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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Lescd XL 80mg ProlongedReleaseTablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Oneprolongedreleasdabletof LescolXL contains84.24mg fluvastatin sodum equivalento 80 mg fluvastatinfree
acid.

For afull listof excipients,seesection6.1.
3PHARMACEUTICAL FORM

ProlongedReleasd ablet

Product imported from Greece:
Y ellow, circular, slightly biconvexfilm-coadedtablet with bevelkededge engravedwith “NVR” ononesideand“LE”
on theotherside.

4 CLINICAL PARTICULARS
4.1 Therapeutic Indications

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

to dietandothernonpharmacologial treatments(e.g.exacise,weightreducton) is inadequate.

Secmdaryprevenion in coronaryheartdisease
Secmdaryprevenion of majoradver cardia evens in adultswith coronaryheat diseaseafter
percutaneougoronaryinterventiongseesecton 5.1).

4.2 Posology and method of administration

Adults

Dyslipidaenia

Prior to initiating treatmentwvith LescolLescolXL, patents shouldbe placed on astandardctholesterolowering diet,
which should be continuedduringtreatment.

Starting and mainienancedosesshould be individudizedaacordingto thebaseine LDL-C levelsandthetreatmengoal
to beacomplished.

Therecommendedosing rangeis 20to 80 mg/day.For patientsrequiring LDL -C reductionto a goalof < 25%a
starting doseof 20 mg maybe usedasonecapsué in theevening. For paientsrequiing LDL-C reductionto a goalof
>25%,therecomnendedstartingdoseis 40 mg as onecapsulan theevening. Thedosemaybe uptitratedto 80 mg
daily, adminsteredasa singledose(onelLes®l XL tablet) atanytime of thedayor asone40 mg capsulegiventwice
daily (onein themorningandonein theevening).

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

In patientswith coronaryheartdiseaseafter percutameouscoronaryinterventonsthe appopriatedaly doseis 80 mg.
Lescd is efficacibusin monotherapyWhen Lescol is usedin combindion with cholestyraminer otherresins,it
should beadministeredatleast4 hoursafter theresinto avoid significantinteraction dueto bindingof 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

Childrenandadolescatswith heterozygousamilial hypercholsterolaemia

Prior to initiating treatmentwvith LescolLescolXL in childrenand adolescentsaged9 yeas andolderwith
heterozygausfamilial hypercholegerolaemia, the paient shouldbe placed on a standad cholesteroloweringdiet, and
continuedduring treatment.

Therecommendedtartingdoseis one20 mg Lescolcapsule Doseadjusimens shouldbe madeat 6-week intervals.
Dosesshould beindividualisedaccordingto basline LDL -C levelsandtherecanmendedjoal of therapyto be
accomplishedThemaximumdaily dose administeral is 80 mg eitherasLesol capsuleglO mgtwice daily or asone
Lescd 80 mgtabletoncedaily.

Theuseof fluvastatn in combinationwith nicotinic acid, cholestyranne, or fibratesin childrenandadolescenthas
not beeninvestigated.

Lescd/L escolXL hasonly beeninvestigaedin childrenof 9 yeas and olderwith heterozygougamilial
hypercholestrolaemia

Renal |mpairment

Lescd/LescolXL is clearedby theliver, with lessthan6% of the administereddoseexcretednto theurine.
Thepharmacokineticsf fluvastatinremain unchangd in patientswith mild to severerenalinsufficiency.

No dose adjustrrentsarethereforenecessaryn thesepaients however,dueto limited expeience with doses
>40mg/dayin caseof severaenalimpairment(CrCL <0,5mL/secor 30 mL/min), thesedosesshouldbe initiated with
caution.

Hepatic Impairment
Lescd/L escolXL is contraindicatedn patientswith acive liver diseae or unexplainé, persistentelevdionsin serum
transaminaseseesections4.3,4.4and5.2).

Elderly population
No dose adjustrentsarenecesaryin this populaton.

Method of administration
Lescd cgpsukesandLescolXL tabletscanbetaken with or withoutmeak and shouldbe swdlowedaswholewith a
glassof water.

4.3 Contraindications

Lescd/LescolXL is contraindicated:
o in patientswith knownhypersensitiity to fluvastain or any of the excipiens.
o in patientswith active liver diseag, or unexphined, persistentlevaionsin seum transaminaes(seesections
4.2,4.4and4.8).
o duringpregnancyandlactation(seesection 4.6).

Date Printed 25/11/2011 CRN 2095119 page number: 2



Irish Medicines Board

4.4 Special warnings and precautions for use

Liver function

Aswith otherlipid-loweringagentsijt is recommendd thatliver function testsbe peiformedbeforetheinitiation of
treamentandat 12 weeksfollowing initiation of treament or elevation in doseandperodically thereafterin all
patients.Shoud anincrea® in agartateaminotransferaser alanineaminotransfeaseexceed3 timestheupperlimit of
normalandpersst, therapyshouldbediscontnuel. In very rarecasespossiby drugrelaiedhepaitis wasobsrvedthat
resolvedupondiscontinuabn of treatment.

Caution shouldbe exercisedvhenLescolLescolXL isadministeredto paientswith ahistoly of liver diseaser heavy
alcohol ingestion.

Skeletal muscle

Myopathy hasrarelybeenreportedwith fluvastdin. Myositis andrhabdomyolysishavebeenreportedvery rarely. In
patientswith unexplainedliffusemyalgas, musde tendernessr muscleweaknessand/ormarkedelevationof creatine
kinase(CK) values myopathy myositisor rhabdonyolysis haveto be considered.

Patientsshouldthereforebe advisedto promptly reportunexplanedmusck pain, muscletendernessr muscle
weaknessparticularlyif accompaniethy malaiseor fever.

Creatne kinasemeasurement

Thereis no cumrent evidenceto require routine monitoring of plasma totd creatinekinaseor other muscleerzyme
levelsin asympbmatc patientson stains. If credine kinasehas to be measued it should not be done following
strenuous exercse or in the presenceof any plausible alternative causeof CK-increaseas this makesthe value
interpretdion difficult.

Before thetreamment:

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 situaions

- Renalimpairment

- Hypothymoidism

- Personabr familial history of herediary muscuér disorders

- Previoushistory of musculartoxicity with a statn or fibrate

- Alcohol abuse

- In elderly (age>70years) the necessityof suchmeasuremat shouldbe consdered,acordingto the presencef othel
predisposingactorsfor rhabdomyolysis.

In suchsituations the risk of treatnent shouldbe consideredin relation to the possiblebenefitandclinical monitoling
isrecommendedlf CK-levelsaresignificanty elevaed at baseine (>5xULN), levels should be re-measuredvithin 5
to 7 dayslaterto confirm the reaults. If CK-levels are still significantly elevated(>5xULN) at basdine, treamen
should notbe started.

Whilst on treatnent:
If muscular sympbmslike pain, weaknes®r crampsoccur in paients reaiving fluvastatin,their CK-levels shout be
measurd. Treatnentshoutl be stopped,if thesedevek are foundto besignificantly elevated>5xULN).

If muscularsymptomsare severeand causedaily disconfort, even if CK-levelsareelevatedto <5 x ULN, treatnent
discontinuatiorshouldbe considered.

Should the symptomseslve and CK-levels returnto normd, thenre-introductionof fluvagatin or anotherstatin may
be condderedat thelowed dos andunde closemonitoring.

The risk of myopathyhasbeenreportedto be increasedn paients recaving immunosuppessiveagents (including
ciclosporin), fibrates nicotinic acidor erythromycintogethe with otherHMG-CoA reductasenhibitors.
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Isolated casesof myopathy have beenrepoted post marketng for conconitant administrationof fluvastatinwith
ciclosporin and fluvastatin with colchicine. LESCOL XL should be usedwith cautionin patientsreceiving suct
concamitantmedicine (seesectiord.5).

Interstitid lung disease

Exceptionakasesf interstitiallung diseasdhavebeenreporedwith somestains, espeially with long term therapy
(seesectin 4.8). Presentindeaturescanincludedyspnoeanonprodudive coughanddeterioratbnin generahealth
(fatigue,weightlossandfever). If it is suspeteda patienthas devdopedinterstitiallung diseasestatintherapyshould
be discontnued.

Paedatric population

Children and adol escents with heterozygous familial hypercholesterolaemia

In patients aged<18 years,efficacy and sdety havenot been studied for treatnentpetiods longerthantwo years.No
data areavailable about the physical,intellectual and sexud maturationfor proongedtreatmentperiod. The long-termr
efficacy of Lescol Lesol XL therapyin childhoodto reduce morbidity and mortality in adulthoodhas not beet
established(seeSection5.1).

Fluvastatin has only been investigaed in children of 9 years and older with heerozygous familial
hypercholestrolaemia(for detaik seesection 5.1 Pharmaodynanic propeties). In the caseof pre-pubertalchildren,as
experienceis very limited in this group, the potential risks and benefts should be carefully evaluatedbefore the
initiation of treatment.

Homozygasfamilial hypercholeseroleemia
No dataare available for theuseof fluvasttin in patientswith arare condtion knownashomozygoudamilial
hypercholestrolemia.

4.5 Interaction with other medicinal productsand other forms of interaction

Fibrates and niacin
Concomitantadministrationof fluvastatinwith bezdibrate, gemfibrozil, ciprofibrateor niacin (nicotinic acid) hasno
clinically relevanteffectonthebioavailabiity of fluvastatin or the othe lipid-loweringagent.

Sinceanincreasedisk of myopathyandor rhabdomyolysidiasbeenobserve in patientsreceivingHMGCoA
reducta® inhibitors togethemwith any of thesemolealles,the benefit andtherisk of concurenttreatmentshouldbe
carefully weighedandthesecombinationshouldonly be usedwith caution (seesection4.4).

Colchicines

Myotoxicity, includingmusle painandweanessandrhabdomyolysishasbeenreportedn isolatedcaseswith
concamitantadminigration of colchicines Thebeneft andtherisk of concurrentreatmenshouldbe cardully weighec
and the® combinationsshouldonly be usedwith caution (seesection 4.4).

Ciclosporin

Studiesin renaltranglant patientsndicat that the bioavalability of fluvastatn (up to 40 mg/day)is notelevatel to a
clinically significantextentin patientson stabk regimensof ciclosporh. Thereaults from anotherstudyin which
Lescd XL tables (80 mg fluvastatin)wasadminsteredto renaltransplanpatientswho wereon steble ciclosporin
regmenshowedhatfluvagatin exposue (AUC) andmaximum concentation (Cmax)wereincreased2-fold comparec
to historicaldatin healthy subjects Althoughtheseincreasedn fluvastain levelswerenot clinically significant,this
combinationshouldbe usedwith caution.

Starting and maintenancedoseof fluvastatin shouldbe as low aspossble whencombinedwith ciclospain.

Both Lescolcapsuleg40 mg fluvastatin)andLescolXL tablets(80 mg fluvastatin) hadno effect on the bioavailability
of ciclosporinwhencac-administerec
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Warfarin and other coumarin derivatives
In healthyvolunteers theuse of fluvastatn andwarfarin (singledose)did not adverselyinfluencewarfarin plagna
levelsandprothrombintimescompaedto warfarin alone.

Howevae, isolatedincidencesof bleedingepisodesandbr increaes prothrombintimeshavebeen reportal very rarely
in patientson fluvastatinreceivingconconitantwarfarin or othe coumain derivatives.It is recomnendedhat
prothrombintimesaremonitoredwhenfluvastain treatmentis initiated, discontinued,or the dosagechangesn patients
receving warfarinor othercoumarinderivatives.

Rifampicin

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

appropriae adjustmenbf fluvastatindosagemay be warrantedto ensurea saisfadory redictionin lipid levels.

Oral antidiabetic agents

For patiens receivingoral sulfonylureagglibendamide (glyburide), tolbutamde) for the treatmenbof noninsulin
deperdent (type 2) diabetesmellitus (NIDDM), addtion of fluvasatin doesnotleadto clinically significantchangsin
glycaemiccontrol.In glibenclamidetreatel NIDDM paients (n=32),admnistrationof fluvastatin(40 mg twice daily
for 14 days)increasedhe meanCmax,AUC, andtyz of glibenchmideby approxmately50%,69%,and121%
respectivelyGlibenclamide(5 to 20 mg daly) increasedhe meanCmaxandAUC of fluvastatinby 44%and51%
respectivelyln this studytherewereno changesn glucose insulin, andC-peptide levels.However,patientson
concamitanttherapywith glibenclamidgglyburide) andfl uvastatin shoutl continueto be monitoredappropriately
whentheir fluvasatin 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 fluconaole (CYP 2C9inhibitor) resultedn an
increas in theexposire andpeakconcentration of fluvastatn by about84% and44%.

Althoughtherewasno clinical evidencetha the safey profile of fluvastain wasalteredin patientspretreaedwith
fluconazoléor 4 days,cauton shouldbe exercisedwhenfluvasatin is admnisteled concomitatly with fluconazole.

Histamine H2-receptor antagonists and proton pump inhibitors
Concomitantadmnistrationof fluvastatinwith cimetidine,ranttidine or omeprazoleresultsin anincreasein the
bioavailablity of fluvagatin, which, however,is of noclinical relevane.

Phenytoin

Theoverallmagniude of the changesn phenytoin pharmaokinetcs during co-administratiorwith fluvastatinis
relatively smal andnotclinically significant. Thusroutinemonitoring of phenytoinplasmalevelsis sufficientduring
co-administraton with fluvagatin.

Cardiovasular agents

No clinically significant pharmacokinet interactionsoccur when fluvastdin is concomitantlyadministeredwith
propranalol, digoxin, losartanor amlodipine Based on the phamacoknetic data,no monitoringor dosageadjustment
are requiredwhenfluvastatinis concomtantly adminsteredwith theseagents.

Itraconazole and erythromycin

Concomitantadministration of 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 expectedthatother CYP3A4inhibitors (e.g.ketoconazolegiclosporin)are
unlikely to affectthebioavailability of fluvastain.
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Grapefruit juice
Basedon thelack of interactionof fluvastatin with otherCYP3A4 substates, fluvadatin is notexpededto interactwith
grapefruitjuice.

4.6 Fertility, pregnancy and lactation

Pregnancy
Thereis insufficientdataon the useof fluvastatinduring pregnancy.

SinceHMG-CoA reductseinhibitors decreasethe synthesif cholesterol and possiblyof otherbiologically active
substanceslerivedfrom choleserol, theymay causefoetalharmwhenadministeedto pregnanivomen.Therefore,
Lescd/L escolXL is contraindicatediuring pregnancy (seesecton 4.3).

Womenof childbearng potentialhaveto useeffecive contracetion.
If apatient becomegpregnanivhile taking Lescol/LescolXL, therapy shouldbediscontinued.
Lactation

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

Lescd/LescolXL is contraindicatedn breastfeedigwomen.

4.7 Effects on ability to drive and use machines

No studiesontheeffectsonthealli ty to drive and usemachinesavebeenperformel.
4.8 Undesirable effects

Themostcommonly reportedadverseaeactionsaremild gastrontestnal symptans,insomniaandheadache.
Adversereactons(Table 1) arerankedunderheading of frequency the mostfrequentfir st, usingthefollowing
convention very common(>1/10); common(>1/100,<1/10);uncommon (>1/1,000,<1/100);rare(>1/10,000,
<1/1,000);veryrare(<1/10,000)jncluding isolateal reports.Within each frequencygrouping adver reactionsare
presentd in orderof decreamg seriousess.

Tablel
Blood and lymphatic system disorders

Very rare: Thrombocybpenia.

Immune system disorders

Very rare: Anaphyhcic reaction
Psychiatric disorders

Common: Insomnia.

Nervous system disorders
Common: Headache

Very rare: Paraesthesjadysaesthesjahypoasthesiaalso known to be
associatedvith the underlyinghyperlipideme disorders.

Vascular disorders
Very rare: Vascultis.
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Gastrointestinal disorders
Common: Dyspepsa, abdomiral pain,nausea.
Very rare: Pancratitis

Hepatobiliary disorders
Very rare: Hepatits.

Skin and subcutaneoustissue disorders
Rare: Hypersensivity reacionssud asrash,urticaria.

Very rare: Other skin readions (e.g. eczema, dermatitis, bullous
exanthema)faceoedemaangioedera.

M usculoskeletal and connective tissue disorders

Rare: Myalgia, musck weaknes,myopahy.
Very rare: Rhabadmyolysis, myosttis, lupus erythemabsuslike
reactions

Thefollowing adverseeventshavebeenreportedwith somne statins:
o Sleepdisturbancesincludinginsomniaand nightmares
o Memoryloss
0 Sexualdysfunction
o0 Depression
0 Exceptionalcasesf interstitiallungdiseaseespeally with longtermtheragy (seesectior4.4)

Paedatric population

Children and adolescents with heterozygous familial hypercholesterolaemia

The safetyprofile of fluvastatinin children and adolkescers with heerozygoudamilial hyperchoésteblemiaassesse
in 114 patients aged9-17 yearstreatedin two opennoncompartve clinical trials was similar to the one observedn
adults. In bothclinicd trials no effectwasobservedn growth and sexual matuation. The ability of thetrials to detec
any effectof treatnentin this areawashoweverow.

Laboratoryfindings

Biochemicalabnormalites of liver functon havebeen associted with HMG-CoA reductasénhibitors andotherli pid-
loweringagens. Basdon pooledanalyse®f controlledclinical trials confirmedelevationsof alanineamindransferas
or aspatate aminotanferselevelsto morethan3 timesthe uppe limit of normaloccuredin 0.2%on Lescol capsiles
20 mg/day,1.5%to 1.8%on Lescol capsulegtO mg/day,1.9%on Lesml XL tablets80 mg/dayandin 2.7%to 4.9%o0n
twice daily Lescolcapsués40 mg. The majority of patientswith theseabnormébiochemicalfindingswere
asymptomatic. Markedelevatonsof CK levds to morethan5x ULN developeal in avery smallnumbe of paients(0.3
t0 1.0%).

4.9 Overdose

Shouldanaccidentabverdosageccur,adminidration of adivated chacoalisrecommendedn the ca® of veryrecen
oral intake,gastrc lavagemaybe consicered.Treament shoutl be symptonatic.

Date Printed 25/11/2011 CRN 2095119 page number: 7



Irish Medicines Board

5PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties
Pharmacotherapeutigroup:HMG-CoA redudaseinhibitors, AT C code:C10A A04

Fluvastatinafully syntheticcholegerollowering agent,is a compettive inhibitor of HMG-CoA reductasewhichis
respamsble for the converson of HMG-CoA to mevabnate a precursoiof sterds, includingcholegerol. Fluvastatin
exertsits maineffectin theliver andis mainly aracanai of thetwo 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.

Lescd/L escolXL reducedotalC, LDL-C, Apo B, andtriglycerides,andincreasediDL-C in patientswith
hypercholestrolaemiaandmixeddyslipideemia.

In 12 placebacontrolledstudiesin patientswith Typella or lIb hypelipoproteinaemial.es®l alonewasadmnistered
to 1,621patientsin daily dose regimensof 20 mg, 40 mg and80 mg (40 mg twice daily) for atleast6 weeksduration.
In a 24-weekanalysisdaily dosesof 20 mg, 40 mg and80 mg produeddoserelatedreductionsn totalC, LDL-C,
ApoB andintriglyceridesandincreasesn HDL-C (seeTable?2).

Lescd XL wasadminigeredto over800paientsin threepivotal trials of 24 weeksactivetreatmentdurationand
comparedo Lescol40 mg onceor twice daily. Givenas asingle daily doseof 80 mg, LescolXL significantlyreduced
totd-C, LDL-C, triglycerides(TG) andApo B (seeTable?2).

Therapeutiagesponses well establisheavithin two weeks, and a maximumresponseis achievedwithin four weeks.
Afterfour weeksof therapy the mediandeaea® in LDL-C was38%andat week24 (endpointlthemedianLDL -C
decreasenvas35%. Significantincreasesn HDL-C werealso observe.

Table2 Median percent changein lipid parameter sfrom baseline to week 24
Placebo-controlled studies (L escol) and active-controlled trials (L escol XL)

Total-C TG LDL-C | ApoB HDL-C
% % % % -

Dose N RN RN RN N [ %a
All patients
Lescol20 mg! 747 | 17 | 747 | 12 | 747 | 22 | 114 | 19 | 747 | +3
Lescol40 mg! 748 | 10 | 748 | -14 | 748 | -25 | 125 | -18 | 748 | +4
Lescol40 mg twi
d:j;f MIIWICE 1 257 | 27 | 257 | -18 | 257 | -36 | 232 | -28 | 257 | +6

LescolXL 80mg2 750 | -25 | 750 | -19 | 748 | -35 | 745 | -27 | 750 +7
Basdine TG > 200

mg/d|

Lescol20 mg! 148 | 16 | 148 | -17 | 148 | 22 | 23 | -19 | 148 | +6
Lescol40 mg! 179 | 18 | 179 | 20 | 179 | 24 | 47 | -18 | 179 | +7
Lescol40 mg twi

d::;f Omgtwice | 26 | 27| 76 | 23| 76 | -35 | 69 | 28| 76 | +9

LescolXL 80 mg? 239 | .25 | 239 | -25 | 237 | -33 | 235 | -27 | 239 | +11

1 Datafor Lescolfrom 12 placebecontolled trials
2 Datafor LescolXL 80 mg tabletfrom three 24-weekcontrolled trials
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In the LipoproteinandCoronaryAtheroscerosisStudy(LCAS), the effect of fluvastatinon coronaryatherosclerosi
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 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 treatnentdifferencefrom —0.1222to —0.022mm) over 2.5yearsasmeasuredby changan minimum
lumen diameer (fluvastatin—0.028mm vs. placéo —0.100mm). No directcorrdation between the angiographic
findingsandtherisk of cardiovasulareventshasbeendenonstraed.

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

In this randomiseddoubleblind, placebecontrolledtrial fluvastatin (n=844),givenas80 mg daily over4 yearss,
significantly reducedherisk of thefirst MACE by 22% (p=0.013)ascomparedto placebon=833).
Theprimaryendpointof MACE occurredn 21.4%of paients treated with fluvastatinvs 26.7%o0f patientsreatedwith
placebo(absouterisk difference:5.2%;95%CI: 1.1to 9.3). Thesebendicial eff eds werepatticularly notevorthyin
patientswith diabeesmellitusandin paientswith multivessédisease.

Paedatric population

Children and adol escents with heterozygous familial hypercholesterolaemia

The safetyandefficacyof LescolandLescolXL in children andadolescentpaientsaged 9-16 yeass of agewith
heterozygasfamilial hypercholeserolaenia hasbeenevduated in 2 openlabel,uncontrolledclinical trials of 2 years'
duration.114 patients(66 boysand48 girls) weretreakedwith fluvastatin adminsteredaseitherLescol capsuleg20
mg/dayto 40 mg twice daily) or LescolXL 80 mg prolongedreleasetablets oncedaily usinga dosetitration regimen
baseduponLDL -C response.

Thefirst studyenrollied 29 pre-pubertalboys,9-12 yeas of age,who had anLDL -C level > 90th percentilefor ageand
one parentwith primary hypercholesteralemaandeithera family history of prematuréschaenic heat diseaser
tendon xanthonas. Themeanbasline LDL -C was226 mg/dl equivdentto 5.8 mmol/l (range:137-354mg/dI
equivalentto 3.6-9.2mmol/l). All patents were statedon Les®l| cgosukes20 mg daily with doseadjustmentgvely 6
weeksto 40 mg daily then80 mg daily (40 mg twicedally) to achieve anLDL-C goalof 96.7to 123.7mg/dl (2.5
mmol/l to 3.2mmol/l).

These®ndstudyenrolled85 maleandfemde paients, 10to 16 yearsof age,whohadanLDL-C > 190mg/dI
(equivalentto 4.9 mmoll) or LDL-C > 160mg/dl (equivalentto 4.1 mmol/l) andoneor morerisk facta's for coronary
heartdisease,or LDL-C > 160mg/dl (equivdentto 4.1 mmol/l) anda proven LDLrecepbr defect. The meanbaseline
LDL-Cwas225mg/d! equivakntto 5,8 mmol/l (range:148-343mg/dl equivalentto 3.8-8.9 mmol/l). All patientswere
started on Lescolcapsués20 mg daily with doseadjustnentsevery6 weeks to 40 mg daly then80 mg daily (Lescol
80 mg XL tabld) to achieveanLDL-C goal of < 130mg/dl (3.4 mmol/l).

70 patientswerepubetal or postpuberta{n=69evaluaedfor effi cag).

In thefirst study(in prepubertaboys),Lescol20to 80 mg daly dosesdeaeaseglasmalevelsof totatC andLDL-C
by 21% and27%,respectivelyThe meanachievedLDL -C was161mg/dl equivalentto 4.2 mmol/l (range:74-336
mg/dl equivaknt1.9-8.7 mmol/l). In thesecondstudy(in puberal or postpubetal girls andboys),Lescol20to 80 mg
daily doseddecreaseglasmaevelsof totd-C andLDL -C by 22%and28%, respectively.The meanachieved.DL -C
was159mg/dl equivalentto 4.1 mmol/l (range:90-295mg/dl equivdentto 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 mmolf).
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5.2 Phar macokinetic properties

Absorption
Fluvastatinis absorted rapidly andcompletely (98%) after oral adninistraion of a soluion to fastedvolunteers After

oral adminstraton of Lescol XL 80, andin compaison with the capsuls, the absorptionrate of fluvastatinis almos
60% slowerwhile the meanresdencetime of fluvastain isincreaeal by approximately houss. In afed state thedruc
isabsorbedhtareducedate.

Distribution

Fluvastatin exerts its main effect in the liver, which is also the man organ for its metabolism.The absolut
bioavailablity assesedfrom systemicblood con@ntraionsis 24%. The appaentvolumeof distribution(Vz/f) for the
drug is 330litres.More than 98% of the circulating drugis boundto plasmna proteins,andthis bindingis not affectec
either by the concentréion of fluvastatin,or by warfarin, salicylic acid, andglyburide.

Biotransformabn

Fluvastatinis mainly metabolisdin theliver. Themajor componerd circulating in the blood are fluvastatinandthe
pharmacologicdy inactiveN-desisopropypropionicacid metaolite. The hydroxylatedmetaboliteshave
pharmacologicaactivity butdo not circulatesystenically. There aremultiple, alterndive cytochomeP450(CYP450)
pathwaysfor fluvastatinbiotransformatiorandthusfluvastain metaboismis relativelyinsensitiveto CYP450
inhibition.

Fluvastatininhibitedonly the metabolismof compoundshataremetaboisedby CYP2C9.Despie the potentialthat
thereforeexistsfor competitiveinteractionbetween fluvastatin and compoundghatare CYP2( substratessuchas
diclofenac phenytoin tolbutamideandwarfarin, clinicad dataindicatethatthis interactionis unlikely.

Elimination

Following adminstration of 3H-fluvastatinto healhy volunteersgexcretionof radioactvity is about6% in the urineanc
93% in the feces,and fluvagatin accountsfor lessthan2% of the totd radioactivity excreted. The plasna clealance
(CL/) for fluvastatinin manis calculatedto be 1.8 £ 0.8 L/min. Steady-state plasmaconcentationsshow no evidenc
of fluvastatinaccumulatiorfollowing administraion of 80 mg daly. Following oral administation of 40 mg Lescol
theteminal dispositionhalf-lif e for fluvastatinis 2.3+ 0.9 hours.

Characteisticsin patients

Plasmaconcentréons of fluvasttin do not vary as a function of either age or genderin the generalpopulation
Howeve, enhancedreatmentregponsewasobserve in women andin elderly people.Sincefluvastatinis eliminatec
primarily via the biliary route and is subjec¢ to significant pre-systemicmetaboism, the potential exists for druc
accumuldion in patientswith hepaticinsufficiency (seesecton 4.3 Contraindcaions andsection4.4 Specialwamings
and precautionsfor use).

Childrenandadolescatswith heterozygou$amilial hypercholsterolaemia
No pharmacokinet datain childrenareavaiable

5.3 Preclinical safety data

Theconvenional studiesjncludingsakety pharmaology, genotoxcity, repeaed dosetoxicity, carcinogenicityand
toxicity onreproductiorstudiesdid notindicateotherrisksfor the paient thanthoseexpectediueto the
pharmacologicamechanisnof action.A variety of changesvere identifiedin toxicity studiesthatare 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 not suggesan
embryotoxic andteratogenigotentialof fluvastain.
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6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Microcrystaline Cellulose(E460)

Hypromellose

Hyprolose

PotasiumHydrogenCarbonag

Povidone

Magnesiunttearate

Iron Oxide Yellow (E172)

TitaniumDioxide (E171)
Macrogol8000

6.2 Incompatibilities
Not applicable
6.3 Shelf life

Thesheltlife expiry dateof this productis the dateshownon the blisterand outercartonof the productasmarketedn
the countryof origin.

6.4 Special precautionsfor storage

Do not stare above25°C
Storein the original packagen orderto proted from moisture.

6.5 Nature and contents of container
Packsize of 28 tabletsin anoverlabelledoute carton

6.6 Special precautionsfor disposal of a used medicinal product or waste materialsderived from
such medicinal product and other handling of the product

No specialrequirement:

7 PARALLEL PRODUCT AUTHORISATION HOLDER
B & SHealthcae

Unit 4, BradfieldRoad

Ruislip

Middlesex HA4 ONU

UnitedKingdom

8 PARALLEL PRODUCT AUTHORISATION NUMBER
PPA 1328131001

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof first auhorisation:11t" Decembe00¢
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10 DATE OF REVISION OF THE TEXT

November201]
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