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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT

Luvinsta40 mg hardcapsules

2QUALITATIVE AND QUANTITATIVE COMPOSITION

Onecapste of Luvinstacontains42.12mg fluvastain sodiumequivakentto 40 mg fluvastatinfreeacid.

Excipients:
Luvinstacontinssoyalecithin.

Forafull list of excipients,seesection6.1.
3PHARMACEUTICAL FORM

Capsulehard

Capsulecap:orange opaquemarkedwith white imprint” 40”
Capsulebody:yellow, opaquemarkedwith brownimprint”FST’

4 CLINICAL PARTICULARS
4.1 Therapeutic Indications

Dyslipidaenia
Treatmet of aduks with primaryhypercholsterobema or mixed dyslipidaenia asanadjunctto diet, whenresponseo

diet andothernon-pharmacologial treatmets (e.g. exergse, weight reduction) is inadequate.

Secmdarypreventon in coronaryheartdisease
Secamdaryprevenion of majoradver cardia evens in aduls with coronaryheartdiseaseafter percutaneougsoronay
intervention(seesecton 5.1).

4.2 Posology and method of administration

Adults

Dyslipidaenia

Prior to initiating with Luvinsta,patientsshouldbe placedon a standardcholesteol-lowering diet, which shouldbe
continuedduring treatment.

Startingand maintenancelosesshouldbe individudizedacacordingto thebaseine LDL -C levelsandthetreatmengoal
to beacmomplished.

Therecommendedosingrangeis 20to 80 mg/day.For patientsrequring LDL -C reductionto agod of < 25%a
starting doseof 20 mg maybe usedasonecapsile in the evening. For patientsrequiringLDL -C reductionto agod of
=225%,therecomnendedstartingdo<e is 40 mg as onecapsulan the evening. The dosemay be uptitratedto 80 mg

dally, administeedasa singledose(onefluvastain prolongedreleaseablet) atanytime of thedayor one40 mg
capsulegiventwice daily (onein themorning and onein theevenng).

Themaximumlipid-lowering effectwith a givendoseis achieved within 4 weeks.Doseadjustmentshouldbe madeat
intervalsof 4 weeksor more.

Secadaryprevenion in coronaryheartdisease
In patientswith coronaryheartdiseaseafter percutmeouscoronaryinterventonsthe appropriatedaily doseis 80 mg.
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Luvinstais efficacousin monotterapy.WhenLuvinstais usedin combnaion with cholestyraminer otherresins,it
should be adminiteredatleast4 hoursafter theresinto avoid significantinteraction dueto binding of thedrugto the
resin In casesvhereco-admnistrationwith afibrate or niacin is neessay, the benefitandtherisk of concurent
treamentshouldbe carefully consdered(for usewith fibratesor niadn seesedion 4.5).

Paediatric population

Childrenandadoksceatswith heterozygousamilial hyperchoésterolamia

Prior to initiating treatmentwvith Luvinstain childrenand adolescentsaged9 years andolderwith hetenzygous
familial hypercholesterolaemi#he patientshoutl be placedon a standardcholegerol-lowering diet,andcontinued
during treatment.

Therecommendedtartirg doseis one20 mg Luvinstacapsule Doseadjusimentsshouldbe madeat 6-weekintervals.
Dosesshould beindividualisedaccording to baseline LDL -C levek andtherecommendedjoal of therapyto be
accomplishedThe maximumdaily doseadministered is 80 mg eitherasLuvinstacapsuleglO mgtwice daily or asone
fluvastatin80 mg prolongedreleasdabletonce daily.

Theuseof fluvastatn in combinationwith nicotinic acid, cholestyranme, or fibratesn childrenandadolesentshas
not beeninvesigated.

Fluvastatinhasonly beeninvestigatedn childrenof 9 yearsandolderwith heteozygousfamilial
hypercholestrolaemia

Renal impairment

Luvinstais clearedby theliver, with lessthan6% of the administereddoseexaetedinto theurine. The
pharmacoinetics of fluvastatn remainunchangedn paientswith mild to severerenalinsufficiency. No dose
adjustmentsarethereforenecessaryn thesepatientshowever, dueto limited experiencewith doses>40 mg/dayin case
of sevee renalimpairmentCrCL <0,5mL/secor 30 mL/min), thesedosesshodd beinitiated with caution.)

Hepatic impairment
Luvinstais containdicaedin patientswith acive liver diseae or unexplained,persistentlevationdn serum
transaminaseseesectionst.3,4.4and5.2).

Elderly population
No dose adjustnentsarenecesaryin this populaton.

Method of administration
Luvinstacanbetakenwith or without mealsandshoutl be swdlowed aswhole with a glassof water.

4.3 Contraindications

Luvinstais containdicaed:

- in patientswith known hypersensivity to fluvastatin, or to any of the excipients.

- in patientswith activeliver diseag, or unexplaned, persistentelevatonsin selum transaminase&eesections
4.2,4.4ard 4.8).

- during pregnancyandlactation(seesecton 4.6).

- in patientswith hypersensitivityto soyaor peanut.Luvinstacontainssoyalecithin. Puiified soyalecithin may
contain soyaprotein Dietary soyaproduds areknownto causedllergic reactionsincluding sevee anaphylaxisn
persanswith soyaallergy. Patientswith knownallergyto peanutproten carry anenhancedisk for severeaeactiongo
soya preparations.The Ph. Eur. Monographdoesnot contan atestfor residualproten.

4.4 Special warnings and precautionsfor use

Liver function

Aswith otherlipid-loweringagentsijt is recommendd thatliver function testsbe performedbeforetheinitiation of
treamentandat 12 weeksfollowing initiation of treament or elevaton in doseandperiodcally thereafterin all
patients.Shouldanincrea® in agartateamnotransferaser alanineaminotransfeaseexceeds3 timesthe upperlimit of
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normalandpersst, therapyshouldbediscontnued. In very rarecasespossiby drug-relaed hemtitis wasobservedhat
resoledupondiscontinuaibn of treatnent.

Cautionshouldbe exercisedvhenLuvinstais admnisteredto patents with a history of liver diseaser heavyalcohol
ingestion.

Skdetal muscle

Myopathyhasrarely beenreportedwith fluvastain. Myositis and rhabdomyolysishave beenreportedvery rarely.In
patientswith unexplainediffuse myalgas, musde tendernssor muscleweaknessand/ormarkedelevationof creatine
kinase(CK) values myopathy myositis or rhabdonyolysis haveto be consideredPatientsshouldtherefore be advised
to reportpromptly unexplanedmusclepain, muscletendenessor muscke weaknessparticulaty if accompaniedby
malaise or fever.

Credine kinasemeasirement

Ther is no currentevidenceo requireroutinemonitoring of plasmatotal CK or othermuscleenzymelevelsin
asymptomaticpaientson statins.If CK hasto be measuredt shoull notbe donefollowing strenuousexerciseor in the
presencef any plausible alternativecauseof CK-increaseas this makesthe value interpretationdifficult.

Before treatment

Aswith all otherstatinsphysciansshould prescibefluvastatin with cauton in patientswith pre-disposingfactorsfor
rhabdomyolysisandits complicationsA creatnekinaselevelshouldbe meauredbeforestartingfluvastatintreatment
in thefollowing situatons

. Renalimpairment

. Hypothyroidism

. Personabr familial history of heralitary musailar disorders
. Previoushistory of musculartoxicity with a stain or fibrate
. Alcohol abue

In elderly (age>70years, the necessity of suchmeasuremet shouldbe consideed,acarding to the presene
of otherpredisposindactorsfor rhabdomyolysis.

In sueh situations,the risk of treatmenshouldbe considerd in relation to the possiblebendit andclinical monitoring
isrecommendedf CK levelsaresignificantly elevated atbasdine (>5 ULN), levelsshouldbere-measuredwithin 5 to
7 dayslater to confirmtheresults.If CK levelsarestill significantly elevaed (> 5 x ULN) atbaselinetreatmenshould
not be started.

Whilst on treatment
If muscularsymptomdike pain,weaknesor crampsocaur in paientsreceiving fluvastatin,their CK levelsshouldbe
measurd. Treatmenshoutl be stopped,if theselevek are foundto be significantly elevated> 5x ULN).

If muscularsymptomsaresevereandcausedaly disconfort, evenif CK levek are elevatedo < 5 x ULN, treatment

discontinuatiorshouldbe considered.

Shouldthe synptomsresolveandCK levds returnto normad, then re-introdudion of fluvastatinor anotherstatinmay
be consideredatthelowed dos andunde closemonitoring.

Therisk of myopathyis knownto beincreasedn paients receiving immunosuppessiveagentgincluding ciclospoin),
fibrates,nicotinic acidor erythromycintogethe with otherHMG-CoA reducaseinhibitors. Isolaed casef myopathy
have beenreporedpostmarketingfor conconitantadmnistraton of fluvastain with ciclospoimn and fluvastatinwith
colchicine. Luvinsta shoutl be usedwith caution in paients receiving suchconcomitantnedicine(see sectior4.5).

Interstitial lung disease

Exceptional casesf interstitiallung diseasénavebeenreporedwith somestains, especidly with longtermtherapy
(seesectin 4.8). Presentindeaturescanincludedyspnoeanon-produdive coughanddeteaiorationin geneal health
(fatigue weightlossandfever). If it is suspeteda patienthas developedinterstitiallung diseasestatin therapyshould
be discontnued.

Paedatric population
Children and adolescents with heter ozygous familial hypercholesterolaemia
In patientsaged<18years efficacyandsafey havenot been studiedfor treatmentperiodslongerthantwo years.No
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data areavailable aboutthe phystal, intellectual andsexu& mauration for prolongedreatmenperiod.Thelongterm
efficacy of fluvastatintherapyin childhood to reducemorbidity andmortdity in adulthoodhasnot beenestablished
(seesection 5.1).

Fluvastatinhasonly beeninvestigatedn childrenof 9 yearsandolderwith heteozygousfamilial
hypercholestrolaemia(for detailsseesecton 5.1).In the caseof pre-puberal children,asexperiencas very limited in
this group,the potentialrisks andbenefitsshouldbe cardully evaluaedbeforetheinitiation of treatment.

Homozygasfamilial hypercholeserolaema
No dataare available for theuseof fluvastatin in patientswith thevery rarerareconditionof homozygougamilial
hypercholestrolaemia

4.5 Interaction with other medicinal products and other forms of interaction

Fibrates and niacin

Concomitantadmnistration of fluvastatinwith bezdibrate, genfibrozil, ciprofibrate or niacin(nicotinic acid) hasno
clinically relevanteffectonthebioavailabiity of fluvastatin or the othe lipi d-lowering agentsSinceanincreaedrisk
of myopdhy and/orrhabdomyolys hasbeenobserve in paients receiving HMG-CoA reductasénhibitorstogeher
with anyof thesemoleculesthe benefitandtherisk of concurrentreamentshauld be caretilly weighedandthese
combinationsshouldonly be usedwith cauton (seesection4.4).

Colchicines

Myotoxicity, includingmuscle painandweaknessandrhabdomyolysis hasbeenreportedn isolatedcaseswith
concomitantadministrationof colchicine. The bendit and therisk of conairrenttreatmenshouldbe carefully weighed
and thes combinationsshouldonly be usedwith caution (seesection 4.4).

Ciclosporin

Studiesin renaltranglant patientandicae thatthe bioavalability of fluvastain (up to 40 mg/day)is notelevatedo a
clinically significantextentin patientson steble regimensof ciclosporin. Theresultsfrom anotherstudyin which

80 mg fluvastain prolongedreleasdaabletwas admnisteral to renaltransplat patientswho were on stableciclosporin
regimenshowedhatfluvagatin exposurg AUC) andmaximum concentation (C,...) wereincreased2-fold compared

to historicaldatin healthy subjects Althoughtheseincreasedn fluvastain levelswere notclinically significant,this
combinationshouldbe usedwith cauton. Startingand maintenancedoseof fluvastatinshouldbe aslow aspossible
whencombinedwith ciclogporin.

Both 40 mg fluvastain capsilesand80 mg fluvastatin prolongedreleaseablds hadno effecton the bioavailability of
ciclosporinwhenco-admnistered.

Warfarin and other coumarin derivatives

In healthyvolunteers the use of fluvastatn andwarfarin (singledose)did not adveselyinfluence warfarin plasma
levek andprothrombintimescomparedo warfarin alone.Howeve, isolaedincidencesof bleedingepisodesand/or
increased prothromhn timeshavebeenreportedvery rarely in patientson fluvastatinreceivingconcomitantwarfarn or
othercoumarinderivatves. It isrecommendedthatprothrombintimesaremonitoredwhenfluvastatintreatments
initiated, discortinued,or thedosagechanges in paients receving warfarin or othercoumarn derivatives.

Rifampicin

Administraton of fluvastatinto healthyvoluntees pre-treagedwith rifampicin (rifampin) resultedn areductionof the
bioavailablity of fluvagatin by about50%. Althoughat presenthereis no clinical evidencehatfluvastain efficacyin
loweringlipid levelsis altered for paients underakinglongtermrifampicin therapy(e.g.treatmet of tuberculosis),

appropriae adjustmenbf fluvasttin dosagemay bewarranted to ensurea satsfactoryreductionin lipid levels.

Oral antidiabetic agents

For patiens receivingoral sulfonylureagglibendamide (glyburide),tolbutamde) for thetreatmenof norrinsulin-
dependent (type 2) diabetesmellitus (NIDDM), addtion of fluvastaiih doesnotleadto clinically significant changesn
glycaemiccontrol.

In glibencbmide-tregaed NIDDM patents(n=32), adminstraton of fluvastdin (40 mg twice daly for 14 days)

Date Printed 31/05/2011 CRN 2087786 page number: 4



Irish Medicines Board

increaedthemeanC, .., AUC, and t, , of glibenclamde by approximately50%,69%and 121%, respedtely.
Glibenclamide(5 to 20 mg daily) increasd themean C_, and AUC of fluvasatin by 44%and51%, respedively. In

this studytherewereno changesn glucosejnsulin and C-peptde levds. Howeer, patientson concomianttherapy
with glibenclamde (glyburide)andfluvastain should continueto be monitored approprately whentheir fluvastatin
doseis increasedo 80 mg perday.

Bile acid sequestrants
Fluvastatinshouldbe admnisteredat least4 hoursafter theresin(e.g.cholestyraminejo avoida significant interactior
dueto drugbindingof theresin.

Fluconazole

Administraton of fluvastatinto healthyvoluntees pre-tregedwith fluconanle (CYP 2C9inhibitor) resultedn an
increase in the exposire andpeakconcentration of fluvastain by about84%and 44%

Althoughtherewasno clinical evidenceha the safey profile of fluvastain wasalterel in patentgre-treatedwith
fluconazoléor 4 days,caution shoutl be exercisedvhenfluvasatin is admnisteredconcomitantlywith fluconazole.

Histamine H,-receptor antagonists and proton pump inhibitors

Concomitantadmnistration of fluvastatinwith cimetidine, ranitidine,or omeprazoleresultsin anincreasein the
bioavailablity of fluvagatin, which, however is of no clinical relevance.

Phenytoin

Theoveral magntude of the changesn phenytoin pharma&okineics during co-administationwith fluvastdin is
relaively smal andnotclinically significant. Thus,routinemonitoring of phenytoinplasmaevelsis sufficient during
co-administraion with fluvastatin.

Cardiovascular agents

No clinically significant pharmacokinetienteractionsoccur whenfluvastain is concomitatly administeredwith
propranold, digoxin,losartanor amlodipine Basedon the pharnacokingic data,no monitoringor dosageadjustments
are requiredwhenfluvastatinis concomtanty adminsteredwith theseagents.

Itraconazole and erythromycin

Concomitantadmnistration of fluvastatinwith the potentcytochrome P450(CYP) 3A4 inhibitorsitraconazoleand
erythromycinhasminimal effectson the bioavailaility of fluvastdin. Given the minimal involvement of this enzyme
in the metaboism of fluvastatin,it is expectedthatother CYP3A4inhibitors (e.g.ketoconazolegiclosporin)are
unlikely to affectthe bioavailability of fluvastatin.

Grapefruit juice

Basedon thelack of interactionof fluvastatn with otherCYP3A4 substrats, fluvastatins not expectedto interactwith
grapefruitjuice.

4.6 Fertility, pregnancy and lactation

Pregnancy
Ther is insufficientdataon the useof fluvastatinduring pregnancy

SinceHMG-CoA reductseinhibitors decresethe synthesif cholesteroland possiblyof othe biologically active
substanceslerivedfrom cholegerol, theymay causefoetd harmwhenadministered to pregnat women.
Therefore,Luvinstais contraindicatd during pregnacy (seesecton 4.3).

Womenof childbearng potentialhaveto useeffecive contraeption.

If apatientbecanespregnanivhile taking Luvinsta, therapy shouldbedisconinued.

Lactation
Basedon preclinical data,it is expectedhatfluvastain is excreedinto humanmilk. Thereis insufficientinformation
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on the effectsof fluvastatinn newbornsinfants.

Luvinstais containdicaedin breasteedng women.
4.7 Effects on ability to drive and use machines

No studies on the effectson the ability to drive andusemadineshavebeen performed

4.8 Undesirable effects

Themostcommonly reportedadverseeactionsaremild gastrointestnal sympbms,insomniaandheadache.
Adversereactons(Table 1) arerankedunderheadng of frequencythe mostfrequentfirst, usingthefollowing
convention very common(>1/10);common(>1/100to <1/10);uncommon(>1/1,000to <1/100); rare(>1/10000to
<1/1,000)veryrare(<1/10,000),ncludingisolaedreports. Within ead frequencygrouping,adversaeactionsare
presentd in orderof decreamg seriousess.

Tablel Adversereactions

Blood and lymphatic system disorders

Veryrare: Thrombocybpena

Immune system disorders

Very rare: Anaphylacticreacton

Psychiatric disorders

Common: Insamnia

Nervous system disorders

Common: Healache

Very rare: Egraemesia,dysaesthéa, hypoaedtesa aso knownto

asseiatedwith theunderlyinghyperlipidamic disorders
Vascular disorders

Veryrare: Vasculitis

Gastrointestinal disorders

Common: Dyspepsiagbdomnal pan, nausea

Very rare: Parcreatitis

Hepatobiliary disorders

Veryrare: Hepatitis

Skin and subcutaneoustissue disorders

Rare: Hypersensitity reactionssuchas rash, urticaria
Veryrare: Other skinreactons (e.g.eczemadermatits, bullous

exanthema)faceoedemaangioedera
Musculoskeletal and connective tissue disorders

Rare: Myalgia, musde weaknessmyopahy
Very rare: Rhabdomyolysismyositis, lupuserythemadosuslike
reactons

Thefollowing adverseeventshavebeenreportedwith sone statns:

» Sleepdisturbancesincludinginsomniaandnightmares

* Memoryloss

*  Sexualdysfuncton

* Depresmon

» Exceptioral casesf interditial lung diseasg, especlly with long term therapy (seesection 4.4)

Paedatric population
Children and adolescents with heterozygous familial hypercholesterolaemia

Date Printed 31/05/2011 CRN 2087786 page number: 6



Irish Medicines Board

Thesdety profile of fluvastatinin children andadolescatswith heteozygousfamilial hypecholesteolaemiaassessed
in 114 patientsaged9 to 17 yearstreatedn two open-labd non-compaative clinical trials wassimilar to theone
observedn adults.In bothclinical trials no effectwas observe on growth and sexualmatu@ation. The ability of the
trials to detectany effectof treatmenin this areawashowever low.

Laboratoryfindings

Biochemicalabnormaliies of liver functionhavebeen asso@tedwith HMG-CoA redudaseinhibitorsandotherlipid-
loweringagens. Basedon pooledanalyse®f controlledclinical trials confirmedelevationsof alanineaminotiansferas
or aspatate aminotanfeiaselevelsto more than3 timesthe uppe limit of normal occurredn 0.2%on fluvastatin
capsule0 mg/day,1.5%to 1.8%on fluvastatin cgpsukes40 mg/day,1.9%on fluvastatinprolongedreleaetablets80
mg/dayand in 2.7%to 4.9%on twicedaly fluvastain cgpsukes40 mg. The majority of patientswith theseabnomal
biochemicalfindingswereasympbmatc. Markedelevaionsof CK levekto morethan5x ULN developedn avery
small numbe of patientg(0.3to 1.0%).

4,9 Overdose

To datetherehasbeenlimitedexperiene with overdoseof fluvastain. Spedfic treatmentis not availablefor
fluvastatinoverdose Should anoverdoseoccur,the patientshould be treated symptomaitcally and suppotive measues
instituted,asrequired.Liver functiontestsandserumCK leveds shouldbe monitored.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
Phamacotherapeutigroup:HMG-CoA redudaseinhibitorsATC code:C 10 AA 04

Fluvastatinafully syntheticcholeserollowering agent,is a compeitive inhibitor of HMG-CoA reductasewhichis
respasble for the converson of HMG-CoA to mevabnate a precursoiof sterds, includingcholesterolFluvastatin
exertsits maineffectin theliver andis mainly aracanat of thetwo erythro enantiomes of which oneexetsthe
pharmacologicahctivity. Theinhibition of choleserol biosynhesisreducegshe cholesteroln hepdic cells,which
stimulatesthe synthesiof LDL receptorsaandtherebyincreaesthe uptakeof LDL partides. Theultimateresultof
thesemechanismss areducton in the plasmacholesterolconcentration.

FluvastatinreducegotalC, LDL-C, Apo B, andtriglycerides,andincrease$iDL-C in patientswith
hypercholestrolaemiaandmixeddyslipidaema.

In 12 placebacontrolledstudiesin patientswith Typella or lIb hypelipoprotinaemiafluvastatinalonewas
administeredo 1,621 patientsn daily doseregimens of 20 mg, 40 mg and80 mg (40 mg twice daily) for atleast

6 weeksduraton. In a 24-weekanalysisdaiy doses of 20 mg, 40 mg and80 mg produceddoserelatedreductionan
total-C, LDL-C, Apo B andin triglyceridesandincreasesn HDL-C (seeTable 2).

FluvastatinB0 mg prolongedreleag tabletswere admnisterel to over 800 paientsin threepivotd trials of 24 weeks
active treatmenduraion andcompaedto fluvastain 40 mg onceor twice daily. Givenas a singledaily doseof 80 mg,
fluvastatinprolongedreleaseaabletssignificantlyreducedtotalC, LDL -C, triglycerides(TG) andApo B (seeTable?2).

Thempeuticresponses well estabishedwithin two weeks, and a maximumresponsas achievedwithin four weeks.
After four weeksof therapythe mediandeaea® in LDL-C was38%andat week24 (endpoint)the medianLDL -C
decreasenvas35%. Significantincreasesn HDL-C werealso observel.

Table?2 Median percent changein lipid parametersfrom baselineto week 24
Placebo-controlled studies (fluvastatin) and active-controlled trials (fluvastatin prolonged-release
tablet)

Total-C TG LDL-C Apo B HDL-C
o)
Dose N % N % N % N % N 0% A
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All patients
Fluvastatin?0 mg! 747 | <17 | 747 | -12 | 747 | -22 | 114 | -19 | 747 | +3
FluvastatirdO mgl 748 | -19 | 748 | -14 | 748 | -25 | 125 | -18 | 748 | +4
FluvastatildOmg | o7 | o7 | 257 | 18 | 257 | -36 | 232 | -28 | 257 | +6
twice daly
Fluvastatin
prolonged-release 750 | -25 | 750 | -19 | 748 | -35 | 745 | -27 | 750 | +7
takjet80mg2
Baseline TG 2200
mg/dl
Fluvastatin?0 mgt 148 | -16 | 148 | -17 | 148 | -22 | 23 | -19 | 148 | +6
FIuvastatin40mgl 179 | -18 | 179 | -20 | 179 | -24 | 47 | -18 | 179 | +7
Fluvastatird0 mg
twiceda'ly1
Fluvastatin
prolonged-release 239 | -25 | 239 | -25 | 237 | -33 | 235 | -27 | 239 | +11
takjet80mg2
1 Datafor fluvastatinfrom 12 placebecontolledtrials

2 Datafor fluvastatin80 mg prolongedreleaetablet from three24-weekcontolled trials

76 | -27 | 76 | -23 | 76 | -35| 69 | -28 | 76 +9

In the Lipoprotein andCoronaryAtheroscerosisStudy (LCAS), the effect of fluvastatinon coronay athepsclepsis
wasassessedby quantitativecoronaryangiogrghy in maleandfemde paients(35to 75 years old) with coronay
artery diseasendbasline LDL -C levelsof 3.0to 4.9 mmol/l (115to 190mg/dl). In thisrandomigd,doubleblind,
controlled clinical study,429 patientsweretreaed with eitherfluvastatin 40 mg/dayor placebo Quantitdive coronary
angiogramswereevaluatedat baselineandafter 2.5 yeas of treatmentand were evaluablan 340 out of 429 patients.
Fluvastatinreamentslowedthe progressiorof coronaryatherosckross lesionsby 0.072mm (95% confidence
intervalsfor treatnentdifferencefrom —0.1222to —0.022mm) over 2.5yearsasmeasued by changein minimum
lumen diameer (fluvastatin—0.028mm vs. placéo —0.100mm). No directcorrelationbetweerthe angiographic
findingsandtherisk of cardovasulareventshasbeendenonstated.

In the Lescollnterventon PreventiorStudy(LIPS),the effect of fluvastatin on majoradvesecamdiacevents(MACE,
i.e.cardiacdeath,nonfatal myocardialinfarction andcoronay revasculaisation) wasassesseih patientswith
coronaryheartdiseas who hadfirst suaessill percutaneouscoronaryinterventon. The studyincludedmaleand
femde patents(18to 80 yearsold) andwith baseine totalC levds rangingfrom 3.5to 7.0 mmol/L (135to 270
mg/dl).

In thisrandomiseddoubleblind, placebecontolledtrial fluvastain (n=844),givenas80 mg daily over4 yeas,
significantly reducedherisk of thefirst MACE by 22% (p=0.013)as comparedo placebon=833)
Theprimaryendpointof MACE occurredin 21.4%of paients treatal with fluvastatinvs. 26.7%of patientstreatel
with placebo(absouterisk difference:5.2%;95%Cl: 1.1to 9.3). Thesebeneficial effectswere paticulary notewothy
in patientswith diabetesnellitusandin patientswith multivesseldiseae.

Paedhtric population

Children and adolescents with heter ozygous familial hypercholesterolaemia

Thesdety andefficacy of fluvastatinandfluvastain prolongedreleasetablets in childrenandadolescentpaientsaged
9 - 16 yearsof agewith heterozygougamilial hypertolesteolaema has beenevaluatedn 2 openlabel, uncontolled
clinical trials of 2 yearsduration.114 patients(66 boysand 48 girls) were treatedwith fluvastatinadministeed as
either capsuleg20 mg/dayto 40 mg twice daily) or 80 mg prolonged-releasetabletsoncedaily using a dosetitration
regimenbaseduponLDL-C response.

Thefirst studyenrolled29 pre-pubertalboys,9-12 yeas of age,who had anLDL -C level > 90th percentilefor ageand
onepaentwith primary hypercholestrolaema andeitherafamily history of prematuréschaemiceat diseaser
tendon xanthonas. Themeanbasline LDL -C was226 mg/dl equivalento 5.8 mmd/L (range:137- 354mg/dl
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equivalentto 3.6—9.2mmol/L). All patientswerestatedon fluvastain capsuls 20 mg daily with doseadjugments
every 6 weeksto 40 mg daily then80 mgdally (40 mgtwice daily) to achieveanLDL -C goalof 96.7to 123.7mg/dI
(2.5 mmol/ to 3.2mmol/l).

Thesecondstudyenrolled85 male andfemale paients, 10to 16 yearsof age,who hadanLDL-C > 190mg/dI
(equivalento 4.9 mmol/l) or LDL -C > 160mg/dl (equivalentto 4.1 mmoll) and oneor morerisk factorsfor coronary
heartdisease or LDL-C > 160mg/l (equivdentto 4.1 mmol/l) anda proven LDL -receptordefect.The meanbaseline
LDL-C was225mg/dl| equivalento 5.8 mmol/l (range:148- 343 mg/dl equivalentto 3.8— 8.9 mmol/l). All patients
werestartedon fluvastatincapsules20 mg daily with doseadjustmatsevery6 weeksto 40 mg daily then80 mg daily
(fluvastatin80 mg prolongedreleasdahllet) to achieve anLDL -C god of < 130mg/dI (3.4 mmol/l).70patientswere
pubertalor postpuberta{n=69evalatedfor efficacy).

In thefirst study(in prepuberdl boys),fluvastatn 20to 80 mg daly dosesdecrease@lasmalevelsof totaltC andLDL-
C by 21%and27%,respectiely. Themeanadieved LDL -C was161 mg/dl equivalento 4.2 mmol/l (range:74 - 336
mg/dl equivalent1.9—8.7 mmoll). In thesecondstudy(in pubetal or postpubetal girls andboys),fluvastatin20to 80
mg daily doseglecreaseglasmaevelsof totalC andLDL-C by 22%and 28%, respectivelyThemean acheved
LDL-C was159mg/dI! equivalento 4.1 mmol/l (range:90- 295mg/dl equivalentto 2.3— 7.6 mmol/l).

Themajority of patientsn bothstudieg(83%in thefirst studyand 89%in the secondstudy)weretitratedto the
maximum daily doseof 80 mg. At study endpoinf 26 to 30% of patientsin bothstudiesachievedatargetedLDL-C
goal of < 130mg/dl (3.4 mmol/l).

5.2 Pharmacokinetic properties

Absorption:
Fluvastatinis absorbedapidly andcomgetely (98%) after oral admnistraion of a solutionto fastel volunteers After

oral administraion of fluvastatin80 mg prolongedreleaseablds, andin compatsonwith the capailes,theabsoption
rateof fluvasatinis almost60% slower while the meanresidencetime of fluvasttin is increasedy approximately
4 hours.In afed state the subsanceis absobedat areducedrate.

Distribution

Fluvastatinexertsits main effectin theliver, whichis also the main organfor its metabolismThe absolute
bioavailablity assesseftom sygemic bloodconentraionsis 24%. The apparentvolumeof distribution (Vz/f) for the
drugis 330litres.More than98% of the circulating drugis boundto plasma proteins,andthis bindingis not affected
either by theconcentréion of fluvastatin,or by warfarin, salicylic acid or glyburide.

Biotransformabn

Fluvastatinis mainly metabolisedn theliver. The major componatscirculating in the blood are fluvastatinandthe
pharmacologicdy inactiveN-desisopropybpropionicacid metaolite. The hydroxylaed metabolitehave
pharmacologicahctivity but do not circulate systenically. Thereare multiple, altemativecytochromeP450(CYP450)
pathwaysfor fluvastatinbiotransformatiorandthusfluvastain metabolismis relativelyinsensitiveto CYP450
inhibition.

Fluvastatininhibitedonly the metabolisnof compoundshataremetabolisedby CYP2C9.Despitethe potentialthat
therdore existsfor competitiveinteracton betweenfluvastatin and compoundghatareCYP2C9substates suchas
diclofenac phenytoin tolbutamideandwarfarin, clinicd datindicatethatthis interactionis unlikely.

Elimination

Following adminstrationof 3H-fluvadatinto healhy volunteersgexcretionof radioactvity isabout6%in theurineand
93%in thefaecesandfluvadatin accountdor lessthan2% of thetotal radioactivity excreted The plasmaclearance
(CL/) for fluvastain in manis calcubtedto be 1.8+ 0.81/min. Steadystae plasmaconcentationsshowno evidence
of fluvadatin accumulatiorfollowing admnistration of 80 mg daiy. Following oral administratiorof 40 mg of
fluvastatin theterminaldispositionhalf-life for fluvastatinis 2.3+ 0.9 hours.

Characteristic$n patients
Plasmaconcentratnsof fluvastain do notvary as a function of either ageor genderin the general population.
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Howeve, enhanedtreatmentespons was obseévedin womenand in elderly people.Sincefluvastatinis eliminated
primarily via thebiliary routeandis subject to significantpresysémic metabolism,the potentialexistsfor drug

accumuldionin patiens with hepaticinsufficiency (seesections4.3and4.4).

Childrenandadokscatswith heterozygou$amilial hyperchogésterolamia

No pharmacokinet dag&in childrenareavaiable

5.3 Preclinical safety data

Theconvenional studiesjncluding safetypharmaology, genobxicity, repeded dosetoxicity, carcinogenicityand

toxicity onreproductiorstudiesdid notindicaie otherrisksfor the paient thanthoseexpectediueto the

pharmacologicaimechanisnof action.A variety of changesvereidentifiedin toxicity studesthatarecommonto
HMG-CoA reductasenhibitors.Basedon clinicd observabns,liver fundion testsarealreadyrecommende@see
section 4 .4). Furthertoxicity seenin animalswas eithernot relevantfor human useor occured at exposurdevels
sufficiently in excesf the maximumhumanexposureindicaing little relevanceto clinical use.Despitethetheoretica
consideragionsconcerningherole of choleserolin embryodevdopment animal studiesdid notsuggetan
embryotoxic andteratogenigotentialof fluvastain.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule contents:
Mannitol

Talc
Magnesiunstearag

Capsule body:

Gelain

Titaniumdioxide (E171)
Iron oxide,yellow (E172)

Capsule cap:

Gelain
Titaniumdioxide (E171)
Ironoxide,red(E172)

Printing ink:

White ink on capsulecap:
Titaniumdioxide (E171)
Shdlac

Soyalecithin
AntifoamDC 1510

Brown ink on capsulebody:

Shdlac
Ironoxide,red(E172)
Iron oxide,black (E172)
Titaniumdioxide(E171)
Propylengglycol

6.2 Incompatibilities

Not applicable
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6.3 Shelf life

Blister packs (OPA/Alu/PVC-Alu): 2 years
HDPEbattle: 2 years

6.4 Special precautionsfor storage

Do not storeabowe 25°C. Storein original containerin orderto protect from moistureand light.
6.5 Nature and contents of container

Blister packs (OPA/Alu/PVC-Alu).
HDPE contanerwith desiccantsilicagd) andLDPE capwith sed.

Packsizes:

Blister packs (OPA/Alu/PVC-Alu): 10, 14, 20, 28, 30,50, 56,60,98 and100capsules
HDPE battle with desiccanandLDPE cap: 28, 30,56 and 60 capsules

Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal and other handling
No specialrequirement

7MARKETING AUTHORISATION HOLDER
Actavis GroupPTC ehf

Reykjavikurvegi76-78

220 Hafnarfjordur

Iceland

8 MARKETING AUTHORISATION NUMBER
PA1380/5/2

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Dateof first authorisation:22ndMay 2009

10 DATE OF REVISION OF THE TEXT

May 2011
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