
canddiasis(EC) requiringeitherprimaryor sdvagetherapy,of whom 17 wereincludedin the MITT efficacy anayses.
For patiens with IA the overallratesof globalresponseat 6 weeks were64.3%(9/14), theglobalresponseatewas
40% (2/5) for patients2 to <12 yearsand77.8%(7/9) for paients 12 to <18yeas of age.For patientswith ICC the
globalresponseateat EOT was85.7%(6/7) andfor patientswith EC theglobd responseateat EOT was70% (7/10).
Theoverallrateof respone (ICC andEC combined)was88.9%(8/9) for 2 to <12years old and62.5%(5/8) for 12 to
<18yearsold.
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Clinical StudiesExaminingQTc Interva

A placébo-contolled, randomizedsingle-dose crossoveistudyto evaluae the effecton the QTc interval of healthy
volunteersvasconducedwith threeoral dosesof voriconazoleandketoconaple. The placebeadjustednean
maximum increasesn QTc from baselire after 800,1200and 1600mg of voriconazolevere5.1,4.8,and 8.2 msec,
respectivelyand7.0 msecfor ketoconamle 800mg. No subject in anygrouphadanincreasen QTc of >60 msecfrom
baseline.No subjectexperience@nintervalexceeling the potentially clinicdly relevant thresholdof 500msec.

5.2 Phar macokinetic properties

Generalpharnacokineic characteristics

Thepharmacokineticsf voriconazolehave beenchaacteisedin healthy subgcts,specal populationsandpatients.
During oral admnistraton of 200mg or 300mg twice daily for 14 daysin paientsatrisk of aspegillosis (mainly
patientswith malignantneoplasnsof lymphatic or haenatopoigic tissue) the obsewved phamacokineticcharacgristics
of rapid and consistenabsorptionaccumulabn andnon-linearpharnacokneticswerein agreemenwith those
obseredin healty subjects

Thepharmacokineticsf voriconazoleare nonlinear dueto saturaion of its metabolismGreaterthanpropotional
increas in exposuras observedwith increasingdose It is estimdedthat,on average,increasinghe oraldosefrom
200 mgtwice daily to 300mg twicedaily leadsto a 2.5-fold increasein exposureg(AUCTt). The oral maintenancealose
of 200mg (or 100mg for patientdess than 40 kg) achieves avoriconaole exposuresimilarto 3 mg/kglV. A 300mg
(or 150 mg for patentslessthan40 kg) ord mainenane doseachevesanexposue similarto 4 mg/kg IV. Whenthe
recanmendedntravenousor oral loading doseregimensareadministered,plasmaconcentrationscloseto steady state
are achievedwithin thefirst 24 hoursof dosing.Withoutthe loading dose acawmulationoccursduringtwice daily
multiple dosingwith steadystateplasmavoriconaole concentréionsbeing achievedoy day6 in the majority of
subjects.

Absorption
Voriconazolas rapidly andalmostcomplketdy absorbedollowing ord administration, with maximumplasma

concentratons(C,, ) achieved 1-2 hoursafterdosing.The absolute bioavaikbility of voriconazog afteroral
administrationis estimatedo be 96%.Whenmultiple dosesf voriconaole are administeredvith high fat meals,C

and AUCrt are reducedby 34%and24%, reectively. The absorptiorof voriconazog is not affectedby changesn
gastric pH.

max

Distribution
Thevolumeof distribution at steadystatefor voriconaoleis estmatedto be4.61/kg, suggestingxtensivedistribution
into tissuesPlasmaproteinbindingis estmatedto be 58%.

Cerebrospinalfl uid sampésfrom eightpatientsin a compasnateprogramne showeddetectéle voriconazole
concentratonsin all patients

Biotransformabn
In vitro studiesshowedthatvoriconazoles metabolsedby the hepdic cytochrone P450isoenzymesCYP2CL9,
CYP2C9andCYP3A4.

Theinter-individualvariability of voriconaole pharnacokneticsis high.

In vivo studiesndicatedthat CYP2C19is significanty involvedin the metbolismof voriconazole. Thisenzme
exhibits geneticpolymorphism.For example 15-20% of Asianpopuldionsmay beexpectedo bepoormetabolisers.
For CaucasianandBlacksthe prevalencef poormetabolisasis 3-5%. Studies conductedn CaucasiamndJapanese
healthy subpctshawe shownthatpoormetabolisershave on average 4-fold highervoriconazoleexposurg AUCT) thar
their homozygougxtensive metabolisecounterpas. Subjectswho are hekerozygousextensivemetabolises haveon
average2-fold highervoriconazoé expasurethantheir homozygougxtensive metaolisercounterparts.

Themajor metaboliteof voriconazolas the N-oxide, which acmuntsfor 72% of the circulating radiolabelled
metabolitesin plasma.This metabolitehasminimd anifungal activity and doesnot contributeto the overall efficacy of
voriconazae.
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Elimination
Voriconazoles eliminatedvia hepaticmetabolismwith lessthan 2% of the doseexcretedunchangedn theurine.

Afteradmnistrationof aradiolabelleddoseof voriconazole approxinatdy 80% of theradioattivity is recoveedin the
urine after multiple intravenousiosng and83%in the urine after multiple oral dosing.The majority (>94%) of the
totd radioactivty is excretedn thefirst 96 hoursafter bothoral andintravenousiosing.

Theterminalhalf-life of voriconazoledepaxdson doseandis approxmatly 6 hoursat 200mg (orally). Becausef
non-linear pharmacokineticstheterminalhdf-life is notuseul in the predction of the accunulationor elimination of
voriconazae.

Phamacokneticsin specialpatientgroups
Gencer
In an ord multiple dosestudy, C__ .. and AUCr for healthyyoungfemakswere83%and113%highe, respetively,

thanin healthyyoungmales(18-45 years).In the sanestudy,no significantdifferencesn C_ ., and AUCt were
obseredbetweenhealty elderly malesandheathy elderly females (>65 years).

In theclinical programmeno dosageadjustnentwas madeon the basisof gender The sakty profile andplasma
concentratbnsobservedn maleandfemak patientswere similar. Therefore,no dosageadjustnentbasedon genderis
necessry.

Eldety
In an ord multiple dosestudy C,,,, and AUCx in healthy elderly males(>65 years)were61%and86%higher,

respectivelythanin healthyyoungmales (18-45 years) No significant differencesn C .. and AUCt wereobserved
betweenhealthyelderlyfemales(>65 years)andhealtly youngfemaks(18- 45years).

In thetherapeutistudiesno dosageadjustmat was madeon the basisof age.A relationshipbetweenplasma
concentratbnsandagewasobservedThe satkety profile of voriconaole in youngandelderly patientswassimilar and,
therefore no dosageadjustments necessaryor theelderly (seesedion 4.2).

Paedatric population

Therecommendedosesn childrenandadoles@ntpdientsare basedon a populationpharmacokineti@nalysisof dats
obtainedfrom 112immunocompromise@aeliatric patientsaged?2 to <12 yearsand26 immunocompronsed
adolescenpatientsagedl2to <17 years.Multiple intravenousdoses of 3, 4, 6, 7 and8 mg/kgtwice daily andmultiple
oral dosequsing the powderfor oral suspensiondf 4 mg/kg,6 mgkg, and200mg twice daly wereevaluate in 3
paediatric phamacokineticstudiesIntravenoudoading dosesof 6 mgkg IV twice daily on day 1 followed by 4 mg/kg
intravenouslosetwice daily and300mg ord tabletstwice daily were evduatedin oneadolescenphamacokineic
study. Largerinter-subjectvariability wasobseved in paedatric paients comparedo adults

A comparisonof the paediatricandadul populaton pharma&okinetc data indicatedthatthe predictedtotal exposue
(AUCx) in childrenfollowing administationof a9 mg/kg IV loading dosewasconparableto thatin adultsfollowing a
6 mg/kg IV loadingdose.The predictediotal exposurein children following IV maintenance&losesf 4 and8 mg/kg
twicedaily werecomparabldo thosein adults following 3 and4 mgkg IV twicedaily, respectivelyThe predicted
totd exposuran childrenfollowing anord maintenane doseof 9 mg/kg (maximumof 350 mg) twice daily was
comparableo thatin adultsfollowing 200mg oraltwicedaily. An 8 mg/kgintravenouslosewill providevoriconazole
exposureapproximate) 2-fold higherthana 9 mgkg oraldose.

Thehigherintravenousnaintenancelosein paedatric paients relative to adults reflectsthe highereliminationcapacit
in paediatricpatientsdueto a greateriver massto body massratio. Ord bioavailability may, however belimited in
paediatric paients with malabsorptiorandvery low bodyweightfor their age In thatcase jntravenous/oriconazole
administrationis recommended.

Voriconazoleexposuresn the majority of adoles@ntpatients werecompaableto thosein adultsreceivingthesame
dosing regmens.However,Jowervoriconazoé exposurevasobserve in someyoungadolescentwith low body
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weight comparedo adults.lt is likely thatthesesubgct may metabolize voriconazolemoresimilarly to childrenthan
to adolescents/adudt Based on the popuation phamaamkinetic andysis, 12- to 14-yearold adolescents/eighingless
than50 kg shout receivechildreris doseqsee section 4.2).

Renalimpairment
In patientswith moderateo severaenaldysfundion (serumcreainine leves > 2.5mg/dl), acaumulationof the
intravenouwyehicle, SBECD,occurs.(sections4.2and4.4).

Hepaticimpairment

Afteranoral singledose(200mg), AUC was 233%higherin subjectswith mild to modeatehepaticcirrhosis(Child-
PughA andB) compaedwith subjectsvith normalhepaic functon. Proten binding of voriconaale wasnot affected
by impairedhepaic function.

In an ord multiple dosestudy, AU Ct wassimilar in subjectswith moderatenepdic cirrhosis(Child-PughB) given a
maintenanceloseof 100 mg twice daily andsubgcs with normal hepatic functiongiven200mg twice daily. No
pharmacoknetic dataareavailablefor patientswith severehepatic cirrhoss (Child-PughC). Seesections4.2and4.4.

5.3 Preclinical safety data

Repeateedosetoxicity studieswith voriconazoleindicaedtheliver to bethetargetorgan. Hepatotoxicityocaurred at
plasmaexposuresimilar to thoseobtainedat therap@tic dosesn humans,in commonwith otherantifungalagentsin
rats,miceanddogs,voriconazolealsoinduced minimal adrenalchangesConventionaktudiesof safety phamacology,
genctoxicity or carcinogenigotentialdid notreveala special hazardfor humans.

In reprodiction studes, voriconazolenas shownto beteraogenicin rats and embryotoxicin rabbitsat systemic
exposuresequalto thoseobtainedn humanswith therape@tic dosesin the preandpostnatatievelopmenstudyin rats
at exposuresiower than thoseobtainedin humanswith therape@tic doses, voriconaole prolongedthe durationof
gestationandlabourandproduceddystog¢a with consequet maternalmortdity andreducedperinatalsurvivalof pups.
Theeffeds on partuition areprobablymedidedby specesspedfic medanismsjnvolving reducton of oestradiol
levels,andareconsistentvith those obsevedwith otherazole antifungd agents.Voriconazoleadministrationinduced
no impairmentof maleor femalefertility in rats at exposuresimilarto thoseobtainedn humansatthergeuticdoses.

Preclinical dataon theintravenousehicle, SBECDindicated thatthe man effectswere vacuolationof urinaty tract
epitheliumandactivationof macrophagein theliver andlungsin therepeded-dosetoxicity studies.As GPMT (guinet
pig maximisaton test)resultwaspositive prescribersshouldbe awareof the hypersensitivitypotentialof the
intravenougormulation.Standardyenotoxicty andreproducion studies with the excipientSBECDrevealno special
hazardfor humansCarcinogenicitystudiesverenot peformedwith SBECD.An impurity, presenin SBECD, has
beenshownto be analkylatingmutagent agentwith evidence for carcinogenicity in rodents.This impurity shouldbe
consider@ a subsancewith carcinogenigotentid in humans.In light of thesedatathe durationof treatmentvith the
intravenougormulationshouldbe nolongerthan6 months.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sulfobutyletherbetacyclodextrinsodium (SBECD)

6.2 Incompatibilities

VoriconazoleRowex mug not beinfusedinto the sameline or cannulaconcomitantlywith otherintravenougproducts.
Whenthe VoriconazoleRowexinfusionis compkte theline may beusedfor administrationof otherintravenous
products.

Blood productsandshortterm infusion of concentratedolutionsof electolytes:Electwolyte disturbamessuchas

hypokalenia, hypomanegemiaandhypoalcenia shouldbe correced prior to initiation of voriconaole therapy (see
sections4.2and4.4).VoriconazoleRowex mustnot be admnisteredsimultaneouly with any blood productor any

Date Printed 24/01/2017 CRN 2188277 page number: 25



Health Products Regulatory Authority

short-term infuson of concentatedsolutions of eledrolytes,evenif thetwo infusionsarerunningin separatdines

Total pareneralnutrition: Total parenterahutrition (TPN) neednot bediscontinuel when prescribe with
VoriconazoleRowex, but doesneedto beinfusedthrougha separatdine. If infusedthrougha multiple-lumencatheter,
TPN needsto beadminigeredusng a different port from the oneusedfor VoriconazoleRowex.VoriconazoleRowex
must not be dilutedwith 4.2% Sodium Bicarbonae Infusion. Compadibility with other

concentratnsis unknown.

This medicinalprodud¢ mustnot be mixedwith other medcinal productsexaeptthosementionedn section6.6.
6.3 Shelf life

2 years

Afterreconstititedsolution:
Chemicad andphysicalin-usestability hasbeendemonstragdfor 24 hoursat 2°C to 8°C for therecnstitued solution

Afterdiluted soluion for infusion:

Chemica andphysicalstability of the of the diluted solutionsfor infusionhas beendemonstrateéor 3 h at20°Cto 30
°C.

From amicrobiological point of view, oncereconstitited,the productmustbe usedimmediately If notused
immediately in-usestoragetimesandconditions prior to usearetheresponsiblity of theuserandwould normallynot

be longerthan24 hoursat 2°Cto 8°C (in arefrigerabr) unlessreconstitition hastaken placein controlled and
validatedasepic conditions.

6.4 Special precautionsfor storage
Storebelow30°C

For storageconditionsafterreconstitutioranddilutedsoluion of themedidnal product,see
section 6.3.

6.5 Natur e and contents of container

1 x 25 ml colourlessglass vials, type| closedwith lyophilisation rubberstoppersandsealedwith aluminium flip-off
sealswith plastc disc.

5 x 25ml colourlessglass vials, typel closedwith lyophilisaton rubberstoppersandsealedwith aluminium flip-off
sealswith plastc disc.

10 x 25ml colourlessglass vials, type| closedwith lyophilisation rubberstoppersandsealedwith aluminium flip-off
sealswith plastc disc.

Packsizes:
1, 5and10vial(s)

Not all packsizesmaybemarketec
6.6 Special precautionsfor disposal
Any unusedoroductor wase materialshould bedisposé of in acawrdancewith local requirements

Thepowderis reconsitutedwith either19 ml of water for injectionsor 19 ml of 9 mg/ml(0.9% SodiumChloride for
Infusionto obtainanextractablevolumeof 20 ml of clear concentratecontaning 10 mg/ml of voriconaole. It is
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recanmendedhata standard0 ml (non-automated)syringebe usedto ensurethatthe exactamount(19.0ml) of water
for injectionsor (9 mg/ml[0.9%]) Sodum Chloridefor Infusionis dispensel. Discardthevial if vacuumdoes not pull
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thediluentintothevial. Shakethevial until all thepowderis dissolved.

This medicinalprodud is for singleuseonly andanyunusedsolution shoull bediscardedandonly clearsolutions

withoutparicles shouldbeused.

For adminstraton, therequiredvolumeof thereconstiuted concentateis addedtio arecommendedompatible
infusionsdution (detaled below)to obtan afinal voriconaole solution contaning 0.5-5 mg/ml.

Required Volumes of 10 mg/ml Voriconazole Concentrate

Body Weight Volume of Voriconazole Concentrate (10 mg/ml) required for:
(kg)
3 mg/kg dose 4 mg/kg dose 6 mg/kg dose 8 mg/kg dose 9 mg/kg dose
(number of (number of (number of (number of (number of
vials) vials) vials) vials) vials)
1C - 4.0ml (1) - 8.0ml (1) 9.0 ml (1)
15 - 6.0ml (1) - 12.0ml (I 13.5ml (1)
2C - 8.0ml (1) - 16.0ml (1) 18.0ml (1)
25 - 10.0ml (1) - 20.C ml (1) 22.5ml (2)
3C 9.0ml () 12.0ml (1) 18.0ml (1) 24.0ml (2) 27.0ml (2)
35 10.5ml (1) 14.0ml (1) 21.0ml (2) 28.0ml (2) 31.5ml (2)
4C 12.0ml (1) 16.0ml (1) 24.0ml (2) 32.0ml (2) 36.0ml (2)
45 13.5ml () 18.0ml (1) 27.0ml (2) 36.0ml (2) 40.5ml (3)
5C 15.0ml (1) 20.0ml (1) 30.0ml (2) 40.0ml (2) 45.0ml (3)
55 16.5ml () 22.0ml (2) 33.0ml (2) 44.0ml (3) 49.5ml (3)
6C 18.0ml (1) 24.0ml (2) 36.0ml (2) 48.0ml (3) 54.0ml (3)
65 19.5ml (1) 26.0ml (2) 39.0ml (2) 52.0ml (3) 58.5ml (3)
7C 21.0ml (2) 28.0ml (2) 42.0ml (3) - -
75 22.5ml (2) 30.0ml (2) 45.0ml (3) - -
8C 24.0ml (2) 32.0ml (2) 48.0ml (3) - -
85 25.5ml (2) 34.0ml (2) 51.0ml (3) - -
9C 27.0ml (2) 36.0ml (2) 54.0ml (3) - -
95 28.5ml (2) 38.0ml (2) 57.0ml (3) - -
10C 30.0ml (2) 40.0ml (2) 60.0ml (3) - -

Thereconstiutedsdution canbedilutedwith:
Sodium Chloride 9 mg/ml (0.9%) Solution for Infusion
CompoundSodum Lactatelntravenoudnfusion
5% GlucoseandLactatedRinger s Intravenoudnfusion

5% Glucoseand0.45%SodiumChloride Intravenoudnfusion
5% Glucosentravenoudnfusion
5% Glucosein 20 mEqgPotassiunChloridelntravenousinfusion
0.45% Sodum Chloride Intravenoudnfusion
5% Glucoseand0.9% SodiumChloridelntravenoudnfusion

Thecompatiblity of voriconazolewith diluentsotherthan descibedaboveor in section6.2is unknown.
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