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Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Stateas XL 80 mg prolongedreleasdablets

2QUALITATIVE AND QUANTITATIVE COMPOSITION
Active substince:fluvastatin(asfluvastatinsodum)
Oneprolongedreleasdabletcontains80 mg fluvastatn (asfluvastdin sodium)
For thefull list of excipients,seesection6.1.

3PHARMACEUTICAL FORM

Prolongedreleasdablet

Y ellow, round,biconvextablet,10 mmin diameter.

4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications

Dyslipidaenia

Treatmet of adulks with primaryhypercholesteralema or mixeddyslipidaenia, asanadjunctto diet, whenresponse
to dietandothernonpharmacologial treatments(e.g.exacise,weightreducton) is inadequate.

Secadaryprevenion in coronaryheartdisease

Secandarypreventon of majoradvere cardia evens in adultswith coronaryheat diseaseafter peraitaneousoronary
interventions(seesection5.1).

4.2 Posology and method of administration

Posdogy

Not all appoveddosagerecommendatias can be followed with this product

Adults

Dyslipidaenia
Prior to initiating treatmentvith fluvastain, patientsshoutl be placed on a standardcholesteroloweringdiet, which
should be continuedduringtreatment.

Starting and mainienancedosesshould be individudised accordingto the basdine LDL -C levds andthetreatmengoal
to beacaomplished.

Therecommendedosig rangeis 20to 80 mg/day.For patientsrequiring LDL -C reductionto a goal of <

25% a startng doseof 20 mg maybeuseal asonecapsulen the evening. For patiens requiringLDL -C reductionto a
goal of >25%,therecommendesgtartingdoseis 40 mg as onecapsulen the evening. The dosemay be uptitratedto 80
mg daily, admnisteredasa singledose (oneStataseXL prolongeal-releasetablet) at anytime of thedayor asone40
mg capslile giventwice daily (onein themoming and onein theevenng).
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Stateas XL is only availableas80 mg prolongedreleasetablds. For dosesf 20 mg and40 mg, otherfluvastatin
medcinal productsmug be used.

Themaximumlipid-lowering effectwith a givendoseis achievedwithin 4 weelks. Doseadjustmentshouldbe madeat
intervalsof 4 weeksor more.

Secadarypreventon in coronaryheartdisease
In patientswith coronaryheartdiseaseafter percutmeouscoronaryinterventonsthe appiopriatedaly doseis 80 mg.

Fluvastatinis efficaciousin monotherap. WhenFluvastain is usel in combinationwith cholestyamineor other
resirs, it shouldbe administeedatleas 4 hoursafter theresin to avoidsignificantinteractiondueto bindingof the
drugto theresin.In caseswhere co adminstration with afibrate or niadn is necessarythe beneit andtherisk of
concurenttreamentshouldbe carefully consdered (for usewith fibratesor niacin see secton 4.5).

Paediatric population

Childrenandadolescatswith heterozygou$amilial hypercholsterolaemia

Prior to initiating treatmenwith fluvastatn in childrenandadolescerd aged9 yeas andolderwith heterozygous
familial hypercholesterolaemi#he patientshoutl be placedon a standardcholestercloweling diet, andcontinued
during treatment.

Therecommendedtartingdoseis one20 mg (1 immediae-releasecapsulefluvastain 20 mg). Doseadjustments
should be madeat 6-weekintervals.Dosesshouldbe individualisedaccording to baséine LDL -C levelsandthe
recanmendedjoal of therapyto be acconplished. The maximumdaily doseadministereds 80 mg (1 prolonged
releasetabletfluvastatn 80 mg daily or 1 immediae-releasecgpsuk fluvastatin 40 mg twice daily).

Theuseof fluvastain in combinationwith nicotinic acid, cholestyranme, or fibratesin childrenandadolescenthas
not beeninvestigated.

Fluvastatinhasonly beeninvestigatedn childrenof 9 yearsandolderwith heteozygousfamilial
hypercholestrolaemia

Renallmpairment
Fluvastatinis clearedby theliver, with lessthan6% of theadminstereddoseexcretedinto theurine.

Thepharmacokineticsf fluvastatinremain unchangd in patientswith mild to severerenalinsufficiency. No dose
adjustmentsarethereforenecessaryn thesepatientshowever, dueto limited experiencewith doses

>40mg/dayin caseof severeaenalimpairment(CrCL <0.5mL/secor 30 mL/min), thesedosesshouldbeinitiated with
caution.

Hepaticimpairment
Fluvastatins containdicatedn patientswith acive liver diseaeg or unexplaned, persistentlevationsn serum
transaminaseseesections4.3,4.4and5.2).

Eldedy population
No dose adjustrentsarenecesaryin this populaton.

Methodof adminstration
Oral use.

Stateae XL canbetakenwith or withoutmealsandshouldbe swdlowed as whole with a glassof water.

Thetabletshouldnotbedivided,chewedor crushed.

4.3 Contraindications
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Fluvastatil is contraindcaied
« in patientswith known hypersensitiy to theactve subsanceor to any of theexcipients.
« in patientswith acive liver diseaseor unexplaned,pesistat elevaionsin seumtransaminasegeesectons
4.2,4.4and4.8).
¢ during pregnancyard breastfeeding(seesecton 4.6).

4.4 Special warnings and precautions for use

Liver function

Postmalrketing casef fatal andnon-fatal hepaticfailureshave been reportel with somestatinsincluding fluvastatin
Althougha causakelaionshipwith fluvastain treament hasnot been detemined,patientsshouldbe advisedo repot
any potental sympbmsor signsof hepatc failure (e.g.nauseavomiting, lossof appetite jaundice impairedbrain
function,easybruisingor bleeding),andtreatmet disconinuation shoutl be consideed.

Aswith otherlipid-loweringagentsijt is recommendd thatliver function testsbe peiformedbeforetheinitiation of
treamentandat 12 weeksfollowing initiation of treament or elevation in doseandperodically thereafterin all
patients.Shoud anincrea® in agartateaminotransferas@AST) or alanineaminotransérase(ALT) exceed3 timesthe
upperlimit of normalandpersst, therapy shouldbedismntinued.In very rarecasespossiblydrugrelatedhepatitis
wasobservedhatresolvedupondiscontinugion of treatment.

Caution shouldbe exercisedvhenfluvastdin is admnisterel to patientswith a history of liver diseaser heavyalcohol
ingestion.

Skeletal muscle

Myopathy hasrarelybeenreportedwith fluvastain. Myositis andrhabdomyolysishavebeenreportedveryrarely. In
patientswith unexplainedliffusemyalgas, musde tendernessr muscleweaknessand/ormarkedelevationof creatine
kinase(CK) values myopathy myositisor rhabdonyolysis haveto be consideredPatientsshouldtherefore be advised
to promptly reportunexplainednusclepain, muscletendenessor musck weaknessparticularlyif accomparedby
malaise or fever.

There have beenvery rare reportsof an immunemedated necrotisingmyopathy(IMN M) during or after treamen
with some statins.IMNM is clinically characteised by persistat proximal muscle weaknessand elevated seum
creaine kinase,which persst degite discontnuation of statin treatnent

Creatne kinasemeasurement

Thereis no currentevidenceto requireroutinemonitoring of plasmatotal credine kinaseor othermuscleenzyme
levelsin asynptomaticpatientson statins.If creatnekinasehas to be measuredt shouldnot be donefollowing
streruousexerciseor in the presencef any plausble alternative causeof CK-increaseasthis makesthevalue
interpretdion difficult.

Before the treatment

Aswith al otherstatinsphysiciansshould prescrbefluvastatin with cauton in patientswith pre-disposingfactoss for
rhabdomyolysisandits compications.A creatine kinaselevelshouldbe meauredbefore startingfluvastatintreatment
in thefollowing situaions

* Renalimpairment

* Hypothyroidsm

* Personabr familial historyof hereditarymusculardisorders

* Previoushistory of musulartoxicity with a stain or fibrate

* Alcohol aluse

» Sepsis

» Hypotension

» Excessie exercseof muscle

» Majorsurgery

» Severametabolic,endocrineor electrolye disordes

* In elderly (age>70years, the necessy of suchmeasurerantshouldbe consdered, accordingto the presencef
other predsposingfactorsfor rhabdomyoysis.
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In such situations,therisk of treatmentshout be considerd in relation to the possiblebeneit andclinical monitoiing
isrecommendedf CK-levelsaresignificanty elevatad atbaseine (>5xULN), levelsshouldbere-measuredavithin 5
to 7 dayslater to corfirm theresuts. If CK-levelsaresiill significantly elevated (>5xULN), atbaselinetreatment
should notbe started.

Whilst on treatment

If muscularsymptomdike pain,weaknessor crampsocaur in patientsreceiving fluvastatin their CK-levelsshouldbe
measurd. Treatmentshoutl be stopped,if theseevek are foundto besignfficantly elevated>5xULN).

If muscularsymptomsaresevereandcausedaly disconfort, evenif CK-levek areelevatedo lessthan5 x ULN,
treamentdiscontnuationshoutl be considered.

Shouldthe symptomsresolveandCK-levds returnto normd, thenre-introdudion of fluvastatinor anotherstatinmay
be condderedat thelowed dos andunde closemonitoring.

Therisk of myopahy hasbeenreporedto beincreael in patientsreaivingimmunosuppressivagentgincluding
ciclosporin), fibrates nicotinic acidor erythromycintogethe with otherHMG-CoA reductasenhibitors. Isolatedcase
of myopdhy havebeenrepotedpostmarketng for concomtantadministration of fluvastain with ciclosporinand
fluvastatinwith colchicines Fluvastatinshouldbe usedwith cautionin patientsreceivingsuchconmmitantmedicine
(seesection 4.5).

Theconcurentuseof fluvastatinandfusidic acid is notrecommended therefore,temporarysusgnsionof fluvastatin
may be consderedduringfusidic acidtherapy (seesection 4.5).

Interstitid lung disease

Exceptionalcasesof interstitial lung diseaseéhave beenreported with somestatins, especiallywith long term therap
(seesection4.8). Presentingeaturescaninclude dyspnoe@, non-productivecoughand deteriorationin generalhealh
(fatigue,weight lossandfever).If it is suspeatd a patienthasdevdopedinterditial lung diseasestatintherapyshoulc
be discontnued.

DiabetesMellitus

Someevidencesuggetsthat statinsasa classraiseblood glucoseand in somepatients,at high risk of future diabetes
may producea level of hyperglycaemiavhereformal diabetescare is appropriate. Therisk, however s outweighedby
thereductionin vascularrisk with statinsandthereforeshoutl not be areasonfor stoppingstatintreatmentPatientsai
risk (fasting glucose5.6to 6.9 mmol/L, BMI>30kg/m2, raisal triglycendes, hypertensionshouldbe monitored both
clinically andbiochemcally accordingto nationalguidelines.

Paedatric population

Children and adolescents with heterozygous familial hypercholesterolaemia

In patientsaged<18years efficacyandsafey havenot been studiedfor treatmentperiodslongerthantwo years. No
data areavailable aboutthe physcal, intellecual andsexud matration for prolongel treamentpeiriod. Thelong-term
efficacy of fluvagatintherapyin childhood to reducemorbidity and mortdity in adulthoodhasnot beenestablished
(seesection 5.1).

Fluvastatinhasonly beeninvestigatedn childrenof 9 yearsandolderwith heteozygousfamilial
hypercholestrolaemia(for detailsseesecion 5.1).In the caseof pre-puberal children,asexperieneis very limited in
this group, the potentialrisksandbenefitsshouldbe cardully evduatedbeforetheinitiation of treament.

Homozygasfamilial hyperdioleserolaemia
No dataare available for theuseof fluvasttin in patientswith arare condtion knownashomozygougamilial
hypercholestrolaemia

4.5 Interaction with other medicinal productsand other forms of interaction

Fibrates and niacin
Concomitantadministrationof fluvastatinwith bezdibrate, gemfibrozil, ciprofibrateor niacin (nicotinic acid) hasno
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clinically relevanteffectonthebioavailabiity of fluvastatin or the othe lipid-loweringagent.Sinceanincreagdrisk
of myopahy and/or rhabdomyolys hasbeenobserve in paientsreceiving HMG-CoA reductasénhibitorstogether
with any of thesemoleculesthe benefitandtherisk of concurrentreamentshouldbe carefully weighedand these
combinationsshoud only beusedwith cauton (seesection4.4).

Fusidic acid

Fluvastatirmustnot be co-administeredvith fusidic add. There havebeenreportsof rhabdomyolysigincludingsome
fatdities) in patients receving this comhnation. In paientswherethe useof systemidusidic acidis consideed
essertial, statin treatmenshouldbe disconthuedthroughouthe duraton of fusidic acidtreatmentThe patientshould
be advisedto seekmedicaladviceimmedately if theyexperience any sympbmsof muscleweaknesspainor
tencerness.

Statin therapy may bere-introducedsevendaysafter the lastdoseof fusidic acid. In exceptionalcircumstance, where
prolongel systemic fusidic acidis needede.g.,for thetreamentof severeinfections the needfor co-administation of
fluvastatinandfusidic acid shouldonly be consdered on a caseby casebasisand underclosemedicalsupervision.

Colchicines

Myotoxicity, includingmuscle painandweanessandrhabdomyolysishavebeenrepotedin isolatedcaseswith
concamitantadminigrationof colchicine.Thebendit and therisk of conairrenttreagment shouldbe carefully weighed
and thes combinationsshouldonly be usedwith caution (seesection 4.4)

Ciclosporin

Studiesin renaltranglant patientsndicaie that the bioavalability of fluvastatn (up to 40 mg/day)is not elevatel to a
clinically significantextentin patientson stabk regimensof ciclosporn. Thereaults from anotherstudy in which
fluvastatin80 mg prolongedreleasdables wasadministeredto renal transpéntpatientswho were on steble
ciclosporinregimenshowedthatfluvastatn exposur§ AUC) andmaximum concentratioC,.,,) wereincreasedby 2

fold comparedo historical datain healthysubjecs. Althoughtheseincreasesn fluvastatinlevelswerenotclinically
significant, this combinaion shouldbe usedwith caution (seesection 4.4). Stating andmaintenanceloseof fluvastatir
should beaslow aspossble whencombnedwith ciclosporin.

Both fluvastatin40 mg capsilesandfluvasatin 80 mg prolongedreleaseabldas hadno effect on the bioavailability of
ciclosporinwhenco-admnistered.

Warfarin and other coumarin derivatives

In healthyvolunteers the use of fluvastatn andwarfarin (singledose)did not adverselyinfluencewarfarin plagna
levelsandprothrombintimescompaedto warfarin alone.Howeve, isolatedincidencef bleedingepisodesand/or
increasd prothromhin timeshavebeenreportedvery rarely in paientson fluvastatinreceivingconcomitaniwarfarinor
other coumarinderivatives It isrecommende thatprothrombintimesaremonitoredwhenfluvastatin treatmentis
initiated,discontinuedpr the dosagechange in paientsrecaving warfarin or othercoumarinderivatives.

Rifampicin

Administraton of fluvastatinto healthyvoluntees pre-treaedwith rifampicin (rifampin) resultedn areductionof the
bioavailablity of fluvagatin by about50%. Althoughat presenthereis no clini cal evidencehatfluvastain efficacyin
loweringlipid levelsis altered,for patiens underakinglongtermrifampicin thergy (e.g.treatmenbf tuberculosis),

appropriae adjustmenbf fluvastatindosagemay be warrantedto ensurea satsfadory redictionin lipid levels.

Oral antidiabetic agents

For patiens receivingoral sulfonylureagglibendamide [glyburide], tolbutamde) for the treatmenof norrinsulin
deperdent (type 2) diabetesmellitus (NIDDM), addtion of fluvasatin doesnotleadto clinically significantchangsin
glycaemiccontrol.

In glibenclamde-treaed NIDDM patients (n=32), administraion of fluvastain (40 mg twice daily for 14 days)
increaged the mean Cmax, AUC, and t,, of gdlibenclamide by approximately50%, 69% and 121%, respedtely.

Glibenclamidg5 to 20 mg dally) increasedhe meanCmaxandAUC of fluvastatinby 44% and51%, respectivelyln
this study therewere no changesn glucose,insulin and C-peptide levels. However,patientson concomtant thergy
with glibenclanide (glyburide) and fluvastdin should continue to be monitored appropriatelywhen their fluvastatir
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doseis increasedo 80 mg perday

Bile acid sequestrants
Fluvastatinshoutl be administeredat least4 hoursafter theresin(e.g.cholestyraminejo avoida significantinteradion
dueto drugbindingof theresin.

Fluconazole

Administraton of fluvadatin to healthyvolunteers pretreaed with fluconazole(CYP 2C9 inhibitor) resultedin an
increasg in the exposireandpeakconcentration of fluvastatn by about84%and44%.

Althoughtherewas no clinical evidencethat the safey profile of fluvastdin was alteredin paentspretreaed with
fluconazoleor 4 days,cauton shouldbe exercisedwhenfluvasatin is admnisteled concomitatly with fluconazole.

Histamine H2-receptor antagonists and proton pump inhibitors
Concomitantadministrationof fluvastatin with cimetidine, ranitidine, or omeprazoleresultsin an increasein the
bioavailablity of fluvagatin, which, however,is of noclinical relevane.

Phenytoin

Theoverallmagntude of the changesn phenytoin pharmaokinetcs during co-administratiorwith

fluvastatinis relatvely small andnot clinically significant. Thusroutine monitoring of phenytoinplasmaevelsis
sufficient during co-administrationwith fluvastati.

Cardiovascular agents

No clinically significant pharmacokinet interactons occur when fluvastatinis concomitantly administered with
propranolol, digoxin, losartan clopidogrelor amlodipine.Basedon the pharmaokineticdata,no monitoringor dosag
adjustmentsarerequiredwhenfluvagatin is concomitantly adminsteredwith theseagents.

Itraconazole and erythromycin

Concomitantadministrationof fluvastatinwith the potentcytochromeP450(CY P) 3A4 inhibitorsitraconazoleand
erythromycinhasminimal effects on the bioavailability of fluvastdin. Given the minimal involvementof this enzyme
in themetaboism of fluvastatin,it is expecedthatother CYP3A4inhibitors (e.g.ketoconazolegiclosporin)are
unlikely to affectthe bioavailability of fluvastain.

Grapefruit juice

Basedon thelack of interactionof fluvastatin with otherCYP3A4 substates, fluvagatin is not expededto interactwith
grapefruitjuice.

4.6 Fertility, pregnancy and lactation

Womenof childbearhg potential
Womenof childbearng potentialhaveto useeffecive contracetion.

If apatient becomegpregnanivhile taking fluvasatin, therapyshouldbe discontinued.

Pregnancy
Thereis insufficientdataon the useof fluvastatinduring pregnancy.

SinceHMG-CoA reductseinhibitors decrexsethe synthesif cholesterol and possiblyof otherbiologically active
substanceslerivedfrom choleserol, theymay causefoetalharmwhenadministeedto pregnanivomen.Therefore,
fluvastatinis contraindica@d during pregnang (seesection 4.3).

Breastfeedng
Basedon preclinical daf, it is expectedhatfluvastain is excreted into humanmilk. Theris insufficientinformation

on the effectsof fluvastatinin newborng infants.

Fluvastatinis containdicatedn breastfedingwomen(seesecton 4.3).
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In animal studiesno effecs on maleandfemale fertility were obseved.

4.7 Effects on ability to drive and use machines

No studies on the effectson the ability to drive and usemachneshavebeen perfomed.

4.8 Undesirable effects

Themostcommonly reportedadverseaeactionsaremild gastrontestnal symptans,insomniaandheadache.

AdversedrugreactiongTablel) arelistedby MedDRA sysemorganclass.Within eachsystemorganclassthe
advers drugreactonsarerankedby frequency, with the mostfrequentfirst. Within eachfrequencygrouping,adverse
drug reactionsare presentedn orderof decreaingseribusnessin addiion, the correspondingrequeng category,
using thefollowing convention(CIOMS I11) is also providedfor ead adversealrug reaction very common(>1/10);
common(>1/100 to <1/10);uncommon>1/1,000to <1/100);rare(>1/10,000to <1/1,000),very rare(<1/10,000) hot
known (cannotbe estmatedfrom the avalable datg.

Tablel Adversedrugreactions

Blood and lymphatic system disorder s

Very rare.

| Thrombocytopaen

Immune system disorder s

Rare

Hypersensivity reactiongrash,urticaria

Very rare: Anaphylactc reacton
Psychiatric disorders

Common | Insamnie

Nervous system disorders

Common Headach

Very rare:

Paregtesia dysesthesichypoeshesiaalso knownto be
associatedvith the underlyinghyperlipidemc disorders

Vascular disorders

Very rare:

| Vasculiti

Gastrointestinal disorders

Common

Nauseaabdominal pain,dyspeps

Very rare: Pancreditis
Hepatobiliary disorders
Very rare: | Hepatitis

Skin and subcutaneoustissue disorders

Very rare:

Angioedena, faceoedemaandotherskinreadions(e.g.
eczemagdermatiis, bullousexantheme

Musculoskeletal and connectivetissue disorders

Rare
Myalgia, musculr weaknessmyopath!
Very rare: Rhabdomylysis, lupuslike syndrone, myosiis
Not known: Immunemediatednecrotisingmyopathy(seesecton 4.4)

Reproductive system and breast disorders

Not known* | Erectiledysfunctbn
I nvestigations
Commort Blood creaine phosphokinasacreagd, bloodtransaninases

increase

* Basedon postmarketingexperencewith fluvastdin viasponaneousasereportsandliterature casesBecausethese
reactonsarereportedvoluntarily from a populaton of uncertin size, it is not possibleto reliably estimateheir
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frequencywhichisthereforecategoriedasnotknown
Thefollowing adverseeventshavebeenreportedwith somne statins:

Sleepdisturbancesincluding insomniaandnightmares

Memoryloss

Sexualdysfuncton

Depresson

Exceptionalcasesf interditial lung diseaseespeclly with long term therapy (seesection4.4)
DiabetedMellitus: Frequencywill dependon the presenceor absene of risk factors(fastingbloodglucose> 5.6

mmd/L, BMI > 30kg/n?, raisedtriglycerides,history of hypertensin).
o Tendnopathy,sometimesomplicatedoy tendonrupture.

Paedatric population
Children and adolescents with heterozygous familial hypercholesterolaemia

The safetyprofile of fluvastatinin childrenand adolescatswith heteozygousfamilial hypercholeterolaemiaassessed
in 114 patientsaged9-17 yearstreatedn two openlabelnoncomparéve clinical trials wassimilar to theone
obseredin adulss. In bothclinical trials no effectwas observedn growth and sexualmaturation.The ability of the
trials to detectany effectof treatmenin this areawashowever low.

Laboratory Findings

Biochemicalabnormalites of liver functon havebeen assocated with HMG-CoA reductaseénhibitors andotherlipid-
loweringagens. Basedon pooledanalyse®f controlledclinical trials confirmedelevationof
alanineaminotransferseor aspartateminotranferaselevels to morethan3 timesthe upperlimit of normaloccuredin
0.2% on fluvastatincapsule20 mg/day, 1.5%to 1.8%on fluvastdin capsulest0 mg/day,1.9%on fluvastatin
prolonged-releasdablets80 mg/dayandin 2.7%to 4.9%ontwicedaly fluvastatird0 mg capsulesThe majority of
patientswith theseabnormabiochemicafindingswereasympbmaic. Marked elevationsof CK levelsto morethan 5x
ULN developedn avery small numberof patients (0.3t0 1.0%).

Reportingof suspecteddverseaeactions

Reportingsuspecte@dverseaeactionsafterauthorisaton of the medicinal productis important.lt allows cortinued
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

To datetherehasbeenlimitedexperene with overdoseof fluvastain. Spedfic treatmat is not avalablefor
fluvastatinoverdoseShouldanoverdoseoccur, the patient shouldbetreated symptomaticallyandsupportivemeasues
instituted,asrequired.Liver function testsandserum CK levds shouldbe monitored.

5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties
Pharmacotherapeutigroup:HMG-CoA redudaseinhibitors AT C code:C10A A04

Mechanisnof acion

Fluvastatinafully syntheticcholegerollowering agent,is a compettive inhibitor of HMG-CoA reductasewhichis
respamsble for the converson of HMG-CoA to mevabnate a precursoiof sterds, includingcholegerol. Fluvastatin
exertsits maineffectin theliver andis mainly aracanai of thetwo erythroenantiomersf which oneexertsthe
pharmacologicahctivity. Theinhibition of cholesterol biosyntheis reducesthe cholesteroln hepadic cells,which
stimulatesthe synthesif LDL receptorsandtherebyincreaseshe uptakeof LDL particles.Theultimateresultof
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thesemechanismss areducton of the plasmacholesterol concentréion.

Fluvastatinprolongedreleasecapsuleseducetotal-C, LDL-C, Apo B, andtriglycerides,andincreasesiDL-C in
patientswith hyperchoégerolaemiaandmixeddyslipidaema.

Clinical effi cacyandsafety

In 12 placebacontrolledstudiesin patientswith Typella or lIb hypealipoproteinaemiafluvastatincgosules alonewas
administeredo 1,621 patientsn daily doseregimensof 20 mg, 40 mg and80 mg (40 mg twice daily) for atleast6
weeksduration.In a 24-weekanalysis daily doses of 20 mg, 40 mg and80 mg produceddoserelatedredudionsin
totd-C, LDL-C, Apo B andin triglyceridesandincreasesn HDL-C (seeTable 2).

Fluvastatinprolongedreleaseablets wasadninisterad to over800paientsin threepivotal trials of 24 weeksactive
treamentdurationandcomparedo fluvasttin 40 mg onceor twice daiy. Givenasasingledaily doseof 80 mg,
fluvastatinprolongedreleasdabletssignificantly reducedtotal-C, LDL-C, triglyceiides(TG) andApo B (seeTable?2).

Therapeutiagesponses well establisheavithin two weeks, and a maximumresponseis achievedwithin four weeks.
Afterfour weeksof therapy the mediandeaea® in LDL-C was38%andat week24 (endpointlthemedianLDL -C
decreasevas35%. Significantincreasesn HDL-C wereaso observe.

Table2 Median percent changein lipid parameter sfrom baseline to week 24
Placebo-controlled studies (fluvastatin capsules) and active-controlled trials (fluvastatin prolonged-r elease
tablets)

Total-C TG LDL-C Apo B HDL-C

Dose N % A N % A N % A N % A N % A
All patients
Fluvastatin 747 -17 747 -12 747 -22 114 -19 747 +3
capsules

20mct

Fluvastatin 748 -19 748 -14 748 -25 125 -18 748 +4
capsules
40mct
Fluvastatin 257 -27 257 -18 257 -36 232 -28 257 +6
capsules
40md' twice
daiy

Fluvastatin 750 -25 750 -19 748 -35 745 -27 750 +7
prolongel-
releag tablets
80mg2
Baseline TG>
200mg/d|
Fluvastatin 148 -16 148 -17 14¢ -22 23 -19 148 +6
capsules
20mct
Fluvastatin 179 -18 179 -20 17¢ -24 47 -18 179 +7
capsules

40mct
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Fluvastatin 76 -27 76 -23 76 -35 69 -28 76 +9
capsules
40mdg' twice
daiy
Fluvastatin 239 -25 239 -25 237 -33 235 -27 239 +11
prolongel-
releagtablets

80mg2
1 Datafor Fluvasatin capsulegrom 12 placbocontroledtrails
2 Datafor Fluvasttin prolongedreleasdablets80mgtablet from three24-week controlledtrails

In the LipoproteinandCoronaryAtheroscerosisStudy(LCAS), the effect of fl uvastatinon coronaryatherosclerosis
wasas®ssedy quantitativecoronaryangiographyn maleand femde paients(35to 75 yearsold) with coronary
artery diseaseandbaselind DL -C levelsof 3.0to 4.9 mmol/l (115to 190mg/dl). In this randomise, doubleblind,
controlled clinical study,429 patientsweretreatel with eitherfluvastatin 40 mg/dayor placebo Quantitaive coronary
angiogramswereevaluatedat baselineand after 2.5 yeas of treatmentand were evaluablein 340out of 429 patients.
Fluvastatintreamentslowedthe progressionof coronaryatheroscleosis lesionsby 0.072mm (95% confidence
intervalsfor treatnentdifferencefrom —0.1222to —0.022mm) over 2.5yearsasmeasuredy changdan minimum
lumendiameer (fluvastatin—0.028mm vs. placébo —0.100mm).

No direct correlation betweertheangiograhic findingsandtherisk of cardiovasculaeventshasbeen demonstragd.

In theLescollnterventionPreventiorStudy(LIPS), the effect of fluvastatin on majoradvesecardiacevents(MA CE;
i.e.cardiacdeath nonfatal myocardialinfarcion andcoronaryrevasculaisaion) wasassesseth patientswith
coronaryheartdiseasavho hadfirst suaesstil percutaneouscoronaryintervention.The studyincludedmaleand
femalepatents(18to 80 yearsold) andwith baseine totatC levek rangingfrom 3.5to 7.0 mmol/l (135to 270mg/dlI).

In this randomiseddoubleblind, placebecontrolledtrial fluvastatin (n=844),givenas80 mg daily over4 yeass,
significantly reducedherisk of thefirst MACE by 22% (p=0.013)ascomparedto placebon=833).
Theprimaryendpointof MACE occurredn 21.4%of paients treated with fluvastatinvs 26.7%of patientstreatedwith
placebo(absouterisk difference:5.2%;95%Cl: 1.1to 9.3). Thesebendicial eff eds werepatticularly notewvorthy in
patientswith diabeesmellitusandin paientswith multivessédisease.

Paediatric Population
Children and adolescents with heterozygous familial hypercholesterolaemia

Thesafetyandefficacyof fluvastatincapsule andfl uvastatn prolongedreleasetabletsin childrenandadolescent
patientsaged9 - 16 yearsof agewith heterozygou$amilial hyperchoésterokmiahasbeenevaluaedin 2 openlabel,
uncontrolledclinicaltrials of 2 yearsduraion. 114 patients(66 boysand48 girls) weretreatedwith fluvastatin
administeredaseitherfluvastatincapsiles20 mg/dayto 40 mg twicedally or fluvastatinB0 mg prolongedrelease
tabletsonce daily usingadosetitrationregimenbaseduponLDL-C response.

Thefirst studyenrollied 29 pre-pubertalboys,9-12 yeas of age,who had anLDL -C level > 90th percentilefor ageand
oneparentwith primary hypercholesteremiaandeitherafamily history of prematue ischemicheartdiseaser tendor
xanthomas.Themeanbasline LDL -C was226 mg/dL equivalent to 5,8 mmol/L (range:137- 354 mg/dL equivakentto
3,6 - 9,2mmol/L). All patientswerestarted on Fluvastdin capsues20 mg daily with doseadjustmentgvery6 weeks
to 40 mg daily then80 mg daily (40 mg bid) to achieveanLDL -C goalof 96,7to 123,7mg/dL (2,5mmol/L to 3,2
mmol/L).

Theseondstudyenrolled85 maleandfemde paients, 10to 16 yearsof age,whohadanLDL-C > 190mg/dL
(equivalentto 4,9 mmolL) or LDL-C > 160mg/dL (equivalentto 4,1 mmol/L) andoneor morerisk facorsfor
coronaryheartdiseasepr LDL-C > 160mg/dL (equivdentto 4,1 mmolL) and a proven LDL -receptordefect.The
meanbaselindLDL-C was225mg/dL equivalentto 5,8 mmol/L (range:148- 343 mg/dL equivalento 3,8- 8,9
mmol/L). All patientswerestartedon Fluvasatin capsule20 mg daiy with doseadjustmentsvery6 weeksto 40 mg
daily then80 mg daily (fluvagatin) to achieveanLDL-C goal of < 130mg/dL (3,4 mmol/L).70 patientswere pubertd
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or postpubetal (n=69evaluatedor efficacy)

In thefirst study(in prepubertaboys),fluvastatn 20 to 80 mg daiy dosesdecrease@lasmaevelsof totatC andLDL-
C by 21%and27%,respectivelyThemeanachieved LDL -C was161 mg/dL equivalentto 4,2 mmol/L (range:74 -
336 mg/dL equivalent1,9- 8,7mmolL). In thesecondstudy(in puberal or postpubetal girls andboys), fluvastatin
20 to 80 mg daily doses decreasd plasmaevelsof total-C andLDL-C by 22%and28%,respectively Themean
achievedLDL -C was159mg/dL equivalentto 4,1 mmol/L (range:90- 295mg/dL equivaletto 2,3- 7,6 mmol/L).

Themajority of patientsn bothstudieg83%in thefirst studyand89%in the secondstudy)weretitratedto the
maximum daiy doseof 80 mg. At studyendpoint,26 to 30%of patientsin bothstudiesachievel atargeted_DL-C
goal of < 130mg/dL (3,4 mmol/L).”

5.2 Phar macokinetic properties

Absorption
Fluvastatins absorbedapidly andcompketdy (98%)following oraladmnistrationof a solutionto fastedvolunteers.

After oraladministratiorof fluvastatinprolongedreleaseables, and in compaisonwith the capsulesthe absoiption
rateof fluvasatinis almost60% sower while the meanresidencetime of fluvastatinis increasedy appoximately 4
hours.In afed state thedrugis absorbedit areducel rate

Distribution
Fluvastatinexertsits main effectin theliver, whichis asotheman organfor its metabolismThe absolute
bioavailablity assesseffom systemichblood concentrdionsis 24%. The apparentvolumeof distribution(V /f) for the

drugis 330L. More than98% of thecirculating drugis boundto plasmaproteins, andthis binding is not affectedeither
by concentationof fluvagatin, or by warfarin,salicylic aad or glyburide

Biotransformabn

Fluvastatins mainly metbolisdin theliver. Themajor componerd circulating in the blood are fluvastatinandthe
pharmacologicdy inactiveN-desisopropypropionicacid metaolite. The hydroxylatedmetaboliteshave
pharmacologicahctivity but do not circulatesystenically. There aremultiple, alterndive cytochiome
P450(CYP450)pathwaysfor fluvastatinbiotransforméion andthusfluvastain metabolisms relaively insensitiveto
CYP450inhibition.

Fluvastatininhibitedonly the metabolismof compoundshataremetaboisedby CYP2C9.Despie the potentialthat
thereforeexistsfor competitiveinteractionbetween fluvastatin and compoundshatare
CYP2C9substrats,suchasdiclofenacphenytoin tolbutamde andwarfain, clinical dataindicatethatthis interaction
isunlikely.

Elimination

Following adminstrationof 3H-fluvastatinto healthyvolunteersexcretionof radioativity is abou 6% in theurineanc
93% in thefaecesandfluvagdatin accountdor lessthan2% of thetotal radioactivity excreed.
TheplasmaclearancéCL/f) for fluvagatin in man is calculaedto be 1.8 + 0.81/min. Steadystateplasma
concentratbonsshowno evidenceof fluvastatin accumuhtion following adninistrationof 80 mg daily.

Following oraladmnistrationof 40 mg fluvastatn capsuls, the terminal dispostion half-lif e for fluvastatins 2.3+ 0.9
hours.

Characteisticsin patients

Plasmaconcentrathnsof fluvastatindo not vary as a function of either ageor genderin thegeneal population.
Howeve, enhancedreatmentespons was obsevedin womenandin elderly people.Since

fluvastatinis eliminatedprimarily via thebiliary routeandis subgctto significantpresystemienetabolism,the
potentialexistsfor drugaccumulationn paientswith hepatic insufficiency(seesections4.3and4.4).

Children and adolescents with heterozygous familial hypercholesterolaemia
No pharmacokinet datain childrenareavaiable

5.3 Preclinical safety data
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Theconvenional studiesjncludingsatety pharmaology, genotoxcity, reped&ed dosetoxicity, carcinogenicityand
toxicity onreproductiorstudiesdid notindicateotherrisksfor the paient thanthoseexpectediueto the
pharmacologicaimechanisnof action.A variety of changesvere identifiedin toxicity studieshatare commonto
HMG-CoA reductasenhibitors.Basedon clinical observabns, liver function testsarealreadyrecommende@see
section 4 .4). Furthertoxicity seenin animds waseithernotrelevant for human useor occurredat exposue leves
sufficiently in excesf the maximumhumanexposurandicating little relevanceto clinical use.Despitethetheoetical
considergionsconcerningherole of choleserolin embryodevebpment animalstudiesdid notsuggestan
embryotoxic andteratogenigotentialof fluvastdin.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tabletcore:

Povidone
Microcrystaline cellulose
Hydroxyethylcelulose
Mannitol
Magnesiunstearas

Film-coating:
Hypromellose50
Macrogol6000

Iron oxideyellow (E172)
Titaniumdioxide (E171)

6.2 Incompatibilities
Not applicable
6.3 Shelf life

3 yearsfor Blister (OPA/AIu/PVC-Alu)
2 yearsfor HDPE botle with desccantandGlassbottle

6.4 Special precautionsfor storage
Do not stare above30°C.

Blisters Keeptheblistersin the outercartonin orderto protectfrom light
GlassbottleandHDPE bottle: Keepthe containertightly closedin orde to protectfrom moistureandlight.

6.5 Nature and contents of container

Blister (OPA/AlU/PVC-AIlu). Packsizesof 10, 14, 20, 28, 30, 50,56,60, 90,98, 100and490prolongedreleaseablets.

HDPE battle with desiccantandsnapon cap(L DPE) with atamperevidentring. DesicantsareHDPE plastic canister:
filledwith acivatedsilica gel. Packsizesof 250 prolongel releasetablets.

Round, brown glasscontainerclosedwith rubbedplastic cap (HDPE)with threadincludingseal. DesiccantareHDPE

plastic canistes filledwith activatedsilica gd.

Packsizesof 28,98,100,250and500prolongedreleasdablets

Not all packsizesmaybemarketec
6.6 Special precautionsfor disposal and other handling

No specialrequirement:

Date Printed 23/02/2016 CRN 2168360 page number: 12



Health Products Regulatory Authority

7TMARKETING AUTHORISATION HOLDER
McDermottLaboratoresLtd t/a GerardLaboratores
Baldoyle Industral Estate

GrangeRoad

Dublin 13

Ireland

8MARKETING AUTHORISATION NUMBER
PAO0577/08/001

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Dateof first authorisation:28th Novemler 2008

Dateof lastrenewal:22ndMarch 2013

10 DATE OF REVISION OF THE TEXT

February201¢

Date Printed 23/02/2016 CRN 2168360 page number: 13



