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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Fluvat40 mg capsules
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead capsuk contains42.12mg fluvastain sodiumcorrespondingo 40 mg fluvastatin.

For thefull list of excipients,seesection6.1.
3PHARMACEUTICAL FORM

Capsulehard

Brown coloured capsulecontainingoff-white to paleyellow powder.
4 CLINICAL PARTICULARS
4.1 Therapeutic Indications

Dyslipidaenia
Treatmet of aduts with primaryhypercholesteralema or mixeddyslipidaenia, asanadjunctto diet, whenresponse

to dietandothernonpharmacologial treatrents(e.g.exacise,weightreductbn) are inadequate.

Secandarypreventon in coronaryheartdisease
Secmdaryprevenion of majoradver cardia evens in adultswith coronaryheat diseaseafter peraitaneousoronary
interventions(seesection5.1).

4.2 Posology and method of administration

Adults

Dyslipidaenia

Prior to initiating treatmentwith fluvastain, patientsshout be placedon a standardcholesterclowering diet, which
should be continuedduringtreatment.

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

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%,therecommendesgtartingdoseis 40 mg as one40 mg capsulen 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.

Secandarypreventon in coronaryheartdisease
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In patientswith coronaryheartdiseaseafter percuteouscoronaryinterventonsthe appiopriatedaly doseis 80 mg.
Fluvastatinis efficaciousin monotherap. Whenfluvastain is usedin combinaton with cholestyamineor otherresins,
it should be administeredatleast4 hoursafter theresin to avoid significant interactiondueto binding of thedrugto the
resin In caseswherecoadminisrationwith 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 treatmentwvith fluvastatn in childrenandadolescers aged9 years andolderwith heterozygous
familial hypercholesterolaemi#he patientshoutl be placedon a standardcholesterclowering diet, andcontinued
during treatment.

Therecommendedtartingdoseis one20 mg capsuleDoseadjusimens 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 the adminstereddoseexcretedinto theurine. The
pharmacoknetics of fluvastatin remainunchangedn paients with mild to severerend insufficiency. 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 impairmentFluvagdatin is contraindicatedn paients with acive liver diseae or unexplaned, persistent
elevationsin serumtranaminasegseesectons4.3,4.4and5.2).

Elderly population

No dose adjustrentsarenecesaryin this populaton.

Method of administration

Fluvat40 mg capsulesanbetakenwith or without mealsandshouldbe swallowedaswhole with a glassof water.

4.3 Contraindications

Fluvastatins containdicated:

* inpdientswith known hypersensivity to fluvastatin or any of the excipientslistedin section6.1.

* in patientswith acive liver diseasepr unexplaned, persistentelevationsin serumtransaminaseseesections4.2.
4.4 and4.8).

* during pregnacy andbreastfeeding(seesecton 4.6).

4.4 Special warnings and precautions for use

Liver function
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Post markeing casesof fatal andnor-fatal hepatc failureshavebeenreportedwith somestains including fl uvasatin.
Althougha causalrelationshipwith fluvastain treamenthasnot been deermined, patientsshouldbe advisedto repot
any potental synmptons or signsof hepaic failure (e.g. nauseavomiting, loss of appetite jaundice,impaired brair
function,easybruisingor bleeding),andtreatmet disconinuation shout be consideed.

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

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

Skeletal muscle
Myopathy hasrarely beenreportedwith fluvagatin. Myositis andrhabdomyolysishave 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 adviset
to promptly reportunexplainedmusclepain, musde tendenessor muscke weaknessparticularly if accompaniedy
malaise or fever.

Creaine kinasemeasurement

Thereis no currentevidenceto require routine monitoring of plasmatotd CK or othe muscleenzymelevelsin
asymptomaticpaients on statins. If CK hasto bemeaured it shoutl not be donefollowing strenuousexerciseor in the
presencef anyplausible alter native cause of CK increase as this makes the value interpretation difficult.

Before the treatment

As with all other statinsphydcians shoutl prescibe fluvastatin with cauton in patientswith predisposingfactoss for
rhabdomyolysisandits conplicatons A creaine kinaselevel shoull be measured before starting fluvastatintreatmer
in thefollowing situaions

* Renalimpairment
* Hypothyrodism
* Personabr familial history of herediary muscuér disorders

* Previoushistoryof musculartoxicity with a statn or fibrate
* Alcohol abuse

» Sepsis
* Hypotersion
e Trauma

* Major surgery
» Severametaboic, endocrineor electrolytedisorders
* Uncontroled eplepsy

* Ineldealy (age> 70 yearg, the necessityof suchmeasuremet shouldbe consideed, accordingto the presenc
of otherpredispogig factorsfor rhabdomyolysis

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

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

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

Shouldthe symptomsrelve andCK levelsreturn to normd, thenre-introductian of fluvastatn or anoher statin may
be condderedat thelowed 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 dyspno@, 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 (fastingglucose5.6 to 6.9 mmol/L, BMI>30kg/m2,raisedtriglycerides, hypetersion) shouldbe monitoredbott
clinically andbiochemcally accordingto nationalguidelines.

Paedatric population

Children and adol escents with heterozygous familial hypercholesterolemia

In patients aged<18 years,efficacyandsdety havenot been studed for treamentpernods 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
(seesectin 5.1).

Fluvastatin has only been investigaed 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.

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

4.5 Interaction with other medicinal productsand other forms of interaction

Fibrates and niacin

Concomitantadministation of fluvastatinwith bezdibrate, gemfibrozil, ciprofibrate or niacin (nicotinic acid) hasnc
clinically relevanteffecton the bioavailabilty of fluvastain or the othe lipid-lowering agent Sincean increasedisk
of myopahy and/orrhabdomyolys hasbeen obseved in paients receving HMG-CoA reductaseinhibitors togehel
with any of thesemoleculesthe beneft andthe risk of concurrait treatentshouldbe carefully weighedard thest
combinationsshoudd only beusedwith cauton (seesection4.4).

Colchicines

Myotoxicity, including muscle pain and weakness and rhabdomyoysis, has beenreportedin isolated cases with
concamitantadminigration of colchicines The beneft andtherisk of concurrat treamentshouldbe carefully weighec
and thes combinationsshouldonly be usedwith caution (seesection 4.4).

Ciclosporin
Studiesin renaltransplanpatientsindicate thatthe bioavalability of fluvastain (up to 40 mg/day)is not elevatedo a

Date Printed 07/12/2012 CRN 2120562 page number: 4



Irish Medicines Board

clinically significant extentin patientson stabk regimensof ciclosporin.Theresultsfrom anotherstudywherein 80 mg
fluvastatin was administeredto renal transplantpatients who were on stable ciclosporin regimen showed thai
fluvastatinexposurglAUC) and maximumconcentraton (C, ..) were increasedy 2-fold compaed to historical date

in healthy subjecs. Although theseincreases in fluvastdin levels were not clinically significant this combindion
should be usedwith caution.Startingandmantenane doseof fluvastdin shouldbe aslow aspossiblewhen combines
with ciclosporh.

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

Warfarin and other coumarin derivatives
In healthy volunteess, the use of fluvastdin and warfain (single dosg did not adverselyinfluence warfarin plasmi
levelsandprothrombintimescompaedto warfarin alone.

Howevae, isolated incidencesof bleedingepisodesand/orincreaed prothrombintimeshavebeenreportedvery rarely
in patientson fluvastatin receiving concomtant warfarin or other coumarn derivatives.It is recommendedtha
prothrombintimesaremonitoredwhenfluvastatn treamentis initiated, discontinuedpr the dosagechangesin patient:
receving warfarinor othercoumarinderivatives.

Rifampicin (rifampin)

Administraton of fluvadatin to healthyvolunteerspre-treatedwith rifampicin (rifampin)resultel in a reducton of the
bioavailablity of fluvagatin by about50%. Although at presenthereis no clinical evidencehatfluvastain efficacy in
lowering lipid levelsis altered,for patients undetaking long-term rifampicin therapy(e.g. treatnent of tubeculosis)
appropriae adjustmenbf fluvastatindosagemay be warrantedto ensurea satsfadory redictionin lipid levels.

Oral antidiabetic agents

For patientsreceving oral sulfonylurea (glibenclmide [glyburidg, tolbutamide)for the treatmentof norrinsulin-
deperdent (type 2) diabetesmellutis (NIDDM), addiion of fluvastaiin does notlead to clinically significant changesn
glycemiccontrol.

In gliberclamde-treatd NIDDM patients (n=32), administrdion of fluvastain (40mg twice daily for 14 days)
increasd the mean C__, AUC, and t;, of dlibenclamide approximatef 50%, 69% and 121%, respedtely.

Glibenclamidg(5 to 20 mg daily) increasd themeanC_ . andAUC of fluvastatinby 44% and51%, respeetively. In

this study therewere no changesn glucose,insulin and C-peptide levels. However,patientson concomtant thergy
with glibenclanide (glyburide) and fluvastdin shouldcontinue to be monitored appropriatelywhen their fluvastatir
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
increas in theexposire andpeakconcentration of fluvastatn by about84%and44%.

Althoughtherewas no clinical evidencethat the safdy profile of fluvastain was alteredin patientspre-treatedwith
fluconazoléor 4 days,caution shouldbe exercisedwhenfluvasatin is admnisteled concomitatly with fluconazole.

Histamine H,-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

The overall magnitude of the changesn phenybin pharnacokinetics during co-administrationwith fluvagatin are
relaively smal and not clinically significant. Thus,routine monitoring of phenytoinplasmaleves is sufficientduring
co-administraton with fluvagatin.
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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

Concomitantadmiristraton of fluvasttin with the potent cytochromeP450(CYP) 3A4 inhibitors itraconazoleanc
erythromycinhasminimal effectson the bioavailaility of fluvastatn. Given the minimal involvementof this erzyme
in the mewbolsm of fluvastatin, it is expected that othe CYP3A4 inhibitors (e.g. ketoconaale, ciclosporin) 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 apatient becomegpregnanivhile taking Fluvat, thergy shouldbe discontnued.

Pregnancy
Thereis insufficientdataon the useof fluvastatinduring pregnancy.

Since HMG-CoA reductaseinhibitors decreaseahe synhesisof cholesteol and possbly of other biologically active
substanceslerived from cholesterolthey may causefoetd harm whenadministeed to pregnantwomen. Therebre
fluvastatinis contraindica@d during pregnang (seesection 4.3).

Breastfeeding
Basedon preclinical daf, it is expectedhatfluvastain is excreted into humanmilk. Theris insufficientinformation
on theeffectsof fluvastatinin newborng infants.

Fluvastatinis 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 usemachneshavebeen perfomed
4.8 Undesirable 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 IlI) is also providedfor ead adversedrugreacton: 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 da@).

Blood andlymphaticsystendisorders
Veryrare Thrombocytopenia

Immune systemdisorders
Rare:Hypersensitrity reactiongrash,urticaria)
Veryrare Anaphylactiareaction
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Psychiatric disorders
Common:lnsomnia

Nervoussystemdisorders

Common:Headache

Very rare: Paresthesiagysesthasa, hypoesthesa aso known to be assocated with the undetying hypetipidemic
disordes

Vasculadisorders
Veryrare Vasculits

Gastointestnal disorders
Common:Nauga,abdominalpain,dyspgsia
Veryrare Pancreatis

Hepatobiliarydisorders
Veryrare Hepattis

Skin andsubataneougissuedisorders
Veryrare Angioedemafaceoedemaandotherskin reactions(e.g.eczema,demditis, bullousexanthema)

Musculoskettalandconnedive tissuedisorders
Rare:Myalgia, muscuarweaknes, myopahy
Veryrare Rhabdomyolyss, lupuslike syndromemyositis

Reproductve systemandbreas disorders
Not known*: Erectie dysfunctior

Invedigations
Common:Blood creatinephosphokinasincreasedbloodtransanmmaseincreased

* Basedon pod-marketing experiencewith fluvastatin via sponaneouscasereports and literature cases
Becausdhesereactionsarereportedvoluntarily from a popultion of uncertan size, it is not possibleto
reliably estmatetheir frequencywhich is thereforecategorisedasnot known.

Thefollowing adverseeventshavebeenreportedwith somne statins:

» Sleepdisturbancesincludinginsomniaand nightmares

*  Memoly loss

* Sexualdysfundion

* Depresmn

* Exceptbnalcasesf interditial lung diseae especally with long-term therapy (seesection4.4)

» DiabetesMellitus: Frequencywill dependon the presenceor absence of risk factors (fasting blooc

glucos> 5.6 mmol/L, BMI>30kg/m2,raisedtriglycerides, history of hypetension).

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

Biochemicalabnormalites of liver functon havebeen assocated with HMG-CoA reductaseénhibitors andotherlipid-
loweringagens. Basal on pooledanalyse®f controlled clinical trials confirmed elevationsof alanineaminotransferas
or aspatate aminotanferlaselevelsto morethan3 timesthe uppe limit of normal(ULN) occurredn 0.2%o0n
fluvastatincapsule®0 mg/day,1.5%to 1.8%on fluvastatin capsuleglO mg/day, 1.9%on fluvastain tablets80 mg/day
and in 2.7%to 4.9%on twice daily fluvastatin cgposukes40 mg. The majority of patientswith theseabnomad
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biochemicalfindingswereasymptomaticMarked elevaions of CK levek to morethan5 x ULN developedn avery
small numberof patients (0.3to 1.0%)

4.9 Overdose

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

5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Phamacotherapeutigroup:HMG-CoA redudaseinhibitors
ATC Code:C10A AO4

Fluvastatin a fully syntheticcholesterblowering agent,is a compstitive inhibitor of HMG-CoA reducase,which is
respagble for the converson of HMG-CoA to mevabnate,a precursorof sterok, including cholesterol. Fluvastatin
exerts its main effectin the liver andis mainly a racenat of the two erythio enantiomersof which one exertsthe
pharmacologicalactivity. The inhibition of cholesterol biosynhesisreduce the cholesteol in hepdic cdls, which
stimulatesthe synthesisof LDL receptorsand therdoy increaseshe uptake of LDL particles.The ultimate result of
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 doseregimens of 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 admnisteral to over800 patentsin threepivotaltrials 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.
After four weeksof therapythe mediandeadea® in LDL-C was38%andat week24 (endpointlthemedianLDL -C
decreasenvas35%. 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 el ease capsules)

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

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

All patients
Fluvastatin | 747 - | 747 | - | 747 | - | 114 | - | 747 | +3
Fluvastatin | 748| - | 748 - 748 | - |125| - [ 748 | +4
40 mgl 19 14 25 18
Fluvastatin | 257| - | 257 - [ 2567 - | 232| - | 257 | +6
40mgtwice 27 18 36 28
daily’
Fluvastatin | 750| - | 750 - [ 748 | - | 745| - [ 750 | +7
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80 m92 25 19 35 27
Basdline
TG > 200
mg/d|
Fluvastatin | 148| - | 148 - | 148 | - 23 | - | 148 | +6
20 mgl 16 17 22 19
Fluvastatin | 179 - | 179 - (179 - | 47 | - [ 179 | +7
40 mgl 18 20 24 18
Fluvastatin | 76 | - 76 | - 76 | - 69 | - 76 | +9
40 mgtwice 27 23 35 28
daily’
Fluvastatin | 239 - | 239 - [237| - | 235| - [ 239 ]| +11
80 m92 25 25 33 27

1 Datafor Fluvastatinfrom 12 placebacontolled trials
2 Data for Fluvastating0 mg tabletfrom three24-week controled trials

In the LipoproteinandCoronaryAtherosckrosisStudy(LCAS), the effect of fluvastatinon coronaryatherosclerosis
wasas®ssedy quantitativecoronaryangiographyn maleand femde paients(35to 75 yearsold) with coronary
artery diseasendbaselind_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 Quantitdive coronary
angiogramswereevaluatedat baselineand after 2.5 yeas of treatmentand were evaluablein 340out of 429 patients.
Fluvastatintreamentslowedthe progressionof coronaryatheroscleosis lesionsby 0.072mm (95% confidence
intervalsfor treatmentdifferencefrom —0.1222to —0.022mm) over 2.5yearsasmeasuredby changean minimum
lumendiameer (fluvastatin—0.028mm vs. placéoo —0.100mm). No directcorrelationbetween the angiographic
findingsandtherisk of cardiovasulareventshasbeendenonstraed.

In the Fluvastain InterventionPrevention Study (LIPS), the effect of fluvastain on majoradvesecardiacevents
(MACE; i.e. cardacdeath nonfatal myocadial infarction and coronaryrevasculariation) wasasssesdin patients
with coronaryheartdiseasavho hadfirst sucesful percuaineousoronaryintervention. The studyincludedmaleand
femalepatents(18-80 yearsold) andwith baselnetotal cholesterolleves rangingfrom 3.5-7.0mmol/I (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)ascomparedto placebo(n = 833).
Theprimaryendpointof MACE occurredn 21.4%of paients treated with fluvastatinvs 26.7%o0f patientsreatedwith
placebo(absouterisk difference:5.2%;95%CI: 1.1t0 9.3).

Thesebeneficialeffectswereparticulary noteworthy in patientswith diabgesmellitusandin patientswith multivesse
disease.

Paedatric population

Children and adolescents with heterozygous familial hypercholesterolemia

Thesafetyandefficacy of fluvastatinin childrenandadolescat patientsaged 9 - 16 yearsof agewith hetepzygous
familial hypercholesteroleminasbeenevaluaedin 2 openlabel, unaontrolledclinical trials of 2 yeas'duration.114
patients(66 boysand48 girls) weretreatel with fluvastain admnistereal aseitherfluvastatin20 mg/dayto 40 mg
twicedaily or fluvastatin80 mg prolongel-releasetablds 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- 354mg/dL equivakentto
3.6—9.2mmol/L). All paientswerestarted on fluvastatin 20 mg daily with doseadjusmentsevery6 weeksto 40 mg
daily then80 mg daily (40 mg twice daily) to achieveanLDL -C goalof 96.7to 123.7mg/dL (2.5mmol/L to 3.2
mmol/L).
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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 fluvastatn 20 mg daiy with doseadjusimentsevery6 weeksto 40 mg daily then
80 mg daily 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 daily dosesdecrease@lasmadevelsof totalC andLDL-
C by 21%and27%,respectivelyThemeanachieved LDL -C was161 mg/dL equialentto 4.2 mmol/L (range:74 -
336 mg/dL equivalent1.9—8.7mmol/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 daily doseof 80 mg. At studyendpoint,26to 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 fluvastatn 80 mg prolongedreleaseaables, andin comparisonwith theimmediaterelease
capsulesthe absorptiorrateof fluvastatn is almost60% slowea while the meanresidencaime of fluvastatinis
increagdby approximatelyd hours In afed state,thedrugis absorbedtareducedate.

Distribution

Fluvastatinexertsits main effectin theliver, whichis also the man 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

Fluvastatinis mainly metabolizedin theliver. The major componentsirculding in theblood arefluvastatinandthe
pharmacologicdy inactiveN-desisopropybpropionicacid metaolite. The hydroxylatedmetaboliteshave
pharmacologicahctivity butdo not circulatesystenically. There aremultiple, alterndive cytochomeP450(CYP450)
pathwaysfor fluvastatinbiotransformatiorandthusfluvastain metaboismis relativelyinsensitiveto CYP450
inhibition.

Fluvastatininhibitedonly the metabolismof compoundshataremetabolzed by CYP2C9.Despitethe potentialthat
thereforeexistsfor competitiveinteractionbetween fluvastatin and compoundshatare CYP2Q( substratessuchas
diclofenac phenytoin tolbutamide andwarfarin, clinicd dataindicatethatthis interactionis unlikely.

Elimination

Following admintrationof 3H-fluvagatin to heathy volunteersexcretionof radioativity 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 fluvasttinis 2.3 + 0.9 hours
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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 significant pre-systemiametabolismthe
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

Capsule contents:
Calciumcabonae
Cellulose microcrystalline
Pregelatinisednaize starch
Talc
Sodiumhydrogencambonate
Magnesiunstearag

Hard gelatin capsule:
Gelatn
Titaniumdioxide (E171)

Ironoxidered(E172
Sodiumlaurilsulfate

6.2 Incompatibilities
Not applicable

6.3 Shelf life

OPA/ Al/ PVC/ Al blister: 3 years

HDPEbattle: 3 years

Afterfirst openingthe HDPEbottle: 4 months
6.4 Special precautionsfor storage

OPA/ Al/ PVC/ Al blister: Do notstore above25°C
HDPE battle: Do not storeabove25°C

Storein the original packagen orderto proted from light.

6.5 Natur e and contents of container

OPA/ AL/ PVC/ Al blister:14,20, 28, 30, 50,56, 84,90, 98,100,490 hardcgpsule:
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HDPE battle with PPcap:98 hardcapsule

Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal and other handling
No specialrequirement:
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