Health Products Regulatory Authority

Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
VoriconazoleRowex 50mgFilm-coatedTablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead tabletcontans50 mg Voriconazole.

Excipientwith known effect
Ead tabletcontans 64.262 mg LactoseMonohydrate

For thefull list of excipients,seesection6.1.

3PHARMACEUTICAL FORM

Film-coatedablet.

White to off-white, round,biconvex film coatedtablets with ‘50 debosseddn onesideandplain on otherside.

Length:7.1+ 0.3mm
Thickness3.50mm + 0.30mm

4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications

Voriconazolejs a broadspectrumiriazole anifungal agentandisindicaedin adultsandchildrenaged?2 yeass and
above asfollows:

Treatmenbf invasive aspergillosis.

Treatmenbf candidaemian non-neutopenic paients.

Treatmenbf fluconazoleresstantseriousinvasiveCandida infections (including C. krusel).
Treatmenbf seriousfungalinfectionscausedy Scedosporium spp.andFusarium spp.

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

Prophylaxis of invasivefungalinfectiornsin highrisk allogenec hemabpoietc stemcell transplan{HSCT)recipients.
4.2 Posology and method of administration

Posdogy
Electrolytedisturbamressuchashypokalaenia, hyponagnesaeim and hypocalcaemighouldbe monitored and

corrected,if necessaryprior to initiation andduring voriconaoletherapy(seesecion 4.4).

VoriconazoleRowex is availableas50 mg and 200 mg film-coatedtablds andasa 200 mg powderfor solutionfor
infusion.

Voriconazoles alsoavailableas40 mg/mlpowderfor oral suspensiomhowevemot underthis tradename
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Treatmet

Adults

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

Detaled informaion on dosagaecommend@onsis providedin thefollowing table:

I ntravenous Oral
Patients40 kg and Patierts lessthan
above* 40 kg*
lfo??rigr? dose 6 mg/kc 400 mg 200mg
(ﬁ?st 24 hours) everyl2hours every 12 hours every 12 hours
gﬁ';tﬁczngi ?\?)Suer 9 4 mg/kgtwice daily 200 mg twice daily 100 mg twice daily

*This alsoappliesto patientsagedl15 yeas and older.

Duration of treatment

Treatmet duraion shouldbe asshort aspossibledegpendingon the patient s clinical andmycologicalresponsel.ong
termexposureo voriconazolegreaterthan 180days(6 monhs)requirescarelul assessmertf the bendit-risk balance
(seesectimms4.4and5.1).

Dosage adjustment (Adults)
If paient responséo treatmenis inadequat, the maintenancedosemaybeincreasedo 300 mg twice daily for oral
administration.For patentslessthan40 kg the oral dosemaybeincreaed to 150mg twice dally.

If paient is unableto toleratetreatmentat a higherdose reducethe 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 dosedaschildrenastheseyoungadolescerd may metabolizevoriconazolemore similarly to
childrenthanto adults.

Therecommendedosing regimenis asfoll ows:

| ntravenous Oral
L oading dose regimen 9 mg/kgeveryl1l2hours Not recmmende:
(first 24 hours)
Maintenance dose 8 mg/kgtwice daily 9 mg/kgtwice daily (a
(after first 24 hours) maximumdoseof 350mg
twice daily)

Note: Basedon a population pharmacokingc andysisin 112immunocompronsed paediatrigpatientsaged?2 to <12
yearsand26 immunocompromiseddokscentsagedl2to <17 years.

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

Theseoral doserecanmendationgor children arebasedn studies in which voriconazolevasadministerd asthe
powderfor oral suspensiorBioequivaene betweerthe powde for oral suspensiomndtabletshasnot been
investigatedn a paedatric population.Consideringhe assumedi mited gastroenteritransittime in paediatrt patients
theab%rptionof tableés maybedifferert in paedatric comparedto adult paients.It is thereforerecommendetb use
theoral suspensioformulationin childrenaged 2 to <12.

Date Printed 22/06/2018 CRN 2195053 page number: 2



Health Products Regulatory Authority

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
kal)

If paient responseo treatmentis inadequag, the dosemay beincreasedy 1 mg/kg steps(or by 50 mg stepsf the
maximum oral doseof 350mg wasusedinitially). If paientis unable to toleratetreatmentredue thedoseby 1 mg/kg
steps(or by 50 mg stepsf the maximumoral doseof 350 mg wasused initially).

Usein paediatic paientsaged?2 to <12 yearswith hepatic or rend insufficiencyhasnot beenstudied (seesections4.8
and 5.2).

Prophylaxisin Adults andChildren

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

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

Dosage
Therecommendedosing regimenfor prophylaxisis the same asfor treatmentin therespectiveagegroups.
Pleaseaeferto 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 Prophylais

Dosage adjustment

For prophylaxs use,doseadjustmentgarenot recommendedin the caseof lack of efficacyor treatmentrelatedadvese
evens. In the caseof treatmentrelatedadversesvents, discontinuatiorof voriconaole anduseof alternatve antifungal
agents mustbe consideredseesecion 4.4 and4.8.

Dosage adjustments in case of coadministration

Phenytoin maybe coadninisteredwith voriconazolef themainenane doseof voriconaoleis increassedfrom 200mg
to 400mgorally, twicedaly (100mgto 200mg orally, twice daily in patentslessthan40kg), seesections4.4and
4.5.

Thecombinaton of voriconazoé with rifabutin shoutl, if possibé be avoided.However,if the combinationis strictly
needed the maintenanceldoseof voriconazoé maybeincreasal from 200 mg to 350mg orally, twice daily (100mgto
200 mg orally, twicedaily in patientdessthan40kg), seesedions4.4and4.5.

Efavirenzmay be coadministeredvith voriconazolef the mainenane doseof voriconazoles 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).

Patients with renal impairment
Thepharmacokineticsf orally adminigeredvoriconaole arenot affected by renalimpairment.Therebre,no
adjustmentis necessaryor oral dosingfor patientswith mild to severaenalimpairment(seesection5.2).

Voriconazolas haemodialysewvith a cleaanceof 121 ml/min. A 4 hourhaanodialysissessiordoesnotremovea
sufficient amountof voriconazoleo warrantdoseadjustnent
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Patients with hepatic impairment
It is recommendethatthe standardoading dos regimensbe usedbut thatthe maintenancelosebe halvedin patients
with mild to moderage hepaticcirrhoss (Child-PughA andB) recaving voriconazolgseesection5.2).

VoriconazoleRowex hasnot beenstudiedin paients with severechronic hepdic cirrhosis(Child-PughC).

Thereis limiteddataon the safey of voriconazoldn patents with abnormalliver functiontests(aspatatetransaminas
[AST], alaninetransammas [ALT], alkalinephosph#ase[ALP], or totd bilirubin >5 timesthe upperlimit of normal)

VoriconazoleRowex hasbeenassociatel with elevaionsin 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 film-coatediabletsare to be takenatleastonehourbefore,or onehourfollowing, a meal.

4.3 Contraindications
Hyperseansitivity to theactivesubsanceor to any of the excipientslisted in secton 6.1.

Coadministationwith CYP3A4 substratederfenaline, astemizole, cisapride pimozideor quinidinesinceincreased
plasmaconcentrationsf thesemedicind produds canleadto QTc prolongaton andrareoccurrencesf torsadesde
pointes(seesectbn 4.5).

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

Coadministation of standarddosesof voriconazoé with efavirenzdoses of 400mg oncedaily or higheris
contraindicaed becausefavirenzsignificantly deaeasegplasmavoriconaole concentrations healthysubjectsat
thesedosesVoriconazole also significanty increasesefavirenz plasma con@ntrations(seesectiond.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 sirolimussincevoriconaoleislikely to increaseplasma concentrationsf sirolimus
significantly (seesectior4.5).

Coadministationwith St Johris Wort (see section4.5).
4.4 Special warnings and precautions for use
Hyperseasitivity

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

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

Congenitalor acquiredQTc-prolongation

Cardiomyopathyin particularwhenheartfailure is preset

Sinus bradycarta

Existing synptomaticarrhythmias

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 4 timesthe usualdaily dose No
slbjectexperiencal anintervalexceedinghe potentally clinicdly relevantthresholdof 500 msec(seesection
5.1).

Hepatictoxicity

In clinical trials, therehavebeenca®sof 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 manayementshould
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 beneft-risk assessentthetreament is coninued(seesection4.2), monitoling
frequencycan bereducedto monthlyif thereare no changesn theliverfunction teds.

If the liver functiontestsbecomemarkedlyelevatedVoriconaole Rowexshouldbediscontinuedunlessthe medical
judgmentof therisk benefitof thetreatmat for the patient justifiescontinueduse.

Monitoring of hepaticfunctionshouldbe carriedoutin both childrenand aduls.

Seriousdermatologichadvesereactions
¢ Phototoxicity

In additionVoriconazoleRowexhasbee associtedwith phototoxidaty, includingreactionssuchasephelides,
lentigo,actinic keratosisandpseudoporphyria.

It is recommendedhatall patiens, including children avoidexposurdo dired sunlightduringVoriconazole
Rowex treatmentandusemeasiressuchasprotedive clothing andsunsceenwith high sunprotectionfactor
(SPF).

e Squamouscel carcinomaof theskin (SCC)

Squamouscell carcinomaof the skin (SCC)hasbeen reportedn patients,someof whomhaverepotedprior
phototoxicreactons.If phototoxicreactonsoccur,multidisciplinaryadvice shoutl be soughtandthe patient
should bereferredto adermablogist.VVoriconazoé Rowexdiscontinuation anduseof alternativeantfungalagents
should be consideredDermablogic evaluaton shoutl be performel on a sysematicandregulr basis whenever
Voriconaole Rowexis continueddespie the ocaurrenceof phobtoxicdty-related lesionsto allow early detection
and managemendf premalignantlesiors. Voriconaole Rowexshouldbe discontinuedif premaignantskin lesion:
or squamousgell carcinomaareidentified.
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e EXxfoliative cutaneod reaction

ReactionssuchasStevensJohnsorsyndomedevebpedduringtreatmentwith VoriconazoleRowex If a patient
developsarashhe shouldbe monitoredcloselyand Voriconazoé Rowexdiscontinuedf lesionsprogress.

Long-termtreatment

Long term exposurgtreatmentpr prophylais) greaer than180days(6 months)requirescardul assessmenmf the
benefit-risk balanceand,physiciansshoul thereforeconsiderthe needto limit the exposurdo Voriconazole Rowex
(seesectimns4.2and5.1).

Squamouscell carcinomaof the skin (SCC)hasbeen reportal in relaion with long-term voriconaole treatment.

Nonr-infectiousperiostitiswith elevatedluoride and alkdine phosphatselevelshasbeenreportedn transplant
patients.If apatientdevelopsskektalpainandradiologicfindingscompdible with periostitisVoriconazoleRowex
discontinuatiorshouldbe consideredfter multidisciplinary advice

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

Renaladverseeactons

Acuterenalfailure hasbeenobservedin severgy ill patientsundergoingreatnentwith VoriconazoleRowex. Pdients
being treatedwith voriconazolearelikely to betreded conamitantly with nephrotoxic medicinalproductsandhave
concurentconditionsthatmayresultin deaeasel renalfuncion (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.recentchemothespy,haematopoietistemcell
transplantatiofHSCT]), shouldbe monitored closdy duringVoriconazole RowextreatmentMonitoring of seum
amylase or lipasemay be consderedin this clinical situation.

Paedatric population

Safety andeffectiveressin paediatricsubjeds bdow the ageof two yearshasnot beenestablishedseesections4.8 and
5.1).Voriconazoleis indicatedfor paedatric patientsagedtwo yeas or older. A higherfrequencyof liver enzyme
elevationswasobservedn

the padiatric population(seesection4.8). Hepaic function shouldbe monitoredin bothchildrenandadults.Oral
bioavailablity maybelimited in paediatrt patientsaged? to <12 yeas with malabsorptiorandvery low bodyweight
for age.In thatcasejntravenousoriconazoé admnistraion is recommendel.

¢ Seriousdermatologicabdverseaeactiongincluding SCC)

The frequencyof photobxicity reactiongs higherin the paaliatric populdion. As anevolutiontowardsSCChas
beenreportd, stringentmeasure$or the phobprotedion are warrantad in this populationof patientsln children
experiencingphotoagingnjuriessuchaslentiginesor ephdides, sunavoidanceanddermaologic follow-up are
recommadedevenaftertreatmentdiscontinudion.

Prophylaxis

In caseof treatmentrelatedadvere eventg hepatoobxicity, severeskin reactionsincluding phototoxicityandSCC,
severeor prolongedvisualdisordersandperiostitis), discontnuation of voriconazoleanduseof alternativeantifungal
agents mustbe considered.

Phenytoin (CYP2C9substateandpotert CYP450induce)
Carefulmonitoringof phenytoinlevelsis recommendd when phenytoin is coadministereavith voriconazole
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Concomitantuseof voriconazoleandphenytoin shoutl be avoidedunlessthe benefitoutweighstherisk (seesection
4.5).

Efavirenz(CYP450inducer;CYP3A4 inhibitor andsubstrag)
Whenvoriconazoldas coadminiseredwith 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 recommende@vhenrifabutin
is coadmnisteredwith voriconazole Concomitantuseof voriconaole andrifabutin shouldbe avoidedunlessthe
benefit outweighstherisk (seesection4.5).

Ritonavir (potentCYP450inducer;CYP3A4inhibitor andsubstate)
Coadministation of voriconazoleandlow doseritonavir (100 mg twicedaly) shouldbe avoidedunlessanassessment
of thebeneft/risk to the patientjustifiesthe useof voriconazole(see sectons4.3and4.5).

Everdimus (CYP3A4 subgrate,P-gp substrate)

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

MethadonéCYP3A4 substate)

Frequentmonitoring for adverg 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
metabolisedby CYP3A4 (e.g.,sufentani) shouldbe consderedwhencoalministeedwith voriconazole(seesection
4.5). As the half-life of alfentanilis prolongedn a4-fold manne when alfentaril is coadministereavith voriconazole
and in anindependenpublishedstudy,concomitat useof voriconazole with fentanylresultedn anincreasen the
meanAUC,_, of fentanyl,frequentmonitoringfor opiateassocided adversereactions(including alongerrespiratory

monitoring period)maybenecesary.

Long actingopiates CYP3A4 substraé)

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 fluconaple resuledin asignificantincreasein C .. and AUC_ of

voriconazde in healthysubjectsThereduce doseand/orfrequeng of voriconazoleandfluconazolehatwould
eliminatethis effecthave notbeenedalished.Monitoring for voriconazok associateddversereactionss
recanmendedf voriconazoles usedsequernially after fluconaole (seesection 4.5).

VoriconazoleRowex tabletscontainlactoseandshouldnot be givento patientswith rare hereditary problemsof
galactos intolerancel.applactasedeficiency or glucosegalacbsemalabsorpion.

4.5 Interaction with other medicinal productsand other forms of interaction

Voriconazolas metabolisedy, andinhibits theadivity of, cytochromeP450isoenzymesCYP2C19,CYP2(, and
CYP3A4. Inhibitorsor inducersof theseisoenzyme may increaseor deaeasevoriconazoleplasmaconcentrations,
respectivelyandthereis potentialfor voriconazoleto increasethe plasmaconcentréions of substancemetabolisedy
theseCYP450isoerzymes.
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Unlessothemwisespedfi ed,druginteracton studieshavebeen performel in healthyadultmalesubjectausingmultiple
dosing to steadystatewith oral voriconazoleat200mg twicedaly (BID). Theseresultsarerelevantto other
populationsandroutesof administration.

Voriconazoleshouldbe administeredvith cautionin paientswith conconitant medicationthatis knownto prolong
QTc interval. Whenthereis alsoa potentia for voriconaoleto increasethe plasima conentrationsof substances
metabolisedby CYP3A4 isoenzymegceriain antihistamines, quinidine, cisapride pimozide)coadninistrationis
contraindicaed (seebelowandsectior4.3).

Interactiontable

Interactionsetweenvoriconazoleandothermedicinal producs are listedin thetablebdow (oncedaily as*QD”, twice
daily as“BID”, threetimesdaily as“TID” andnotdeerminedas“ND”). Thedirectionof thearrow for eah
pharmacoknetic parameters basedn the 90% confidene interval of the geometic meanratio beingwithin (<),
below (|) or above(t) the 80-125%range.Theaderisk (*) indicates atwo-way interaction. AUC_, AUC, and AUC_

representarea underthe curveovera dosinginterval, from time zeroto thetimewith detectablaneasuremenandfrom
time zeroto infinity, regectively.

Theinteractonsin thetablearepresentd in thefollowing 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 I nteraction Recommendations
[Mechanism of I nteraction] Geometric mean changes (%) | concerning coadministration
Astemizle, cisapride Althoughnat studied,increagd
pimozide,quinidineand plasmacorcentratonsof thee
terferadine medcinal produck canleadto | Contraindicated (seesection
[CYP3A4 substrates] QTcprolongatonandrare 4.3)

occurrencesf torsadesle

pointes
Carbamazepinandlong-acting | Althoughnaot studied,
barbituratege.g., cartamazepieandlong-acting N :
phenobarbitalmephobarbital) | babituratesarelikely to gggltralndlcated (seesection

[ potent CYP450 inducers) significantly decreaseplasma
voriconazoleconcentratins

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

Efavirenz400mgQD, EfavirenzC, ., 1 38% Useof stardarddosesof
coa}dninistereo\Nith . EfavirenzAUCt 1 44% voriconazde with efavirepz
voriconaole 200mg BID Voriconazde C, . | 61% _dosestof 40((j)m%e(g|[z or hlghter
. iscontraindicated (seesecton
Voriconazde AUCr | 77% 4.3).
. Voriconazoé maybe
Comparedo efavirenz600mg | o5 dministereavith efavirenz
QfD' . if the voriconazoé maintenance
EfavirenzC,,, < doseis increasedo 400mg
EfavirenzAUCt 1 17% BID andthe efavirenzdosis
Efavirenz300mg QD, decreasd to 300mg QD. When
coadninisteredwith Comparedo voriconazole200 | voriconazde treatnentis
voriconaole 400mgBID mg BID, stopped,theinitial doseof
* Voriconazde C .. 1 23% efavirenzshouldberestored
Voriconazde AUCrt | 7% (seesectiond.2and4.4).
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Ergot alkaloids(e.g.,
ergotamineand
dihydroegotamine)[ CYP3A4
substrates]

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

Contraindicated (seesection
4.3)

Rifabutir
[ potent CYP450 inducer]

300mg QD

300mg QD (coadminstered
with voriconazole350mg BID)
*

300mg QD (coadminstered
with voriconazolet00mg BID)

Voriconazde C .. | 69%

Voriconazde AUCt | 78%

Comparedo voriconazole200
mgBID,
Voriconazde C,,, | 4%

Voriconazde AUCt | 32%

RifabutinC,_ . 1 195%

RifabutinAUCt 1 331%
Comparedo voriconazole200
mgBID,

Voriconazde C,,, 1 104%

Voriconazde AUCr 1 87%

Concomitantuseof
voriconazde andrifabutin
should beavoidedunlessthe
benefitoutweighstherisk.
Themaintenanceloseof
voriconazde maybeincreased
to 5 mg/kgintravenaisly BID
or from200mgto 350mg
orally BID (100mgto 200mg
orally BID in paientslessthan
40 kg) (seesection4.2).
Carefulmonitoring of full
blood countsandadverse
reactiondo rifabutin (e.g.,
uveitis) is recommende@hen
rifabutinis coadminiseredwith
voriconazde.

Rifampicin (600mg QD)
[ potent CYP450 inducer]

Voriconazde C ., | 93%
Voriconazde AUCrt | 96%

Contraindicated (seesection
4.3)

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

High dose(400mgBID)

Low dose(100mgBID)*

RitonavirC,,, andAUCt <
Voriconazde C,,, | 66%
Voriconazde AUCt | 82%

RitonavirC_ . | 25%

Ritonavir AUCt |13%

Voriconazde C .. | 24%

Voriconazde AUCr | 3%

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

Coadministationof
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]

In anindependenpublishec

Contraindicated (seesection

[ CYP3A4 substrate, P-gP
substrate]

voriconazoles likely to
significantly increasdhe

. study,voriconazot AUC,__ |
300mg TID (coadmnistered 0 4.3)
with voriconazole400mg 59%
single dose
Everolimus Althoughnat studied, Coadministation of

voriconazde with everolinusis
not recommendedecaus
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plasmacorcentratonsof
everolimus.

voriconazde is expectedo
significantly increase
everolimusconcentrationgsee
section 4.4)

Fluconazolg200mg QD)
[CYP2C9, CYP2C19 and
CYP3A4 inhibitor]

Voriconazde C .. 1 57%

Voriconazde AUCt T 7%
Fluconazod C ND

max
Fluconazod AUCt ND

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

Phenytoil
[ CYP2C9 substrate and potent
CYP450 inducer]

300mg QD

300mg QD (coadminstered
with voriconazole400mg BID)

Voriconazde C,,, | 49%

Voriconazde AUCr | 69%

PhenytoinC_ .. 1 67%

Phenytoin AUCrt 1 81%
Comparedo voriconazole200
mgBID,

Voriconazde C .. 1 34%

Voriconazde AUCrt 1 3%

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

Phenytoinmaybe
coadministeredvith
voriconazde if themaintenance|
doseof voriconazoles
increasedio 5 mg/kglV BID or
from 200mgto 400mgoral
BID, (100mgto 200mg oral
BID in patient lessthan40kg)
(seesection4.2)

Anticoagulant

Warfarin (30 mg singledose,
coadninisteredwith 300mg
BID voriconazole)
[CYP2C9 substrate]

Otherord coumaringe.g.,
phenpocoumon,
acena@oumarol)

[CYP2C9 and CYP3A4
substrates]

Maximumincreasen
prothrombn time was
approximately2-fold.

Althoughnat studied,
voriconazolemayincreasehe
plasmacorcentratonsof
coumarinsthatmay causean
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)

In anindependenpublished
study,

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

Coadministation of
voriconazde andsirolimusis
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SirolimusC__ 1 6.6-fold

SirolimusAUC,__ 1 11-fold

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

TacrolimusC, ., 1 117%

TacrolimusAUCt 1 221%

contraindicated (seesection
4.3).

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

necessayr.

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
andthedoseincreases
necessay.

Long Acting Opiates
[ 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
metabolizedby CYP3A4 (e.g.,
hydrocodoneshout be
consideed. Frequen
monitoring for opiate
associatechdverseaeactions
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(NSAIDS)
[CYP2C9 substrates]

Ibuprofen(400mg singledose)

Diclofenac(50 mg singledos)

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

DiclofenacC

max

1 114%

Frequentmonitoring for
adversereactionsand toxicity
relatedto NSAIDsis
recommendeddosereduction
of NSAIDs maybeneeded.
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DiclofenacAU Cooo 78%

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

OmepazokeC, . 1 116%

Omepazok AUCt 1 280%
Voriconazde C_. 1 15%

max

Voriconazde AUCr 1 41%

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

No doseadustmentof
voriconazde is recommended.

Wheninitiatingvoriconazoé in
patientsalreadyreceving
omeprable dosesf 40 mg or
above,it is recommendethat
theomeprazolaelosebe halved.

Oral Contraceptes*
[CYP3A4 substrate; CYP2C19
inhibitor]

Norethisteronegthinylestadiol
(1 mg/0.035mg QD)

EthinyledradiolC . 1 36%

Ethinyledradiol AUCt 1 61%
NorethisteoneC_ . 1 15%

NorethisteoneAUCz 1 53%
Voriconazdée C .. 1 14%

Voriconazde AUCr 1 46%

Monitoring for adverse
reactiongelatedto oral
contraceptres,in additionto
thosefor voriconazog, is
recommended.

ShortActing Opiate:
[CYP3A4 substrates)

Alfentanil (20 pg/kg single

dosewith 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

Dosereducton of alfentanil,
fentanyl andothershortacting
opiatessimilarin structureto
dfentanilandmetabolisedby
CYP3A4 (e.g.,sufertanil)
should beconsdered 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
and couldleadto
rhabdomyolysis

Dosereducton of statins
should beconsdered

Sulplonylureag(e.g.,
tolbutamideglipizide,

Althoughnat studied,
voriconazoles likely to

Carefulmonitoring of blood
glucoseis reconmerded.Dose

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

vincristineandvinblagine)
[CYP3A4 substrates]

voriconazoles likely to
increag theplasma
concentratonsof vinca
alkaloidsandleadto
neurotoxicity

akaloidsshouldbe considered.

OtherHIV Protasdnhibitors
(e.g.,saqunavir, amprenavir
andnelfinavir)*

[ CYP3A4 substrates and

Not studiedclinicaly. Invitro
studiesshowthatvoriconazole
may inhibit the metaboism of
HIV proteasenhibitorsandthe

Carefulmonitoring for any
occurrenceof drugtoxicity
and/orlack of efficacy,and
doseadjustmentnaybe
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metabolismof voriconazole
may also be inhibitedby HIV
proteasenhibitors.

needec

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

[ CYP3A4 substrates, inhibitors
or CYP450 inducerg|

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

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

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

Voriconazee C .. 1 18%
Voriconazde AUCt 1 23%

No doseadustmenti

Digoxin (0.25mg QD)
[ P-gp substrate]

DigoxinC_ .. <
Digoxin AUCt <

No doseadustment

Indinavir (800mg TID)
[CYP3A4 inhibitor and

IndinavirCmax PN
Indinavir AUCt <

No doseadustment

dose)
[UDP-glucuronyl transferase
substrate]

Mycophendic acidAUC, «

substrate] Voriconazée C,_. <

Voriconazée AUCt
Macrolideantibiotics

No doseadustment

Erythromych (1 g BID) Voriconazde C, ., and AUCt
[CYP3A4 inhibitor] o
Azithromycin (500mg QD) Voriconazde C_. and AUCt

<>

Theeffectof voricorazoleon

either erythromychn or

azithromycinis unknown
Mycophenolicacid (1 g single | Mycophendic acidC,,,, < No doseadustment

Prednsolone (60 mg single PrednisoloeC_ . 1 11% No doseadustment
dose) Prednisoloe AUC,_ 1 34%
[ CYP3A4 substrate] s

Rantidine (150mgBID)
[increases gastric pH]

Voriconazde Cmaxand AUCt

<>

No doseadustment

4.6 Fertility, pregnancy and lactation

Pregnancy

Thereareno adequatelataon theuseof Voriconazoé Rowex in pregnat womenavailable.

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

VoriconazoleRowex mud not beusedduring pregnancyunlessthe beneft to the motherclearly outweighsthe

potentialrisk to thefoetus
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Womenof child-bearing patential
Womenof child-bearingpotential mug always useeffective contracepton duringtreatment.

Breastfeedng
Theexcretionof voriconazoldnto breasimilk hasnotbeeninvestgated. 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

VoriconazoleRowex hasmoderatanfluence ontheability to drive and usemachinesit may causetransieniand
reversiblechangego vision, includingblurring, altered/enhaned visual percepion and/orphotophobiaPatientanust
avoid potentally hazardousasks,suchasdriving or operaing madinerywhile experencingthesesymptoms.

4.8 Undesir able effects

Summaryof safetyprofile

Thesafetyprofile of voriconazoldn adulsis basedn anintegraedsafey databasef morethan2,000subjects
(including 1,603adultpatientsin therapeut trials) andanadditiond 270aduls in prophylaxistrials. Thisrepresentsa
heterogeneoupopuldion, contaning paients with haemdological malignancy HIV-infectedpatients with
oesophageatandidiasisandrefractoly fungalinfections,nonneutropenc paients with candidaemiar aspergillosis
and hedthy volunteers.

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

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

Tabulatedi st of adversaeactons

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

Frequencycategoriegreexpresedas 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,undesirableffects are presentd in orderof deceasingsaiousness.

Undesirableeffectsreportedn subjectgecaving voriconazole

System Organ Class | Adversedrug reactions
Infections and infestation

Commot Sinusitis

Uncommot Pseudomembranouslitis

Neoplasms Benign, Malignant and Unspecified (including cysts and polyps)
Not known |Squamouscel| carcinoma

Blood and lymphatic system disorder s
Commor | Agrarulocytosig, pancytoperd,
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thrombocybpenizz, leukoperma, anaemi

Uncommot Bonemarrowfailure, lymphadenopathy
eosinophilia
Rare Disseminatd intravasculacoagulatiol

Immune system disorder s

Uncommort

Hypersensitity

Rare

Anaphylatoid reactior

Endocrinedisorders

Uncommot

Adreral insufficiency,hypothyroidisn

Rare

Hyperthyroidisn

M etabolism and nutrition disorders

Very commot

Oedemaperliphera

Commot

Hypoglycaenm, hypokalaema, hyponatraena

Psychiatric disorders

Commot

Depressionhalucination,anxiety,insomnia
agitation, confusionaktate

Nervous system disorders

Very commot Healacht

Common Convulsion tremor,paraesthea, hypertona®,
somnolencesyncopedizziness

Uncommot Brain oedema,encephalopéty?, extrapyramidal
disorder, neuropathyperipheral ataxia,
hypoaesthesidysgeusia

Rare Hepaticencephalpathy,Guillain-Barre
syndrome,nystaymus

Eyedisorders

Very commor Visualimpairmen®

Commot Retinal haenorrhage

Uncommor Oculogyriccrisis, optic nervedisordef,
papilloedenas, scleritis, blepharits, diplopia

Rare Optic atrophy,cornealopacity

Ear and labyrinth disorders

Uncommort

| Hypoacusisyertigo, tinnitus

Cardiac disorders

Commot

Arrhythmiasupraventriculartachycardia
bradycardic

Uncommot

Ventricularfibril lation, ventricular
extrasystolessuprventriculatachycarda,
ventriculartachycadia, electocardogramQT
prolongec

Rare

Torsadesle pointes atrioventricularblock
complete bundlebranchblock, nodalrhythm

Vascular disorders
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Commot

Hypotenson, phlebitis

Uncommot

Thrombophlelis, lymphangits

Respiratory, thoracic and mediastinal disorders

Very commot

Respiratorydistres9

Commot

Acuterespiratoy distresssyndrome pulmonay
oedem:

Gastrointestinal disorders

Very commor Abdominalpain, nauga,vomiting, diarrhoe:
Commot Dyspepsiaconstipationcheilitis, gingivitis
Uncommot Pancratitis, duodeniis, glossitis swolen

tongue, gastroergritis, peritontis

Hepato-biliary disorders

Very commot Liver functiontestabnorme
Commor Jaurdice,jaundicecholestatichepaitis©
Uncommot Hepaticfailure,hepatomegal cholecystits,

cholelithiasis

Skin and subcutaneoustissue disorders

Very commot Rasl

Commot Demnatitis exfoliative, rashmaculc-papular,
pruritus, alopeciagrythem:

Uncommot Stevens-Jahnsonsyndrome urticaria, dermatits
alergic, photobxicity, rashmacularrash
papular,purpuraeczem

Rare Toxic epidernal necrolyss, erytheme
multiforme, angibedemapsoriasis,actinic
kerdosis*, pseudoporphyriajrugeruptior

Not knowr Cutaneousupuserythematos*, ephelids*,

lentigo*

M usculoskeletal and connective tissue disorder s

Commot Backpair
Uncommotr Arthritis
Not knowr Periogitis*

Renal and urinary disorders

Commot

Renral failure acute haematuri

Uncommot

Renal tubularnecrosisproteinuria,nephrits

General disorders and administration site conditions

Very commot Pyrexie

Commor Chest pain, faceoedem??, asttenia,chills
Uncommot influenzdike ill ness,infusionsite reactior
I nvestigations

Commot Bloodcreatinineincreasc

Uncommot Bloodureaincreasedbhloodcholeserol

increase

*Undesrabledrugeventsdentifiedduring postapprovaluse

1 Includesfebrile neutopeniaandneutropaia.

Date Printed 22/06/2018

CRN 2195053

page number: 16



Health Products Regulatory Authority

2 Includesimmunethrombocytoper purpura

3 Includesnuchalrigidity andtetany.

4 Includeshypoxicischaemicencephalopathgndmeteabolic encephbpaty.

5 Includesakahisiaandparkinsonsm.

6 See “Visualimpaiments$ paragraphin section4.8.

7 Prolongedoptic neuritishasbeenreportal postmarketng. Seesecton 4.4.

8 See section4.4.

9 Includesdyspnoeanddyspnoeaxertonal.

10 Includesdrug-inducediver injury, hepatits toxic, hepatocdlul ar injury andhepatotoxicity.
11 Includesperiorbitaloedemalip oedena, andoedena mouth.

Descriptionof selectedadversaeactions

Visual impairments

In clinical trials, visud impairmentgincluding blurredvision, phobphobia,chloropsia,chromatopsiagolourblindness
cyan@sga, eyedisorder halovision, night blindnesspscilopsia,phobpsa, scintillating scotomayisualacuity
reduced,visualbrightnessyisualfield defed, vitreousfloaters,andxanthopsa) with voriconaole were very common.
Thesevisualimpairmens weretransientandfully reversible,with the majority spontaneouslyesolvingwithin

60 minutesandno clinically significantlong-tem visual effectswereobservedTherewasevidenceof attenuaton with
repeateddosesof voriconazoleThe visualimpairmentsweregeneally mild, rarelyresultedin discontinuatiorand
werenotassociateavith longtermseqielae. Visualimparments may be assocatedwith higherplasmaconcentrations
and/or doses.

Themechanisnof actionis unknown, althoughthe site of adion is mostlikely to bewithin theretina.ln a studyin
healthy volunteersinvedigatingtheimpactof voriconazoleon retinal function, voriconazde causedh decreasén the
electroretinogram{ERG) waveformamgditude The ERG measura electrical currentsin theretina. The ERG changes
did notprogresover29 daysof treatmentandwere fully reversibleon withdrawalof voriconazole.

Therehavebeenpostmarketingreportsof prolongedvisud adverseevents(seesection 4.4).

Dermatological reactions

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

If apatient developsarashtheyshouldbe monitoral closely andVoriconaonle Rowexdiscontinuedif lesionsprogres.
Photosensivity reactionssuchasephelideslentigo andadinic kerabsis have beenreported gspeciallyduringlong-
termtherapy(seesecton 4.4).

Therehavebeenreportsof squamousel caranomaof the skin in paients treatedwith voriconaole for long periods
of time; themechammhasnot beenedablished(see secton 4.4).

Liver Function Tests

Theoverallincidenceof transaminasincreases >3 XULN (not necessanl compising anadveseevent)in the
voriconazde clinical programmenas18.0%(319/1,768)n aduts and25.8%(73/283)in paediatricsubjectsvho
recevedvoriconazoldor pooledtherapeatic and prophybxisuse Liver function testabnomalties maybeassociated
with higherplasnmaconcentratbnsand/a doses The majority of abnorméaliverfunctiontestseithe resolvedduring
treamentwithoutdoseadjugmentor following doseadjustnent,including discantinuationof therapy.

Voriconazolehasbeenassociatedavith casesof saioushepatc toxicity in paientswith otherseiousunderlying
conditions. Thisincludescasesof jaundice hepaiti s and hepatc failure leadng to death(seesection4.4).

Prophylaxis
In an oper-label, comparative, multicenterstudycomparng voriconaole and itraconaole asprimary prophylaxisin
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adult andadolescenallogeneicHSCT redpientswithout prior provenor probalte IFI, permanentiscontinuatiorof
voriconazde dueto AEs wasreportedn 39.3%o0f subect versus39.6%o0f suljectsin theitraconazolarm.
Treatmet-emergenhepatc AEs resultedn permanentdiscontinuéion of studymedicationfor 50 subjectq21.4%)
treadedwith voriconazoleandfor 18 subjects (7.1%)treatal with itraconaole

Paediatric population

Thesafetyof voriconazolewvasinvestigaedin 288 paedatric patientsaged 2 to <12 years (169)and12to <18years
(119) whoreceivedvoriconazoldor prophylais (183) and therape@tic use(105)in clinical trials. The sakety of
voriconazde wasalsoinvestigatedn 158addtional paedatric patientsagal 2 to <12 yearsin compasionateuse
programs.Overall,the safety profil e of voriconazoé in paaliatric popuktion wassimilar to tha in adults.However, a
trendtowardsa higherfrequencyof liver enzymeelevations,reportal asadversesventsn clinical trials was observed
in paediatricpatientsascomparedo adults (14.2%transanmasesncreasedn paediatriccompare to 5.3%in adults).
Postmalketing data suggestthere might be a higheroccurrenceof skin reactons (especiallyerythemajn the paedatric
populationcomparedo adults.In the 22 paientslessthan 2 yearsold who receved voriconazolen a compassionate
useprogrammethefollowing adverseaeactons (for which arelationshipto voriconazolecould not beexduded)were
reported:photosensitivityreaction(1), arrhythmia(1), pancratitis (1), bloodbilirubin increased(1), hepaticenzymes
increaged (1), rash(1) andpapilloedemdl).

Therehavebeenpostmarketingreportsof pancratitis in paediatic paients.

Reportingof suspecte@ddverseaeactions

Reportingsuspecte@adversaeactionsafterauthorisaton of the medicinal productis important.It allowscortinued
monitoring of the bendit/risk balanceof the medidnal produd. Heathcae professionalsre askedo reportany
sugpectedadverseeactionsvia HPRA Pharnacovigilance EarlsfortTerrag, IRL - Dublin 2; Tel: +3531 6764971,
Fax: +3531 6762517 Webste: www.hpra.ie E-mai: medsafeg@hpra.ie

4.9 Overdose

In clinical trials therewere 3 casef acdadental overdoseAll occurredin paediatrigpatientswho receivedup to five
timestherecomnendedintravenousioseof voriconazok. A single adveasereactionof photophoia of 10 minutes
durationwasreported.

Thereis no known antidoteto voriconazole.

Voriconazoldas haemodialyse#ith a cleaanceof 121 ml/min. In an overdosehaemodialysignayassisin the
removalof voriconazolgrom the body.

5PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Pharmacotherapeutigroup: Antimycotics for systenic use triazole derivatives,ATC code:J02ACO03

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 mayberesponsila for the antifungalactivity of voriconaole. Voriconazoé hasbeenshownto be moreselecive
for fungalcytochiome P-450enzymeghan for variousmammadian cytochromeP-450enzymesystems.

Pharmacoknetic/PharmacodynamRelatonship

In 10 therapeuic studies the medianfor the average andmaximumplasmaconcentationsin individual subjectsacross
the studies was2425ng/ml (inter-quartilerangel193to 4380ng/ml) and 3742ng/ml (inter-quartle range2027to 6302
ng/ml), respectivelyA positiveas®ciaion betweenmean,maximumor minimum plasmavoriconazoleconcentration
and efficacyin therapetic studieswasnot foundand this relaionshiphas not beenexploredin prophylaxisstudies.
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Pharmacoknetic-Pharmacodynantianalyse®f clinical trial data idenified postive associtionsbetweemplasma
voriconazde conceirationsandbothliver functon testabnormaitiesandvisual disturbances Dose adjustmatsin
prophylaxis studieshavenot beenexplored.

Clinical effi cacyandsafety

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

Clinical effi cacydefinedaspartial or complete responsghas beendenonstatedfor Aspergillus spp.includingA.
flavus, A. fumigatus, A. terreus, A. niger, A. nidulans, Candida spp, includingC. albicans, C. glabrata, C. krusei, C.
parapsilosis and C. tropicalis andlimited numbersof C. dubliniensis, C. inconspicua, andC. guilliermondii,
Scedosporium spp.,including S. apiospermum, S. prolificans and Fusarium spp.

Other treatdfungalinfections(oftenwith eitherpartial or conplete responseincluded isolatal 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 andTrichosporon spp. including T. beigelii infections.

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

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

Brealpoints

Specimensfor fungalcultureandotherrelevantlaboratorystudies (serobgy, histopathologyshouldbe obtainedprior
to therapyto isolat andidentfy caustive organismsTherapy may beinstitutedbefore the resultsof the culturesand
other laboratorystudiesareknown; however,oncetheseresultsbemmeavailable,antinfectivethermpy shoutl be
adjustedaccordingly.

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

Howeve, thein vitro activity of voriconazole aganst Candida specesis not uniform. Specifically,for C. glabrata, the
MICs of voriconazoleor fluconazoleresistant isolaiesareproportonally higherthanare thoseof fluconazod-
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 0.12t
Candida tropicalis! 0.125 0.12%
Candida parapsilosis! 0.125 0.12¢
Candida glabrata? Insuficient evidenct
Candida krusei® Insufficient evidenc
Insuficient evidenct
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Other Candida spp.4

1 Strans with MIC valuesabovethe S/I bre&point arerare or notyet reportel. The
identificationandantifungalsuseptiblity testson anysuchisolaie mustberepeateandif the
resut is confirmedtheisolatesentto a referance laboratory.Until thereis evidenceregarding
clinical responsédor confirmedisolateswith MIC abovethe current resistat breakpointhey
shoud bereportedresistant.

2 Non-spedesrelatedbreakpointdhavebeendeteminedmainly on the basisof PK/PD dataand
are independendf MIC distributionsof specificspecies. Theyarefor useonly for organisms
thatdo not havespecificbreakpoints

Clinical Experience
Successfuloutcomein this sectionis definedascompkteor partid response.

Aspergillus infections— efficacy in aspergillosipatientswith poorprognoss

Voriconazolehasin vitro fungicidalactivity aganstAspergillus spp.Theefficacy andsurvivalbenefitof voriconaole
versus convenitonal 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 7 days.Thergy couldthenbe switchedto the oral
formulationata doseof 200mgevery12 hours Mediandurdion of IV voriconazoleherapywas10 days(range2-85
days). After IV voriconazolegherapythe medianduraion of oral voriconaoletherapywas76 days(range2-232days)

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

This studyconfirmedfindingsfrom anearlier, prospetively designe study where there wasa positiveoutcomen
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.

Candidamiain non-neuropenicpatients

Theefficacyof voriconazolecompaedto theregimenof amphotercin B followedby fluconazde in the primary
treamentof canddaemiawasdemonstreedin anopen, compardive study. Threehundredandseventynon
neutropenicpatients(abovel?2 yearsof age)with doaumente canddaenia wereincludedin the study,of whom 248
weretreatedwith voriconazoleNine subjectsin the voriconaole groupand 5 in theamphoteicin B followed by
fluconazolegroupalso hadmycologicallyproveninfectionin deeptissue Paientswith renalfailure were excluded
fromthis study. The mediantreatmentduraton was15 daysin bothtreamentarms.In the primaryanalysis successful
respamse asassesselly a DataReviewCommittee (DRC) blindedto study medicinalproductwasdefinedas
resolution/improvemernt all clinical signsand sympbmsof infection with eradicationof Candida from bloodand
infecteddeeptissuesites12 weeksafter the end of therapy(EOT). Patents who did nothaveanasgssmenfi2 weeks
after EOT werecounteal asfailures.In this anal/sisa sucessfulresponsevasseenn 41%of patientsn bothtreatment
arms.

In a secondaryanalysis, which utilisedDRC assesmatsat thelatestevduable time point (EOT, or 2, 6, or 12 weeks
after EOT) voriconazoleandthe regimenof amphotercin B followed by fluconazolehadsuccegul responseatesof
65% and71%,respectively.

Thelnvestgator s assessmerf succesful outcone atead of thesetime points is shownin thefollowing table.
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Timepoint Voriconazole Amphotericin B
(N=248) — fluconazole

(N=122)

EOT 178 (72% 88 (72%)

2 weeksafter 125 (50%; 62 (51%)

EOT

6 weeksafter 104 (42%; 55(45%)

EOT

12 weeksafter 104 (42%; 51(42%)

EOT

SeriousrefractoryCandida infedions

Thestudycomprisedb5 patientswith seriousrefradory sysemic Candida infections(includingcandidaemia,
disseminate@ndothe invasive candidiasisywhereprior antifungaltreament particularlywith fluconazolehadbeen
ineffective.Successfutegponse wasseenin 24 patients (15 complde, 9 partial responses)n fluconazoleresistannon
albicans speciesa succesful outcomewasseenin 3/3 C. krusei (complee responsesand6/8 C. glabrata (5 complet,
1 partialresponsejnfections.Theclinical efficacy data weresupportedy limited susceptibilitydata.

Scedosporium and Fusarium infections
Voriconazolevasshown to be effectiveaganst thefollowing rarefungd pathogens:

Scedosporium spp.:Successfutegponseto voriconazok therapywas sea in 16 (6 complete, 10 patial responses)f
28 patientswith S. apiospermum andin 2 (both partial responses)f 7 paientswith S prolificans infection. In addiion,
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; 2 of themhada succesfuloutcome

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

Primary Prophybxis of Invasive Fungallnfections— Efficacy in HSCT recipientswithoutprior provenor probale IFI
Voriconazolewvascomparedo itraconazoleas primary prophylaxs in anopenlabel, compaative, multicenterstudyof
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:

Study Endpoints Voriconazole Itraconazole Differencein proportions P-Value

N=224 N=241 and the 95% confidence

interval (Cl)

Successatday 180* 109(48.7%) 80(33.2%) 16.4%(7.7% 25.1%)** 0.0002**
Successatday 100 121(54.0%) 96 (39.8%) 15.4%(6.6% 24.2%)** 0.0006**
Completedatleast100 120(53.6%) 94 (39.0%) 14.6%(5.6%,23.5%) 0.0015
daysof
study drug prophylaxis
Survived to day 180 184(82.1%) 197(81.7%) 0.4%(-6.6%,7.4% 0.9107
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Developel provenor 3(1.3%) 5(2.1%) -0.7%(-3.1%,1.6%) 0.5390
probablelFl
to day 180

Developel provenor 2 (0.9%) 4 (1.7%) -0.8%(-2.8%,1.3%) 0.4589
probablelFI
today 100

Developel provenor 0 3(1.2%) -1.2%(-2.6%,0.2%) 0.0813
probablelFI
while on studydrug

* Primary endpointof the study
** Differencein proportions 95% CIl andp-values obtained afteradjustment for randomization

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

AML

Study endpoints Voriconazole I traconazole Differencein proportionsand the 95%
(N=98) (N=109) confidenceinterval (Cl)

BreakthrougHFIl — Day 180 1(1.0%) 2 (1.8%) -0.8% (-4.0%,2.4%) **

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

* Primary endpointof study
** Usingamarginof 5%, norinferiority is demonstated
*** Differencein proportions 95% Cl obtanedafter adjustmat for randonization

Myeloablative conditioning regimens

Study endpoints Voriconazole Itraconazole Differencein proportionsand the
(N=125) (N=143) 95% confidenceinterval (Cl)

BreakthrougHFI — Day 180 2 (1.6%) 3(2.1%) -0.5%(-3.7% 2.7%)**

SuccesatDay 180* 70 (56.0%) 53(37.1%) 20.1%(8.5%,31.7%)***

*  Primaryendpointof study
** Usingamarginof 5%, nortinferiority is demonstated
*** Differencein proportions 95% Cl obtanedafter adjustmat for randonization

SecandaryProphybxisof IFI — Efficacy in HSCT recipientswith prior provenor probale IFI Voriconazok was
investigatedassecondaryprophylaxisin an openlabd, noncompaative, multicenterstudyof adultallogenet HSCT
recipientswith prior provenor probablelFl. The primaryendpont wastherate of occurenceof provenandprobate
IFI during thefirst yearafterHSCT.TheMITT groupincluded40 patientswith prior IFI, including 31 with
aspergilloss, 5 with candidiasisand4 with otherlFIl. The medanduraton of studydrug prophylaxiswas95.5daysin
theMIT T group.

Provenor probabe IFIs developedn 7.5%/(3/40) of patientsduringthefirst yearafterHSCT,includingone
canddemia,onescedoporioss (both relapse of prior IFI), andonezygomycosisThesurvivalrateat Day 180was
80.0% (32/40) andat 1 yearwas70.0%(28/40).

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

Paedatric population
Fifty-three paediatic patientsaged?2 to <18yearsweretreaedwith voriconaole in two prospectiveppenlabel,non
comparative multi-centerclinical trials. One studyenrolled31 patientswith possibé, provenor probablenvasive
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aspergilloss (1A), of whom 14 patientshadprovenor probabé IA and were included in theMITT efficacy analyses
Theseondstudyenrolled22 paients with invasivecandidiasisincluding candicaemia(lCC), andesophageal
canddiasis(EC) requiringeitherprimaryor sdvagetherapy,of whom 17 wereincludedin the MITT efficacy anal/ses.
For patiens with IA the overallratesof globalresponset 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
global responseateat 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 <12 years old ard 62.5%(5/8) for 12 to
<18yearsold.

Clinical StudiesExaminingQTc Interval

A placéo-contolled, randomizedsingle-dose crossoveistudyto evaluae the effecton the QTc interval of healthy
volunteersvasconducedwith threeoral dosesof voriconazoleandketoconaple. The placebeadjustednean
maximumincreasesn QTc from baselire after 800, 1,200and 1,600mg 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 clinicaly relevant thresholdof 500msec.

5.2 Phar macokinetic properties

Generalpharnacokineic characteristics

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

Thepharmacokineticsf voriconazoleare nonlinea dueto saturaion of its metabolismGreaterthanpropottional
increas in exposuras observedwith increasingdose It is estimdedthat,on average,increasinghe oral dosefrom
200 mg twice daily to 300mg twicedaily leadsto a 2.5-fold increasein exposure(AUC ). The oral mainenancedose

of 200mg (or 100mg for patientdess than 40 kg) achieves avoriconaole exposuresimilarto 3 mg/kglV. A 300mg
(or 150 mg for paientslessthan40kg) ord mainenane doseachievesanexposue similarto 4 mg/kg V. Whenthe
recanmendedntravenousor oralloading 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
Voriconazoles rapidly andalmostcomplketdy absorbedollowing ord administration, with maximumplasma

concentratons(C, ) acieved 1-2 hoursafterdosing.The absolute bioavaihbility of voriconazoé afteroral
administrationis estimatedo be 96%.Whenmultiple dosesf voriconaole are administeredvith high fat meals,C
and AUC_ are reducedby 34%and24%, respectvely. Theabsorptiorof voriconazok is not affectedby changesn
gastric pH.

max

Distribution

Thevolumeof distribution at steadystatefor voriconaoleis estmatedto be4.61/kg, suggestingxtensivedistribution
into tissuesPlasmaproteinbindingis estmaiedto be 58%. Cerebrospiniafluid samplegrom eightpatientsin a
compasionateprogrammeshowed detectdle voriconaole concentationsin all patients.

Biotransformaibn
In vitro studiesshowedthatvoriconazoldas metabolsedby the hepdic cytochrone P450isoenzyme£YP2CL9,
CYP2C9andCYP3A4.

Theinter-individualvariability of voriconaole pharnacokneticsis high.

In vivo studiesndicatedthat CYP2C19is significanty involvedin the metbolismof voriconazole. Thisenzme
exhibits geneticpolymorphism.For example 15-20% of Asianpopulationamay be expectedo be poormetabolsers.
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For CaucasianandBlacksthe prevalencef poormetbolisasis 3-5 %. Studiesconductedn CaucasiamndJapaese
healthy subjctshave shownthatpoormetbolisershave onaverage 4-fold highervoriconazoleexposurgAUC ) than

their homozygou®xtensive metabolisecounterpag. Subjectswho are heerozygousextensivanetabolises haveon
average2-fold highervoriconazoé expasurethantheir homozygougxtensive metaolisercounterparts.

Themajormetaboliteof voriconazoles the N-oxide, which acamuntsfor 72% of the circulating radiolabelled
metabolitesin plasma.This metabolitehasminimd anifungal activity and doesnot contributeto the overall efficacy of
voriconazae.

Elimination
Voriconazoles eliminatedvia hepaticmetabolismwith lessthan 2% of the doseexcretedunchangedn theurine.

Afteradmnistration of aradiolabelleddoseof voriconazole approximatdy 80% of theradioativity 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 voriconazoledependson doseandis approxmatly 6 hoursat 200mg (orally). Becausef
non-linear pharmacokineticstheterminalhdf-life is notusdul in the predction of the accunulationor elimination of
voriconazde.

Phamacokneticsin specialpatientgroups

Gender
In an ord multiple dosestudy, C, ., and AUC_ for healthyyoungfemaleswere83%and113%highe, respedtely,

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

In theclinical programmeno dosageadjustnentwas madeon the basisof gender The sakety profile andplasma
concentratbnsobservedn maleandfemak patientswere similar. Therefore,no dosageadjustnentbasedn gendelis
necessiry.

Elderly
In an ord multiple dosestudy C,,,, and AUC_in healthyelderlymales(= 65 years)were61%and86% higher,

respectivelythanin healthyyoungmales (18-45 years) No significant differencesn C . and AUC_ wereobserved
betweenhealthyolderfemaks(> 65 years)andheathy youngfemales(18-45 yeas).

In thetherapeutistudiesno dosageadjustmat was madeon the basisof age.A relationshipbetweenplasma
concentratbonsandagewasobservedThe satkety profile of voriconaole in youngandolder patientsvassimilar and,
therefore no dosageadjustments necessaryor olderpeople(sees secton 4.2).

Paediatric population

Therecommendedosesn childrenandadoles@ntpaientsare basedon a populationpharmacokineti@analysisof 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 onday 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 pharmaokineic data indicatedthatthe predictedtotal exposue
(AUC) in childrenfollowing adminigrationof a9 mg/kg IV loading dosewascomparableto thatin adultsfollowing a

6 mg/kg IV loadingdose.The predictedotal 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 mainenane doseof 9 mg/kg (maximumof 350 mg) twice daily was
comparableo thatin adultsfollowing 200mg oraltwicedaily. An 8 mg/kgintravenouslosewill providevoriconazole
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exposureapproximate} 2-fold higherthana 9 mg/kgoral do<e.

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

Voriconazoleexposuresn the majority of adoles@ntpatients werecompaableto thosein adultsreceivingthe same
dosing regmens.However,lowervoriconazoé exposurevasobserve in someyoungadolescentwith low body
weight comparedo adults.It is likely thatthesesubpct may metabolize voriconazolemoresimilarly to childrenthan
to adults. Basedon the populationpharmaokinetic anaysis, 12- to 14-year-old adolescents/eighing lessthan50 kg
should receve childreris dosegseesection4.2).

Renal impairment

In an ord singledose (200mg) studyin subjectswith normalrenal function and mild (creatininecleaance41-60
ml/min) to severgcreatnine cleamnce<20 ml/min) rend impairment, the pharmacokineticef voriconazoleverenot
significantly affededby renalimpairment The plasma proten binding of voriconazolevassimilar in subjectswith
differentdegreeof renalimpairment(seesedions4.2and4.4).

Hepatic impairment

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, AUC_wassimilarin subpctswith moderatenepatic cirrhosis(Child-PughB) givena

maintenanceloseof 100 mg twice daily andsubgct with normal hepatic functiongiven200mg twice daily. No
pharmacoinetic dataareavailablefor patientswith severehepatic cirrhoss (Child-PughC) (seesectiors 4.2and4.4).

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,
genatoxicity or carcinogenigotentialdid notreveala special hazardfor humans.

In reprodiction studes, voriconazolewvas shownto beteraogenicin rats and embryotoxicin rabbitsat systemic
exposuresequalto thoseobtainedn humanswith therape@tic dosesln the preandpostnatalevelopmenstudyin rats
at exposureslower than thoseobtainedin humanswith therape@itic doses, voriconaole prolongedhe durationof
gestationandlabourandproduceddystoca with consequet maternalmortdity andreducedperinatalsurvival of pups.
Theeffeds on partuition areprobablymedidedby specesspedfic medanismsjnvolving reducton of oestradiol
levels,andareconsistentvith those obsewvedwith otherazole antifungd agents.Voriconazoleadministrationinduced
no impairmentof maleor femalefertility in rats at exposuresimilar to thoseobtainedn humansatthergeuticdoses.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core:
LactoseMonohydrate
PregelatinisedVaize Starch
Croscarmdbsesodium
PovidoneMagnesum stearate

Film Coat:
HPMC2910Hypromélulose (E464,
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LactoseMonohydrat:

TitaniumDioxide (E171)

Triacetin

6.2 Incompatibilities

Not applicable

6.3 Shelf life

2years

6.4 Special precautionsfor storage

This medicinalprodud doesnot requireanyspecal storagecondtions.

6.5 Natur e and contents of container

PVC/PVDC/AI blister
Pack sizes (blister): 2, 10,14, 20, 28, 30,50, 56, 60,98, 100,500,0r 1000fiIm-coatel tables

HDPE battle with a child-resigantscrew cap
Pack sizes (bottle): 30,50,56 or 100film-coatedtablets

Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal and other handling
No specialrequirement:
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