
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

ILUVIEN 190microgramsintravitrealimplantin applicator

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each implantcontains190microgramsof fluocinoloneacetonide.

For a full li st of excipients,seeSection6.1.

3 PHARMACEUTICAL FORM

Intravitrealimplantin applicator.
Light browncolouredcylinder,approximately 3.5mmx 0.37mmin size.
Implantapplicatorwith 25gaugeneedle.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

ILUVIEN is indicatedfor thetreatmentof visionimpairmentassociated with chronic diabeticmacularoedema,
considered insufficiently responsiveto availabletherapies(seeSection5.1).

4.2 Posology and method of administration

Posology

Therecommendeddoseis oneILUVIEN implantin theaffectedeye. Administrationin botheyesconcurrently is not
recommended(seeSection4.4).

Each ILUVIEN implant releasesfluocinoloneacetonidefor up to 36months.An additionalimplantmaybe
administeredafter12monthsif thepatient experiencesdecreasedvisionor an increasein retinalthicknesssecondaryto
recurrentor worseningdiabeticmacularoedema (see Section 5.1).

Retreatmentsshouldnot beadministeredunlessthepotential benefits outweightherisks.

Only patients whohavebeeninsufficiently responsive to prior treatmentwith laserphotocoagulationor otheravailable
therapiesfor diabeticmacularoedema shouldbetreated with ILUVIE N.

Paediatric population

Thereis no relevantuseof intravitreallyadministeredfluocinoloneacetonidein thepaediatricpopulationin diabetic
macular oedema(DMO).

Special populations

No dosageadjustmentsarenecessary in elderly patients,or thosewith renal or hepaticimpairment.

Methodof administration

FOR INTRAVITREAL USE ONLY.

Treatment with ILUVIEN is for intravitreal useonly andshouldbeadministeredby anophthalmologistexperiencedin
intravitrealinjections. Theintravitrealinjection procedureshould becarriedout undercontrolledaseptic conditions,
which includeuseof sterilegloves, a steriledrape,andasterileeyelid speculum (or equivalent). Adequateanaesthesia
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and a broad-spectrummicrobicideshouldbegivenprior to theinjection.

Theinjectionprocedurefor ILUV IEN is as follows:

1. Preoperativeantibiotic dropsmaybeadministeredat thediscretionof thetreatingophthalmologist.

2. Justprior to injection,administertopical anaesthesiaovertheinjectionsite (inferotemporalquadrant
recommended) asonedropfollowedby either a cotton-tipped applicator soaked in anaesthetic or as
subconjunctival administrationof adequateanaesthesia.

3. Administer2-3 dropsof adequatetopical antiseptic into thelower fornix. Thelids maybescrubbedwith
cotton-tippedapplicatorssoakedwith anadequatetopical antiseptic. Placea sterile lid speculum. Havethe
subject look upandapply a cotton-tippedapplicator soakedwith an adequate antisepticto theinjectionsite.
Allow 30-60secondsfor thetopicalantiseptic to dry prior to injection of ILUVIEN.

4. Theexterior of thetrayshouldnot beconsideredsterile. An assistant(non-sterile)shouldremovethetray from
thecartonandexaminethetrayandlid for damage. If damaged, donot useunit.

If acceptable, theassistantshouldpeelthelid from thetray without touching the interior surface.

5. Visually checkthroughtheviewingwindowof thepreloaded applicatorto ensure thatthere is a drugimplant
inside.

6. Removetheapplicatorfrom thetraywith sterileglovedhandstouching only the sterile surface and applicator.

Theprotective capon theneedleshouldnotberemoveduntil ILUVIEN is readyto beinjected.

Prior to injection, the applicatortip mustbekeptabovethehorizontal planeto ensurethattheimplantis
properly positionedwithin theapplicator.

7. To reducetheamountof air administeredwith theimplant, theadministrationprocedurerequirestwo
steps.Beforeinjecting theneedlein theeye, pushthebuttondownandslideit to thefirst stop(at thecurved
blackmarks alongsidethebuttontrack).At thefirst stop,releasethebuttonandit will moveto theUP position.
If thebuttondoesnot riseto theUPposition, donot proceed with this unit.

8. Optimalplacementof theimplantis inferior to theopticdiscandposterior to theequatorof theeye.Measure4
mill imetersinferotemporalfrom thelimbuswith theaid of calipers.

9. Carefully remove theprotectivecapfrom theneedleandinspect thetip to ensureit is not bent.

10. Gentlydisplacetheconjunctivasothatafterwithdrawing theneedle, theconjunctival andscleral needleentry
siteswill not align. Careshouldbetakento avoid contact betweentheneedleand thelid margin or lashes.Inject
theneedlein theeye.To releasetheimplant, while thebutton is in theUP position, advancethebuttonby
sliding it forwardto theendof thebutton trackand removetheneedle.Note: Ensurethatthebuttonreachesthe
end of thetrackbeforeremoving theneedle.

11. Removethelid speculumandperformindirectophthalmoscopyto verify placementof theimplant,adequate
central retinalarteryperfusion andabsenceof any othercomplications.Scleral depressionmayenhance
visualisationof theimplant.Examinationshould includeacheck for perfusionof theoptic nervehead
immediatelyaftertheinjection.ImmediateIOPmeasurementmaybeperformedat thediscretionof the
ophthalmologist.

Following theprocedure,patientsshouldbemonitoredfor potential complicationssuchasendophthalmitis, increased
intraocularpressure, retinaldetachments,andvitreoushaemorrhagesor detachments.Biomicroscopywith tonometry
should beperformedbetweentwo andsevendaysafter theimplantinjection.

Thereafter it is recommendedthatpatientsaremonitoredat least quarterly for potentialcomplications,dueto the
extendeddurationof releaseof fluocinoloneacetonide, of approximately 36months(seeSection 4.4).

4.3 Contraindications

An intravitrealimplantwith ILUVIEN is contraindicatedin thepresence of pre-existingglaucomaor activeor
suspectedocular or periocularinfection includingmostviral diseasesof thecorneaandconjunctiva, includingactive
epithelial herpessimplexkeratitis (dendritic keratiti s),vaccinia,varicella, mycobacterialinfections,andfungal
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diseases.

ILUVIEN is contraindicatedin patientswith hypersensitivity to theactive substanceor to anyof theexcipientslistedin
Section 6.1.

4.4 Special warnings and precautions for use

Intravitrealinjectionshavebeenassociatedwith endophthalmitis,elevation in intraocular pressure, retinaldetachments
and vitreoushaemorrhagesor detachments.Patientsshould beinstructedto report without delayanysymptoms
suggestiveof endophthalmitis. Patientmonitoringwithin two to sevendaysfollowing theinjection maypermit early
identificationandtreatmentof ocularinfection, increasein intraocularpressureor othercomplication. It is
recommendedthatintra-ocularpressurebemonitoredat least quarterly thereafter.

Useof intravitrealcorticosteroidsmaycausecataracts, increased intraocular pressure,glaucomaandmayincreasethe
risk of secondaryinfections.

Thesafetyandefficacyof ILUVIEN administeredto botheyes concurrently havenotbeenstudied.It is recommended
thatanimplantis not administeredto both eyesat thesamevisit. Concurrent treatmentof botheyesis not
recommendeduntil thepatient’s systemicandocular responseto thefi rst implantis known(seeSection4.2).

In theFAME studies, 80%of phakicsubjectstreatedwith fluocinoloneacetonideunderwentcataractsurgery(See
Section 4.8).Phakicpatients shouldbeclosely monitoredfor signsof cataractaftertreatment.

In theFAME studies, 38%of patients treatedwith fluocinoloneacetoniderequiredtreatmentwith IOP-lowering
medication(seeSection4.8).Fluocinoloneacetonideshouldbeusedwith caution in patientswith highbaselineIOP,
and IOPmustbemonitoredclosely.In theevent of IOP increasesthatdonot respondto IOP-loweringmedicationsor
IOP-loweringprocedures, theILUVIEN implantcan beremoved by vitrectomy.

Thereis limi tedexperienceof theeffectof fluocinoloneacetonidein eyes following vitrectomy.It is likely thatdrug
clearancewouldbeacceleratedaftervitrectomy, thoughsteady stateconcentrationsare notexpectedto beaffected.
This mayshortenthedurationof action of theimplant.

In theFAME studiestherewere24%of subjectsin thesham treatedgroupwhowere treatedatanytimewith either
anti-coagulantor anti-plateletmedicationsascompared to 27%in theILUVIE N treatedsubjects.Subjectstreatedwith
ILUVIEN concomitantly or within 30daysof cessation of treatmentwith anti-coagulantor anti-plateletmedications
experiencedaslightly higherincidenceof conjunctival haemorrhageversusthesham treatedsubjects(0.5%shamand
2.7%ILUVIEN treated).Theonly othereventreportedat a higher incidencerate in theILUVIEN treatedsubjects was
eye operation complication (0% shamand0.3%ILUVIE N treated).

Thereis apotential for implantsto migrateinto theanterior chamber, especially in patientswith posterior capsular
abnormalities,suchastears.This shouldbetakeninto consideration whenexaminingpatientscomplainingof visual
disturbanceafter treatment.

4.5 Interaction with other medicinal products and other forms of interaction

No interactionstudieshavebeenperformed.

4.6 Fertility, pregnancy and lactation

Pregnancy

Therearenodatafrom theuseof intravitreally administeredfluocinoloneacetonidein pregnantwomen.Animal
studiesareinsufficientwith respectto the reproductive toxicity of intravitreally administeredfluocinoloneacetonide
(SeeSection5.3).Althoughfluocinoloneacetonideis undectablein thesystemic circulationafterlocal, intraocular
treatment,fluocinoloneis nonetheless apotent corticosteroid andevenvery low levelsof systemic exposuremay
presentsomerisk to thedevelopingfoetus.As a precautionary measureit is preferableto avoidtheuseof ILUV IEN
duringpregnancy.
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Breast-feeding

Systemicallyadministeredfluocinoloneacetonideis excretedin breastmilk. Althoughthesystemicexposure of the
breast-feeding womanto intravitreally administered fluocinoloneacetonideis expectedto bevery low, a decisionmust
bemadewhetherto discontinuebreast-feedingor to abstain from ILUVIEN therapy,takinginto accountthebenefitof
breastfeeding for thechild andthebenefitof therapyfor thewoman.

Fertility

Thereareno fertility dataavailable.However, effects oneither maleor female fertility areunlikely sincethesystemic
exposureto fluocinoloneacetonidefollowing intravitrealadministration is very low.

4.7 Effects on ability to drive and use machines

ILUVIEN hasminor influenceon theability to driveandusemachines.Patientsmayexperiencetemporarily reduced
vision afteradministrationof ILUVIEN andshouldrefrain from drivingor usingmachinesuntil this hasresolved.

4.8 Undesirable effects

Summaryof thesafetyprofile

Intravitreally administeredfluocinoloneacetonidewas evaluatedin 768subjects(375in the0.2µg/day/ILUVIEN
group;393 in the 0.5µg/day group)with diabeticmacularoedemaacrosstheFAME clinical trials. Themostfrequently
reportedadversedrugreactionsincludedcataract operation, cataract and increasedintraocularpressure.

In thePhase3 studies, 38.4%of subjectstreatedwith ILUVI EN requiredIOP-loweringmedicationand4.8%required
IOP-loweringsurgeries.Theuseof IOP-loweringmedicationwassimilar in subjectswho receivedtwo or more
treatmentswith ILUVIEN.

Two cases of endophthalmitiswerereportedin subjects treated with ILUVIEN during thePhase3 studies.This
representsanincidence rateof 0.2%(2 casesdivided by 1,022injections).

While themajorityof subjectsin theFAME clinical trials received only oneimplant(seeSection5.1), thelong-term
safety implicationsof retentionof thenon-bioerodable implant insidetheeyearenot known. In theFAME clinical
trials,3-yeardatashow thateventssuchascataract, increasedintraocularpressureandfloaters occurredonly slightly
more frequently in subjectsreceiving 2 or moreimplants. This is considereda functionof theincreasedexposureto the
drug ratherthananeffectof theimplantitself. In non-clinical studies,therewereno indicationsof anincreasein safety
issuesotherthanlenschangesin therabbit eyeswith 2-4 implantsover24months. Theimplant is madeof polyimide
and is essentially similar to anintraocularlenshaptic; it is therefore expected to remaininert insidetheeye.

Tabulatedlist of adverseevents

Thefollowing undesirableeffectswereassessedto betreatment-relatedandareclassifiedaccordingto thefollowing
convention: verycommon(≥ 1/10); common(≥1/100to < 1/10);uncommon(≥1/1,000 to < 1/100);rare
(≥1/10,000to < 1/1,000);andvery rare(≤ 1/10,000).Within eachfrequencygrouping,undesirableeffects arepresented
in orderof decreasing seriousness.

Infectionsandinfestations Uncommon: endophthalmitis

Nervoussystemdisorders Uncommon: headache

Eyedisorders Very Common: cataract1, increasedintraocularpressure2

Common: glaucoma3, eyepain4, vitreoushaemorrhage,
conjunctival haemorrhage,blurredvision5, reducedvisual
acuity, vitreousfloaters

Uncommon: retinal vascularocclusion6, opticnerve
disorder,maculopathy, optic atrophy,conjunctival ulcer, iris
neovascularisation, retinal exudates,vitreousdegeneration,
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1 IncludesMedDRAtermsfor cataract(NOS),cataractsubcapsular,cataract cortical, cataractnuclearandcataract
diabetic.
2 IncludesMedDRAtermsfor intraocularpressureincreasedandocularhypertension.
3 IncludesMedDRAtermsfor glaucoma,openangleglaucoma, borderline glaucoma,opticnervecuppingandoptic
nervecup/discratio increased.
4 IncludesMedDRAtermsfor eyepain, eyeirritation andoculardiscomfort.
5 IncludesMedDRAtermsfor visionblurredandvisual impairment.
6 IncludesMedDRAtermsfor retinalveinocclusion,retinal artery occlusionandretinal vascularocclusion

Descriptionof selectedadversereactions

Thelong-termuseof corticosteroidsmaycausecataracts and increased intraocularpressure.Thefrequenciesstated
below reflectthefindingsin all patientsin theFAME studies.Theobservedfrequenciesin patientswith chronicDMO
werenot significantlydifferentto thosein theoverall population.

Theincidenceof cataractin phakic subjectswas approximately 82%in ILUVIEN treatedsubjects and50%in sham
treatedsubjects in thePhase3 clinical trials. 80%of phakic subjects treatedwith ILUVI EN requiredcataractsurgery
by Year 3 comparedto 27%of theshamtreatedsubjects,with mostsubjects requiringsurgeryby 21months.Posterior
subcapsularcataractis themostcommontypeof corticosteroid -relatedcataract. Surgery for this typeof cataractis
moredifficult andmaybeassociatedwith greaterrisk of surgical complications.

In theFAME studiessubjectswith abaselineIOP of > 21mm Hg wereexcluded.Theincidenceof increased
intraocularpressurewas37%,and38%of subjectsrequiredIOP-loweringmedication,with half of theserequiringat
leasttwo medicationsto controltheIOP.Theuseof IOP-loweringmedication wassimilar in subjects who received
retreatmentwith anadditionalimplantduringthestudy.Additionally, 5.6%(21/375)of subjectswho receivedan
implantrequireda surgicalor laserprocedureto control theIOP(trabeculoplasty5 (1.3%), trabeculectomy10 (2.7%),
endocycloablation 2 (0.5%),andothersurgical procedures6 (1.6%)).

In thesubsetof subjectswith greaterthanmedianIOPat baseline (≥15mmHg), 47%requiredIOP-lowering
medicationandtheproportionof surgical or laserproceduresincreased to 7.1%.In this subset,therewere5 (2.2%)
subjectstreatedwith trabeculoplasty, 7 (3.1%)with trabeculectomy,2 (0.9%)with endocycloablationand4 (1.8%)
with otherglaucomasurgicalprocedures.

Reportingof suspectedadversereactions

Reportingsuspectedadversereactionsafterauthorisationof themedicinalproductis important.It allowscontinued
monitoringof thebenefit/risk balanceof themedicinal product. Healthcareprofessionalsare askedto reportany
suspectedadversereactionsvia thenationalreporting system.

FREEPOST

HPRA Pharmacovigilance

Earlsfort Terrace
IRL - Dublin 2

vitreousdetachment,posteriorcapsuleopacification, iris
adhesions, ocularhyperaemia,sclerathinning,eyedischarge,
eye pruritus

Injury, poisoningand
proceduralcomplications

Uncommon: extrusionof implant,implantin line of sight,
proceduralcomplication,procedural pain

Surgical andmedical
procedures

Very Common: cataractoperation
Common: trabeculectomy,glaucomasurgery,vitrectomy,
trabeculoplasty
Uncommon: removal of extrudedimplantfrom sclera

Generaldisordersand
administrationsiteconditions

Uncommon: Devicedislocation
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Tel: +3531 6764971
Fax: +3531 6762517

Website:www.hpra.ie
e-mail: medsafety@hpra.ie

4.9 Overdose

No caseof overdosehasbeenreported.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup: ANTIINFLAMMATORY AGENTS,corticosteroids,plain

ATC code:S01BA15

Corticosteroidsinhibit theinflammatoryresponseto avariety of inciting agents.Theyinhibit theoedema,fibrin
deposition,capillarydilation, leukocytemigration,capillary proliferation, fibroblastproliferation, depositionof
collagen,andscarformation associatedwith inflammation.

Corticosteroidsarethoughtto actby theinductionof phospholipaseA inhibitory proteins,collectively called
lipocortins.It is postulatedthatthese proteinscontrolthebiosynthesis of potentmediatorsof inflammationsuchas
prostaglandinsandleukotrienesby inhibiting thereleaseof thecommonprecursorarachidonicacid.Arachidonicacidis
releasedfrom membranephospholipids by phospholipaseA2. Corticosteroidshavealsobeenshownto reducelevelsof

vascularendothelial growth factor, aproteinwhich increasesvascularpermeability andcausesoedema.

Theefficacyof ILUV IEN wasassessedin two randomized, multicenter,double-masked,parallelstudiesenrolling
subjectswith diabeticmacularoedemawhohad previouslybeentreatedwith laserphotocoagulationat least once,each
involving threeyearsof follow-up. Therewere74.4%of subjectstreatedwith 1 implant,21.6%with 2 implants,3.5%
with 3 implantsand0.5%with 4 implants and0%> 4 implants).Theprimary efficacyendpoint in bothtrials wasthe
proportionof subjectswhosevision improvedby 15 lettersor greaterafter24months. In eachof thesetrials, the
primaryendpoint wasmetfor ILUVIEN (seeFigure1 for theintegrated resultsof theprimary efficacy endpoint).

Figure1: Percentageof Subjects with ≥ 15 Letter ImprovementOverBaseline,IntegratedFAME Studies

Whenefficacy wasassessedasa functionof duration of disease, thosesubjects with adurationof DMO greaterthan
themedian(≥3 years)hada significantbeneficialresponseto ILUVIEN, whilst thosewith shorterdurationDMO did
not showanadditional benefitovercontroltreatmentwith regardto visual improvement(Figures2 and3). These
subgroupdatasupport theindication in Section4.1, of usein patients with chronic DMO (ie, durationof at least3
years).
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Figure2: Comparisonof Percentof Subjects with ≥15 letter Improvementfrom BaselineBCVA andMeanChangefrom
BaselineExcessCenterPoint Thicknessby Duration of DMO Subgroup ≥ 3 years

Figure3: Comparisonof MeanChangefrom Baseline ExcessCenterPoint ThicknessandPercentof Subjects
with ≥15 letterImprovementfrom BaselineBCVA by Duration of DMO Subgroup < 3 years

TheEuropeanMedicinesAgencyhaswaivedtheobligation to submit results of studieswith intravitreallyadministered
fluocinoloneacetonidein all subsetsof thepaediatric population for thetreatmentof diabetic macularoedema.See
Section 4.2for informationonpaediatricuse.

5.2 Pharmacokinetic properties
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In a humanpharmacokineticstudy(C-01-06-002,theFAMOUSStudy) fluocinoloneacetonideconcentrationsin
plasmawerebelowthelower limit of quantitation of theassay(100pg/mL) at all timepointsfrom Day1 through
Month 36. ThemaximalaqueoushumorfluocinoloneacetonideconcentrationswereobservedonDay7 for mostof the
subjects.Aqueoushumor fluocinoloneacetonideconcentrationsdecreased overthefirst 3−6 monthsandremained
essentially thesamethroughMonth36 for subjects whowerenot retreated. Subjectswhowereretreatedexperienceda
secondfluocinoloneacetonidepeakconcentrationsimilar to thatfollowing theinitial dose.Af ter retreatment, aqueous
humorconcentrationsof fluocinoloneacetonidereturnedto levels approximately similar to thoseobservedat thetime
of first treatment.

5.3 Preclinical safety data

Fluocinoloneacetonidehasbeenshown to beteratogenicin miceandrabbitsfollowing systemicadministration.No
mutagenicity, carcinogenicity or developmental toxicity data areavailable for intravitreallyadministeredfluocinolone
acetonide. However,intravitreallyadministered fluocinoloneacetonidewas not detectable systemicallyandthusno
systemiceffectsareanticipated.

Localeffects (focal degenerative lesionsaffecting fibers in theposterior polarand posteriorcorticalregionsof thelens)
wereobservedin rabbits at dosesof intravitrealfluocinoloneacetonidein excessof theclinically used dose.Local
effects(focal retinal scarring)werealsoseenin rabbits treatedwith both placeboand fluocinoloneacetonidecontaining
device.This scarringwasnot seenclinically in humansand is postulated to bedueto anatomicaldifferencesbetween
therabbitandhumaneye.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Polyvinyl alcohol
Polyimide tube
Siliconeadhesive

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

2 years
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After first openingthelid, useimmediately.

6.4 Special precautions for storage

Storebelow30°C.Do not refrigerateor freeze.
Do not openthesealedtrayuntil justbeforeapplication.

6.5 Nature and contents of container

Theimplantis suppliedin asingleuseapplicatorwith a25gaugeneedle.Eachsterile applicatorcontainsa light brown
3.5 mm longcylindrical implant. Theapplicatoris packagedin a plastic tray sealedwith a lid.

6.6 Special precautions for disposal and other handling

Disposeof theapplicatorsafelyin abiohazardsharpscontainer.
Any unusedproductor waste materialshould bedisposed of in accordancewith local requirements.
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