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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Crestor20mg film-coakdtablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead tabletcontans 20mgof rosuvastatirffasrosuvasttin cacium).

Excipients:Lactosemonohydate
For afull listof excipients,seesection6.1

3PHARMACEUTICAL FORM

Film-Co&ed Tablet
Product imported from the UK, Spain and Italy.
Rourd, Pink, BiconvexTabletwith ‘ZD4522 and‘20 ononesideandplainonthereverse

4 CLINICAL PARTICULARS
4.1 Therapeutic I ndications

Primaryhyperchoésterohemia(typella including heerozygoudamilial hypercholesteaemia)or mixed
dyslipidaemia(typellb) asanadjunctto dietwhenresponseo diet and othernon-pharmacologial treagmens (e.g.
exercige, weightredudion) is inadequate.

Homozygaisfamilial hypercholeseroleemiaasan adjund to diet andotherlipid loweringtreaments(e.g.LDL
apheress) or if suchtreatmens arenotappropriag.

4.2 Posology and method of administration

Before treatmentnitiation the patientshouldbe placeal on a standarccholesteol-lowering diet thatshouldcontinue
during treatmentThe doseshouldbeindividudisedaacordingto the goal of therapyandpatientresponsetisingcurren
consensuguidelines

Therecommendedtartdoseis 5 mg or 10 mg ordly once daiy in bothstain naiveor patientsswitched from another
HMG CoA reducaseinhibitor. The choiceof startdoseshouldtake into acmuntthe individual patient'scholesterol
levelandfuture cardovascularisk aswell asthe potentia risk for adversaeactions(seebelow).A doseadjustmentto
thenextdoselevel canbe madeafter4 weeks, if necessarysee Secton 5.1).1n light of theincreasedaeporing rateof
adverse reactionswith the40 mg doseconparedto lower doseqseeSedion 4.8), afinal titrationto the maximumdose
of 40 mg shout only be consideredn paientswith sevee hyperchoésterohemiaat high cardiovascularisk (in
particular thosewith familial hyperchoésterohema), who do not achevetheir treatmengoalon 20 mg, andin whom
routine follow-up will be performed(seeSection 4.4). Specalist supervsionis recommendeavhenthe40 mg doseis
initiated.

Crestormaybegivenatanytime of day, with or withoutfood.

Paediatric use

Safetyandefficacyhavenot beenestablshedin children. Paaliatric experien@is limited to asmal numbe of children
(aged 8 yearsor above) with homozygos familial hyperdolesterchema. Therefoe, Crestoris not recommendeéor
paediatric useatthistime.
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Usein theelderly
A startdoseof 5 mg isrecommendeth patients>70years(see Secton 4.4).Nootherdoseadjustmenhis ne@ssay in
relaion to age.

Dosagein patientswith renal insufficiency

No dose adjustrrentis necesary in paients 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 moderateenalimpairment Theuseof Crestorin paientswith severaenalimparmentis
contraindicaedfor all doses(SeeSecton 4.3andSection 5.2).

Dosage in patients with hepatic impair ment

Therewasnoincreasan sygemic exposurego rosuvasttin in subjectswith Child-Pudh saresof 7 or below.However,
increasdsysteme exposureénasbeenobservedn 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 paients with active liver diseasdseeSection4.3).

Race
Increasd systemicexposurenasbeenseenn Asiansubjeds (seeSection 4.4 andSection5.2). Therecommendedtat
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).

4.3 Contraindications

Crestoris contrandicated:

- in patientswith hypersensivity to roswasttin 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.

- duringpregnancyandlactationandin women of childbearing potential not usingappropriatecontraceptivemeasurs.
The40 mgdoseis contraindicatedn patiens with pre-disposng factorsfor myopathy/rhabdomyagisis. Suchfactors
include:

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

— hypothyrodism

— personalor family historyof hereditarymusculardisorders

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

— alcoholabuse

— situationswhereanincreasen plasmaevelsmayocaur

— Asianpatients

— concomitantuseof fibrates.

(seeSections4.4,4.5and5.2).

4.4 Special warnings and precautions for use

Renal Effects

Proteinuria,deteced by dipsticktestingand mostly tubula in origin, has beenobservedin patientstreatedwith higher
dosesof Crestor,in particular40 mg, where it wastransiet or intermittentin mostcasesProteinuriahasnot been
shownto be predctive of acuteor progressiveend diseasdseeSection 4.8). Thereportingratefor seiousrenal
evensin postmaiketinguse is higheratthe 40 mg dose An assesmaet of rend functionshouldbe consideed during
routine follow-up of patientstreatedwith a doseof 40 mg.
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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) andcautian shouldbe exercisedwith their combireduse.

Aswith otherHMG-CoA reductasenhibitors, thereportingrate for rhabdonyolysis associatedavith Crestorin post
marketinguseis higheratthe40 mg dose.

Creatine Kinase M easurement

Creatne Kinase(CK) shouldnot be measuredollowing strenuousexeciseor 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.

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(seeSecion 5.2)

» concomitaintuseof fibrates.

In such 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,weaknesor 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 symptomsresolveandCK levelsreturnto normd, thenconsideraton shouldbe givento re-introducing
Crestoror analternatve HM G-CoA reducaseinhibitor at thelowestdosewith closemonitoiing. Routine monitoting

of CK levelsin agymptomaticpatientss notwarranted.

In clinical trials therewasno evidenceof increasedkektalmuscleeffeds in the smallnumberof patientsdosedwith
Crestorandconcomitantherapy.Howeve, anincreasein theincidenceof myositisandmyopathyhasbeenseenin
patientsreceving otherHMG-CoA redwctase nhibitorstogetherwith fibric acid derivativesincludinggemfibroal,
cilosporin, nicotinic add, azoleantifungds, proteaseinhibitorsandmeacrolide artibiotics. Gemfibrozil increaseghe
risk of myopathywhen givenconcomitantlywith someHMG-CoA reductseinhibitors. Therefore, the combinationof
Crestorandgemfibrozil is notrecommende. Thebendit of further alteratonsin lipid levelsby the combineduseof
Crestorwith fibratesor niacinshouldbe carefully weighedaganstthe potential risks of suchcombinationsThe 40 mg
doseis cortraindicatedvith concomitanuseof afibrate(SeeSections4.5and 4.8).

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 the dosereducedif thelevel of serumtransaminaseis greaterthan3 timesthe upper
limit of normal Thereportingratefor seroushepaic events(consistingmainly of increasechepdic transaminasesi
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post-marketinguseis higheratthe 40 mg dose
In patientswith secondanhypercholesterolamia causedoy hypothyroidsmor nephotic syndromethe undetying
diseaseshouldbetreaedprior to initiating therapywith Crestor.

Race
Pharmacoknetic studiesshow anincreasen exposuran Asiansubjet¢s compaedwith CaucasiangseeSectionst.2
and 5.2).

Protease inhibitors
Theconcanitantusewith proteasenhibitorsis notrecommendd (see Secion 4.5).

Diabetes M ellitus

Someevidencesuggestshatstatns asa classraiseblood glucoseandin somepaients,at high risk of futurediabetes,
may producea level of hyperglycaena whereformal diabetscareis appropriate.Thisrisk, however s outweighedby
thereductionin vascularisk with statins and thereforeshouldnot be areasonfor stoppingstatintreatmentPatientsat
risk (fastingglucoseb.6to 6.9 mmolL, BMI>30kg/m2, raisedtriglycerides hypertensionshouldbe monitoredboth
clinically andbiochemcally accordingto nationalguidelines.

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

4.5 Interaction with other medicinal products and other forms of interaction

Ciclosporin: During conconitant treatmeat with Crestorandciclosporin,rosuvastatilAUC valueswereon average/
timeshigherthanthoseobsevedin healty volunteers(seeSecton 4.3).
Concomitantadministrationdid not affect plasmaconcentrationsof ciclosporin.

Vitamin K antagonists: As with otherHMG-CoA reductseinhibitors,theinitiation of treament or dosageup-
titration of Crestorin patientstreaed concomtantly with vitaminK antagonistge.g.warfarinor anothercoumam
anticoagulantimayresultin anincreasan Internaiond Normalised Ratio (INR). Discontinuatioror down-titration of
Crestormayresultin adecreasin INR. In suchsituaions,appropride monitoringof INR is desirable.

Ezetimibe: Concomiaintuseof Cregor andezetmiberesulta in no changeto AUC or Cmaxfor either drug.
Howeve, a phamacodynamidnteraction,in termsof adverseeffects,betveen Crestorandezdimibe cannotberuled
out (seeSecton 4.4).

Gemfibrozil and other lipid-lowering products. Conmmitantuseof Crestorandgemfibrozilresultedn 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 add) increaetherisk of myopahy whengivenconcomitantlywith HMG-
CoA reductasénhibitors, probablybecausé¢hey 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.

Protease inhibitors. Althoughthe exactmechanisnof interadion is unknown,conconitant proteasenhibitor usemay
strongly increaseosuvasttin exposureln a pharmaokindic study,co-admnistrationof 20 mgrosuvastatiranda
combinationproductof two protea inhibitors (400 mglopinavir/ 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: Thesimultaneouslosng of Crestorwith anantacid suspensiorcontainingaluminum andmagiesium
hydroxideresultedn adecreasin rosuvasatin plasmaconentraion of approximately50%. This effectwasmitigated
whenthe antacidwasdosed 2 hoursafter Crestor. Theclinical relevane of thisinteractionhasnot beenstudied.

Date Printed 10/09/2012 CRN 2113078 page number: 4



Irish Medicines Board

Erythromycin: Concomitantuseof Crestoranderythromycn resultedn a20%deaeasen AUC (0-t) and a30%
decreasan Cmaxof rosuvastatinThis interaction may be causel by theincreag in gut motility causedoy
erythromycin.

Oral contraceptive/hormonereplacement therapy (HRT): Conconitant useof Crestorandanoral contraceptive
resultedn anincreasen ethinyl estradib andnorgestre AUC of 26%and34%, respectivelyTheseincreaseglasma
levelsshouldbe constderedwhenselectingoral contraceptive dosesThere areno phamacokindic dataavailablein
subjectstaking concomitantCrestorandHRT andthereforea similar effect cannotbe excluded However the
combinationhasbeenextensvely usedin womenin clinicd trials andwaswell tolerated.

Other medicinal products. Basedon daafrom specfic interaction studiesno clinically relevantinteractionwith
digoxin is expecied.

Cytochrome P450 enzymes: Resultsfrom in vitro andin vivo studiesshowthatrosuvastan is neithe an inhibitor nor
an induce of cytochromeP450isoenzynes.In addtion, rosuvastah is a poorsubgratefor theseisoenzymesNo
clinically relevantinteractionshavebeenobservedeaweenrosuvastah andeither fluconazole (aninhibitor of
CYP2C9andCYP3A4)or ketoconazoléaninhibitor 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 bearng potentialshoulduseappropria¢ contraepive measures.
Sincecholesterolandotherproductsof cholesterolbiosynthesisreessenial for thedevelopmenof thefoetusthe
potentialrisk from inhibition of HM G-CoA redudaseoutweighsthe advantageof treatmenduringpregnancyAnimal
studiesprovideli mited evidenceof reproductve toxicity (seeSedion 5.3). If a patientbecomegpregnantduringuseof
this product,treatmentshouldbe discontnuedimmediately.

Rosuvastatins excretedn themilk of rats.Thereare no datawith respetto excretionin milk in humangseeSedion
4.3).

4.7 Effects on ability to drive and use machines

Studiesto determinghe effectof Crestorontheability to drive and usemadineshavenotbeenconductedHowever,
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 than49% of
Crestortreaed paients werewithdrawn dueto adveseevents.

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

I mmune system disorders
Rare: hypersnsiivity reactionsncludingangioelema

Nervous system disorders
Common: headachedizziness

Endocrine disorders
Common: diabetesmellitus 1
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Gastrointestinal disorders
Common: constipationnauseaabdomiral pain
Rare: panceatitis

Skin and subcutaneous tissue disorders
Uncommon: pruritus,rash andurticaria

Musculoskeletal, connective tissue and bone disorders
Common: myalgia
Rare: myopahy (includingmyositis) andrhabdomyoysis

Reproductive system and breast disorders
Very rare:gynecomastia

General disorders
Common; asthenia

Aswith otherHMG-CoA reductasenhibitors, theincidenceof advesedrugreactiongendsto be dosedependent.

1 Frequencywill dependnthepresencer absene of risk factors (fasting blood glucose> 5.6 mmol/L,
BMI>30kg/m2, raisedtriglycerides history of hypetension).

Renal Effects. Proteinuriadetecedby dipsick testing andmostly tubula in origin, hasbeenobsevedin patients
treadedwith Crestor.Shiftsin urine proteinfrom noneor traceto ++ or more were se2nin <1% of patientsatsonetime
during treatmentvith 10 and20 mg, andin approximatdy 3% of patientstreatedwith 40 mg. A minorincreasein shift
from noneor traceto + wasobservedvith the 20 mg dose In mostcasesprotanuriadeagease®r disappars
spontaneusly on continuedtherapy Review of data from clinical trials and postmarketingexperienceo datehasnot
idertified a caushassociationbetweerproteinuriaandacue or progressiveenaldisease.

Haematuridhasbeenobservedn patientstreatedwith Crestorandclinicaltrial data showthatthe occurenceis low.

Skeletal muscle effects. Effects on skeleal musclee.g.myalgia, myopathy(includingmyositis)and,rardy,
rhabdomyolysisvith andwithout acuterenal failure havebeenreporedin Crestortreaed patientswith all dosesandin
particularwith doses> 20mg

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

Liver Effects. As with otherHMG-CoA redudaseinhibitors,a doserelatad increasen transamiaseshasbeen
obseredin asmal numberof paientstaking rosuvasttin; the mgority of casesveremild, asymptomatiand
transient.

Post Marketing Experience:
In addition to the above the following adverseeventshavebeenrepored during postmarketingexperiencdor
CRESTR:

Gastrointestinal disorders: Not known: diarrhoe.

Hepatobiliary disorders: Very rare: jaundice hepatits; rare:increasedransaminases.
Musculoskeletal disorders. Very rare: arthralgia.

Nervous system disorders: Very rare: polyneuropathymemoryloss.

Renal disorders: Very rare: haematue.

Skin and subcutaneous tissue disorders: Not known: StevensJohnsorsyndrome.

Thereporing ratesfor rhabdomyoysis, seriousrenal eventsandserioushepdic events(consistingmainly of incressed
hepaic transanmases)s higheratthe40 mg dose
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4.9 Overdose

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

5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Phar macotherapeutic group: HMG-CoA redudaseinhibitors
ATC code: C10AA07

M echanism of action

Rosuvastatins a selectiveandcompetitiveinhibitor of HMG-CoA reductae theratelimiting enzymethatconvers 3-
hydroxy-3-methylglutarylcoenzymeA to mevalonag, a preaursorfor cholesteol. The primaly 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.

Phar macodynamic 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.

Table 1 Doseresponsein patientswith primary hypercholesterolaemia (type llaand I1b) (adjusted mean
per cent change from baseline)

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

A therapeutc effectis obtanedwithin 1 weekfoll owing tregmentinitiation and90% of maximumresponseés
achievedin 2 weeks.Themaximumresponsés usudly achieved by 4 weeksandis maintainedafter that.

Clinical efficacy

Crestoris effective in aduts with hyperchoéserolaania, with andwithout hypertiglyceridaemiaregardles®sf race,
sex, or age andin specialpopulationssud asdiabetics, or patientswith famili al hypercholesteromia.

From pooledphasdll daf, Crestorhasbeenshownto beeffective at treaing the majority of patientswith typellaand
I1b hypercholesterolaria (meanbaselne LDL -C about4.8 mmol/l) to reamgnisedEuropearAtheroscleros Society
(EAS; 1998)guideine targets about80% of patents treaedwith 10 mgreachedhe EAS targetsfor LDL -C levels(<3
mmol/l).

In alargestudy,435 patientswith heterozygousamilial hypercholsterolaeemia 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 theoverdl popuktion,themeanLDL -C reductionwas22%.

In clinical studieswith alimited numberof patients, Crestorhasbeenshownto have additiveefficacyin lowering
triglycerideswhenusedin combinationwith fenofibrateandin increasingHDL-C levelswhenusedin combination
with niacin(seeSection4.4).

Rosuvastatirhasnot beenprovento preventthe asso@ted conplications of lipid abnormalitiessuchascoronaryheart
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diseaseasmortaity andmorbidity studieswith Crestor havenotyet been completec

In a multi-centre doubleblind, placebecontrolled, clinicd study(METEOR),984 patientsbetwea 45 and70 yearsof
age andatlow risk for coronaryheartdisease(ddfined as Framnghamrisk < 10%over 10 yeas), with meanLDL -C or
4.0mmoll (154.5mg/dL) butwith subclinicd atheosderosis(detected by Carotidintima MediaThickness)vere
randomisedto 40 mg rosuvasatin oncedaly or placbofor 2 years.Rosuvastan significantly slowedtherateof
progressionof the maximumCIMT for the 12 carotid artey sitescompaedto placeboby -0.0145mm/year95%
confidenceinterval 0.0196,-0.0093;p<0.0001].The changefrom baselinewas -0.0014mm/year(-0.12% year/(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:

Thepopulationstudied in METEOR is low risk for therisk of cardiovascudreeventshasyet beendemonstratedlhe
populationstudedin METEORIs low risk for coronay heartdiseaseanddoes not representhetarget populationof
Crestor40mg. The40mgdoseshouldonly beprescribé in patientswith sevee hypecholesteolaemiaathigh
cardovascuérrisk (seeSectiord.2).

5.2 Phar macokinetic properties

Absorption: Maximumrosuvagatin plasnma concentationsare achievedapproxmately 5 hoursafter oral
administration.Theabsolutebioavailabilty is approxinatdy 20%.

Distribution: Rosu\astatinis takenup extensively by theliver whichisthe primarysite of cholesterobynthesisand
LDL-C clearanceThevolumeof distribution of rosuvastan is approximatdy 134L. Approximatdy 90% of
roswagdatinis boundto plasmaproteinsmanly to albumin.

M etabolism: Rosuvastan undergoedimited metéolism (approximatly 10%).1n vitro metabolisn studiesusing
humanhepatocytesdicatethatrosuvasttn is a poor substatefor cytochrome P450basednetabolismCYP2( was
the principalisoenzymenvolved,with 2C19,3A4 and2D6 involvedto alesse extent.Theman metaboitesidentified
arethe N-desmetyl andlactonemetabdites. The N-desmehyl metabolite is approximatelys0%lessactivethan
roswagdatin whereaghe lactoneform is consideredlini caly inadive. Rosuvatatinaccountgor greaer than90% of
thecirculatingHMG-CoA reductasenhibitor acivity.

Excretion: Approximately90% of therosuvastati doseis excreedunchangedin the faeceqconsistingof absorbed
and non-absorbedctivesubstanceandtheremaning partis excreedin urine Approximately5% is exaeted
unchangel in urine. The plasmaeliminaion half-life is approximatly 19 hours.The eliminationhalf-life doesnot
increasg at higherdoses. The geometricnean plasmaclearanceis approximaely 50 litres/hour(codficient of varation
21.7%). As with otherHM G-CoA reductasenhibitors, the hepatic uptakeof rosuvastatinnvolves the membrane
transpoter OATP-C. This transporters importantin the hepaic elimination of rosuvastatin.

Linearity: Systemicexposureof rosuvastah increasesn proportionto dose There areno changesn pharmacokinetic
parametes following multiple daily doses.

Special populations:

Age and sex: Therewasno clinically relevanteffed of ageor sexon the pharmacokineticsof rosuvastatin.

Race: Pharmacokietic studiesshowanapproximae 2-fold elevaion in medan AUC andCmaxin Asiansubjects
(JapaneseChineseFilipino, VienamesendKoreans)compaed with Cau@siansAsianindiansshow an
approximatel.3-fold elevationin medianAUC andCmax. A populdion phamacokineticanalysisrevealedho
clinically relevantdifferencesn pharmacokingcs betveen CaucaianandBlackgroups.

Renal insufficiency: In astudyin subjectswith varyingdegreesof renalimparment, mild to modeaterenaldisease
had noinfluenceon plasmaconcentation of rosuvatatin or the N-desmeltyl metabolite Subjectswith sevee
impairment (CrCI <30 ml/min) hada 3-fold increasein plasma concetraion anda 9-fold increasen the N-desmehyl
metaboliteconcentationcomparedo healty voluntees. Stealy-stateplasmaconcentrationsf rosuvastatinn subjects
undergoinghaenodialysis wereapproximately 50% greatercompare to heathy volunteers.

Hepatic insufficiency: In astudywith subpctswith varyingdegreesof hepaic impairmenttherewasno evidenceof
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increagdexposurdo rosuvagatinin subjectswith Child-Pughscoresof 7 or below.

Howeve, two subgct with Child-Pughscoresof 8 and9 showedan increasein systenic exposureof atleast 2-fold
comparedo subgctswith lower Child-PughscoresThereis no experiencein subjectswith Child-Pughscores above
9.

5.3 Preclinical safety data

Preclinical datarevealno specialhazardfor humansasedon convenional studiesof safdy pharnacology,
genctoxicity andcarcinogertity potental. Specifc tests for effectson hERGhavenot beenevaluatedAdverse
reactonsnotobservedn clinical studies,but seenin animds at exposurdevek similar to clinical exposurdevelswere
asfollows: In repeateetose toxicity studieshistopathobgic liver changeslikely dueto the pharmacologi@ctionof
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 observedat matenally toxic doseswhere
systemicexposuresvereseveraktimesabovethetherapeutc exposurdevel

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet Core
Lactosemonohydrate
Microcrystaline cellulose
Calciumphosphate
Crospovidone
Magnesiunstearas

Tablet Coat
LactoseMonohydrate
Hypromellose
Triacetin

Titaniumdioxide (E171)
RedlIronoxide (E172)

6.2 Incompatibilities
Not applicable
6.3 Shelf life

Theshelflife expiry dateof this productis the dateshownon the contanerandouterpackageof the producton the
marketin the countryof origin.

6.4 Special precautionsfor storage

Storebelow30°C
Storein the original package

6.5 Natur e and contents of container

Blister packsof laminate/aluminiunfoil of 28 tabletsin anoverlabelled oute carton.
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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

Profind Wholesaleltd

Unit 625, KilshaneAvenue

NorthwestBusines$arl

Dublin 15

Ireland

8 PARALLEL PRODUCT AUTHORISATION NUMBER

PPA1500/2/1

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof first authorization: 81 May 2009
10 DATE OF REVISION OF THE TEXT

SeptembeR01z
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