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Summary of Product Characteristics
1 NAME OF THE MEDICINAL PRODUCT

Crestor20 mg Film-coatedTables.
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead tabletcontans 20 mg rosuvastatirffasrosuvastain calcium).
Excipients:containslactosemonohydrate
For afull listof excipients,seesection6.1.

3PHARMACEUTICAL FORM

Film-coatedtablet.

Product imported from the United Kingdom and Spain:
Rourd, pink biconwextabletwith 'ZD4522'and'20' on onesideandplain onthereverse.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Treatment of hypercholester olaemia

Adults, adolescerstandchildrenaged10 yearsor olderwith primary hyperdolesterolaemiéypellaincluding
heterozygausfamilial hypercholegerolaemia) or mixed dyslipidaenia (typellb) as anadjunctto dietwhenresponsé¢o
diet andothernon-pharnacologicaltreatmets (e.g. exergse, weight reduction)is inadeguate.

Homozygasfamilial hyperccholeseroleemia asan adjund to diet andotherlipid loweringtreaments(e.g.LDL
apheress) or if suchtreatens arenotappropriag.

Prevention of Cardiovascular Events
Preventionof majorcardiovasculaeverisin patientswho areestimatel to havea highrisk for afirst cardiovascular
event(seeSection5.1),asanadjunctto correction of otherrisk factors.

4.2 Posology and method of administration

Before treatmentnitiation the patientshouldbe placeal on a standarccholesteol-lowering diet thatshouldcontinue
during treatmentThedoseshouldbeindividudised accordingto the goal of therapyandpatientresponseysingcurren
consensuguidelines Cresbr maybegivenatanytime of day,with or without food.

Treatment of hypercholester olaemia

Therecommendedtartdoseis 5 mg or 10 mg ordly onae daiy in bothstain naiveor patientsswitched from another
HMG CoA reducaseinhibitor. The choiceof startdoseshouldtake into acmuntthe individual patient'scholesterol
levelandfuturecardovascularisk aswell asthe potential risk for adverseaeactions(seebelow).A doseadjustmentto
thenextdoselevel canbe madeafter4 weeks, if necessarysee Secton 5.1 Pharmacodynamigropeties). In light of
theincreasedeportingrateof adverseeactonswith the40 mg dosecomparedo lower dosegseeSection 4.8
Undesirableeffects),afinal titration to the maximumdoseof 40 mg shouldonly be consideredn patientswith severe
hypercholestrolaemiaat high cardiovascularisk (in particular thosewith familial hypecholesterolaemiajyho do not
achievetheir treatmentgoalon 20 mg, andin whomroutinefollow-up will be performed(seeSection4.4). Specialist
supewision is recomnendedwhenthe 40 mg doseis initiated.
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Prevention of Cardiovascular Events

In the cardovasculareventsisk reductionstudy,the doseused was20 mg dally (seeSection5.1).
Paediatric population

Paedatric useshouldonly becarriedout by specidists.

Childrenandadolescets 10to 17 yearsof age(boysTannerStagdl and above,andaqirls who areatleastl yearpost
merarche)

In children andadolescentwith hetepzygousfamilial hyperdolesterohemathe usualstat doseis5 mgdally. The
usualdoserangeis 5-20 mg orally oncedaily. Titration shouldbe conductel accordingto theindividual responsend
tolerability in paedatric patient, asrecomnendedby the paedidric treament recommadationg(seeSection4.4).
Childrenandadolescets shouldbe placedon standardcholesterolloweringdiet beforerosuvastah treatment
initiation; this diet shouldbe continuedduring rosuvasttin treatment. Safdy andefficacy of dosegyreaterthan20 mg
have not beenstudiedin this population.

The40mgtabletis not suitablefor usein paediatic pdients.

Childrenyoungerthanl10yeais

Experiencen childrenyoungerthan10 yearsis limitedto a smallnumberof children (agedbeween8 and10 year)
with homozygougamilial hyperchoésteolaania. Therefore,Crestoris notrecommendedor usein childrenyounger
thanlOyears.

Usein theelderly

A startdoseof 5 mg isrecommendeth patients>70years(see section 4.4). No otherdoseadjustmat is necessgy in
relaion to age.

Dosagein patientswith renal insufficiency

No dose adjustrrentis necesary in patents with mild to moderae rend impairment.Therecommendedtartdoseis 5
mg in patiens with moderateenalimpairment(credinine clearan@ of <60 ml/min). The40 mg doseis contraindicate
in patientswith moderateenalimpairmentTheuseof Crestorin paientswith severeenalimparmentis
contraindicaedfor all doses(SeeSecton 4.3 Containdicationsand Section 5.2 Pharmacokinetipropeties).

Dosagein patients with hepatic impair ment

Therewasnoincreasan sygemic exposurego rosuvasttin in subjectswith Child-Pudh smresof 7 or below.However,
increasdsysteme exposurenasbeenobservedn subjectswith Child-Pugh scoresof 8 and9 (seeSecton 5.2). In these
patientsan assessmermf renalfunctionshouldbe considerd (seeSection 4.4). Thereis no experiencen subjeds with
Child-Pughscoresabove9. Crestoris contraindiated in patents with active liver diseasdseeSection4.3).

Race

Increasd systemicexposurenasbeenseenn Asiansubjeds (seesection 4.4 andsection5.2). Therecommendedtart
doseis 5 mg for patientsof Asianancesry. The40 mg doseis contrandicated in thesepatients.

Dosagein patientswith pre-disposing factorsto myopathy

Therecommendedtartdoseis 5 mgin patientswith predsposingfactorsto myopathy(seeSection4.4). The40 mg
doseis cortraindicatedn someof thes paients (seeSedion 4.3).
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4.3 Contraindications

Crestoris contrandicated:

- in patientswith hypersensivity to roswashtin or to any of the excipients.

- in patientswith activeliver diseasencludingunexphined, persstentelevations of serumtransanmasesandany
serum transanmaseelevationexceeding x the upperlimit of normal (ULN).

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

- in patientswith myopathy.

- in patientsreceving conconitant ciclosporn.

- during pregnancyandlactationandin women of childbearing potential not usingappropriatecontraceptivemeasurs.

The40 mgdoseis contraindicatedn patiens with pre-disposng factorsfor myopathy/rhabdomyagisis. Suchfactors
include:

— moderdae renalimpairment(creainine clearance< 60 ml/min)

— hypothyrodism

— personalor family historyof hereditarymusculardisorders

— previoushistory of musculartoxicity with anothe HMG-CoA redudaseinhibitor or fibrate

— alcohol abuse

— situationswhereanincreasan plasmaevelsmayocaur

— Asianpatients

— concomitantuseof fibrates.

(seesectims4.4 Specialwarningsandspedal precautonsfor use,4.5 Interadion with othermedicinalproductsand
other formsof interacton and5.2 Pharnacokineic propeties)

4.4 Special warnings and precautions for use

Diabetes Mdllitus
In patientswith fastingglucoses.6to 6.9 mmol/L, treatnentwith rosuvatatin hasbeen associateavith an increased
risk of diabetesnellitus (seesection4.8).

Renal Effects
Proteinuria,deteced by dipsticktestingand mostly tubula in origin, has beenobservedin patientstreatedwith higher
dosesof Crestor,in particular40 mg, where it wastransiat or intermittentin mostcases.

Proteinuriahasnot been shownto be predictive of acue or progressie rend diseasdseeSection4.8 Undesiable
effects).

Thereporing ratefor seriousrenalevens in postmarketing useis higheratthe40 mg dose An assessmemf renal
functionshouldbe consideredluringroutine follow-up of patents treaedwith adoseof 40 mg.

Skeletal Muscle Effects

Effectson skeleal muscle e.g.myalgia,myopathyand,rarely, rhabdonyolysishavebeenreportedn Crestortreded
patientswith all dosesandin particularwith doses > 20 mg. Very rare casef rhabdomyolysiavebeenreported
with the useof ezetimibein combinationwith HMG-CoA redudaseinhibitors. A phamacodynang interactioncannot
be excluded (seeSection4.5 Interactionswith othermedicina producs and otherforms of interactions)andcauton
should beexercisedvith their combineduse.

Aswith otherHMG-CoA reductaseénhibitors, thereportingrate for rhnabdonyolysis associatedavith Crestorin post
marketinguseis higheratthe40 mg dose.

Creatine Kinase M easurement

Creaine Kinase(CK) shouldnot be measuredollowing strenuousexeaciseor in the presencef a plausiblealtemative
causeof CK increasavhich mayconfoundinterpretation of theresut. If CK levelsare significantly elevatedat
baseline(>5xULN) a confirmatorytestshouldbe carried outwithin 5 — 7 days.If therepeatestconfirms abaseline
CK >5xULN, treatmet shouldnot be stared.
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Before Treatment

Crestor,aswith otherHM G-CoA reductaseénhibitors,shoutl be prescribé with cautonin patientswith pre-disposing
facborsfor myopathy/rhabdomygsis. Sud factorsinclude:

* renalimpairment

* hypothyoidism

» personalor family history of hereditarymuscula disordes

* previous history of musculartoxicity with anothetHMG-CoA reducaseinhibitor or fibrate

» alcoholabuse

* age>70years

* situationswhereanincreasen plasnalevek may occur(seesedion 5.2 Pharmaokinetic propertes)

» concomiantuseof fibrates.

In sueh patientgtherisk of treamentshouldbe consideedin relation to possble benefitandclinical monitoringis
recanmendedIf CK levelsaresignificantly elevatal atbasdine (>5xULN) treatmenshouldnot be started.

Whilst on Treatment

Patientsshouldbe akedto reportinexplicabé musclepain,weaknasor crampsimmediately paticularly if assocated
with malaiseor fever.CK levelsshouldbe measiredin thesepatients. Therapy shouldbe discontinuedf CK levelsare
markedlyelevaed (>5xULN) or if muscuar sympbmsaresevee andcausedaily discomfot (evenif CK levelsare
>5x ULN).

If symptonsresol/e andCK levelsretun to normal, thenconsideréion shouldbe givento re-introducingCrestoror an
aternativeHMG-CoA reductseinhibitor atthelowestdosewith closemonitoring. Rouine monitoring of CK levdsin
asymptomaticpaientsis notwarranted.

In clinical trials therewasno evidenceof increasedkektalmuscleeffeds in the smallnumberof patientsdosedwith
Crestorandconcomitantherapy.Howeve, anincreasein theincidenceof myositisandmyopathyhasbeenseenn
patientsreceving otherHMG-CoA redwctasenhibitorstogetherwith fibric acid derivativesincludinggemfibroail,
ciclosporin nicotinic acid, azoleantifungals,proteasanhibitorsandmacroide antibiotics.Gemfibiozil increaseshe
risk of myopathywhen givenconcomitantlywith someHMG-CoA reductseinhibitors. Therefore, the combinationof
Crestorandgemfibrozil is notrecommende. The bendit of further alteratonsin lipid levelsby the combineduseof
Crestorwith fibratesor niacinshouldbe carefully weighedaganstthe potential risks of suchcombinationsThe 40 mg
doseis cortraindicatedwvith concomitanuseof afibrate

(SeeSectiond.5 Interactionwith othermedicinal producs and otherformsof interactionandSection4.8 Undesirable
effects.)

Crestorshoutl notbeusedin any patientwith anacute serious condition suggetive of myopathyor predisposingo
the developmenbf renalfailure seconday to rhabdomyolysige.g.sepsishypotensionmajorsurgery trauma,sevee
metabolic,endocrineandelectrolte disordes; or uncontrolled sazures).

Liver Effects

Aswith otherHMG-CoA reductasénhibitors, Crestorshouldbe usedwith cautionin patientswvho consumeexcessive
guartities of alcoholandbr havea history of liver disease.

It is recommendethatliver function testsbe carried out prior to, and 3 monthsfollowing, theinitiation of treatment.
Crestorshoutl bediscontinuedr thedosereducedif thelevel of serumtransaminaseis greaterthan3 timesthe upper
limit of normal Thereportingratefor seroushepaic events(consistingmainly of increasechepdic transaminasesi
postmarketng useis higheratthe40 mg dose

In patientswith secondanhypercholesterolamia causedoy hypothyroidsmor nephotic syndromethe undetying
diseaseshouldbetreaedprior to initiating therapywith Crestor.

Race
Pharmacoknetic studiesshow anincreasean exposuran Asiansubjed¢s compaedwith Caucasiangseesection4.2
Posdogy andMethad of adminigrationandsection5.2 Pharnacokingic properties).

Proteaseinhibitors
Theconcanitantusewith proteasenhibitorsis notrecommendéd (see Secton 4.5)
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L actose intolerance
Patientswith rareheralitary problemsof glactoseintolerance,the Lapplactseddficiency or glucosegalactose
malabsrption shouldnot takethis medichne.

Inter stitial lung disease

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

Diabetes Mellitus

Someevidencesuggestshatstains asa classraiseblood glucoseandin somepaients,at highrisk of futurediabetes,
may producea level of hyperglycaena whereformal diabeescareis appropriate.This risk, however s outweighedby
thereductionin vascularisk with statins and thereforeshouldnot be areasonfor stoppingstatintreatmentPatientsat

risk (fastingglucoses.6to 6.9 mmoliL, BMI>30kg/m2, raisedtriglycerideshypertensionyhoul be monitoredboth
clinically andbiochemcally accordingto nationalguidelines.

In the JUPITER study, thereportedoverdl frequeng of diabeesmelituswas2.8%in rosuvastatimnd2.3%in
placebo,mostlyin patientswith fastingglucose5.6to 6.9 mmol/L.

Paedaitric population

Theevaluaton of lineargrowth (height),weight,BMI (body massndex),andsecondarygharacteristicef sexual
maturationby Tannerstagingin paediatrigpaients10to 17 yeas of agetaking rosuvastatins limitedto aoneyea
period. After 52 weeksof studytreatmentno effed on growth,weight, BMI or sexualmatuationwasdeteded (see
Secion 5.1). Theclinical trial experiencen childrenand adolescat paientsis limited andthelongterm effects of
roswadatin (>1 year)on pubertyareunknown.

In aclinical trial of childrenandadolesentsreceving rosuvatatin for 52 weeks,CK elevations30xULN andmuscle
symptomsfollowing exerciseor increagdphyscal adivity were observednore frequently comparedto obsevationsin
clinical trials in adults(seeSection4.8).

4.5 Interaction with other medicinal productsand other forms of interaction

Ciclosporin:During conmmitant treatmeniwith Cresbr andciclosporin,rosuvastah AUC valueswere on averager
timeshigher thanthoseobsevedin healhy volunteers(seeSecton 4.3). Concomitantadministratiordid not affect
plasmaconcentrationsf ciclosporin.

VitaminK antagonistsAs with otherHMG-CoA reductasénhibitors, theinitiation of treatmentor dosageup-titration
of Crestorin patientsreatedconcomiartly with vitamin K antagonistge.g.warfarin or anothercoumarin
anticoagulantimayresultin anincreasan Internaiond Normalised Ratio (INR). Discontinuatioror down-titration of
Crestormayresultin adecreasin INR. In suchsituaions,appropride monitoringof INR is desirable.

Ezdimibe: Concomitantuseof Crestorandezetimiberesultal in no changeto AUC or Cmaxfor eitherdrug.However,
apharmacodynamimteracton, in termsof adverseeffects, betwveen Crestorand ezetimibecannotberuledout (see
Secion 4.4).

Gemfibrozi andother lipid-lowering products Concomitanuseof Cresbr andgemfibrozl resutedin a 2-fold
increasg in rosuvastatirC maxandAUC (seeSection 4.4).

Basedon datafrom specificinteractionstudies no pharnmacokingic relevantinteractionwith fenofibrateis expected,
howevera pharmacodynamimteractionmay occur.Genfibrozil, fenofibrae, otherfibratesandlipid lowering doses
(> or equalto 1g/day)of niacin(nicotinic aad) increaetherisk of myopahy whengivenconcomitantlywith HMG-
CoA reductasenhibitors, probablybecausehey canprodue myopahy when givenalone.The 40 mg doseis
contraindicaedwith concomtant use of afibrate (see Secton 4.3andSecton 4.4). Thesepatientsshouldalsostat
with the5 mg do<e.

Proteaseanhibitors: Althoughthe exactmechanisnof interaction is unknown,conconitant proteaseinhibitor usemay
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strongly increaseosuvasttin exposureln a pharmaokindic study,co-administraion of 20 mg rosuvastatinanda
combinationproductof two protea inhibitors (400 mg lopinavir/ 100mg ritonavin in healthyvoluntees was
asscciatedwith anapproximatef two-fold andfive-fold increasen rosuvatatin steadystae AUC(0-24) andCmax
respectivelyTherefore, concomitanuseof rosuvastah in HIV patientsrecaving proteasenhibitorsis not
recanmendedseealso Secton 4.4).

Antacid: The simultaneousiosingof Crestorwith anantacid suspensiorcon@aining alumnium andmagnesium
hydroxideresultedn adecreasin rosuvasttin plasmacone@ntraion of approximately50%. This effectwasmitigated
whentheantacidwasdosed 2 hoursafter Crestor. Theclinical relevane of this interactionhasnot beenstudied.

Erythromycin: Concomitanuseof Cregor anderythromycinresutedin a20%decresein AUC (0-t) anda 30%
decreasan Cmaxof rosuvastatinThis interaction may be caused by theincreasg in gut motility causedoy
erythromycin.

Oral contraceptite/hormoneaeplacementherapy(HRT): Concomitantuseof Cregor andanoral contra@ptive resultel
in anincreasean ethinyl estradiolandnorgestreAUC of 26%and34%,respetively. Theseincreaseglasmadevels
should be consderedwhenselectingoral contracetive dosesThere areno pharmacokineticlataavalable in subjects
taking concomitantCrestorandHRT andthereforea similar effectcannotbe excluded However,the combinationhas
beenextensively usedin womenin clinicaltrials andwaswell toleraed.

Other medcinal products Basedon datafrom specfic interactionstudiesno clinicdly relevant interadion with digoxin
isexpected.

CytochromeP450enzymes:Resuts from in vitro andin vivo studiesshowtha rosuvastan is neitheran inhibitor nor
an induce of cytochromeP450isoenzynes.In addtion, rosuvastah is a poorsubgratefor theseisoenzymesNo
clinically relevantinteractionshavebeenobservedeaweenrosuvastah andeither fluconazole (aninhibitor of
CYP2C9andCYP3A4)or ketoconazoldaninhibitor of CYP2A6andCYP3A4). Conmmitantadministratiorof
itraconaza (aninhibitor of CYP3A4)androsuvastan resultal in a 28%increasen AUC of rosuvastatinThis small
increas is not consideredlinically significant Therefore druginteractionsresultng from cytochromeP450mediated
metabolismarenot expected.

4.6 Fertility, pregnancy and lactation

Crestoris contrandicatedn pregnancyandlactation.

Womenof child bearhg potentialshoulduseappropria¢ contracepive measures.
Sincecholesterolandotherproductsof cholesterolbiosynthesisreessenial for thedevelopmenof thefoetusthe
potentialrisk from inhibition of HM G-CoA redudaseoutweighsthe advantageof treatmenturingpregnancy.

Animal studiesprovide limited evidenceof reprodudive toxicity (seeSedion 5.3 Preclinicalsdety datg. If apatient
becomespregnanduring useof this product, treament shoutl be discontnuedimmediately.

Rosuvastatins excretedn themilk of rats.Thereare no da&with respetto excretionin milk in humans.
(seeSection 4.3 Contraindications).

4.7 Effects on ability to drive and use machines
Studiesto determinethe effectof Crestoron theabiity to drive and usemadineshavenot beenconducted However,

basedonits pharmacodynamiproperties, Crestoris unlikely to affectthis ability. Whendriving vehiclesor opeiating
machnes,it shouldbetakeninto accounthatdizzinessmayocaur duringtreatment.

4.8 Undesirable effects

Theadverseeventsseenwith Crestorare generaly mild andtransient. In contolled clinical trials,less than4% of
Crestortreaed paients werewithdrawn dueto advaseevents.

Thefrequencie®f adverseeventsarerankedaccordingto thefollowing: Common(>1/100,<1/10); Uncommon
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(>1/1,000,<1/100);Rare(>1/10,000<1/1000);Very rare(<1/10,000),Not known (cannotbe estimatedrom the
availabledata).

Immune system disorders
Rare: hypessensitivty reactiondgncludingangioedera

Endocrine disorders
Common: diabetesmellitus

Nervous system disorders
Common: headacheglizziness

Gagtrointestinal disorders
Common: constpation, nauseaabdomnal pain
Rare: panceatitis

Skin and subcutaneous tissue disorders
Uncommon: pruritus,rash andurticaria

Musculoskel etal, connective tissue and bone disorders
Common: myalgia
Rare: myopathy(including myositis)andrhabdonyolysis

General disorders
Common: asthera

Reproductive system and breast disorders
Very rare: gynaecomasa

1 Frequencywill dependnthepresencer absene of risk factors (fasting blood glucose> 5.6 mmol/L,
BMI>30kg/n12, raisedtriglycerides history of hypertension).

Aswith otherHMG-CoA reductaseénhibitors, theincidenceof adveasedrugreactiongendsto be dosedependent.

RenalEffects:Proteinuria, detectedy dipstick testingandmostly tubularin origin, hasbeen observedn patients
treadedwith Crestor.Shiftsin urine proteinfrom noneor traceto ++ or more were seenin <1% of patientsat sonetime
during treatmentvith 10 and20 mg, andin approximatdy 3% of patientstreatedwith 40 mg. A minorincreasein shift
fromnoneor traceto + wasobservedvith the 20 mg dose In mostcasesprotanuria deadease®r disappears
spontaneusly on continuedtherapy Review of dat from clinical trials and postmarketingexperienceo datehasnot
idertified a caushassociationbetweerproteinuriaandacue or progressiveenaldisease.

Haematuridhasbeenobservedn patientsreaedwith Crestorandclini caltrial data showthatthe occurenceis low.

Skeletal muscleeffects Effectson skeletll musclee.g.myalgia,myopahy (including myositis) and, rarely,
rhabdomyolysisvith andwithout acuterenal failure havebeenreporedin Crestor-treaed patientswith all dosesandin
particularwith doses> 20mg

A doserelatedincreasan CK levelshasbeenobservedn paientstaking rosuvastan; the majority of casesvere mild,
asymptomaticand transientlf CK levelsareelevatal (>5xULN), treament shouldbe discontinuedseeSection4.4).

Liver Effects: Aswith otherHMG-CoA reductasenhibitors,a doserelaedincreaein transaminaselsasbeen
obseredin asmal numberof paientstaking rosuvasttin; the mgority of casesveremild, asymptomati@and
transient.

PostMarkeing Experience:
In addition to the above thefollowing adverseeventshavebeenrepored during postmarketingexperiencdor
CRESTR:
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Nervous system disorders. Very rare: polyneuropathymemoryloss.

Respiratory, thoracic and mediastinal disorders: Not known: cough, dyspnoea.
Gastrointestinal disorders. Not known: diarrhoea

Hepatobiliary disorders. Very rare: jaundice, hepditis; rare: increasedransammases.
Skin and subcutaneous tissue disorders: Not known: StevensJohnsorsyndrome.
Musculoskeletal disorders: Very rare: arthralgia

Renal disorders: Very rare: haemauria.

General disorders and administration site conditions: Not known: oedena.
Thefollowing adverseeventshavebeenreportedwith some statins:

Depresion

Sleepdistubancesincludinginsomniaandnightmares.

Sexualdysfunction

Exceptionakasesf interstitiallung diseaseegechlly with long term therapy (seeSection4.4).

Thereporing ratesfor rhabdomyoysis, seriousrenal eventsandserioushepdic events(consistingmainly of increased
hepaic transanmasesjs higheratthe40 mg dose

Paediatric population: Creatnekinaseelevaions>10xULNandmusclesymptomsfollowing exerciseor increased
physical activity wereobservednorefrequentlyin a 52-week clinicd trial of childrenandadokscatscomparedo

adults (see Secion 4.4).1n otherrespecs, the safdy profile of rosuvatatin was similarin childrenandadolesents
comparedo adulss.

4.9 Overdose

Thereis no specific treatmenin the eventof overdoseln the eventof overdosethe patientshouldbetreated
symptomaically andsupportivemeasuresnstituted asrequired.Liver function andCK levelsshouldbe monitored.
Haemodialyss is unlikely to be of benefit.

5PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Phamacotherapeutigroup:HMG-CoA redudaseinhibitors

ATC code:C10AAQ7

M echanism of action

Rosuvastatins a selectiveandcompetitiveinhibitor of HMG-CoA reductase theratelimiting enzymethatconvers 3-
hydroxy-3-methylglutarylcoenzymeA to mevalonag, a prearsorfor cholesteol. The primary site of action of

roswadatinistheliver, thetargetorganfor cholesteol lowering.

Rosuvastatinncreaseshe numberof hepaticLDL recetorsonthecdl-surfa®@, enhancinguptakeandcatabolisnmof
LDL andit inhibitsthe hepaticsynthesisof VLDL, therebyreducngthetotal numberof VLDL and LDL patticles.

Pharmacodynart effects

Crestorreduceslevated DL -cholestero] totd cholesterol and triglycerides and increasesiDL-cholesterollt also
lowersApoB, nonHDL-C, VLDL -C, VLDL -TG andincrease#\poA-| (seeTablel). Crestoralsolowersthe LDL -
C/HDL-C, total C/HDL-C andnonHDL-C/HDL-C andthe ApoB/ApoA-I ratios.

Tablel Doseresponseén patientswith primary hypecholesterolaemia (typella andll b) (adjused meanpercentchange
frombasline)

Date Printed 24/10/2012 CRN 2120493 page number: 8



Irish Medicines Board

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

A therapeutc effectis obtanedwithin 1 weekfoll owing treamentinitiation and90% of maximumresponsés
achievedin 2 weeks.Themaximumresponses usudly achieved by 4 weeksandis maintainedafter that.

Clinical efficacy
Crestoris effective in aduts with hyperchoéserolaenia, with andwithout hypertiglyceridaemiaregardles®f race,
sex, or age andin specialpopulationssud asdiabetics, or patientswith famili al hypercholesteromia.

From pooledphasdll dat, Crestorhasbesnshownto beeffective attreaing the majority of patientswith typellaand
I1b hypercholesterolaria (meanbaselne LDL -C about4.8 mmol/l) to recgnisedEuropearAtheroscleross Society
(EAS; 1998)guideine targets about80% of paients treaedwith 10 mgreachedhe EAS targetsfor LDL -C levels(<3
mmol/l).

In alargestudy,435 patientswith heterozygou$amilial hypercholsterolaemia weregiven Crestorfrom 20 mgto 80
mg in aforcetitration desgn. All dosesshoweda benefidal effecton lipid parameterandtreatmento targetgoals.
Following titration to a daily doseof 40 mg (12 weeksof treamen), LDL -C wasreducedoy 53%.33% of patients
reacledEAS guidelinesfor LDL-C levels(<3 mmol/l).

In aforcetitration, openlabeltrial, 42 paientswith homoz/gousfamili al hypercholesterolaemivereevaluatedor
their responsdo Cresbr 20 - 40 mg. In theoverd popuktion,themeanLDL -C reductionwas22%.

In clinical studieswith alimited numberof patients, Crestorhasbeenshownto have additiveefficacyin lowering
triglycerideswhenusedin combinationwith fenofibrateandin increasingHDL-C levelswhenusedin combination
with niacin(seeSectior4.4).

In a multi-centre doubleblind, placebecontrolled clinicd study(METEOR), 984 patientshetweem5 and70 yearsof
age andatlow risk for coronaryheartdisease(defined as Framnghamrisk <10%over10yeas), with ameanLDL-C
of 4.0mmol/l (154.5mg/dL), butwith subclnical atheosderosis(detected by Carmtid IntimaMediaThickness)wvere
randomisedto 40 mg rosuvasatin oncedaly or placbofor 2 years.Rosuvastan significantly slowedthe rateof
progressionof the maximumCIMT for the 12 carotid artey sitescompaedto placeboby -0.0145mm/year{95%
confidenceinterval -0.0196,-0.0093;p<0.0001].The changefrom basédine was -0.0014mmAear(-0.12%/yea(non
significant)) for rosuvasitin conparedto a progressiorof +0.0131mm/year (1.12%year(p<0.0001))for placeboNo
directcorreltionbetweenCIMT decreas@ndreduction of therisk of cardiovaswlar eventshasyet beendemonstrate:
Thepopulationstudiedin METEOR is low risk for coronaryheat diseaseanddoesnot representhetargetpopulation
of Crestor40mg.The40mgdose shouldonly be prescribé in patientswith severehypercholesteolaemiaat high
cardovascuérrisk (seeSection4.2).In the Justificaion for the Useof Stainsin Primary Prevention:An Intervention
Trial EvaluatingRosuvastatifJURTER) study, the effect of rosuvastah onthe occurenceof majoratherosclerotic
cardovascuar diseasesventswasassesseih 17,802men (>50 yearg andwomen(>60 years).

Study participantswererandomlyassgnedto placéo (n=8901)or rosuvastah 20 mg oncedaily (n=8901)andwere
followedfor ameanduraton of 2 years.
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LDL -cholesteol concentratiorwasreduceddy 45% (p<0.001)in therosuvastin groupcomparel to the placebo
group.

In aposthocanalysisof a high-risk subgoup of subjeds with abaseine Franinghamrisk scoe>20%(1558 subjects)
therewasa significantreductionin thecombnedendpoint of cardiovasaular death strokeandmyocardid infarction
(p=0.028) onrosuvasatin treatnentversusplaceébo. Theabsolue risk reducton in the eventrateper 1000patientyears
was8.8. Total mortality wasunchangedh this highrisk group(p=0.193).In a posthocanalysisof a high-risk
subgroupof subgcts (9302subgctstotal) with abasdine SCORErisk >5% (extrgoolated to includesubjectsabovet5
yrs) therewasa significantreductionin the combinedend-point of cardiovasculadeath strokeandmyocadial
infarction(p=0.0003 onrosuvastatintireamentversusplacbo.The absoluterisk reductionin theeventratewas5.1
per 1000patientyears.Total mortality was unchangd in this high risk group(p=0.076)

Inthe JUPITER trial therewere6.6%o0f rosuvastin and 6.2%o0f placéo subjectsvho discontinueduseof study
medcationdueto anadverg event Themostcommonadverseevens thatledto treatmentiscontnuationwere:
myalgia(0.3%rosuwastatin,0.2%placebo)abdomin&pain (0.03%rosuvasttn, 0.02%placebo)andrash(0.02%
roswadatin, 0.03%placebo) Themostcommonadversesventsat a rategreaer thanor equalto placebowereurinary
trad infection (8.7%rosuvagatin, 8.6%placecbo),nasopharyngisi (7.6%rosuvastatiny.2%placebo) backpain (7.6%
roswadatin, 6.9%placebo)andmyalgia(7.6%rosuvatatin, 6.6% placeo).

Paediatric population

In adoubleblind, randomizedmulti-cente, placéo-controlled, 12-weekstudy(n=176,97 maleand79 female)
followedby a 40-week(n=173,96 maleand 77 female), openlabd, rosuvastah dos-titration phasepatientsl0-17
yearsof age(Tannerstagell -V, femalesatleast1 yearpostmenarche with heterozygougamilial
hypercholestrolaemiareceivedrosuvagatn 5, 10 or 20 mg or placebodaily for 12 weeksandthenall received
roswagdatin daily for 40 weeks At studyentry,approxmatly 30% of the patientswere 10-13 yearsandapproximatel
17%, 18%,40%,and25%wereTannerstagell, Ill, 1V, andV, respetively.

LDL-C wasredu®d 38.3%,44.6%,and50.0%by rosuvatatin 5, 10 and 20 mg, respectivelycompare to 0.7%for
placebo.

At theendof the40-week,openrlabel,titration to god, dosingup to a maximum of 20 mg oncedaily, 70 of 173
patients(40.5%)hadachievedthe LDL -C goal of lessthan2.8 mmol/l.

After 52 weeksof studytreatmentno effecton growth,weight BMI or sexud matuationwasdetectedseeSection
4.4). Theclinical trial experiencen childrenandadolescent patientsis limitedandthelong-term effects of rosuvasatin
(>1year)on pubertyareunknown.Thistrial (h=176)wasnot suited for comparisorof rareadverselrugevents.

5.2 Phar macokinetic properties

Absorption:Maximumrosuvasiin plasmaconcentraionsareacievel approximatelys hoursafter oral
administration.Theabsolutebioavailabilty is approximatdy 20%.

Distribution:

Rosuvastatins takenup extensivelyby theliver which s the primary site of chdesterolsynthesisandLDL -C
clearane. Thevolumeof distribution of rosuvasitin is approximaely 134 L. Approximately90% of rosuvastatins
boundto plasmaproteins,mainly to albumin.

M etabolism:

Rosuvastatiindergos limited metabolism(approximatdy 10%).In vitro metabolismstudiesusinghuman
hepabcytesindicatethatrosuvagatiniis a poorsubstrag for cytodhromeP450basedmetabolismCYP2C9 wasthe
principalisoenzymeanvolved,with 2C19,3A4 and 2D6 involvedto alesserextent. The mainmetaolitesidentified are
theN-desmehyl andlactonemetabolitesThe N-desmelyl metabolite is approximately50% lessactivethan
roswagdatin whereaghelactoneform is consideredlini caly inadive. Rosuvatatinaccountgor greaer than90% of
thecirculatingHMG-CoA reducaseinhibitor activity.
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Excretion:

Approximatel 90% of therosuvastah doseis excréed undhangedn the faeces(consistingof abrbedandnon
absombedactive substanceandtheremaning partis excreedin urine Approximatey 5% is excretedunchangedin
urine. The plasmaelimination half-life is approximately 19 hours.The eliminaton half-lif e doesnotincreaseat higher
doses.Thegeometic meanplasmacleaanceis approxmatdy 50 litres/hour(coefficient of variation21.7%).As with
other HMG-CoA reductasénhibitors,the hepdic uptakeof rosuvastanh involvesthe membanetransporte OATP-C.
Thistransporterisimportantin the hepdic elimination of rosuvasttn.

Linearity:

Systemicexposurenf rosuvastatinncreasesn proportionto dose.Thereareno changesn pharmacokinetipamameter:
following multiple daily doses

Special populations:
Age and sex:

Therewasno clinically relevanteffectof age or sexon the pharma&okingics of rosuvatain in adults.The
pharmacoinetics of rosuvastatinn childrenandadokscentsvith heteroz/gousfamilial hypercholestemlaema was
similar to thatof adultvolunteerqsee"Paedidric populdion” bdow).

Race:

Pharmacoknetic studiesshow anapproximae 2-fold elevaion in median AUC andCmaxin Asiansubgcts(Japanese,
Chinese Filipino, VietnhamesendKoreans)comparedvith Caucasias; Asian-Indiansshowanappioximatel.3-fold
elevationin medianAUC andCmax.A populationphamaamkinetic andysis revealedo clinically relevantdifferences
in pharmacokinets betweenCaucasanandBlackgroups.

Renal insufficiency:

In astudy in subgctswith varying degree®f renalimparment,mild to moderateenaldiseaséadnoinfluenceon
plasmaconcentratiorof rosuvastatiror the N-desméhyl metebolite. Subects with severeampairment(CrCl <30
ml/min) hada 3-fold increasan plasmaconcentraton anda 9-fold increasein the N-desmethymetaolite
concentratbn conpared to heathy volunteers.Steadystae plasma con@ntraions of rosuvastatinn subjects
undergoinghaenodialysis wereapproximately 50% greatercompare to heathy volunteers.

Hepatic insufficiency:

In a study with subgctswith varyingdegeesof hepatic impairment there wasno evidenceof increasedexposurgo
roswadatin in subjectswith Child-Pughsoores of 7 or below. However, two subjectswvith Child-Pughscoresof 8 and
9 showedanincreasen systemicexpostue of atleast2-fold comparedto subpctswith lower Child-PughscoresThere
is no experiencen subjectswith Child-Pughscoresabove9.

Paedatric population:The pharmacokieic paranetasin paedidric patientswith heteozygousfamilial
hypercholestrolaemiaagedl0to 17 yearshavenotbeenfully charaderised. A smallphamaamkinetic studywith
roswadatin (givenastablets)in 18 paedidric paients demonstated thatexposuren paedidric patientsappers
comparableo exposuren adultpatientsin addiion, theresuts indicatethatalargedeviationfrom dose
proportionalty is not expected.

5.3 Preclinical safety data
Preclinical datarevealno specialhazardfor humansasedn conventonal studiesof safdy pharmacology,

genotoxicity andcarcinogertity potental. Specific tests for effectson hERGhavenot beenevaluatedAdverse
reactonsnotobservedn clinical studies,but seenin animds at exposurdevek similar to clinical exposurdevelswere

Date Printed 24/10/2012 CRN 2120493 page number: 11



Irish Medicines Board

as follows: In repeate-dosetoxicity studieshistopathologt liver changeslikely dueto the pharmacabgic actionof
roswagdatin wereobrvedin mouseyat, andto alesse extentwith effectsin thegall bladderin dogs,but notin
monkeys.In addition, testiculartoxicity wasobserve in monkeysanddogsat higherdosagesReproductiveoxicity
wasevidentin rats, with reduceditter sizes, litter weightandpup survival observedt matenally toxic doseswhere
systemicexposuresvereseveraktimesabovethetherapeutc exposurdevel

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Lactosemonohydrate
Microcrystaline cellulose
Calciumphosphate
Crospovidone
Magnesiunstearag

TabletCoating
Lactosemonohydrate
Hypromellose

Triacetin
Titaniumdioxide (E171)
Ferric oxide,red(E172)

6.2 Incompatibilities
Not applicable

6.3 Shelf life

Thesheltlife expiry dateof this productshdl bethedateshownon thecontanerandouterpadkageof the producton
themariketin the countryof origin.

6.4 Special precautionsfor storage

Do not stare above30°C.
Storein the original package.

6.5 Nature and contents of container
Calendamlisterpacks of Laminate/Aluninium foil of 28 tablets.

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&S Hedthcare
Unit 4

Bradield Road
Ruislip
Middlesex
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