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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
ILUVIEN 190microgramsntravitrealimplantin appicator
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead implantcontainsl190 microgramsof fluocinoloneacetonide
For afull listof excipients,seeSection6.1

3PHARMACEUTICAL FORM

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

4 CLINICAL PARTICULARS
4.1 Therapeutic I ndications

ILUVIEN is indicatedfor thetreatmenbf visionimparmentassocated with chronic diabeticmacularoedena,
considerea insufficienly responsiveo availabletherapes(see Section5.1).

4.2 Posology and method of administration

Posdogy
Therecommendedoseis onelLUVIEN implantin theaffecedeye Administrationin botheyesconcurentlyis not
recanmendedseeSectiord.4).

Ead ILUVIEN implantreleagsfluocinoloneacebnidefor up to 36 months.An additionalimplantmaybe
administeredafter 12 monthsif the patient experieacesdeaeasedvision or an increasan retinalthicknesssecondaryo
recurentor worseningdiabeticmacularoedena (see Secton 5.1).

Retreatmentshouldnot be administeredinlessthe potential benefts outweightherisks.

Only patiens who havebeeninsufficiently responsre to prior treatmentwith laserphotocoagulatior otheravaiable
therapiedor diabeticmacularoedena should betreated with ILUVIE N.

Paediatric population

Thereis norelevantuseof intravitreallyadministeedfluocinoloneaceonidein the paediatrigoopulationin diabetic
macuar oedemgDMO).

Special populations

No dosageadjusimentsarenecesaryin elderly patients,or thosewith renal or hepaticimpairment
Methodof adminstration

FOR INTRAVITREAL USE ONLY .

Treatmet with ILUVIEN is for intravitred useonly andshouldbe administered by anophthalmologisexperienceadn
intravitrealinjections. Theintravitrealinjection procedureshoutl be carried out undercontrolledasepic conditions,
whichincludeuseof sterilegloves a sterile drape,anda sterile eyeld speculim (or equivalat). Adequde anasthesit
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and a broac-spectrummicrobicide shouldbe givenprior to theinjection.
Theinjectionprocedurdor ILUV IEN is as foll ows:

=

Preoperativentibiotic dropsmaybe admnisteredat the discreton of thetreatingophthalnologist.

Justprior to injection,administertopical anaesth&ia overtheinjection site (inferotemporabuadrant
recommeded) asonedropfollowedby either a cotton-tipped applicaor soakel in anaesthigc or as
sulronjunctval administation of adequée anaesthesi.

3. Administer 2-3 dropsof adequateopical antiseptic into thelower fornix. Thelids maybe saubbedwith
cotton-tippedapplicatorssoakedwith anadequatetopical aniseptc. Placeasteile lid specilum. Havethe
suhectlook up andapply a cottontippedappicator so&kedwith an adequat antisepticto theinjectionsite.
Allow 30-60 secondsfor thetopicalantisgotic to dry prior to injedion of ILUVIEN.

4. Theexteior of thetray shouldnot be consideredtaile. An assistan{nonsterile)shouldremovethetray from
the cartonandexaminethetray andlid for damage If damagel, do not useunit.

If acceptale, theassstantshouldpeelthelid from thetray without touching the interior surface.

5. Visually checkthroughtheviewing windowof the prdoaded applicatorto ensue thatthere is a drugimplant
inside.

6. Removethe applicatorfrom thetray with sterile glovedhandstouching only the sterile surface and applicator.
Theprotectve caponthe needleshould notberemoveduntil ILUVIEN is readyto beinjected.

Priorto injecion, the applicatortip mustbe keptabovethe horizontd planeto ensurethattheimplantis
properly posiionedwithin theapplicator.

7. Toreducetheamountof air adminsteredwith theimplant, the administration procedurerequirestwo
sters. Beforeinjecting the needlein theeye pushthebuttondownandslideit to thefirst stop(atthecurved
blackmarks alongstdethebuttontrack). At thefirst stop,releasethe buttonandit will moveto the UP position.
If thebuttondoesnotriseto the UP postion, do not proceed with this unit.

8. Optimalplacenentof theimplantis inferior to the optic discandposteror to the equatorof the eye.Measuret
millimetersinferotemporafrom the limbuswith theaid of calipers.

9. Cardully remove the protectivecapfrom the needleandinsped thetip to ensureit is not bent.

10. Gentlydisplacethe conjunctivasothatafterwithdrawing the nealle, the corjunctival andscleral needleently
siteswill notalign. Careshouldbetakento avoid contact betweenthe needleand thelid maigin or lashesinject
theneedlen the eye.To releaseheimplant, while thebuttonis in the UP postion, advancethe buttonby
sliding it forwardto theendof the button trackand removethe nealle. Note Ensurethatthe buttonreacheghe
erd of thetrackbeforeremoving theneede.

11. Removethelid speculumandperformindirectophthamoscopyto verify placemenbdf theimplant,adequée
certral retinalartery perfuson andabsnceof any otherconplications.Scleral depessionmayenhance
visualisationof theimplant. Examnationshoul includea check for perfusionof the optic nervehead
immediatelyaftertheinjection.Immediatel OP meaurenentmay be performedat the discretionof the
ophthamologist.

Following the procedurepatientsshouldbe monitoredfor potentid conplicationssuchasendophtllmitis, increased
intraoculampressue, retinaldetachmentsand vitreoushaenorrhageor detachmens. Biomicroscopywith tonomery
should be performedbetweentwo andsevendaysafter theimplantinjedion.

Thereafte it is recommendethatpatientsaremonitoredat least quartely for potentialcomplicationsdueto the
exterdeddurationof releaseof fluocinoloneacetonide of approximaely 36 months(seeSedion 4.4).

4.3 Contraindications

Anintravitrealimplantwith ILUVIEN is contrandicaedin the presene of pre-existingglaucomeor active or
suspectedocula or periocularinfection includingmostviral diseasesf the corneaandconjunctiva, induding active
epithelial herpessimplexkeratitis (dendritc kerattis), vaccinia, varicela, mycobacteriainfections,andfungal
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disease:

ILUVIEN is contraindicatedh patientswith hypersensivity to the active substancer to any of theexcipientdistedin
Secion 6.1

4.4 Special warnings and precautions for use

Intravitrealinjectons havebeenassociatedvith endophthalniti s, elevetion in intraocula pressue, retinaldetachments
and vitreoushaenorrhager detachment®atients shoud beinstrucedto report without delayany symptoms
suggestiveof endophthalrtis. Patientmonitoringwithin two to sevendaysfollowing theinjection may permit early
idertificationandtreatmenof ocularinfection, increasein intraocubr pressurer othercomplicaton. It is
recanmendedhatintra-ocularpressurde monitoredat least quaterly thereafter.

Useof intravitrealcorticosteroidsnay causecatrads, increasel intraocula pressure glaucomaandmayincreasdhe
risk of secondarynfections.

Thesafetyandefficacyof ILUVIEN admnisteredio botheyes conairrently havenotbeenstuded. It is recommended
thatanimplantis notadministeredo both eyesat the samevisit. Concurrat treatmentof botheyesis not
recanmendeduntil the patients sygemicandocula responséo thefirstimplantis known (seeSection4.2).

In the FAME studies 80% of phakicsubjectstreatedwith fluocinoloneacedonide underwentataracsumgery (See
Section 4.8).Phakicpaients shouldbe closdy monitoredfor signsof cataactaftertreatment.

In the FAME studies 38% of patient treaedwith fluocinoloneacebniderequiredtreatmentvith IOP-lowering
medcation (seeSection4.8). Fluocinolane acetonideshouldbe usedwith cauton in patientswith high baselind OP,
and IOP mustbe monitoredclosely.In the event of IOP increaseshatdo not respondo IOP-lowering medicationsor
|OP-lowering proceduresthe ILUVIEN implantcan beremoved by vitrectormy.

Thereis limitedexperiencef the effectof fluocinoloneacdonidein eyes following vitrectomy.lIt is likely thatdrug
clearane would be acceleatedaftervitrectomy, thoughstealy stateconcentrationsare not expectedo be affected.
This mayshorterthe durationof acion of theimplant.

In the FAME studiestherewere24% of subjectsin the shan trededgroupwho were treatedat any time with either
anti-coagulanbr anti-plateket medcationsascompareé to 27%in the ILUVIE N treatedsubjeds. Subjectdreatedwith
ILUVIEN conconitantly or within 30 daysof cess#ion of treatmentwith anticoagulanor antiplateletmedicatons
experienced slightly higherincidenceof conjuncival haenorrhage versusthe shan treatedsubjects (0.5% shamand
2.7%ILUVIEN treaed). Theonly othereventreportedat a highe incidencerate in thelLU VIEN treatedsubjeds was
eye opeaation complicaton (0% shamand0.3%ILUVIE N treatel).

Thereis a potential for implantsto migrateinto the anterior chambe, especidly in patientswith posteior capsular
abnormalities,suchastears.This shouldbetakeninto considerabn whenexamnining patientscomplainingof visual
disturbanceafter treatment.

4.5 Interaction with other medicinal products and other forms of interaction
No interactionstudieshavebeenperformec
4.6 Fertility, pregnancy and lactation

Pregnancy

Thereareno datafrom theuse of intravitredly administeredfluocinoloneacebnidein pregnanivomen.Anima
studiesareinsufficientwith respecto the reproductve toxicity of intravitrealy administeedfluocinoloneacetonide
(SeeSection5.3). Althoughfluocinoloneacenideis undecablein the systenic circulationafterlocal, intraocubr
treament,fluocinoloneis nonethelesa potent corticosterod andevenvery low levelsof systenic exposurenay
presentsomerisk to thedevelopingfoetus.As a precaitionay measuret is prefeableto avoidtheuseof ILUV IEN
during pregnancy.
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Breas-feedng

Systemically administeredfluocinoloneacebnideis exaetedin breastmilk. Althoughthe systemicexposue of the
breastfeedng womanto intravitrealy administere fluocinoloneacetondeis expectdto beverylow, a dedsion must
be madewheterto discontinuebreastfeeding or to abstan from ILUVIEN therapy takinginto accountthe benefitof
breastfeeding for the child andthe benefitof therapyfor thewoman.

Fertility

Therearenofertility dataavailable Howeve, effects on either male or femak fertility areunlikely sincethe systemic
exposureto fluocinoloneacetoniddollowing intravitrealadmnistraton is very low.

4.7 Effects on ability to drive and use machines

ILUVIEN hasminorinfluenceontheability to drive andusemadines.Patentsmay experienceéemporarily reducel
vision afteradministratiorof ILUV IEN and shouldrefran from driving or using machinesuntil this hasresolved.

4.8 Undesir able effects

Summaryof the safetyprofile

Intravitrealy admnisteredfluocinoloneacetonidewas evaluatedin 768 subjects (375in the 0.2 pg/day/ILUVIEN
group; 393 in the 0.5 pg/day group)with diabeticmacularoedena acrosgshe FAME clinicalttrials. The mostfrequently
reportedadversedrugreactiongncludedcaaract operdion, caaract and increasedintraocularpresure.

In the Phases studes 38.4%o0f subjectdreaedwith ILUVI EN requiredlOP-lowering medicationand4.8%required
|OP-lowering surgerie. The useof IOP-lowering medication wassimilar in sujectswho receivedwo or more
treamentswith ILU VIEN.

Two case of endophihalmitiswerereporedin subpcts treatal with ILUVIEN during the Phase8 studies.This
representanincidene rateof 0.2%(2 caseslivided by 1,022injedions).

While the majority of subjectsn the FAME clinical trials received only oneimplant(seeSection5.1), thelong-term
safety implications of retentionof the non-bioerodable implant insidethe eyearenot known. In the FAME clinical
trials, 3-yeardatashow thateventssuchascataact, increaedintraoalar pressureandfloaters occuredonly slightly
more frequenty in subjectgeceving 2 or moreimplants. Thisis considereda functionof theincreasedxposureo the
drug ratherthananeffect of theimplantitself. In non-clinical studiestherewerenoindicationsof anincreaein sdety
issuetherthanlenschangesn therabbt eyeswith 2-4 implantsover24 months Theimplant is madeof polyimide
and is essentidy similar to anintraoculadenshaptc; it is therdore expected to remaininertinsidetheeye.

Tabulatedist of adverseevents

Thefollowing undesirableffectswereassessetb be treatmentrelaedand areclassifiedaccordingto thefollowing
convention very common(> 1/10); common(>1/100to < 1/10); uncommon(>1/1,000to < 1/100);rare

(>2/10,000t0 < 1/1,000);andveryrare(< 1/10,000).Within eachfrequencygrouping,undesirableeffeds arepresentd
in orderof decreasig seriousness.

Infectionsandinfestaions Uncommon: endophthalmiis
Nervoussystemdisorder Uncommon: headach
Eyedisorders Very Common: cataract, increasedntraocularpressuré

Common: glaucomd, eyepairf, vitreoushaenorrhage,

conjunctival haemorrhagdolurredvision5, reducedvisual
acuity, vitreousfloaters

Uncommon: retinal vascularocclusior?, optic nerve
disader,maculopaly, optic atrophy,conjunctival ulcer, iris
neovascularisaton, retinal exudatesyitreousdegenerton,
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vitreausdetachmentposteriorcapsuleopaciication, iris
adhesions ocularhyperaemiasclerathinning,eye discharge

eye pruritus
Injury, poisonng and Uncommon: extruson of implant,implantin line of sight,
proceduratomplicatons procedurakcomplicaton, procedual pair
Surgcal andmedical Very Common: cataractoperaton
procedures Common: trabeculectomyglaucomasurgery vitrecomy,

trabeculophsty
Uncommon: removal of extrudedimplantfrom sclere

Gereraldisordersand Uncommon: Devicedislocation
administratiorsite condition:

1 IncludesMedDRA termsfor catarac{NOS), cataactsub@psuér, caaract cortical, cataactnuclearandcataract
diabetic.

2 IncludesMedDRA termsfor intraocularpressireincreasedandocular hypeatension.

3 IncludesMedDRA termsfor glaucomappenangk glaucoma bordeline glauomma,optic nervecuppingandoptic
nerve cupdiscratioincreased.

4 IncludesMedDRA termsfor eyepan, eyeirritation andocular disconfort.
5 IncludesMedDRA termsfor vision blurredand visud impairment.
6 IncludesMedDRA termsfor retinalvein occlusion, retinal arte’y occlusion andretinal vascularocclusion

Descriptionof selectedadversaeactions

Thelong-termuseof corticoseroidsmay causecataact and increaed intraocularpressureThefrequenciestated
below reflectthe findingsin all patientsin the FAME studies.The observedrequenciesn patientswith chronicDMO
werenot significantly differentto thosein the overdl popuhtion.

Theincidenceof cataracin phakic subjectswas approxmatly 82%in ILUVIEN treatedsubjecs and50%in sham
trededsubjecssin thePhases clinical trials. 80% of phakic subgct treaedwith ILUVI EN requiredcataactsuigery
by Yea 3 comparedo 27%of the shamtreaedsubjeds, with mostsubjeds requiringsurgeryby 21 months.Posterior
subcapsulacataracis the mostcommontype of corticosteoid -relaed cataact. Surgey for this type of cataracis
more difficult andmaybe associatedwith greaterrisk of sumgical complications.

In the FAME studiessubjectswith abaselne IOP of > 21 mm Hg were excluded.Theincidenceof increased
intraoculampressue was37%,and38% of subgctsrequred IOP-lowering medcation,with half of theserequiringat
leasttwo medicationgo controlthe lOP. The useof IOP-loweringmedication wassimilar in subje¢s who received
retreatmentvith anadditionalimplantduringthe study.Additionally, 5.6%(21/375)of subjectsvho receivedan
implantrequreda surgicalor laser procedureo control the IOP (trabecubplasty5 (1.3%), trabeculectomyl0 (2.7%,
endocydoablaton 2 (0.5%),andothersugical procedures (1.6%)).

In the subsebf subjectsvith greaterthanmedianlOP at baselne (>15mmHg), 47%required |IOP-lowering
medcationandthe proportionof surgica or laser proceduresincreaed to 7.1%.In this subsettherewere 5 (2.2%)
subjectstreatedwith trabeculoplast, 7 (3.1%)with trabeculedcomy, 2 (0.9%)with endocycloablatiomnd4 (1.8%)
with otherglaucomasurgicalprocedues.

Reportingof suspecteddversaeactions

Reportingsuspecte@adversaeactionsafterauthorisaton of the medicinal productis important.It allowscortinued
monitoring of the bendit/risk balanceof the medianal produd. Heathcae professionalsre askedo reportany
sugpectedadverseaeactionsvia the nationalreporting sysem.

FREEPOST
HPRA Pharnacovigilance

Eailsfort Terrace
IRL - Dublin 2
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Website www.hpra.ie
e-mail: medsaéty@hpra.ie

4.9 Overdose

No caseof overdoséhasbeenreportec

5 PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Phamacotherapeutigroup: ANTIINFLAMMATORY AGENTS, corticosteroidsplain
ATC code:SO01BALS

Corticosterodsinhibit theinflammatoryresponseo avariety of inciting agents.Theyinhibit the oedemafibrin
deposition, capillary dilation, leukocytemigration, capillary proliferaion, fibroblastproliferaton, depositionof
collagen,andscarformaion as®ciatedwith inflammation.

Corticosterotdlsarethoughtto actby theinductionof phospholipaeA inhibitory protens, collectively called
lipocortins.It is postubhtedthatthes proteins controlthe biosynthais of potentmediatorsof inflammationsuchas
prostaglandingndleukotienesby inhibiting the releaseof the commonprecursorarachidonicacid. Arachidonicacidis
released’rom membranghosphapids by phopholipaseA,. Corticosterotlshavealsobeenshownto reducelevek of

vascularendohelial growth factor, a protein which increaesvascuér permeability andcauss oedema.

Theefficacyof ILUV IEN wasas&ssedin two randonized, multicener, doublemaskedparallelstudiesenmolling
subjectswith diabeticmaculr oedemavho had previously beentreakedwith laserphotocoagulatiomtleag once,each
involving threeyearsof follow-up. Therewere74.4%of subjectstreagedwith 1 implant,21.6%with 2 implants,3.5%
with 3 implantsand0.5%with 4 implans and0% > 4 implants). The primary efficacyendpointin bothtrials wasthe
proportionof subgectswhosevisionimprovedby 15 lettersor greaer after 24 months. In eachof thesetrials, the
primary endpont wasmetfor ILUVIEN (seeFigurel for theintegrated resultsof the primary efficacy endpoint)

Figure 1: Percenageof Subjecs with > 15 Letter ImprovemenOverBaseline,IntegatedFAME Studies
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Whenefficacy wasassesedasa functionof duraion of diseae thosesubjeds with adurationof DMO greaterthan
themedian(>3 years)hada significant beneficialresponseo IL UVIEN, whilst thosewith shoter durationDMO did
not showanaddiional benefitovercontroltreatrentwith regardto visud improvement(Figures2 and3). These
subgroupdatasuppot theindicationin Section 4.1, of usein patients with chronc DMO (ie, duraton of atleast3
years).
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Figure2: Comparisn of Percentof Subpcs with >15 letter Improvenentfrom BaselineBCVA andMeanChangefrom
Basdi ne ExcesCenterPoirt Thicknessby Duration of DM O Subgroup > 3 years
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Figure 3: Comparisorof MeanChangefrom Baseine ExcessCenter Poirt ThicknessandPercenbf Subjecs

with >15 letterImprovemenfrom BaselineBCVA by Duration of DM O Subgroup < 3years
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The EuropearMedicinesAgencyhaswaivedthe obligation to submt resuls of studieswith intravitreallyadministered
fluocinoloneacebnidein all sub®tsof the paediatric populaton for thetreamentof diabetc macularoedemaSee

Secion 4.2 for information on paediatricuse

5.2 Phar macokinetic properties
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In a humanpharmacokinetistudy(C-01-06-002,the FAMOUS Study) fluocinoloneacetonideconcentationsin
plasmawerebelowthelower limit of quantitation of theassay(100pg/mL) at all time pointsfrom Day 1 through
Month 36. The maximalaqueousumorfluocinoloneacenideconentrdionswere obsenedon Day 7 for mostof the
subjects. Aqueoushumor fluocinoloneacebnide concentrationsdecreaseal overthefirst 3-6 monthsandremained
essertially the samethroughMonth 36 for subjecs who werenotretreaded. Subjectsvho wereretreatecexperience@
secondfluocinoloneacetonidgpeakconceantrationsimilar to thatfollowing theinitial dose. After retreament, aqueous
humorconcentationsof fluocinoloneacetonidereturnedto levek approximdely similar to thoseobsewvedatthetime
of first treatment

Figurc 4: FA Levels in Human Aqueous Humor in Subjects Recciving 1 Implant

(FAMOTUS Study)
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5.3 Preclinical safety data

Fluocinoloneacetonidehasbeenshown to beterabgenicin mice andrabbitsfollowing systemicadministrationNo
mutagenicty, carchogenicty or developnenta toxicity data areavaiable for intravitreally adminsteredfluocinolone
acetonide However,intravitreally administerd fluocinobneacdonidewas not detectéle systemicallyandthusno
systemiceffectsareanicipated.

Local effects (focal degeneratie lesionsaffeding fibersin the posteror polarand posteriorcorticalregionsof the lens)
wereobservedn rakbits at dosef intravitreal fluocinoloneacenidein excessf theclinically used dose.Local
effects (focal retinal sarring) werealsoseenin rabbis treagedwith both placeboand fluocinoloneacetonidecontaining
device.This scarringwasnot seenclinicaly in humansandis postubted to be dueto anatomicabifferenceshetween
therabbitandhumaneye.

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Polyvinyl alcohol
Polyimide tube
Siliconeadhesive

6.2 Incompatibilities
Not applicable

6.3 Shelf life

2 year:
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Afterfirst openingthelid, useimmediatey.
6.4 Special precautionsfor storage

Storebelow30°C.Do notrefrigerateor freeze
Do not openthesealedray until just beforeappication.

6.5 Nature and contents of container

Theimplantis suppliedin asingle useapplicatorwith a 25 gaugeneede. Each steille applicatorcontainsa light brown
3.5 mmlongcylindrical implant. The applicatoris padkagedin a plastc tray sealedwith alid.

6.6 Special precautionsfor disposal and other handling

Dispcseof theapplicatorsafelyin abiohazardsharpsontiner.
Any unusedproductor wase materialshould bedisposé of in acawrdancewith local requirements
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