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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Fluvat80 mg prolongeal-releasdablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Oneprolongedeleasdabletcontainsfluvastatn sodum equivdentto 80 mg fluvastatin.
For thethefull list of excipients seesection6.1.

3PHARMACEUTICAL FORM

Prolongedreleasetablet

Y ellow coloured film -coatd,roundshaped, biconvextabld with bevded edges.
4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications

Dyslipidaenia

Treatmet of adultswith primary hyperchoéserolaania or mixed dyslipidaema, asan adjunctto diet, when respons
to dietandothernonpharmacologicatreatnents(e.g.exercise,weightreducton) areinadequate.

Secandaryprevenion in coronaryheartdisease

Secmdaryprevenion of majoradversecardaceventsin aduls with coronaryheat diseasefter percutaneougoronary
interventions(seesection5.1).

4.2 Posology and method of administration

Adults

Dyslipidaenia

Prior to initiating treatmentwith fluvastatn, patients shoutl be placed on a standardcholesterclowering diet, which
should be continuedduringtreatment.

Starting and mainenancedosesshouldbe individudizedacacordingto thebaseine LDL-C levelsandthetreatmengoal
to beacomplished.

Therecommendedosing rangeis 20to 80 mg/day.For patientsrequiring LDL -C reductionto a goal of < 25%a
starting doseof 20 mg may be usedasone20 mg capsulen theevening. For patiens requiringLDL -C reductionto a
goal of >25%,therecommendedtartingdoseis 40 mg as one40 mg capsuldan the evening.Thedosemaybe
uptitrated to 80 mg daily, administeredsa single dose(oneprolongeal-releasetabletfluvastain 80 mg) atanytime of
theday or asone40 mg capsuleggiventwicedaily (onein themorningand onein the evening)

Themaximumlipid-lowering effectwith a givendoseis achievedwithin 4 weeks. Doseadjustmentshouldbe madeat
intervalsof 4 weeksor more.
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Secmdaryprevenion in coronaryheartdisease

In patientswith coronaryheartdiseaseafter percutameouscoronaryinterventonsthe appopriatedaly doseis 80 mg.
Fluvastatinis efficaciousin monotherap. Whenfluvastain is usedin combinaton with cholestyamineor otherresins,
it should be administeredat least4 hoursafter theresin to avoid significant interactiondueto binding of thedrugto the
resin In casesvherecoadminisrationwith afibrate or niacin is neessay, the benefitandtherisk of conarrent
treamentshouldbe carefully consdered(for usewith fibratesor niadn seesecton 4.5).

Paediatric population

Childrenandadolescetswith heterozygou$amilial hypercholsterolamia

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 capsule Doseadjusiments shouldbe made at 6-weekintervals.Doses
should beindividualisedaccordingto baseine LDL -C levelsand therecanmendedgoal of therapyto be accomplished
Themaximumdaily doseadminigeredis 80 mg eitherasimmedatereleasecapsules40 mg twice daily or asone
prolonged-releasdablet80 mg oncedalily.

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

Fluvastatinhasonly beeninvestigatedn childrenof 9 yearsandolderwith heteozygousfamilial
hypercholestrolaemia

Renal impairment

Fluvastatinis clearedby theliver, with lessthan6% of theadminstereddoseexcretedinto theurine. The
pharmacoinetics of fluvastatin remainunchangedn patients with mild to severerend insufiiciency. No dose
adjustmentsarethereforenecessaryn thesepatients, however,dueto limited experencewith doses>40mg/dg in case
of sevee renalimpairmentCrCL <0.5mL/secor 30 mL/min), thesedoses shouldbeinitiatedwith caution.

Hepatic impairment

Fluvastatinis contraindicatedn patientswith acive liver diseae or unexplaned, persistentlevationgn serum
transaminaseseesections4.3,4.4and5.2).

Elderly population

No dose adjustrentsarenecesaryin this populaton.

Method of administration

Fluvat80 mg prolongeal-releasdabletscanbetaken with or withoutmeal and shouldbe swallowed aswholewith a
glassof water.

4.3 Contraindications

Fluvastatinis containdicated:

* in patientswith known hypergnsitivity to fluvastatn or any of the excipientslisted in section6.1.

* in patientswith activeliver diseasepr unexplained, persistentelevaionsin serumtransaminaseseesectiond.2,4.4
and 4.8).
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» during pregnancyandbreas-feedng (seesection4.6)
4.4 Special warnings and precautions for use

Liver function

Post marketingcasesf fatal andnon-fatal hepaic failureshavebeenreportedwith somestatinsincluding Fluvasatin.
Althougha causérelationshipwith Fluvastdin treatmenthasnot been determined,patientsshaild be advised to repot
any potental synptons or signsof hepaic failure (e.g. nauseavomiting, loss of appetite jaundice,impaired brair
function,easybruisingor bleeding),andtreatmet disconinuation shoutl be consideed.

As with other lipid-lowering agents,it is recommendedhat liver function testsbe performed before the initiation of
treadment and at 12 weeksfollowing initiation of treatment or elevation in doseand peiiodically therafterin all
patients.Shouldanincreasan aspartat@minotransferae (AST) or alanineaminotransérase(ALT) exceed3 timesthe
upper limit of normal and persist,thergy shouldbe disamontinued.In very rare casespossiblydrugrelatedhepaitis
wasobservedhatreslvedupondiscontinuéion of treatment.

Caution shout be exercissdwhenfluvasatin is administeredto patientswith a history of liver diseaser heavy alcoho
ingestion.

Skeletal muscle
Myopathy hasrarely beenreportedwith fluvagatin. Myositis andrhadbdomyolysishave beenrepoted very rarely. In
patientswith unexplaneddiffuse myalgias muscle tendenessor musde we&kness and/ormarkedelevationof creatine
kinase(CK) values,myopaty, myositis or rhabdomyaoysis haveto be consdered.Patientsshouldtherefore be advise«
to promptly reportunexplainedmusclepain, musde tendenessor muscke weaknessparticularly if accompaniedy
malaise or fever.

Creatne kinasemeasurement

Thereis no currentevidenceto require routine monitoring of plasmatotd CK or othe muscleenzymelevelsin
asymptomaticpaients on statins. If CK hasto bemeaured it shoul not be donefollowing strenuousexerciseor in the
presencef anyplausible alternativecauseof CK-increaseas this makesthe value interpretationdifficult.

Before the treatment

As with all other statinsphysciansshould presribe fluvastatin with caution in patientswith pre-disposing factors for
rhabdomyolysisandits conplicatons A creaine kinaselevel shoull be measured before starting fluvastatintreatmer
in thefollowing situatons

¢ Renalimpairment

¢ Hypothyrodism

o Personabr famili al history of hereditarymuscuér disorders
o Previoushistoryof muscularoxicity with a statin or fibrate
¢ Alcohol abuse
e Sepsis

e Hypotenson
e Trauma

e Major surgery

e Sevee mefbolic, endocrineor electolyte disordes

e Uncontrolledepilesy

e In eldely (age> 70 years),the necessy of suth measurenent shouldbe consideed, accordingto the presence of
other predsposingfactorsfor rhabdomyaoysis

In suchsituations the risk of treatnentshouldbe consideredin relation to the possiblebenefitandclinical monitoiing
is recommendedlf CK levels are significantly elevated at baseine to more than 5 timesthe upperlimit of norma
(ULN), levels shouldbe re-measired within 5 to 7 dayslaterto confirm the results.If CK levek arestill significartly
elevated(> 5 x ULN) atbaselinetreatmenshouldnot be started.

Whilst on treatment
If muscular sympbmslike pain, weaknes®r crampsoccurin patientsreceiing fluvastatin,their CK levelsshouldbe
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measurd. Treatnentshoutl be stopped,if theseevek are foundto besignfificantly elevated> 5 x ULN).

If muscularsynptomsare severeand causedaily discomfort evenif CK levds are elevatedto <5 x ULN, treatnent
discontinuatiorshouldbe considered.

Shouldthe symptomsrelve andCK levelsreturn to normd, thenre-introductian of fluvastatn or anoher statin may
be congderedatthelowed dos andunde closemonitoring.

The risk of myopathyhasbeenreportedto be increasedn paientsrecaving immunosuppessiveagents (including
ciclosporin), fibrates nicotinic acid or erythromycn togeherwith othe HMG-CoA reductaseinhibitors. Isolaied cass
of myopathyhave beenreportedpostmarketing for concanmitant administrationof fluvastain with ciclosporinand
fluvastatinwith colchcine. Fluvasatin shouldbe usedwith caution in paients receving suchconcomitanimedicdion
(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 disconthued.

DiabetesMellitus

Someevidencesuggetsthat statinsasa classraiseblood glucoseand in somepatients,at high risk of future diabetes
may producea level of hyperglycaena whereformd diabetes careis appropriate.Thisrisk, however, is outweighedoy
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 hypercholesterolemia

In patients aged<18 years,efficacy and sdety havenot been studied for treatnentpetriods longerthantwo years.No
data areavailable about the physical,intellectual and sexud maturationfor proongedtreatmentperiod. The long-termr
efficacy of fluvastdin therapyin childhoodto reducemorbidity and mortdity in adulthoodhasnot beenestablishe
(seesection 5.1).

Fluvastatin has only been investigaged in children of 9 years and older with heerozygous familial
hypercholestrolaemia(for detailsseesedion 5.1). In the caseof pre-pubertalchildren,asexperiencas very limitedin
this group, the potentialrisksandbenefitsshouldbe cardully evduatedbeforetheinitiation of treament.

Homozygaisfamilial hypercholegerolemia
No data are availablefor the use of fluvastatinin paients with the very rare condition of homozygousfamilial
hypercholestrolemia.

4.5 Interaction with other medicinal products and other forms of interaction

Fibrates and niacin

Concomitantadministration of fluvastatinwith bezdibrate, gemfibrozil, ciprofibrateor niacin (nicotinic acid) hasno
clinically relevanteffecton the bioavailability of fluvastatin or the othe lipid-loweringagent.Sinceanincreasedisk
of myopdhy and/or rhabdomyolys hasbeenobserve in paientsreceiving HMG-CoA reductasenhibitorstogether
with any of thesemoleculesthe benefitandtherisk of concurrentreamentshouldbe carefully weighedand these
combinationsshoudd only beusedwith cauton (seesection4.4).

Colchicines
Myotoxicity, includingmuscle painandwegnessandrhabdomyolysis hasbeenreportedn isolatedcaseswith
concamitantadminigrationof colchicines.Thebeneft andtherisk of concurremtreatmenshouldbe cardully weighec
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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 ciclospori. Thereaults from anotherstudywherein 80 mg
fluvastatinvasadministeredo renaltransplanpaientswho wereon steble ciclosporinregimenshowedthat
fluvastatinexposur AUC) andmaximumconcentraion (Cmax)wereincreasedby 2-fold comparedo historicaldata
in healthysubjectsAlthoughtheseincreass in fluvastatin levels werenotclinically significant,this combination
should beusedwith caution.Startingandmaintenacedoseof fluvastatin should be aslow aspossiblewhencombned
with ciclospori.

Fluvastatin(40 mg and80 mg) hadno effed on the bioavailability of ciclosporinwhenco-administered.

Warfarin and other coumarin derivatives
In healthyvolunteers the use of fluvastatn andwarfarin (singledose)did not adverselyinfluencewarfarin plasma
levelsandprothrombintimescompaedto warfarin alone.

Howevae, isolatedincidencesof bleedingepisodesandbr increaseal prothrombn timeshavebeenrepotedvery rarely
in patientson fluvastatinreceivingconconitantwarfarin or othe coumain derivatives.It is recomnendedhat
prothrombintimesaremonitoredwhenfluvastain treatmentis initiated, discontinued,or the dosagechangesn patients
receving warfarinor othercoumarinderivatives.

Rifampicin (rifampin)

Administraton of fluvastatinto healthyvoluntees pre-treagedwith 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) diabetesmellutis (NIDDM), addtion of fluvasatin doesnotleadto clinically significantchangsin
glycemiccontrol.

In glibenclamde-treatedNIDDM patierts (n=32),admnistraton of fluvastdin (40 mgtwice daily for 14 days)
increasdthe meanCmax,AUC, andt1/2 of glibendamide approximatly 50%,69% and121% respectively.
Glibenclamidg5 to 20 mg daily) increased the mean Cmaxand AUC of fluvastatinby 44%and51%,respectivelyln
this studytherewereno changesn glucosejnsulin and C-peptdelevds. However patientson concomitanthempy
with glibenclamde (glyburide)andfluvastain shoull continueto be monitored appropriatelywhentheir fluvastatin
doseis increasedo 80 mg perday.

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

Fluconazole

Administraton of fluvastatinto healthyvoluntees pre-treaedwith fluconable (CYP 2C9inhibitor) resultedn an
increasg in the exposireandpeakconcentration of fluvastatn by about84%and44%.

Althoughtherewasno clinical evidencetha the safey profile of fluvastain wasalteredin patientspre-treatedwith
fluconazolefor 4 days,cauton shouldbe exercisedwhenfluvasatin is admnisteed concomitatly with fluconazole.

Histamine H2-receptor antagonists and proton pump inhibitors
Concomitantadministrationof fluvastatinwith cimetidine,ranitidine,or omeprazoleresultsin anincreasein the
bioavailablity of fluvagatin, which, however,is of no clinical relevane.

Phenytoin
Theoverallmagntude of the changesn phenytoin pharma&okinetcs during co-administrationwith fluvagatin are
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relaively smal andnotclinically significant. Thus,routinemonitoring of phenytoinplasmaevelsis sufficient during
co-administraton with fluvagatin.

Cardiovascular agents

No clinically significant pharmacokineti interactionsoccur when fluvastdin is concomitantlyadmnisteredwith
propranolol,digoxin, losartan,clopidogrelor amlodipine Basedon the phamacokinetiadata,no monitoringor dosage
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, fluvadatin is notexpededto interactwith
grapefruitjuice.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential
Womenof childbearng potentialhaveto useeffecive contracetion. If a patientbecanes pregnantwhile taking
Fluvat,therapyshouldbediscontinued.

Pregnancy
Thereis insufficientdataon the useof fluvastatinduring pregnancy.

SinceHMG-CoA reducaseinhibitors decrexsethe synthesif cholesterol and possiblyof otherbiologically active
substanceslerivedfrom choleserol, theymay causefoetalharmwhenadministeedto pregnantvomen.Therefore,
fluvastatinis contraindicagéd during pregnang (seesection 4.3).

Breastfeeding
Basedon preclinical dafy, it is expectedhatfluvastdin is excreted into humanmilk. Theris insufficientinformation
on the effectsof fluvastatinn newborng infants.

Fluvastatins containdicatedn breastfedingwomen(seesecton 4.3).

4.7 Effects on ability to drive and use machines

No studies on the effectson the ability to drive and usemachneshavebeenperformed

4.8 Undesir able effects

Themostcommonly reportedadverseadrugreactonsaremild gastrontestnal symptomsjnsomniaandheadache
Adversedrug reactionsare listed by MedDRA systen organclass.Within eachsystemorganclass,the adversedruc
reactonsarerankedby frequencywith the mod frequent first. Within eachfrequencygrouping,adversedrugreaction
are presentedn orderof decreasingeriousnesdn addition, the correspondindrequencycategory, usingthefollowing
convention(CIOMS 1ll) is also providedfor ead adversadrugreacton: very common(> 1/10); common(> 1/100to <
1/10); uncommon(> 1/1,000to < 1/100); rare (> 1/10,000to < 1/1,000)very rare(< 1/10,000) not known (cannotbe
estimated from theavalable dag).

Blood andlymphaticsystemdisorders
Veryrare Thrombocytopenia
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Immune systemdisorders
Rare:Hypersensitrity reactiongrash,urticaria)
Veryrare Anaphylactiareaction

Psychiatric disorders
Common:Insomnia

Nervoussystendisorders

Common:Headache

Very rare: Parasthesiagdysesthaga, hypoesthesa also known to be assocated with the undetying hypetipidemic
disordes

Vasculadisorders
Veryrare Vasculiis

Gastointestnal disorders
Common:Nauga,abdominalpain,dyspesia
Veryrare Pancreatis

Hepatobiliarydisorders
Veryrare Hepattis

Skin andsubaitaneoudissuedisorders
Veryrare Angioedemafaceoedemaandotherskin reactions(e.g.eczana,dematitis, bullousexanthema)

Musculoskettalandconnedtve tissuedisorders
Rare:Myalgia, muscuér weaknes, myopahy

Veryrare Rhabdomyolyss, lupuslike syndromemyositis
Reproductve systemandbreas disorders:

Not known*: Erectie dysfunctior

Invedigations
Common:Blood creatinephosphokinasincreasedbloodtransanmaseincreased

* Basedon pog-marketingexpeaiencewith fluvastatinvia spontameouscaserepors andliterature casesBecaus
thesereactonsarereportedvoluntarily from a popultion of uncetain size, it is not possibleto reliably estimatetheir
frequencywhichisthereforecategoriedasnotknown.

Thefollowing adverseeventshavebeenreportedwith somne statins:
Sleepdisturbancedancludinginsomniaandnightmares

Memoryloss

Sexualdysfunction

Depression

Exceptionakasesf interstitiallung diseaseespeally with long-term therapy (seesection4.4)

DiabetesMellitus: Frequencywill deped on the presenceor absenceof risk factors(fasing blood glucoe > 5.6

mmol/L, BMI>30kg/n12, raisedtriglycerides history of hypertenson

Paedatric population

Children and adol escents with heterozygous familial hypercholesterolemia

The safetyprofile of fluvastatinin children and adolkescers with heerozygoudamilial hyperchoésteblemiaassesse
in 114 paientsaged9-17 yearstreatedin two opennoncomparativeclinical trials wassimilar to the oneobserve in
adults. In bothclinicd trials no effectwasobservedn growth andsexual matuation. The ability of the trials to detec
any effectof treatnentin this areawashoweverow.

Laboratoryfindings
Biochemicalabnomadities of liver function havebeenasso@ted with HMG-CoA reductasenhibitors andotherlipid-
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loweringagentsBasal on pooledanalyse®f controlledclinicd trials confirmedelevatons of alanineaminotransfease
or aspatate aminotranferaselevels to more than 3 times the upper limit of normal (ULN) occurredin 0.2% on
fluvastatincapsule20 mg/day, 1.5%to 1.8%on fluvastatin capsuls 40 mg/day, 1.9% on fluvastatintablets80 mg/day
and in 2.7% to 4.9% on twice daily fluvastain capsules40 mg. The majority of patientswith theseabnorme
biochemicalfindingswere asymptomaticMarked elevations of CK levelsto more than5 x ULN developedn avery
small numberof patients (0.3to 1.0%)

4.9 Overdose

Should an accdentaloverdosageoccur, administraton of activated chacoal is recommaded and the liver function
should be monitored.In the cas of a very recentoral intakegastriclavagemay be considered.Treament shouldbe
symptomatc.

5 PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Pharmacotherapeutigroup:HMG-CoA redudaseinhibitors
ATC Code:C10AA04

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 aracanat of thetwo erythro enantiomer®f which oneexertsthe
pharmacologicahctivity. Theinhibition of cholesterol biosyntheis reducesthe cholesteroln hepadic cells,which
stimulatesthe synthesif LDL receptorsandtherebyincreaseshe uptakeof LDL particles.Theultimateresultof
thesemechanismss areducton in the plasmacholesterolconcentation.

FluvastatinreducegotalC, LDL-C, Apo B, andtriglycerides,andincreasesiDL-C in patientswith
hypercholestrolaemiaandmixeddyslipideemia.

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

FluvastatinB0 mg prolongedreleag tabletswere admnistereal to over 800 paientsin threepivotal trials of 24 weeks
active treatmendurationandcomparedo fluvastatn 40 mg onceor twice daily. Given asa singledaily doseof 80 mg,
fluvastatinsignificantly reducedotalC, LDL -C, triglycerides (TG) and Apo B (seeTablel).

Therapeuticgesponsés well establishedvithin 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 werealso observe.

Tablel Median percent changein lipid parameter s from baseline to week 24 Placebo-controlled studies
(fluvastatin immediate-r elease capsules) and active-controlled trials (fluvastatin prolonged-r elease capsules)

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

Dose N [%A] N |%A] N [%A] N [% Al N | %A

All patients
Fluvastatit 20mgl TAT | -17 | 747 -12 | 747 -22| 114 -19 | 747| +3

Fluvastatit 40 mg| 748 -19] 748 -14 [ 748] -25[ 125] -18 | 748 +4

Fluvastatitr40mg | 257 | -27 | 257 -18 | 257 -36 | 232 -28 | 257| +6
[twice daily!

Date Printed 24/01/2013 CRN 2124267 page number: 8



Irish Medicines Board

FIuvastatir80ng 750 -25] 750 -19 | 748| -35| 745 -27 | 750 +7

Basdine TG >
200 mg/d|

FIuvastatirZOmgl 148 -16| 148 -17 | 148 -22| 23 | -19| 148] +6
FIuvastatir40mgl 179 -18| 179 -20 | 179 -24| 47 | -18 | 179] +7

Fluvastatii40mg | 76 | -27| 76 | -23| 76 | -35] 69 | -28| 76 | +9
[twice daily!
FluvastatinBOmg2| 23S | -25 |23€ | -25 |237 |33 |235 |27 239 [+11

1 Datafor Fluvastain from 12 placebacontrolledtrials

2 Datafor Fluvastain 80 mg tabletfrom three 24-week contolled trials

In the LipoproteinandCoronaryAtherosckrosisStudy(LCAS), the effect of fluvastatinon 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 2.5yearsasmeasuredby changdan minimum
lumendiameer (fluvastatin—0.028mm vs. placébo —0.100mm). No directcorrelationbetween the angiographic
findingsandtherisk of cardiovasulareventshasbeendenonstraed.

In thefluvastatininterventionPreventionStudy(LIPS), the effectof fluvastdin on majoradversecardiacevents
(MACE; i.e. cardacdeath nonfatal myocadial infarction and coronaryrevasculariation) wasassesdin patients
with coronaryheartdiseasavho hadfirst sucesful percuaneousoronaryintervention Thestudyincludedmaleand
femalepatents(18-80 yearsold) andwith baselnetotal cholesterolleves rangingfrom 3.5-7.0mmol/l (135to 270
mg/dl).

In thisrandomiseddoubleblind, placebecontrolledtrial fluvastatin (n = 844),given as80 mg daily over4 years,
significantly reducedherisk of thefirst MACE by 22% (p = 0.013)ascomnmparedto placebo(n = 833). Theprimary
endpoint of MACE occurredn 21.4%of patientstreaedwith fluvastain vs 26.7% of patientsreaedwith placebo
(absduterisk difference’5.2%;95%Cl: 1.1t0 9.3).

Thesebeneicial effects wereparticularlynoteworty in paientswith diabetes mdlitus andin patientswith multivessel
disease.

Paedatric population
Children and adolescents with heterozygous familial hypercholesterolemia

The safetyandefficacy of fluvastatinin childrenandadolescat patientsageal 9-16 yearsof agewith heterozygous
familial hypercholesteroleminasbeenevaluaedin 2 openlabel, unantrolledclinical trials of 2 yeas' duration.114
patients(66 boysand48 girls) weretreatel with fluvastain admnistereal aseitherfluvastatin20 mg/dayto 40 mg
twicedaily or fluvastatin80 mg prolongel-releasetabldes once daily usinga dosetitration regimen baseduponLDL-C
respmse.

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 equivalentto 5.8 mmol/L (range:137- 354 mg/dL equivakentto
3.6—-9.2mmol/L). All paientswerestarted on fluvastatin 20 mg daily with doseadjusmentsevery6 weeksto 40 mg
daily then80 mg daily (40 mgtwice daiy) 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 equivalento 5.8 mmol/LL (range 148- 343 mg/dL equivalentto 3.8— 8.9
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mmol/L). All patientswerestartedon fluvastatn 20 mg daiy with doseadjusimentsevery6 weeksto 40 mg daily then
80 mgdaily to achieveanLDL -C goalof < 130mg/dL (3.4mmolL). 70 paientswerepubertalor postpubetal (n=69
evaluated for 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 equialentto 4.2 mmol/L (range:74 -
336 mg/dL equivalent1.9— 8.7 mmol/L). In the secondstudy(in puberal and postpubertagirls 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 equivalatto 2.3— 7.6 mmol/L).

Themajority of patientsn bothstudieg(83%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

Fluvastatinis absorbedapidly andcompktdy (98%)after oral administration of a solutionto fastedvolunteersAfter
oral administraion of fluvastain 80 mg prolongedreleasdablets, and in comparisonwith theimmediatereleag
capsulesthe absorptiorrateof fluvastatn is almost60% slowe while the meanresidencdime of fluvastatinis
increasdby approximatelyd hours In afed state,thedrugis absorbedtareducedate.

Distribution

Fluvastatinexertsits main effectin theliver, whichis aso theman organfor its metabolismThe absolute
bioavailablity assesseftom systemidloodconaentraionsis 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 the concentréion of fluvastatin,or by warfarin, salicylic acid, or glyburide.

Biotransformabn Fluvagatin is mainly metabolizedin theliver. Themgor componentscirculating in thebloodare
fluvastatinandthe pharmacabgically inactive N-desisopropybpropionic acid metabolite. The hydroxylaed metaboites
have pharmacologicadctivity butdo not circulate sysemically. Therearemultiple, alternativecytochrome?450
(CYP450)pathwaydor fluvastatn biotransformatn andthusfluvastain metebolismis relativelyinsensitiveto
CYP450inhibition.

Fluvastatininhibitedonly the metabolismof compoundshataremetabolzed by CYP2C9.Despitethe potentialthat
thereforeexistsfor competitiveinteractionbetween fluvastatin and compoundghatare CYP2( substratessuchas
diclofenac phenytoin tolbutamide andwarfarin, clinicd dataindicatethatthisinteractionisunlikely.

Elimination

Following adminstrationof 3H-fluvadatinto heathy volunteersgexcretionof radioactivity isabou 6% in theurineand
93% in thefaecesandfluvagatin accountdor lessthan2% of thetotal radioactivity excreed. Theplasmaclearance
(CL/f) for fluvastatn in manis calculatedo be 1.8+ 0.8 L/min. Steadystae plasmaconcentationsshowno evidence
of fluvagatin accumulatiorfollowing administration of 80 mg daily. Following ord administratiorof 40 mg
fluvastatin theterminaldispostion half-life for fluvastatinis 2.3 + 0.9 hours.

Characteisticsin patients

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

Sincefluvastatinis eliminatedprimarily via the biliary routeand is subject to significantpre-systemianetabolismthe
potentialexistsfor drugaccumulationn paientswith hepatic insufficiency(seesectionst.3and4.4)
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Childrenandadolescatswith heterozygouamilial hypercholsterolania

No pharmacokinet datain childrenareavaiable

5.3 Preclinical safety data

Theconvenional studiesjncludingsakety pharmaology, genotoxcity, repeaed 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 fluvastain.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Core:

Cellulose, microcrystalline
Hypromellose
Hyprolose(Hydroxypropylcellulos)
Potasium hydrogencarbonate
PovidoneK- 30

Magnesiunstearag

Film-coating:
Hypromellose

Iron oxideyellow (E172)
Titaniumdioxide (E171)
Macrogol8000

6.2 Incompatibilities
Not applicable

6.3 Shelf life

2years
In- useshef life for HDPE bottle afterfirst openingof the bottle: 4 months

6.4 Special precautionsfor storage
Storein the original packagen orderto proted from moisture.
6.5 Nature and contents of container

OPA/Aluminium/PVC//Aluminiumblister: 7, 10, 14, 20, 28, 30,50, 84,90, 100,490
HDPE battle with PPscrewcap:14, 20,28, 30,49, 50, 56, 60,100
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Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal and other handling

No specialrequirement:

Any unusedoroductor wase materialshould bedisposé of in acawrdancewith local requirements
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