
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

RosuvastatinDisphar40mgfilm-coatedtablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tabletcontains40mgof rosuvastatin(asrosuvastatin calcium).

Excipients:
Lactoseanhydrous(94.30mg/tablet)andcarmoisine(E122Azorubinealuminium lake,0.009mg/tablet).

Fora full list of excipients,seesection6.1.

3 PHARMACEUTICAL FORM

Film-coatedtablet.

Light pink to pink, oval shapedfilm-coatedtablets,debossedwith "N" ononesideandwith "40" on theothersideof
the tablet.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Treatment of hypercholesterolaemia

- Adults,adolescentsandchildrenaged10yearsor olderwith primaryhypercholesterolaemia(typeIIa including
heterozygousfamilial hypercholesterolaemia) or mixeddyslipidaemia (typeIIb) asanadjunctto dietwhenresponse
to dietandothernon-pharmacologicaltreatments(e.g.exercise,weightreduction) is inadequate.

- Homozygousfamilial hypercholesterolaemiaasan adjunct to diet andotherlipid loweringtreatments(e.g.LDL
apheresis) or if suchtreatments arenot appropriate.

Prevention of Cardiovascular Events

Preventionof major cardiovascularevents in patientswhoare estimated to havea high risk for a first cardiovascular
event(seeSection5.1),asanadjunctto correctionof otherrisk factors.

4.2 Posology and method of administration

Method of administration
Oral use.
RosuvastatinDispharis administeredasasingledaily doseat anytime of theday,with or without food.

Treatment of hypercholesterolaemia

Before treatmentinitiation thepatientshould beplaced ona standard cholesterol lowering diet thatshouldcontinue
during thetreatment.Thedoseshouldbeindividualised accordingto thegoalof therapyandpatientresponse,using
currentconsensusguidelines.

Therecommendedstartdoseis 5 mgor 10 mgorally once daily in both statin naïve patientsor patientsswitchedfrom
anotherHMG CoA reductase inhibitor. Thechoiceof start doseshouldtakeinto accounttheindividualpatient's
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cholesterollevel andfuturecardiovascularrisk as well asthepotential risk for adversereactions(seebelow).If
necessary,a doseadjustmentto thenextdoselevel can bemadeafter 4 weeks,(seesection5.1).In light of the
increasedreporting rateof adversereactionswith the40mgdosecomparedto lowerdoses(seesection 4.8),a final
titrationto themaximumdoseof 40mg shouldonly beconsideredin patients with severehypercholesterolaemiaat
high cardiovascular risk (in particularthosewith familial hypercholesterolaemia), whodonot achievetheir treatment
goal on20mg,andin whomroutinefollow-upwil l beperformed(seesection 4.4). Specialist supervisionis
recommendedwhenthe40mgdoseis initiated.

Prevention of cardiovascular events

In thecardiovasculareventsrisk reductionstudy,thedoseused was 20mgdaily (seesection5.1).

Paediatric population
Paediatric useshouldonly becarriedout by specialists.

Childrenandadolescents10 to 17yearsof age(boysTannerStageII andabove,andgirls whoareat least1 yearpost-
menarche)

In children andadolescentswith heterozygousfamilial hypercholesterolaemia theusualstart doseis 5 mgdaily. The
usualdoserangeis 5-20mgorally oncedaily. Titrationshouldbeconductedaccording to theindividual responseand
tolerability in paediatric patients,asrecommendedby thepaediatric treatment recommendations(seeSection4.4).
Childrenandadolescentsshouldbeplacedonstandardcholesterol-loweringdiet before rosuvastatintreatment
initiation; this diet shouldbecontinuedduring rosuvastatin treatment. Safety andefficacyof dosesgreater than20 mg
havenot beenstudiedin this population.

The40mg tabletis not suitablefor usein paediatric patients.

Childrenyoungerthan10years

Experiencein childrenyoungerthan10yearsis limitedto asmallnumberof children(aged between 8 and10 years)
with homozygousfamilial hypercholesterolaemia.Therefore,Rosuvastatin Dispharis not recommendedfor usein
childrenyoungerthan10years.

Elderly (>65 years)
A startdoseof 5 mg is recommendedin patients >70years(seesection 4.4).No otherdoseadjustmentis necessary in
relation to age.

Renal impairment
No doseadjustmentis necessary in patientswith mild to moderate renal impairment.Therecommendedstart dose is 5
mg in patientswith moderaterenalimpairment (creatinineclearanceof <60ml/min). The40mgdoseis
contraindicatedin patientswith moderaterenalimpairment.Theuseof rosuvastatin in patientswith severe renal
impairment is contraindicatedfor all doses(seesections4.3and 5.2).

Hepatic impairment
There wasno increasein systemic exposureto rosuvastatin in subjectswith Child-Pugh scoresof 7 or below. However,
increasedsystemic exposurehasbeenobservedin subjectswith Child-Pugh scoresof 8 and9 (seesection5.2).In these
patientsan assessmentof renalfunctionshouldbeconsidered (seesection4.4).
There is noexperiencein subjectswith Child-Pughscoresabove9. Rosuvastatin is contraindicatedin patientswith
active liver disease(seesection4.3).

Race
Increased systemicexposurehasbeenseenin Asiansubjects (seesections4.4and5.2).Therecommendedstartdoseis
5 mg for patients of Asianancestry. The40mgdoseis contraindicatedin thesepatients.

Dosage in patients with pre-disposing factors to myopathy
Therecommendedstart dose is 5 mg in patientswith predisposingfactors to myopathy (seesection4.4).The40mg
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doseis contraindicatedin someof thesepatients (seesection 4.3).

4.3 Contraindications

Rosuvastatinis contraindicated:
- in patientswith hypersensivityto rosuvastatin or to anyof theexcipients (seesection6.1).
- in patientswith activeliver diseaseincludingunexplained, persistentelevationsof serum transaminasesandany

serum transaminaseelevationexceeding3 x theupperlimit of normal (ULN).
- in patientswith severerenalimpairment (creatinineclearance<30ml/min).
- in patientswith myopathy.
- in patientsreceiving concomitantciclosporin.
- duringpregnancyandlactationand in women of childbearingpotential not using appropriatecontraceptivemeasures.

The40 mg dose is contraindicated in patients with pre-disposing factors for myopathy/rhabdomyolysis. Such
factors include:
− moderate renalimpairment(creatinineclearance< 60ml/min)
− hypothyroidism
− personalor family historyof hereditary musculardisorders
− previous history of musculartoxicity with anotherHMG-CoA reductaseinhibitor or fibrate
− alcoholabuse
− situationswhereanincreasein plasmalevelsmayoccur
− Asianpatients
− concomitantuseof fibrates.

(seesections4.4,4.5and5.2)

4.4 Special warnings and precautions for use

Renal effects
Proteinuria,detectedby dipsticktestingandmostly tubular in origin, hasbeenobservedin patientstreatedwith higher
dosesof rosuvastatin, in particular40mg,whereit was transientor intermittentin mostcases.Proteinuria hasnotbeen
shown to bepredictiveof acuteor progressiverenal disease(seesection4.8).Thereportingratefor seriousrenalevents
in post-marketing useis higherat the40mgdose.An assessmentof renalfunction should beconsideredduringroutine
follow-upof patientstreatedwith adoseof 40mg.

Skeletal muscle effects
Effectsonskeletal muscle e.g.myalgia,myopathyand,rarely, rhabdomyolysishavebeenreportedin rosuvastatin-
treatedpatientswith all dosesandin particular with doses> 20mg.Very rarecasesof rhabdomyolysishavebeen
reportedwith theuseof ezetimibe in combinationwith HMG-CoA reductaseinhibitors.A pharmacodynamic
interactioncannotbeexcluded(seesection4.5)andcautionshouldbeexercised with their combineduse.As with other
HMG-CoA reductaseinhibitors,thereporting rate for rhabdomyolysis associated with rosuvastatin in post-marketing
useis higherat the40mgdose.

Creatinekinasemeasurement
CreatineKinase(CK) shouldnot bemeasuredfollowing strenuousexerciseor in thepresenceof a plausiblealternative
causeof CK increasewhichmayconfoundinterpretation of theresult. If CK levelsaresignificantlyelevated at
baseline(>5xULN) aconfirmatorytestshouldbecarriedout within 5 – 7 days.If therepeat testconfirmsa baseline
CK >5xULN, treatment shouldnot bestarted.

Before treatment
Rosuvastatin,aswith otherHMG-CoA reductaseinhibitors,shouldbeprescribedwith cautionin patientswith pre-
disposingfactorsfor myopathy/rhabdomyolysis.Suchfactorsinclude:
- renalimpairment
- hypothyroidism
- personalor family history of hereditarymusculardisorders
- previous history of musculartoxicity with anotherHMG-CoA reductaseinhibitor or fibrate
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- alcohol abuse
- age>70years
- situationswhereanincreasein plasmalevelsmayoccur (seesection 5.2)
- concomitantuseof fibrates.

In suchpatientstherisk of treatmentshouldbeconsideredin relation to possiblebenefit andclinical monitoring is
recommended.If CK levelsaresignificantly elevated atbaseline (>5xULN) treatmentshouldnot bestarted.

Whilst on treatment
Patientsshouldbeaskedto reportinexplicable musclepain,weaknessor crampsimmediately, particularly if associated
with malaiseor fever.CK levelsshouldbemeasuredin thesepatients.Therapyshouldbediscontinuedif CK levelsare
markedlyelevated(>5xULN) or if muscularsymptomsaresevere andcausedaily discomfort (evenif CK levelsare≤
5x ULN). If symptomsresolveandCK levels return to normal, then consideration shouldbegivento re-introducing
RosuvastatinDispharor analternativeHMG-CoA reductaseinhibitor at thelowestdosewith closemonitoring.Routine
monitoringof CK levelsin asymptomatic patients is notwarranted. In clinical trials therewasnoevidenceof increased
skeletalmuscleeffectsin thesmall numberof patientsdosedwith rosuvastatin andconcomitanttherapy.However,an
increase in theincidenceof myositis andmyopathy hasbeenseen in patientsreceiving otherHMG-CoA reductase
inhibitorstogetherwith fibric acidderivatives includinggemfibrozil, ciclosporin,nicotinic acid,azoleantifungals,
proteaseinhibitorsandmacrolideantibiotics.Gemfibrozil increases therisk of myopathywhengivenconcomitantly
with someHMG-CoA reductaseinhibitors.Therefore,thecombinationof rosuvastatinandgemfibrozil is not
recommended.Thebenefitof furtheralterationsin lipid levels by thecombineduseof rosuvastatinwith fibratesor
niacin should becarefullyweighedagainstthepotential risksof such combinations.The40mgdose is contraindicated
with concomitantuseof a fibrate.(seesections4.5and4.8)

Rosuvastatinshould not beusedin anypatient with anacute,seriouscondition suggestiveof myopathyor predisposing
to thedevelopmentof renalfailuresecondaryto rhabdomyolysis (e.g. sepsis,hypotension,majorsurgery, trauma,
severemetabolic, endocrineandelectrolytedisorders;or uncontrolledseizures).

Liver effects
As with otherHMG-CoA reductaseinhibitors, rosuvastatin should beused with cautionin patientswhoconsume
excessive quantities of alcoholand/orhaveahistoryof liver disease. It is recommendedthatliver functiontestsbe
carriedout prior to, and3 monthsfollowing, theinitiation of treatment.Rosuvastatinshouldbediscontinuedor the
dosereducedif thelevel of serumtransaminasesis greater than3 timestheupperlimi t of normal.Thereportingratefor
serioushepaticevents(consistingmainlyof increasedhepatic transaminases)in post-marketinguseis higherat the40
mg dose.

In patientswith secondaryhypercholesterolaemia causedby hypothyroidismor nephroticsyndrome, theunderlying
diseaseshould betreatedprior to initiating therapywith rosuvastatin.

Race
Pharmacokineticstudiesshow anincreasein exposurein Asiansubjects comparedwith Caucasians(seesections4.2
and 5.2)

Protease inhibitors
Theconcomitantusewith proteaseinhibitorsis not recommended(seesection 4.5).

Interstitial lung disease
Exceptionalcasesof interstitiallungdiseasehavebeenreportedwith somestatins,especially with long termtherapy
(seesection 4.8).Presentingfeaturescanincludedyspnoea, non-productive coughanddeteriorationin general health
(fatigue, weight lossandfever). If it is suspecteda patienthas developedinterstitiallungdisease,statin therapyshould
bediscontinued.

Diabetes Mellitus
In patientswith fasting glucose5.6to 6.9mmol/L, treatmentwith rosuvastatin hasbeenassociatedwith anincreased
risk of diabetesmellitus(seesection 4.8).
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Paediatric population
Theevaluationof lineargrowth(height), weight,BMI (bodymassindex),andsecondarycharacteristicsof sexual
maturationby Tannerstagingin paediatric patients10 to 17yearsof agetaking rosuvastatinis limi tedto aone-year
period. After 52weeksof studytreatment,noeffect on growth,weight, BMI or sexualmaturation wasdetected(see
Section 5.1).Theclinical trial experiencein childrenandadolescent patients is limitedandthelong-term effectsof
rosuvastatin (>1 year)onpubertyareunknown.

In aclinical trial of childrenandadolescentsreceiving rosuvastatin for 52weeks,CK elevations>10xULN andmuscle
symptomsfollowing exerciseor increasedphysical activi ty wereobservedmorefrequentlycomparedto observationsin
clinical trials in adults(seeSection4.8).

Other
This medicinalproduct containslactose.Patientswith rarehereditaryproblemsof galactoseintolerance,theLapp
lactasedeficiencyor glucose-galactosemalabsorption shouldnot take this medicinalproduct.
Theexcipients in thecoatingfor the5 mg tabletscontain sunsetyellow FCF(E110)andin 10mg,20mgand40mg
tabletscarmoisine(E122).Theseexcipientsusedascolouringagents maycauseallergicreactions.

4.5 Interaction with other medicinal products and other forms of interaction

Interactionstudieshaveonly beenperformedin adults.

Ciclosporin
Duringconcomitant treatmentwith rosuvastatin andciclosporin,rosuvastatin AUC valueswere onaverage7 times
higherthanthoseobservedin healthyvolunteers(seesection 4.3).

Concomitantadministrationdid not affectplasmaconcentrationsof ciclosporin.

Vitamin K antagonists
As with otherHMG-CoA reductaseinhibitors, theinitiationof treatmentor dosageup-titrationof rosuvastatinin
patientstreatedconcomitantlywith vitamin K antagonists(e.g.warfarinor anothercoumarin anticoagulant)mayresult
in anincreasein InternationalNormalised Ratio (INR). Discontinuation or downtitrationof rosuvastatinmay resultin a
decreasein INR. In suchsituations, appropriatemonitoringof INR is desirable.

Ezetimibe
Concomitantuseof rosuvastatinandezetimiberesultedin nochangeto AUC or Cmax for eitherdrug.However,a

pharmacodynamic interaction,in termsof adverseeffects,between rosuvastatin andezetimibecannotberuledout (see
section4.4).

Gemfibrozil and other lipid-lowering products
Concomitantuseof rosuvastatinandgemfibrozil resulted in a2-fold increasein rosuvastatin Cmax andAUC (see

section4.4).
Basedondatafrom specificinteractionstudies nopharmacokinetic relevantinteractionwith fenofibrateis expected,
howeverapharmacodynamicinteractionmayoccur.Gemfibrozil, fenofibrate,otherfibratesandlipid loweringdoses
(> or equalto 1g/day)of niacin(nicotinic acid), increasetherisk of myopathywhengivenconcomitantlywith HMG-
CoA reductaseinhibitors,probablybecausetheycanproducemyopathy when givenalone.The40mgdoseis
contraindicatedwith concomitant use of a fibrate(seesections4.3and4.4).Thesepatientsshouldalsostart with the5
mg dose.

Protease inhibitors
Althoughtheexactmechanismof interaction is unknown,concomitantproteaseinhibitor usemaystronglyincrease
rosuvastatinexposure.In a pharmacokinetic study,co-administration of 20mg rosuvastatinanda combinationproduct
of two proteaseinhibitors(400mg lopinavir / 100mg ritonavir) in healthy volunteers wasassociated with an
approximately two-fold andfive-fold increasein rosuvastatin steady-state AUC(0-24) and Cmax respectively.Therefore,

concomitantuseof rosuvastatinin HIV patients receiving proteaseinhibitorsis not recommended(seealsosection
4.4).
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Antacid
Thesimultaneousdosingof rosuvastatin with an antacid suspensioncontainingaluminiumandmagnesiumhydroxide
resultedin adecreasein rosuvastatinplasmaconcentration of approximately 50%.This effect wasmitigatedwhenthe
antacidwasdosed2 hoursafterrosuvastatin. Theclinical relevanceof this interactionhasnot been studied.

Erythromycin
Concomitantuseof rosuvastatinanderythromycinresultedin a 20%decreasein AUC (0-t) and a30% decreasein Cmax
of rosuvastatin.This interactionmaybecausedby theincreasein gut motili ty causedby erythromycin.

Oral contraceptive/hormone replacement therapy (HRT)
Concomitantuseof rosuvastatinandanoral contraceptive resultedin an increasein ethinyl estradiol andnorgestrel
AUC of 26% and34%,respectively.Theseincreasedplasma levels should beconsideredwhenselectingoral
contraceptivedoses.Therearenopharmacokinetic dataavailable in subjects takingconcomitantrosuvastatinandHRT
and thereforeasimilareffect cannotbeexcluded.However, thecombination hasbeenextensivelyused in womenin
clinical trials andwaswell tolerated.

Other medicinal products
Basedondatafrom specificinteractionstudies noclinically relevantinteraction with digoxin is expected.

Cytochrome P450 enzymes
Resultsfrom in vitro and in vivo studiesshowthatrosuvastatin is neither an inhibitor noraninducer of cytochrome
P450isoenzymes.In addition, rosuvastatin is a poorsubstrate for theseisoenzymes.No clinically relevantinteractions
havebeenobservedbetweenrosuvastatin andeither fluconazole(an inhibitor of CYP2C9andCYP3A4)or
ketoconazole(aninhibitor of CYP2A6 andCYP3A4).Concomitantadministrationof itraconazole(aninhibitor of
CYP3A4) androsuvastatin resultedin a28%increasein AUC of rosuvastatin. This small increaseis not considered
clinically significant.Therefore,druginteractionsresulting from cytochromeP450-mediatedmetabolismare not
expected.

4.6 Fertility, pregnancy and lactation

Rosuvastatinis contraindicatedin pregnancyandlactation.

Womenof child bearingpotentialshoulduseappropriatecontraceptive measures.

Sincecholesterol andotherproductsof cholesterol biosynthesisareessential for thedevelopmentof thefoetus,the
potentialrisk from inhibition of HMG-CoA reductaseoutweighstheadvantageof treatmentduringpregnancy.Animal
studiesprovidelimitedevidenceof reproductive toxicity (seesection 5.3).If apatientbecomespregnantduringuseof
this product,treatmentshouldbediscontinuedimmediately.

Rosuvastatinis excretedin themilk of rats.Therearenodata with respect to excretionin milk in humans(seesection
4.3).

4.7 Effects on ability to drive and use machines

No studies on theeffectsof RosuvastatinDisphartablets on theability to drive anduse machineshavebeenperformed.
However, basedon its pharmacodynamicproperties,Rosuvastatin Dispharis unlikely to affect this ability. With respect
to driving vehiclesor operatingmachines,it shouldbetakenintoaccountthat occasionallydizzinessmayoccur in
patientsduring treatment.

4.8 Undesirable effects

In controlledclinical trials, less than4%of rosuvastatin-treated patientswerewithdrawn dueto adverseevents.

Thefollowing adversereactionshavebeen reported.
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Theyarelistedby SystemOrganClassandrankedunderheadingsof frequency 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); very rare
(<1/10,000),notknown (cannotbeestimatedfrom theavailable data).
Within eachfrequencygrouping,undesirableeffects arepresented in orderof decreasing seriousness.

Observedin theJUPITERstudy(reportedoverallfrequency2.8%in rosuvastatin and2.3%in placebo)mostlyin
patientswith fasting glucose5.6to 6.9mmol/L.

Thefollowing adverseeventshavebeenreportedwith some statins:
Sleepdisturbances,includinginsomniaandnightmares

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

hypersensitivi ty
reactions
including
angioedema

Endocrine
disorders

diabetes
mellitus

Nervous
system
disorders

headache,
dizziness

polyneuropathy,
memory loss

Gastrointestinal
disorders

constipation,
nausea,
abdominal
pain

pancreatitis diarrhoea

Hepatobiliary
disorders

increased
transaminases

jaundice,
hepatitis

Skinand
subcutaneous
tissue
disorders

pruritus,rash
and urticaria

Stevens-
Johnson
syndrome

Musculoskeletal
and
connective
tissue
disorders

myalgia myopathy
(including
myositis) and
rhabdomyolysis

Arthralgia

Renaland
urinary
disorders

proteinuria haematuria

General
disordersand
administration
siteconditions

asthenia Oedema

Respiratory,
thoraricand
mediastinal
disorders

cough,
dyspnoea

1

1
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Memoryloss
Sexualdysfunction
Depression
Exceptional casesof interstitial lungdisease, especially with long term therapy(seesection4.4)

As with otherHMG-CoA reductaseinhibitors, theincidenceof adversedrugreactionstendsto bedosedependent.

Thereporting ratesfor rhabdomyolysis, seriousrenaleventsandserioushepatic events(consistingmainlyof increased
hepatic transaminases), is higherat the40mgdose.

Renal effects
Proteinuria,detectedby dipsticktestingandmostly tubular in origin, hasbeenobservedin patientstreatedwith
rosuvastatin.Shiftsin urineproteinfrom noneor traceto ++ or morewereseenin <1% of patientsat sometimeduring
treatmentwith 10and 20mg, andin approximately 3% of patientstreatedwith 40mg.A minor increasein shift from
noneor traceto + wasobservedwith the20mgdose. In mostcases,proteinuriadecreasesor disappears spontaneously
on continuedtherapy.Reviewof datafrom clinical trialsandpost-marketingexperienceto datehasnot identifieda
causalassociation betweenproteinuriaandacuteor progressiverenal disease.
Haematuriahasbeenobservedin patientstreatedwith rosuvastatin andclinical trial datashowthattheoccurrenceis
low.

Skeletal muscle effects
Effectsonskeletal muscle e.g.myalgia,myopathy(including myositis) and,rarely,rhabdomyolysis with andwithout
acuterenal failurehavebeenreportedin rosuvastatin-treatedpatients with all dosesandin particularwith doses> 20
mg.
A dose-relatedincreasein CK levelshasbeenobservedin patientstaking rosuvastatin; themajorityof caseswere mild,
asymptomaticand transient.If CK levels areelevated (>5xULN), treatmentshouldbediscontinued(seesection4.4).

Liver effects
As with otherHMG-CoA reductaseinhibitors,adose-related increasein transaminaseshasbeenobservedin a small
numberof patientstakingrosuvastatin;themajority of cases weremild, asymptomaticandtransient.

Paediatric population

Creatinekinaseelevations>10xULN and musclesymptoms following exerciseor increasedphysical activity were
observedmorefrequentlyin a52-weekclinical trial of children andadolescentscompared to adults(seeSection4.4).
In otherrespects, thesafetyprofile of rosuvastatin wassimilar in childrenandadolescents comparedto adults.

4.9 Overdose

There is nospecific treatmentin theeventof overdose.In theevent of overdose,thepatientshouldbecarefully
monitoredandtreatmentshouldbesymptomatic andsupportive. Liver function andCK levelsshouldbemonitored.
Haemodialysis is unlikely to beof benefit.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup:HMG-CoA reductaseinhibitors,ATC code:C10AA07

Mechanism of action
Rosuvastatinis aselectiveandcompetitiveinhibitor of HMG-CoA reductase, theratelimiting enzymethatconverts 3-
hydroxy-3-methylglutarylcoenzyme A to mevalonate,aprecursorfor cholesterol. Theprimarysiteof action of
rosuvastatin is theliver, thetargetorganfor cholesterol lowering.

Rosuvastatinincreasesthenumberof hepaticLDL receptorson thecell -surface,enhancinguptakeandcatabolismof
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LDL and it inhibitsthehepaticsynthesisof VLDL, therebyreducing thetotal numberof VLDL andLDL particles.

Pharmacodynamic effects
RosuvastatinreduceselevatedLDL-cholesterol,total cholesterol andtriglyceridesandincreasesHDL-cholesterol.It
also lowers ApoB, nonHDL-C, VLDL -C, VLDL-TG andincreases ApoA-I (seeTable1). Rosuvastatinalsolowersthe
LDL-C/HDL-C, total C/HDL-C andnonHDL-C/HDL-C andtheApoB/ApoA-I ratios.

Table 1 - Dose response in patients with primary hypercholesterolaemia (type IIa and IIb) (adjusted mean
percent change from baseline)

A therapeutic effectis obtainedwithin 1 weekfollowing treatmentinitiation and90%of maximumresponseis
achievedin 2 weeks.Themaximumresponseis usually achievedby 4 weeksandis maintainedafterthat.

Clinical efficacy
Rosuvastatinis effectivein adultswith hypercholesterolaemia, with andwithouthypertriglyceridaemia,regardlessof
race,sex,or ageandin specialpopulationssuch asdiabetics,or patientswith familial hypercholesterolaemia.

FrompooledphaseIII data, rosuvastatinhasbeenshownto beeffective at treating themajority of patientswith typeIIa
and IIb hypercholesterolaemia(meanbaselineLDL-C about4.8mmol/l) to recognisedEuropeanAtherosclerosis
Society (EAS; 1998)guidelinetargets;about80%of patients treated with 10mgreachedtheEAS targetsfor LDL-C
levels (<3 mmol/l).

In a largestudy,435patientswith heterozygousfamilial hypercholesterolaemia weregivenrosuvastatinfrom 20mg to
80 mg in a force-titrationdesign. Al l dosesshoweda beneficial effect on lipid parametersandtreatmentto targetgoals.
Following titrationto a daily doseof 40mg(12weeksof treatment), LDL-C wasreducedby 53%.33%of patients
reachedEASguidelinesfor LDL-C levels (<3 mmol/l).

In a force-titration,openlabeltrial, 42patientswith homozygousfamili al hypercholesterolaemiawereevaluatedfor
their responseto rosuvastatin20 – 40mg. In theoverall population, themean LDL-C reductionwas22%.

In clinical studieswith a limited numberof patients,rosuvastatin hasbeenshownto haveadditiveefficacyin lowering
triglycerideswhenusedin combinationwith fenofibrateandin increasingHDL-C levelswhenusedin combination
with niacin(seesection4.4).

In amulti-centre,double-blind, placebo-controlled clinical study(METEOR),984patientsbetween45and70years of
ageandat low risk for coronaryheartdisease(definedas Framinghamrisk <10%over 10years), with a meanLDL-C
of 4.0mmol/l (154.5mg/dl),but with subclinical atherosclerosis(detectedby Carotid IntimaMediaThickness)were
randomisedto 40mgrosuvastatin oncedaily or placebofor 2 years.Rosuvastatin significantlyslowedtherateof
progressionof themaximumCIMT for the12carotid artery sitescomparedto placeboby -0.0145mm/year[95%
confidenceinterval -0.0196,-0.0093;p<0.0001].Thechangefrom baselinewas -0.0014mm/ year(-0.12%/year[non-
significant]) for rosuvastatincomparedto a progressionof +0.0131mm/year(1.12%/year[p<0.0001])for placebo.No
direct correlationbetweenCIMT decreaseandreductionof therisk of cardiovasculareventshasyet beendemonstrated.
Thepopulation studiedin METEOR is low risk for coronaryheart diseaseanddoesnot representthetargetpopulation
of rosuvastatin40mg.The40mg doseshouldonly beprescribedin patientswith severe hypercholesterolaemiaathigh
cardiovascular risk (seesection4.2).

In theJustification for theUseof Statins in Primary Prevention: An Intervention Trial EvaluatingRosuvastatin
(JUPITER) study, theeffectof rosuvastatin on theoccurrenceof major atheroscleroticcardiovasculardiseaseevents
wasassessedin 17,802men(≥ 50years)andwomen (≥ 60years).

Dose N LDL-C Total-C HDL-C TG nonHDL-C ApoB ApoA-I
Placebo 13 -7 -5 3 -3 -7 -3 0
5 17 -45 -33 13 -35 -44 -38 4
10 17 -52 -36 14 -10 -48 -42 4
20 17 -55 -40 8 -23 -51 -46 5
40 18 -63 -46 10 -28 -60 -54 0
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Studyparticipantswererandomlyassigned to placebo (n=8901)or rosuvastatin 20mgoncedaily (n=8901)andwere
followed for ameandurationof 2 years.

LDL-cholesterol concentrationwasreducedby 45%(p<0.001)in therosuvastatingroupcomparedto theplacebo
group.

In apost-hocanalysisof ahigh-risk subgroupof subjects with a baseline Framingham risk score>20%(1558subjects)
therewasasignificantreductionin thecombinedend-point of cardiovascular death,strokeandmyocardial infarction
(p=0.028)on rosuvastatin treatmentversusplacebo.Theabsolute risk reduction in theeventrateper1000patient-years
was8.8.Total mortality wasunchangedin this high risk group(p=0.193).In apost-hocanalysisof ahigh-risk
subgroupof subjects (9302subjectstotal)with abaseline SCORErisk≥5% (extrapolatedto includesubjectsabove65
yrs) therewasa significant reductionin thecombinedend-point of cardiovascular death,strokeandmyocardial
infarction (p=0.0003) on rosuvastatintreatmentversusplacebo.Theabsoluterisk reductionin theeventratewas5.1
per 1000patient-years.Total mortality was unchanged in this high risk group(p=0.076).

In theJUPITERtrial therewere6.6%of rosuvastatin and6.2%of placebosubjectswhodiscontinueduseof study
medicationdueto anadverseevent.Themostcommonadverseevents thatledto treatment discontinuationwere:
myalgia(0.3%rosuvastatin,0.2%placebo),abdominal pain (0.03%rosuvastatin, 0.02%placebo)andrash(0.02%
rosuvastatin,0.03%placebo).Themostcommonadverseeventsat a rategreater thanor equalto placebowereurinary
tract infection (8.7%rosuvastatin,8.6%placebo),nasopharyngitis (7.6%rosuvastatin,7.2%placebo), back pain(7.6%
rosuvastatin,6.9%placebo)andmyalgia(7.6%rosuvastatin, 6.6%placebo).

Paediatric population

In adouble-blind, randomized,multi-centre,placebo-controlled,12-weekstudy(n=176,97maleand79 female)
followedby a 40-week(n=173,96male and77 female), open-label, rosuvastatin dose-titration phase,patients10-17
yearsof age (TannerstageII -V, femalesat least1 yearpost-menarche) with heterozygousfamilial
hypercholesterolaemiareceivedrosuvastatin 5, 10or 20mgor placebodaily for 12weeksand thenall received
rosuvastatindaily for 40weeks.At studyentry, approximately 30%of thepatientswere10-13yearsandapproximately
17%,18%,40%,and25%wereTannerstageII, III, IV, andV, respectively.

LDL-C wasreduced38.3%,44.6%,and50.0%by rosuvastatin 5, 10and20mg,respectively,comparedto 0.7%for
placebo.

At theendof the40-week,open-label,titration to goal, dosingup to a maximumof 20mgoncedaily, 70of 173
patients(40.5%)hadachievedtheLDL-C goal of lessthan2.8mmol/l.

After 52weeksof studytreatment,noeffectongrowth,weight,BMI or sexual maturationwasdetected(seeSection
4.4).Theclinical trial experiencein childrenandadolescentpatients is limitedandthelong-termeffectsof rosuvastatin
(>1 year)onpubertyareunknown.This trial (n=176)wasnot suited for comparisonof rareadversedrugevents.

5.2 Pharmacokinetic properties

Absorption
Maximumrosuvastatin plasmaconcentrationsareachieved approximately 5 hours after oral administration.The
absolutebioavailability is approximately20%.

Distribution
Rosuvastatinis takenupextensivelyby theliver which is theprimary site of cholesterol synthesisandLDL-C
clearance.Thevolumeof distributionof rosuvastatin is approximately 134l. Approximately90%of rosuvastatinis
boundto plasmaproteins,mainly to albumin.

Metabolism
Rosuvastatinundergoes limited metabolism(approximately 10%).In vitro metabolismstudiesusinghuman
hepatocytesindicatethatrosuvastatin is a poorsubstrate for cytochromeP450-basedmetabolism.CYP2C9wasthe
principal isoenzymeinvolved,with 2C19,3A4 and2D6 involvedto a lesserextent.Themainmetabolitesidentifiedare
the N-desmethyl andlactonemetabolites.TheN-desmethyl metabolite is approximately50%lessactivethan
rosuvastatinwhereasthelactoneform is consideredclinically inactive. Rosuvastatinaccountsfor greaterthan90%of
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the circulatingHMG-CoA reductaseinhibitor activity.

Excretion
Approximately 90%of therosuvastatin doseis excretedunchangedin thefaeces(consisting of absorbedandnon-
absorbedactivesubstance)andtheremainingpartis excretedin urine. Approximately 5%is excretedunchangedin
urine.Theplasmaeliminationhalf-life is approximately 19hours.Theelimination half-life doesnot increaseat higher
doses.Thegeometric meanplasmaclearanceis approximately 50 li tres/hour(coefficientof variation21.7%). As with
otherHMGCoA reductaseinhibitors,thehepaticuptakeof rosuvastatin involvesthemembranetransporterOATP-C.
This transporteris importantin thehepaticeliminationof rosuvastatin.

Linearity
Systemicexposureof rosuvastatinincreases in proportion to dose.Therearenochangesin pharmacokineticparameters
following multiple daily doses.

Special populations
Age and sex
There wasnoclinically relevanteffectof ageor sexon thepharmacokinetics of rosuvastatinin adults.The
pharmacokineticsof rosuvastatinin childrenandadolescents with heterozygousfamilial hypercholesterolaemiawas
similar to thatof adultvolunteers(see“Paediatricpopulation” below).

Race
Pharmacokineticstudiesshow anapproximate2-fold elevation in median AUC andCmax in Asiansubjects(Japanese,

Chinese,Filipino,VietnameseandKoreans)comparedwith Caucasians;Asian-Indiansshowanapproximate1.3-fold
elevationin medianAUC andCmax. A population pharmacokineticanalysis revealednoclinically relevantdifferences

in pharmacokinetics betweenCaucasianandBlackgroups.

Renal insufficiency
In astudy in subjectswith varyingdegreesof renalimpairment, mild to moderate renaldiseasehad no influenceon
plasmaconcentrationof rosuvastatinor theN-desmethyl metabolite. Subjects with severeimpairment(CrCl <30
ml/min) hada 3-fold increasein plasmaconcentration anda 9-fold increasein theN-desmethylmetabolite
concentrationcompared to healthy volunteers.Steady-state plasmaconcentrationsof rosuvastatinin subjects
undergoinghaemodialysiswereapproximately 50%greater compared to healthy volunteers.

Hepatic insufficiency
In astudywith subjectswith varyingdegreesof hepatic impairmenttherewasnoevidenceof increasedexposureto
rosuvastatin in subjectswith Child-Pughscoresof 7 or below. However,two subjectswith Child-Pughscoresof 8 and
9 showedanincreasein systemicexposureof at least2-fold comparedto subjectswith lower Child-Pughscores.There
is noexperiencein subjectswith Child-Pughscoresabove9.

Paediatric population
Thepharmacokineticparametersin paediatricpatientswith heterozygousfamilial hypercholesterolaemiaaged10 to 17
yearshavenot beenfully characterised.A small pharmacokinetic studywith rosuvastatin(givenastablets)in 18
paediatric patients demonstratedthatexposurein paediatric patientsappears comparableto exposurein adultpatients.
In addition, theresultsindicatethat a largedeviation from doseproportionality is not expected.

5.3 Preclinical safety data

Preclinical datarevealnospecialhazardfor humansbasedonconventional studies of safetypharmacology,
genotoxicity andcarcinogenicitypotential. Specific tests for effectsonhERGhavenot beenevaluated.Adverse
reactionsnotobservedin clinical studies,butseenin animals atexposurelevels similar to clinical exposure levelswere
as follows: In repeated-dosetoxicity studieshistopathologic liver changeslikely dueto thepharmacologicactionof
rosuvastatinwereobservedin mouse,rat,andto a lesser extent with effectsin thegall bladderin dogs,but not in
monkeys.In addition, testiculartoxicity wasobserved in monkeys anddogsat higher dosages.In a rat pre- and
postnatal study,reproductivetoxicity wasevidentfrom reducedli tter sizes,li tter weightandpupsurvival.Theseeffects
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wereobservedat maternally toxic dosesat systemic exposures several timesabove thetherapeuticexposurelevel.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tabletcore
Cellulose,microcrystalline(Avicel PH-112)
Crospovidone(Kollidon CL)
Lactoseanhydrous
Povidone(PVPK-30)
Sodiumstearylfumarate (PRUV)

Film-coating

Opadry II 85F24155 Pink
(Pol-(vinyl alcohol) - partlyhydrolyzed
Titaniumdioxide(E171)
Macrogol3350(polyethyleneglycol)
Talc (E553b)
Ironoxideyellow (E172)
Ironoxidered(E172)
Carmoisine(E122, Azorubinealuminiumlake)
Indigotine(E132,IndigocarminealuminiumlakeFD&C blue#2)

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

2 years.

6.4 Special precautions for storage

Do not storeabove30°C.

Keeptheblister in theoutercartonin orderto protect from moistureand light.

6.5 Nature and contents of container

PVC/PVAC/Aluminium-OPA/Aluminium/PVCblisterpacks in carton.
Packsizesof: 14,15,20,28,30,56,60,90,98and100film-coatedtablets.

Not all packsizesmaybemarketed.

6.6 Special precautions for disposal and other handling

Any unusedproductor waste shouldbedisposedof in accordancewith local requirements.
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7 MARKETING AUTHORISATION HOLDER

DispharInternationalB.V.
Winkelskamp 6,
7255PZ,Hengelo(Gld)
TheNetherlands

8 MARKETING AUTHORISATION NUMBER

PA 1031/004/004

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof First Authorisation: 26thAugust2011

10 DATE OF REVISION OF THE TEXT
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