Irish Medicines Board

Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
RosuvastatirDisphar40mgfilm-coatedtablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION
Ead tabletcontans40 mg of rosuvastatirfasrosuvastéin calcdum).

Excipients:
Lactoseanhydrous(94.30mg/tablet)landcarmoisine (E122 Azorubinealuminium lake,0.009mg/tablet).

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

Film-coatedtablet.

Light pink to pink, oval shapedilm-coatedablets,debossedvith "N" on onesideandwith "40" onthe othersideof
the tablet.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Treatment of hypercholester olaemia

- Adults, adokscentsand childrenagedl10 yearsor olderwith primary hyperdolesterolaemiéype llaincluding
heteozygousfamilial hypercholeseroleemig or mixed dyslipidaenia (typellb) asanadjunctto dietwhenresponse
to dietandothernonpharmacologicareatments(e.g.exeacise,weightreducton) is inadequate.

- Homozygoudamilial hypercholeterolaemiaasan adjund to diet andotherlipid loweringtreatments(e.g.LDL
apheesig or if suchtreatnens arenotappropriag.

Prevention of Cardiovascular Events

Preventiorof major cardiovascularevertsin patientswho are estimated to havea highrisk for afirst cardiovascular
event(seeSection5.1),asanadjnctto correctionof otherrisk factors.

4.2 Posology and method of administration

Method of administration
Oral use.
RosuvastatirDispharis administeredisa single daly doseat anytime of theday,with or withoutfood.

Treatment of hypercholesterolaemia

Before treatmentinitiation the patientshould be placel on a standad cholesteol lowering diet thatshouldcontinue
during thetreatmentThedoseshouldbeindividualised acardingto the goal of therapyandpatientresponseuising
currentconsensuguidelines.

Therecommendedtartdoseis 5 mg or 10 mg ordly once daily in both stain nave patientsor paientsswitchedfrom
anotherHMG CoA reductas inhibitor. The choiceof stat dose shouldtakeinto accoun theindividual paient's
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cholesterolevd andfuture cardiovasularrisk as well asthe potential risk for adversereactiongseebelow). I
necessary, adoseadjustmento the nextdoselevd can be made after 4 weeks,(seesection5.1).In light of the
increaedreporing rateof adversaeactionswvith the 40 mg dosecompaedto lowerdoseqsee secton 4.8),afinal
titrationto the maximumdoseof 40 mg shouldonly be consideedin paients with severehyperccholesterolaemiat
high cardiovasalar risk (in particularthosewith familial hyperdolesterohema), who do not achievetheir treatment
goal on 20 mg, andin whomroutinefollow-up will be performed(seesedion 4.4). Specialist supervisions
recanmendedvhenthe 40 mg doseis initiated.

Prevention of cardiovascular events

In the cardovasculareventsisk reductionstudy,the doseusel was 20 mg daly (seesection5.1).

Paediatric population
Paedatric useshouldonly be carriedout by specidists.

Childrenandadokscats 10to 17 yearsof age (boysTannerStagell andabove,andqirls who are atleastl yearpost
menarche)

In children andadolescentwith heterozygousamilial hyperdolesterohema the usualstat doseis 5 mgdaily. The
usualdoserangeis 5-20 mg orally oncedaily. Titrationshouldbe conducedaccoding to theindividual responsend
tolerability in paedatric patients asreconmendedoy the paedidric treament recommendationeeSection4.4).
Childrenandadoksceats shouldbe placedon standardholesteol-lowering diet before rosuvastatinreatment
initiation; this diet shouldbe continuedduring rosuvasttin treatment Safay andefficacy of dosegyreaerthan20 mg
have not beenstudiedin this populaton.

The 40 mgtabletis not suitablefor usein paedidric patients.

Childrenyoungerthan10years

Experiencein childrenyoungerthan10 yearsis limitedto a smallnumberof children (aged betwea 8 and10 years)
with homozygoudamilial hypercholesterolaria. Therefore,Rosuvastan Dispharis notrecommendedor usein
childrenyoungerthanl10years.

Elderly (>65 years)
A startdoseof 5 mgis recommendeth patents >70years(see secton 4.4). No otherdoseadjustnentis necessarin
relaion to age.

Renal impairment

No dose adjustnentis necesaryin patientswith mild to moderae rend impairment.Therecommende(start doseis5
mg in patientswith moderateaenalimpairment (creatnine clearanceof <60 ml/min). The40 mg doseis
contraindicaedin patientswith moderateenalimpairment. The useof rosuvatatin in patientswith sevee renal
imparment is contraindicatedor all dosegseesections4.3and 5.2).

Hepatic impairment

There wasno increasen sydemic exposureo rosuvasttain in subgctswith Child-Pud saoresof 7 or below. However,
increaedsysteme exposureéhasbeenobservedn subjectswith Child-Pugh scoresof 8 and9 (seesecton 5.2).1n these
patientsan assessmerf renalfunctionshouldbe considerd (seesecton 4.4).

There is no experencein subjectswvith Child-Pughscoresabove9. Rosuvastan is contraindicatedn patientswith
active liver diseas€seesection4.3).

Race
Increasd systemicexposurenasbeenseenin Asiansubjeds (see sections4.4and 5.2). Therecommendedtartdoseis
5 mg for patiens of Asianancetry. The 40 mg doseis contraindicatedin thesepatients.

Dosage in patients with pre-disposing factors to myopathy
Therecommendestart dose is 5 mg in patientswith predisposindactors to myopahy (seesecton4.4). The40mg
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doseis cortraindicatedn someof thesepaients (seesedion 4.3).

4.3 Contraindications

Rosuvastatins cortraindicated:

- in patientswith hypersensivityto rosuvastah or to any of the exdpients (seesection6.1).

- in patientswith activeliver diseasencludingunexphined, persisentelevaionsof seum transaminaseasndany
serun transaminaselevationexceeding x the upperlimit of normal (ULN).

- in patientswith severerenalimparmert (credinine clearance<30 ml/min).

- in patientswith myopathy.

- in patientsreceving concomitanticlospoin.

- during pregnancyandlactationand in women of childbearing potential not using approprate contraceptivaneasues.

The 40 mg dose is contraindicated in patients with pre-disposing factors for myopathy/rhabdomyolysis. Such
factasinclude:

— moderae renalimpairment(creatinineclearance< 60 ml/min)

— hypothyoidism

— personalor family history of hereditay musculardisorders

— previous history of musculartoxicity with anotherHMG-CoA reductaseinhibitor or fibrate

— alcoholabuse

— situationswhereanincreasen plagnalevelsmayocaur

— Asianpaients

— concomiantuseof fibrates.

(seesectins4.4,4.5and5.2)

4.4 Special warnings and precautionsfor use

Renal effects

Proteinuriadeteciedby dipsticktestingand mostly tubula in origin, hasbeenobsevedin patientsreatedwith higher
dosesof rosuvasatin, in particular40 mg, whereit was transientor intermttentin mostcasesProteinura hasnotbeen
shownto be predctive of acuteor progressiverend diseae(see section 4.8). Thereportingratefor seiousrenalevents
in postmarketng useis higheratthe40 mg dos. An assessmertf renalfunction shoutl be consderedduringroutine
follow-up of paientstreatedwith adoseof 40 mg.

Skeletal muscle effects

Effectson skelel muscle e.g.myalgia,myopathyand,rarely, rhabdomyolysishavebeenreportedn rosuvastatin
trededpaitentswith all dosesandin particular with doses> 20 mg. Very rarecasesof rhabdomyolysihavebeen
repotedwith the useof ezetmibe in combination with HMG-CoA redudaseinhibitors.A pharmaodynamic
interactioncannotbe excluded(seesection4.5) andcaution shouldbe exercised with their combineduse.As with other
HMG-CoA reductasenhibitors,thereportng rate for rhabdonyolysis assocated with rosuvasttin in postmarketing
useis higheratthe40mg dose.

Credine kinasemeasirement

Credine Kinase(CK) shouldnot be measuredollowing strenuousexerciseor in the presenc®f a plausiblealternative
causeof CK increasavhich mayconfoundinterpreaation of theresut. If CK levelsaresignificantly elevatel at
baseline(>5xULN) a confirmatorytestshouldbe carriedout within 5 — 7 days.If therepeattestconfirmsabaseline
CK >5xULN, treatmet shouldnot be stared.

Before treatment

Rosuvastatinaswith otherHM G-CoA reductaeinhibitors,shouldbe presaibedwith cautionin patientswith pre-
dispasingfactorsfor myopathy/rhabdonolysis. Suchfactorsinclude:

- renalimpairment

- hypothyroidism

- personalor family history of hereditarymusculardisordes

- previous history of musculartoxicity with anotherHMG-CoA reductasénhibitor or fibrate
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- alooholabuse

- age>70years

- situationswhereanincreasen plasmaevelsmayoccur (see secton 5.2)
- concomiantuseof fibrates.

In such patientstherisk of treatmenshouldbe consideedin relation to possble beneit andclinical monitoiing is
recanmendedIf CK levelsaresignificantly elevatal atbasdine (>5xULN) treatmenshouldnot be started.

Whilst ontreatnent
Patientsshouldbe akedto reportinexplicable musclepain,weaknessor crampsimmediatdy, paricularly if associate:
with malaiseor fever.CK levelsshouldbe meauredin thesepaients. Therapy shouldbediscontinuedf CK levelsare

markedlyelevaed (>5xULN) or if muscuar symptomsaresevee andcausedaily disconfort (evenif CK levelsare <

5x ULN). If symptomsresolveandCK levds returnto normd, then consideraton shouldbe givento re-introducing
RosuvastatirDispharor analternativeHMG-CoA reductaseénhibitor at thelowestdosewith closemonitoring. Routine
monitoring of CK levelsin asymptomat patientsis notwarranted. In clinical trials therewasno evidenceof increased
skeletalmuscleeffectsin the small number of patientsdosedwith rosuvastah andconcomitantherapy.However,an
increaze in theinddenceof myostis andmyopahy hasbeensea in patientsreceving otherHMG-CoA reductase
inhibitorstogethemwith fibric acidderivaives includinggenfibrozil, ciclosporin,nicotinic acid,azoleantifungals,
proteasanhibitorsandmacrolideantibidics. Gemfibroal increasstherisk of myopathywhengivenconcomitantly
with someHMG-CoA reducaseinhibitors. Therefore the combination of rosuvastatinandgemfibrozil is not
recanmendedThe benefitof furtheralterationsin lipid levek by the combneduseof rosuvastatirwith fibratesor
niacin should be carefullyweighedagainsthe potential risksof sudy combinaions. The40 mgdoseis contraindicated
with concomiantuse of afibrate.(seesections4.5and4.8)

Rosuvastatirshoutl notbeusedin any patient with anaaute, serouscondtion suggestiveof myopathyor predisposing
to the developmenof renalfailure secomlaryto rhabdomyoysis (e.g sepsishypotensionmajorsurgey, trauma,
severe metbolic, endocrineandelectroyte disorderspr uncontolled sezures).

Liver effects

Aswith otherHMG-CoA reductaseénhibitors, rosuvatatin shoutl be usal with cautionin patientswho consume
exces$ve quantties of alcoholand/orhavea historyof liver disease It is reaommendedhatliver functiontestsbe
carriedout prior to, and3 montsfollowing, theinitiation of treatment. Rosuvastatirshouldbe discontinuecbr the
dosereducedif thelevel of serumtranaminasess greata than3 timestheupperlimit of normal. Thereportingratefor
serious hepaticeventgconsistingmainly of increasedhepdic transamnases)n postmarketinguseis higheratthe 40
mg dose.

In patientswith secondanhypercholeterolaania causedoy hypothyroidsmor nephroticsyndrone, theundelying
diseaseshould betreatedprior to initiating therapywith rosuvasttn.

Race
Phamacokineticstudiesshow anincreasen exposuran Asiansubjet¢s compaedwith Caucasiangseesections4.2
and 5.2)

Protease inhibitors
Theconcanitantusewith proteasenhibitorsis notrecommended(seesecton 4.5).

Interstitial lung disease

Exceptional casesf interstitiallung diseasénavebeenreporedwith somestains, especidly with longtermtherapy
(seesectin 4.8). Presentindeaturescanincludedyspnoeanonprodudive coughanddeteiorationin geneal health
(fatigue, weightlossandfever). If it is suspeteda patienthas developedinterstitiallung diseasestatin therapyshould
be disconthued.

Diabetes Mellitus
In patientswith fasting glucose5.6to 6.9 mmol/L, treatnentwith rosuvasitin hasbeenasso@tedwith anincreased
risk of diabetesnellitus (seesecton 4.8).
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Paediatric population

Theevaluaton of lineargrowth (heigh), weight,BMI (body massindex),andsecondarghamladeristicsof sexual
maturationby Tannerstagingin paediatic paients10to 17 yearsof agetaking rosuvastatins limitedto aoneyear
period. After 52 weeksof studytreatmentno effed on growth,weight, BMI or sexualmaturaton wasdetectedsee
Secton 5.1). Theclinical trial experiencen childrenand adolescent paientsis limited andthelong-term effectsof
roswadatin (>1 year)on pubertyareunknown.

In aclinical trial of childrenandadolesentsreceving rosuvastati for 52 weeks,CK elevations>10xULN andmuscle
symptomsfollowing exerciseor increagd physca adivity wereobservednorefrequentlycomparedo observéionsin
clinical trials in adults(seeSection4.8).

Other

This medicinalprodud containdactos. Paientswith rare herediary problemsof gdactoseintolerancethe Lapp
lactasedeficiencyor glucosegalactosendabsorpton shouldnot take this medicinalproduct.

Theexcipiensin the coatingfor the 5 mg tabletscontan sunselellow FCF(E110)andin 10 mg,20 mgand40 mg
tabletscarmoisne (E122).Thes excipientsusedascolouringagens may causeallergicreactions.

4.5 Interaction with other medicinal products and other forms of interaction
Interactionstudieshaveonly beenperformedin aduls.

Ciclosporin
During concomitat treatmentith roswastin and ciclosporin,rosuvatatin AUC valueswere on average’ times

higherthanthoseobsevedin healthyvolunteers(seesedion 4.3).
Concomitantadmnistrationdid not affectplasmaconcentraions of ciclosporn.

Vitamin K antagonists

Aswith otherHMG-CoA reductasenhibitors, theinitiation of treatmentor dosageup-titration of rosuvastatinn
patientstreaed concomitantlywith vitamin K antayonists(e.g.warfarinor anothercoumam anticoagulantjnay result
in anincreasan InternationaNormalis&l Ratio (INR). Discontinuaton or downtitrationof rosuvastatinmay resultin a
decreasan INR. In suchsituations appropriatemonitoring of INR is desirdle.

Ezetimibe
Concomitantuseof rosuvagatin andezetmiberesultedin nochangeo AUC or C, ., for eitherdrug. However,a

pharmacognanic interaction,in termsof adverseeffects, betwea rosuvatatin andezetimibecannotberuledout (see
section4.4).

Gemfibrozil and other lipid-lowering products
Concomitantuseof rosuvagatin andgemfibrol resultel in a 2-fold increasein rosuvastéin C . and AUC (see

section4.4).

Basedon datafrom specificinteractionstudies no pharnacoknetic relevantinteractionwith fenofibrateis expecté,
howevera pharmacodynamimteractionmay occur.Genfibrozil, fenofibrae, otherfibratesandlipid loweringdoses
(> or equalto 1g/May)of niacin (nicotinic add), increasetherisk of myopathywhengivenconcomitantlywith HMG-
CoA reductasénhibitors, probablybecause¢heycanprodue myopahy when givenalone. The 40 mg doseis
contraindicaedwith conconitant use of afibrate (see sectons4.3and4.4). Thesepatientsshouldalsostat with the 5
mg dose.

Protease inhibitors

Althoughthe exactmechanisnof interadion is unknown,concomtantproteaseanhibitor usemay stronglyincrease
roswagdatin exposureln a pharmacokingc study,co-administration of 20 mg rosuvastatiranda combinationproduct
of two proteasenhibitors (400 mg lopinavir / 100mg ritonavir) in healthy volunteers wasassocated with an
approximatly two-fold andfive-fold increasein rosuvastah steadystae AUC(O_24) and C,,,, respectivelyTherefore,

concomitantuseof rosuvastatinn HIV paients recaving proteasdnhibitorsis notrecommende(seealsosedion
4.4).
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Antacid

Thesimultaneousioshng of rosuvasttin with an antacid suspensiorontaining aluminiumandmagnesiunhydroxide
resutedin adecreasén rosuvastatirplasmaconcentraion of approximatdy 50%. This effect wasmitigatedwhenthe
antacidwasdosed? hoursafterrosuvastan. Theclinical relevane of thisinteractionhasnot been studied.

Erythromycin
Concomitantuseof rosuvagatin anderythromycinresutedin a 20%decresein AUC (0-0) and a 30% decreasén C,

of rosuvastatinThis interactionmaybe causedy theincreaein gut motli ty causedy erythromycin.

Oral contraceptive/hormone replacement therapy (HRT)

Concomitantuseof rosuvagatin andanoral contracepive resulkedin an increasein ethinyl estadiol andnorgestel
AUC of 26% and34%,regectively. Thesencreasedplasmalevds shoul be consideredvhenselectingoral
contraceptve dosesThereareno phamacokineic daa available in subgct takingconcomitantosuvastatimndHRT
and thereforea similar effect cannotbe excluded.Howeve, the combinaion hasbeenextensivelyusel in womenin
clinical trials andwaswell tolerated.

Other medicinal products
Basedon datafrom specificinteractionstudies no clinically relevantinteradion with digoxinis expected.

Cytochrome P450 enzymes

Resultsfrom in vitro and in vivo studiesshowthatrosuvasttin is nether an inhibitor noraninduce of cytochiome
P450isoenzymesin addition, rosuvastah is a poorsubstrge for theseisoenzymesNo clinically relevantinteractions
have beenobservedetweenrosuvagatin andeithe fluconazole (an inhibitor of CYP2C9andCYP3A4)or
ketoconazolganinhibitor of CYP2A6 andCYP3A4). Concomiantadminstration of itraconazolganinhibitor of
CYP3A4) androsuvastah reaultedin a28%increaein AUC of rosuvastah. This smallincreasas notconsidered
clinically significant. Thereforedruginteractionsresuling from cytochromeP450-mediatedmetabolismare not
expected.

4.6 Fertility, pregnancy and lactation

Rosuvastatins contraindicatedn pregrancyandlactation.

Womenof child bearng potentialshoulduseappropria¢ conraceptive measures.

Sincecholeserol andotherproductsof cholesterol biosynthesisreessenial for thedevelopmenof thefoetus,the
potentialrisk from inhibition of HMG-CoA reductas®utweighsthe advantageof treatmentduringpregnancyAnimal
studiesprovideli mited evidenceof reproductve toxicity (seesection 5.3).If a patientbecomegpregnantduringuseof

this product,treatmentshouldbe discontnuedimmediately.

Rosuvastatins excretedn the milk of rats.Thereare no dat with respetto excretionin milk in humangseesection
4.3).

4.7 Effectson ability to drive and use machines
No studies on the effectsof Rosuvastatiiisphartaldets on the ability to drive anduse machineshavebeenperformed.
Howeve, basednits pharmacodynamipropertes,Rosuvatatin Dispharis unlikely to affect this ability. With respet

to driving vehiclesor operatingmachinesit shouldbe takeninto accounttha occasionallydizzinessmayocaur in
patientsduring treatment.

4.8 Undesirable effects

In contrdledclinicaltrials, less than4% of rosuvastan-treated patientswere withdrawn dueto adveseevents.

Thefollowing adversaeactiors havebeen reported.
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Theyarelisted by SystemOrganClassandrankedunderheadingsof frequeng usingthefollowing convention:very
common(>1/10); common(>1/100to <1/10); uncommon(>1/1,000 to <1/100); rare(>1/10,000to <1/1,000; veryrare
(<1/10,000,notknown (cannotbe edimatedfrom the avalable dag).

Within eachfrequencygrouping,undesirableffect are presentd in orderof decreasg sefousness.

System Organ
Class

Common
(>1/100 to
<1/10)

Uncommon
(>1/1,00 to,
<1/100)

Rare
(>1/10,00 to
<1/1,000)

Very Rare
(<1/10,000)

Not known
(cannot be
estimated
from the
available
data)

Immune
system
disorders

hypersengivity
reactions
including
angioedem

Endocrine
disorders

diabetef
mellitus

Nervous
system
disorders

headiche,
dizziness

polyneuropathy
menory loss

Gastrointestial
disorders

constipation
nausea,
abdominal
pair

panaeatitis

diarrhoea

Hepatobiliary
disorders

increased
transaminast

jaurdice,
hepditis

Skinand
subcutaeous
tissue
disorders

pruritus,rash
and urticaria

Stevens
Johnson
syndrome

Musculoskedtal
and

connedive
tissue
disorders

myalgia

myopahy
(including
myositis) and
rhabdomyolysis

Arthralgia

Renaland
urinary
disorders

proteinuria

haenaturia

Gereral
disordersand
administration
site condtions

astrenia

Oedana

Respiradory,
thoraric and
medaginal

disorders

cough,
dysproea

1 . . . .
Observedn the JUPITERstudy(reportedoverallfrequency2.8%in rosuvastan and2.3%in placebo)mostlyin
patientswith fasing glucoge 5.6to0 6.9 mmolL.

Thefollowing adverseeventshavebeenreportedwith some stains:
Sleepdisturbancesincludinginsomniaandnightmare:
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Memoryloss

Sexualdysfunction

Depresson

Exceptiond casesf interditial lung diseaseespeally with longterm therapy (seesection4.4)

Aswith otherHMG-CoA reductaseénhibitors, theincidenceof adversedrugreactiongendsto be dosedependent.

Thereporing ratesfor rhabdomyoysis, seriousrenal eventsandserioushepdic eventsconsistingmainly of increased
hepatic transanmase$, is higheratthe40 mgdose

Renal effects

Proteinuriadeteciedby dipsticktestingand mostly tubula in origin, hasbeenobsevedin patientstreatedwith
roswadatin. Shiftsin urine proteinfrom noneor traceto ++ or morewere seenn <1% of patientsat sometime during
treamentwith 10 and 20 mg, andin approxmatel 3% of patientstreatedwith 40 mg. A minorincreasen shift from
noneor traceto + wasobservedvith the 20 mg dose In mostcasesprotenuriadecreasesr disappeas spontaneously
on continuedtherapy.Reviewof datafrom clinica trialsandpostmarketing experenceto datehasnotidentifieda
causalassocidbn betweemprotenuriaandacuteor progressiveenal diseae

Haematuridhasbeenobseredin patientstreaedwith rosuvastah andclinical trial datashowthatthe occurenceis
low.

Skeletal muscle effects

Effectson skeleal mustle e.g.myalgia,myopathy(including myositis) and,rarely,rhabdomyolyss with and without
acutereral failure havebeenreportedn rosuvasatin-treatd paients with all dosesandin patticular with doses > 20
mg.

A doserelatedincreasan CK levelshasbeenobservedn patientstaking rosuvatatin; the majority of casesvere mild,
asymptomaticand transientlf CK levels areelevatel (>5xULN), treatmentshouldbediscontinuedseesection4.4).

Liver effects
Aswith otherHMG-CoA reductasénhibitors, a doserelatad incressein transaninasedasbeenobsevedin asmdl
numberof paientstakingrosuvastatinthe majority of cases weremild, asynmptomaticandtransient.

Paediatric population

Credine kinaseelevatons>10xULN and musclesymptons following exeriseor increaseghysica activity were
observedmorefrequentlyin a52-weekclinical trial of children and adolescentscompare to adults(seeSectior4.4).
In otherrespect, the safetyprofile of rosuvastah wassimilarin childrenand adokescend comparedo adults.

4.9 Overdose

There is no specific treatmenin the eventof overdoseln the event of overdosethe patientshouldbe carefully
monitoredandtreatmentshouldbe sympbmaic andsupportive Liver function andCK levelsshouldbe monitored.
Haemodiaysisis unlikely to be of benefit

5PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Phamacotherapeutigroup:HMG-CoA redudaseinhibitors,ATC code:C10A A07

M echanism of action

Rosuvastatins a selectiveandcompetitiveinhibitor of HMG-CoA reductae theratelimiting enzymethatconvets 3-
hydroxy-3-methylglutarylcoenzyne A to mevalonag, a precursorfor cholesteol. The primary site of acion of
roswadatinistheliver, thetargetorganfor cholesteol lowering.

Rosuvastatinncreaseshe numberof hepaticLDL recegtorsonthe cdl-surface,enhancingiptakeandcatabolismof
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LDL andit inhibitsthe hepaticsynthesisof VL DL, therebyredudng thetotal numberof VLDL andLDL particles.

Phar macodynamic effects

Rosuvastatimeduceslevated_DL -cholesteroltotal cholesteol andtriglyceridesandincreasesdDL-cholesterollt
alsolowers ApoB, nonHDL-C, VLDL -C, VLDL-TG andincreaes ApoA-| (seeTablel). Rosuvastatinalsolowersthe
LDL-C/HDL-C, total C/HDL-C andnonHDL-C/HDL-C andthe ApoB/ApoA-I ratios.

Table 1l - Doseresponsein patientswith primary hypercholester olaemia (type lla and I1b) (adjusted mean
er cent change from baseline)

Dose N LDL-C Total-C HDL-C TG nonHDL-C ApoB ApoA-I|
Plaebc 13 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 13 -35 -44 -38 4
10 17 -52 -36 14 -1C -48 -42 4
20 17 -55 -40 8 -23 -51 -46 5
40 18 -63 -46 10 -28 -60 -54 0

A therapeutt effectis obtanedwithin 1 weekfollowing treagmentinitiation and90% of maximumresponsés
achievedin 2 weeks.Themaximumresponses usudly achievedby 4 weeksandis maintainedafterthat.

Clinical efficacy
Rosuvastatins effectivein adultswith hypecholesteradema, with andwithouthypertriglyceridaemiasegadlessof
race,sex,or ageandin specialpopubtionssud asdiabetics, or patientswith familial hypercholesterolaemia.

Frompooledphasdll dat, rosuvastatirhasbeenshownto be effedive attreatng the mgority of patientswith typella
and Il b hypercholesterolaemigneanbaselne LDL -C about4.8 mmol/) to recognisedeuropeamtherosclerosis
Sodety (EAS; 1998)guidelinetargets;about80% of paients treatal with 10 mgreachedhe EAS targetsfor LDL -C
levek (<3 mmol/l).

In alargestudy,435 patientswith heterozygou$amilial hypercholsterola&amia weregivenrosuvastatinfrom 20 mg to
80 mgin aforcetitration desgn. All dosesshoweda benefidal effed on lipid parameterandtreamentto targetgoals.
Following titrationto a daily dose of 40 mg (12 weeksof treament), LDL -C wasreducedoy 53%.33%of patients
reacled EAS guidelinesfor LDL-C levds (<3 mmoll).

In aforcetitration,openlabeltrial, 42 patentswith homoz/gousfamili al hypecholesteolaemiawereevaluatedor
their responsdo rosuvastatirfO— 40 mg. In theoveral populdion, themean LDL -C reductionwas22%

In clinical studieswith alimited numberof paients,rosuvatatin hasbeenshownto haveadditiveefficacyin lowering
triglycerideswhenusedin combhnation with fenofibrateandin increasingdDL-C levelswhenusedin combination
with niacin (seesection4.4).

In amulti-centre doubleblind, placebecontrollel clinicd study(METEOR), 984 patientshetweem5 and70 years of
age andatlow risk for coronaryheartdisease(defined as Framnghamrisk <10%over 10 years) with ameanLDL -C
of 4.0mmol/l (154.5mg/dl), butwith subclnical atheosderosis(deteciedby Carotid IntimaMediaThickness)ere
randomisedo 40 mg rosuvastah oncedaly or placebofor 2 yeas.Rosuvastat significantly slowedthe rateof
progressiorof the maximumCIMT for the 12 carotid artery sitescompaedto placeboby -0.0145mm/yearf95%
confidenceinterval -0.0196,-0.0093;p<0.0001].The changdrom baselhewas -0.0014mm/ year(-0.12%/yeafnon
significant]) for rosuvasatin comparedo a progressiorof +0.0131mmAear(1.12%/yeafp<0.0001])for placebo.No
direct correlationbetweenCIMT decreasandreduction of therisk of cardiovasculaeventshasyet beendemonstated
Thepopulaton studiedin METEOR is low risk for coronaryheart diseaseanddoesnot representhetargetpopulation
of rosuvastatiflO mg. The 40 mg doseshouldonly bepresaibedin paientswith severe hypercholesterolaemat high
cardovascuér risk (seesectiord.2).

In the Justificaton for the Useof Statinsin Primary Prevention: An Interventon Trial EvaluatingRosuvastatin
(JUPITER) study, the effectof rosuvagatin onthe occurrenceof mgor atheroscleroticardiovasculadiseaseevents
wasassessedn 17,802men(= 50 years)andwomen (= 60 years)
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Study participantsvererandomlyassigned to placdoo (n=8901)or rosuvastah 20 mg oncedally (n=8901)andwere
followed for ameandurationof 2 years.

LDL -choleserol concentationwasredu@edby 45% (p<0.001)in therosuvasatin groupcomparedto the placebo
group.

In aposthocanal/sisof a high-risk subgoup of subjeds with a baseine Framngham risk score>20% (1558subjects)
therewasa significantreductionin the combinedendpoint of cardiovaaular death stroke andmyocadial infarction
(p=0.028) onrosuvasatin treatmentersusplacéo. The absolue risk reducton in theeventrateper 1000patientyears
was8.8. Total mortality wasunchangedn this highrisk group(p=0.193).In a posthocanalysisof a high-risk
subgroupof subgects (9302subjectdotal) with a basdine SCORErisk 25% (extrapolagdto includesubjectsabove65
yrs) therewasa significantreductionin the combinedend-point of cardiovascudr death stroke andmyocardial
infarction (p=0.0003 on rosuvastatinreatmentversusplacebo.Theabsouterisk reductionin theeventratewas5.1
per 1000patientyears.Total mortality was unchangd in this high risk group(p=0.076).

In the JUPITERtrial therewere6.6%of rosuvasttin and 6.2%of placéo subpctswho discontinuediuseof study
medcationdueto anadverg event.Themostcommonadverseevens thatledto treament discontinuatiorwere:
myalgia(0.3%rosuwastatin,0.2%placebo)abdominapain (0.03%rosuvasttn, 0.02%placebo)andrash(0.02%
roswagdatin, 0.03%placebo). The mostcommonadversesventsat arategreaer thanor equalto placébo wereurinary
trad infection (8.7%rosuvagatin, 8.6%placebo),nasopharyngis (7.6%rosuvastatiny.2%placebo) badk pain(7.6%
roswadatin, 6.9%placebo)andmyalgia(7.6%rosuvatatin, 6.6% placeéo).

Paediatric population

In adoubleblind, randomizedmulti-cente, placéo-controled, 12-weekstudy(n=176,97 maleand79 female)
followed by a 40-week(n=173,96 male and 77 female), openlabel, rosuvastah dosetitration phasepatients10-17
yearsof age (Tannerstagell -V, femalesatleastl yearpostmenarché with heteroz/gousfamilial
hypercholestrolaemiareceivedrosuvagatin 5, 10 or 20 mg or placebodaily for 12 weeksand thenall received
roswadatin daily for 40 weeks At study enty, approxmatly 30% of the patientswere10-13 yearsandapproximatel
17%, 18%,40%,and25%wereTannerstagell, Ill, 1V, andV, respetively.

LDL-C wasredued38.3%,44.6%,and50.0%by rosuvatatin 5, 10 and20 mg, respectivelycomparedo 0.7%for
placebo.

At theendof the40-week,openrlabel,titration to god, dosingup to a maximum of 20 mgoncedaily, 700f 173
patients(40.5%)hadachievedhe LDL -C god of lessthan2.8 mmol/I.

After 52 weeksof studytreatmentno effecton growth,weight, BMI or sexud maturationwasdetectedqseeSedion
4.4). Theclinicaltrial experiencen childrenandadolescentpatentsis limited andthelong-term effectsof rosuvastatit
(>1year)on pubertyareunknown.Thistrial (h=176)wasnot suited for compaisonof rareadvesedrugevents.

5.2 Pharmacokinetic properties

Absorption
Maximumrosu\astathn plasmaconcentrdonsareachieved approximaely 5 hours after oral administrationThe

absolutebioavailaility is approximately20%.

Distribution

Rosuvastatins takenup extensivelyby theliver which s the primary site of chdestepl synthesisandLDL-C
clearane. Thevolumeof distribution of rosuvasatin is approximatdy 1341. Approximately90% of rosuvastatins
boundto plasmaproteins,mainly to albunin.

Metabolism

Rosuvastatiundergos limited metabolism(approximatdy 10%).In vitro metebolism studiesusinghuman
hepaocytesindicatethatrosuvasatinis a poorsubstrag for cytochromeP458basedmetabolismCYP2C9wasthe
principalisoenzymeanvolved,with 2C19,3A4 and2D6 involvedto alesserextent. The main metébolitesidentifiedare
the N-desmehyl andlactonemetabolitesThe N-desmelyl metabolite is approximately50% lessactivethan
roswagdatin whereaghe lactoneform is consideredlini caly inadive. Rosuvatatinaccountgor greatethan90% of
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the circulatingHMG-CoA reductasenhibitor activity.

Excretion

Approximately 90% of therosuvasitin doseis excréedundhangedn the faeces(consising of absobedandnon
absorbedactive substanceandtheremainingpartis excreedin urine. Approximately 5% is excreedundchangedn
urine. The plasmaelimination half-life is approxmatly 19 hours.Theelimination half-life doesnotincreaseat higher
doses.Thegeometic meanplasmacleamlanceis approxmatly 50 litres/hour(coefficientof varation 21.799. As with
otherHMGCOoA reductasénhibitors,the hepaticuptakeof rosuvastah involvesthe membrandransporteOATP-C.
This transporters importantin the hepaticelimination of rosuvastéin.

Linearity
Sysemicexposurenf rosuvastatinncreass in proportionto dose.Thereareno changesn phamacokineticparameter
following multiple daily doses

Special populations

Age and sex

There wasno clinically relevanteffectof age or sexonthe pharma&okingics of rosuvastatinn adults.The
pharmacoknetics of rosuvastatinn childrenand adokscensg with heteroygousfamilial hypercholesterolaemiaas
similar to thatof adultvolunteerqsee*Paaliatric populaton” below).

Race
Phamacokineticstudiesshow anapproximae 2-fold elevation in median AUC andC_ . in AsiansubjectgJapanese,

Chinese Filipino, ViethameseindKoreanscomparedvith Caucaians;Asian-Indiansshowan approximatel .3-fold
elevationin medianAUC andC, .. A populaton pharmacokineti@analyss reveded no clinically relevantdifferences

in pharmacokinets betweenCaucasiamndBlackgroups.

Renal insufficiency

In astudy in subgctswith varyingdegree®f renalimparment mild to moderae renaldiseasdrad no influenceon
plasmaconcentratiorof rosuvastatiror the N-desméhyl meteabolite. Subpct with severeampaiment(CrCl <30
ml/min) hada 3-fold increasan plasmaconcentraton anda 9-fold increasein the N-desmethylmetabolie
concentraton conpared to healty voluntees. Steadystae plasmaconentraionsof rosuvastatinn subjects
undergoinghaenodialysiswereapproximatdy 50% greata compare to hedthy volunteers.

Hepatic insufficiency

In a study with subgctswith varyingdegeesof hepatic impairmentthere wasno evidenceof increasedexposurdo
roswadatin in subjectswith Child-Pughsooresof 7 or below. However,two subjectsvith Child-Pughsamresof 8 and
9 showedanincreasein systemicexposue of atleast2-fold comparedo subgctswith lower Child-Pughsares.There
isno experiencen subjectswith Child-Pughsooresabove9.

Paediatric population

Thepharmacokinetiparametergn paedatric patientswith hetegozygousfamilial hypercholesterolemiaaged10to 17
yearshavenotbeenfully characterisedA smdl pharnacoknetic study with rosuvastatir{givenastablets)in 18
paediatic paients demonstratethatexposurein paedidric patientsappeas comparablego exposuren adultpatients.
In addition, theresultsindicatethat a largedeviaton from doseproportiondity is notexpected.

5.3 Preclinical safety data

Preclinial datarevealno specialhazardfor humansasedn convenional studies of sakety phamacology,
genatoxicity andcarchnogenicitypotential Specif tests for effectson hERGhavenot beenevduated.Adverse
reactonsnotobservedn clinical studies,but seenin animds atexposurdevek similar to clinical exposue levelswere
asfollows: In repeateedosetoxicity studeshistopathobgic liver changeslikely dueto the phamacologicactionof
roswadatin wereobrvedin mouseyat, andto alesse extent with effectsin thegall bladdenn dogs,but notin
monkeys.In addtion, testiculartoxicity wasobserve in monkeys anddogsat highe dosagesn arat pre- and
postratd study,reproductiveoxicity wasevidentfrom reducedlitter sizes litter weightandpupsurvival. Theseeffects
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wereobservedat matenally toxic dosesat systenic exposura severatimesabove thethempeuticexposurdevel.

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tabletcore

Cellulose, microcrystalline(Avicel PH-112)
Crospovidong(Kollidon CL)
Lactoseanhydrous

Povidong(PVPK-30)
Sodiumstearylfumarae (PRUV)

Film-coating

Opadry Il 85F24155 Pink

(Pok(vinyl alcoho) - partly hydrolyzed
Titaniumdioxide(E171)

Macrogol3350(polyethylengglycol)

Talc (E553Db)

Ironoxideyellow (E172)

Ironoxidered(E172

Carmoising(E122, Azorubinealuminiumake)
Indigotine(E132,Indigo carminealuminiumlake FD&C blue#2)

6.2 Incompatibilities

Not applicable

6.3 Shelf life

2years

6.4 Special precautionsfor storage

Do not storeabowe 30°C.

Keeptheblisterin the outercartonin orderto protect from moistureand light.
6.5 Nature and contents of container

PVC/PVAC/AluminiumOPA/Aluminium/PVCblister paksin carton.
Packsizesof: 14,15, 20, 28, 30,56, 60, 90,98 and100film-coatedtablets.

Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal and other handling

Any unusedoroductor wase shouldbe disposef in acordancewith locd requirements.
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