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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Rosuvastatinreva40 mg film-coakedtablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead film-coakdtable contains40 mg rosuvasatin (asrosuvastéin caldum).

Excipientswith known effect
Lactoseanhydrous(94.30mg/tabletlandcarmoisine (aluminiumlake, 0.009mg/tablet)

For thefull list of excipients,seesection6.1.
3PHARMACEUTICAL FORM

Film-coatedtablet.

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

4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications

Treatment of hypercholester olaemia

Adults, adolescerstandchildrenaged6 yearsor olderwith primary hyperdolesterolaemiétypellaincluding
heterozygaisfamilial hypercholeserolaania) or mixed dyslipidaema (typellb) as anadjunctto dietwhenresponse¢o
diet andothernon-pharnacologicaltreatmets (e.g. exergse, weight reduction)is inadeguate.

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

Prevention of Cardiovascular Events
Preventionof majorcardiovasculaeverisin patientswho areestimatel to havea highrisk for afirst cardiovascular
event(seesection5.1), asanadjunctto correctionof otherrisk factors.

4.2 Posology and method of administration

Before treatmentnitiation the patientshouldbe placal on a standarctholesteol lowering dietthatshouldcontinue
during treatmentThe doseshouldbeindividudisedaacordingto the goal of therapyandpatientresponsetisingcurrent
consensuguidelines

Rosuvastatinmrevamay be givenatanytime of day, with or withoutfood.

Treatment of hypercholester olaemia

Therecommendedtartdoseis 5 or 10 mg ordly oncedaily in bothstatn naive or patientsswitchedfrom another
HMG CoA reducaseinhibitor. The choiceof startdoseshouldtake into acmuntthe individual patient'scholesterol
levelandfuture cardovascularisk aswell asthe potential risk for adverseaeactions(seebelow).A doseadjustmentto
thenextdoselevel canbe madeafter4 weeks, if necessarysee secton 5.1).In light of theincreasedeportingrateof
adverse reactionswith the40 mg doseconparedto lower doseqseesedion 4.8), afinal titration to the maximumdose
of 40 mg shout only be consideredn paientswith sevee hyperchoksterchemiaat high cardiovascularisk (in
particular thosewith familial hyperchoésterohema), who do notachevetheir treatmengoalon 20 mg, andin whom
routine follow-up will be performed(seesection4.4). Specialist supervisions recommeadedwhenthe 40 mg doseis
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initiated

Prevention of cardiovascular events
In the cardovasculaeventsisk reductionstudy,thedoseused was20 mg daly (seeSection5.1).

Paediatric population
Paedatric useshouldonly be carriedout by specidists.

Childrenandadolescats6 to 17 yearsof age(TannerStege<l|l-V)

In children andadolescentwith hetepnzygousfamilial hyperdolesterohema the usualstat doseis 5 mg daly.

* In children6 to 9 yeass of agewith heterozygousamilial hyperchoéseroleemia,the usualdoserangeis 5-10mg
orally oncedaily. Safetyandefficacyof dosegyreata than10 mg have not beenstudiedin this population.

* In children10to 17 yearsof agewith heerozygoudamilial hyperchoéseroleemia,the usualdoserangeis 5-20 mg
orally oncedaily. Safetyandefficacyof dosegyreata than20 mg have not beenstudiedin this population.

Titrationshouldbe conductedaccordingto theindividud responsandtolerablity in paediatrigpatientsas
recanmendedy the paediatridreatmentrecommendéons (see secton 4.4). Childrenandadolescentshouldbe
placedon standardcholeserolloweringdiet beforerosuvastan treatmentinitiation; this diet should be continued
during rosuvastatirireatment.

Experiencan childrenwith homozygots familial hyperdolesterohema is limited to a smallnumberof childrenaged
between8 and17 years

The40 mgtabletis not suitablefor usein paediatic paients.
Childrenyoungerthan6 yeats

Thesafetyandefficacyof usein childrenyounge than6 yeas has not beenstudied.Therebre, rosuvastatins not
recanmendedor usein childrenyoungerthan6 yeas.

Elderly
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@ <60 ml/min). The 40 mg doseis contrandicatedin
patientswith moderataenalimpairment The useof rosuvatain in patientswith severeenalimpairmentis
contraindicaedfor all doses(seesectiond.3andsection5.2).

Dosagein 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 (seesection5.2).In these
patientsan assessmermf renalfunctionshouldbe considerd (seesection 4.4). Ther is no experencein subjectswith
Child-Pughscoresabove9. Rosuvastatiims contrandicaedin patientswith adive liver diseasdseesectiorn4.3).

Race
Increasd systemicexposuréhasbeenseenn Asiansubjeds (seesections4.3,4.4 and5.2). Therecommendedtart
doseis 5 mg for patientsof Asianancesry. The40 mgdoseis contrandicated in thesepatients.

Genetic polymor phisms

Specific typesof geneic polymorphismsareknownthatcanleadto increaead rosuvastatirexposurgseesedion 5.2).
For patiens who areknownto havesuchspecifictypesof polymorphsmns, alower daly doseof rosuvastatins
recanmended.

Dosagein patients with predisposing factorsto myopathy
Therecommendedtartdoseis 5 mgin patientswith predsposingfactorsto myopathy(seesection4.4). The40 mg
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doseis cortraindicatedn someof thes paients (seesedtion 4.3).

Concomitant therapy

Rosuvastatins a substrae of varioustransporer protens (e.g. OATP1BlandBCRBP. Therisk of myopathy(including
rhabdomyolysis)s increagdwhenroswashtin is administeredconmmitantly with certainmedicinalproductsthat
may increasethe plagnaconcentratiorof rosuvasttin dueto interacionswith thesetransporte proteins(e.g.
ciclosporinandcertainproteasenhibitors includingcombinationsof ritonavr with atazanavirlopinavir, and/or
tipranavir;seesectons4.4and4.5). Whenevermpossble, alternaive medcationsshouldbe consideredand,if
necessary, considertemporarilydisconinuing rosuvastah thergy. In situaionswhere co-administratiorof these
medcinal productswith rosuvasatin is unavoidabe, the benefitandtherisk of concurenttreatmentandrosuvatatin
dosing adustmentsshouldbe carefully consideed (see secton 4.5).

4.3 Contraindications

Rosuvastatins contraindcated:

- in patientswith hypersensivity to roswasttin or to any of the excipientslistedin section6.1.

- in patientswith activeliver diseasencludingunexphined, persstentelevations of serumtransanmasesandany
serum transammaseelevationexceeding 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 predisposng factorsfor myopathy/habdomyolysisSuchfactors
include:

— moderae 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.

(seesectins4.4,4.5and5.2)

4.4 Special warnings and precautions for use

Renaleffects

Proteinuria,deteced by dipsticktestingand mostly tubula in origin, has beenobservedin patientstreatedwith higher
dosesof rosuvasdtin, in particular40 mg, whereit was transientor intermttentin mostcasesProteinuia hasnotbeen
shownto bepredrctive of acuteor progressiveend diseasdseesection 4.8). Thereportingrate for seiousrenalevents
in postmarketng useis higheratthe40 mg dose An assessmentf renal function shouldbe consideed duringroutine
follow-up of patientsreatedwith a doseof 40 mg.

Skeletal muscleeffects

Effectson skeleal muscle e.g.myalgia,myopathyand,rarely, rhabdonyolysis havebeenreportedn rosuvastatin
treaed paientswith all dosesandin particular with doses> 20 mg. Very rarecasesf rhabdomyolysidhiavebeen
reportedwith theuseof ezetmibe in combination with HMG-CoA redudaseinhibitors.A phamacodynamic
interactioncannotbe excluded(seesection4.5) andcaution shouldbe exercisel with their combinel use.

Aswith otherHMG-CoA reductaseénhibitors, thereportingrate for rhabdonyolysis associatedvith rosuvastatinn
postmarketng useis higheratthe 40 mg dose

Creatine Kinase measurement
Creaine Kinase(CK) shouldnot be measuredollowing strenuousexeaciseor in the presencef a plausiblealtemative
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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

Rosuvastatinaswith otherHM G-CoA reductaeinhibitors,shouldbe presaibed with cautionin patientswith
predisposingactorsfor myopathy/rhabdmyolysek. Suchfactorsinclude:

- renalimpairment

- hypothyroidism

- personalor family history of hereditarymusculadisordes

- previous history of muscular toxicity with anotherHMG-CoA reductaseinhibitor or fibrate
- alcoholabuse

- age>70years

- situationswhereanincreasen plasmalevels mayoccur (see sectons4.2,4.5and5.2)

- concomitanuseof fibrates.

In sueh patientgtherisk of treamentshould be consideedin relation to possble benefitandclinical monitoringis
recanmendedIf CK levelsaresignificantly elevatel 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 shouldbediscontinuedf CK levelsare
markedlyelevaed (>5xULN) or if muscuar sympbmsaresevee andcausedaily discomfot (evenif CK levelsare
<5x ULN). If sympbmsresolveandCK levelsreturnto normal thenconsderaton shouldbe givento re-introducing
roswagdatin or analternaive HMG-CoA reductasanhibitor at thelowestdosewith closemonitoring. Routine
monitoring of CK levelsin asymptomatipatientsis notwarranted.Therehave beenvery rarereportsof animmune
medatednecrotsing myopahy (IMNM) duringor after treatment with stains, includingrosuvastatinlMNM is
clinically charactered by proximalmuscleweaknessand elevaed serumcreaine kinase which persistdespite
discontinuatiorof statintreatment.

In clinical trials therewasno evidenceof increasedkektalmuscleeffeds in the smallnumberof patientsdosedwith
roswadatin andconcomitantherapy However,anincreasen theincidenceof myositisandmyopathyhasbeenseen
in patientsreceivingother HM G-CoA reductaeinhibitorstogethemwith fibric aciddeiivativesincludinggemibrozil,
ciclosporin nicotinic acid, azoleantifungals,proteasanhibitorsandmacroide antibiotics.Gemfibiozil increaseghe
risk of myopathywhen givenconcomitantlywith someHMG-CoA reductseinhibitors. Therefore, the combinationof
roswagatin andgemfibrozilis notrecommendedThebeneft of furtheralterationsin lipid leves by the combinel use
of rosuvastatirwith fibratesor niacinshouldbe carefuly weighedagainstthe potentialrisks of suchcombinationsThe
40 mg doseis contraindicatedvith concomiantuseof afibrate (see sectons4.5and4.8).

Rosuvastatirshoutl notbeusedin any paient with anaaute, seriouscondtion suggetve of myopathyor predisposing
to thedevelopmenof renalfailure secomlaryto rhabdomyolysige.g.sepsishypotensionmajorsurgey, trauma,
severemetbolic, endocrineandelectrolyte disorderspr uncontroled sezures).

Liver effects
Aswith otherHMG-CoA reductasenhibitors, rosuvatatin shouldbe usel with cautionin patientsvho consume
excesgve quantties of alcoholand/orhavea historyof liver diseae

It is recommendethatliver function testsbe carried out prior to, and 3 monthsfollowing, theinitiation of treatment.
Rosuvastatirshoutl be discontinuedr the dosereducel if thelevel of seum transaminases greaterthan3 timesthe
upperlimit of normal. Thereportingratefor serioushepdic events(consistng mainly of increasedepatic
transaminasesh pog-marketinguseis higheratthe 40 mg dose

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

Race
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Pharmacoknetic studiesshow anincreasen exposuran Asiansubjet¢s compaedwith Caucasiangseesectionst.2,
4.3and5.2)

Proteaseanhibitors

Increasd systemicexposureo rosuvasatin hasbean obseved in subjeds recaving rosuvastan concomitanty with
various proteasenhibitorsin conbination with ritonavr. Consideation shoutl be givenbothto the benefitof lipid
lowering by useof rosuvastatinn HIV patientsreceiving proteasenhibitorsand the potentialfor increased
roswagatin plasma concentrabnswheninitiating andup titrating rosuvatatin dosesn patientdreatedwith protease
inhibitors. The conconitant use with certan proteasanhibitorsis notrecommendedunlessthe dose of rosuvastatins
adjusted(seesectionst.2and4.5).

Fusidic acid

Rosuvastatimustnot be co-adminigeredwith sysemic formulationsof fusidic aad or within 7 days of stopping
fusidic aad treament.In patientswherethe useof systemic fusidic add is consideed essental, statintreatmenshout
be discontnuedthroughouthe duraton of fusidic add treatment. There havebeenreportsof rhabdomyolysis
(including sonre fatalities) in patientsreceving fusidic acid andstéinsin combination(seesection4.5). The patient
should beadvisedio seekmedicaladviee immediatly if theyexpeience any symptomsof muscleweaknesspainor
tencerness.

Statin therapy may bere-introducedsevendaysafter the lastdoseof fusidic acid.

In exceptionalcircumsanceswhereproongedsystenic fusidic add is nealed,e.g.,for thetreatmentof sevee
infections the needfor co-administratiorof rosuvatatin andfusidic acid shouldonly be consideredn a caseby case
basisandunderclosemedicalsupervisio.

Interstitid lung disease

Exceptionakasef interstitiallung diseasdavebeenreporedwith somestains, espeially with long term therapy
(seesectin 4.8). Presentindgeaturescanincludedyspnoeanon-produdive coughanddeterioationin generalhealth
(fatigue,weightlossandfever). If it is suspeteda patienthas devdopedinterstitiallung diseasestatintherapyshould
be discontnued.

DiabetesMellitus

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

risk (fastingglucoses.6to 6.9 mmoll, BMI >30 kg/mz, raisedtriglycerides,hypetenson) shoutl 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.

Paedatric population

Theevaluaton of lineargrowth (height),weight,BMI (body massndex),andsecondaryeharacteristicef sexual
maturationby Tannerstagingin paediatrigpaients6 to 17 yearsof agetaking rosuvastatins limited to atwo-year
period. After two yearsof studytreatmentno effect on growth,weight BMI or sexualmatuationwasdetectedsee
section5.1).

In aclinical trial of childrenandadolesentsreceving rosuvatatin for 52 weeks,CK elevations> 10xULN andmuscle
symptomsfollowing exerciseor increagdphyscal adivity were observednore frequently comparedto obsevationsin
clinical trials in adults(seesectior4.8).

Other
This medicinalprodud containdactos. Patentswith rare herediary problemsof galactosentolerancethe Lapp
lactasaleficiencyor glucosegalactosanalabsorpion shouldnottake this medicine

Theexcipiensin the coatingfor the5 mg tables contan sunsetyellow FCF(E110)andin 10 mg,20 mgand40mg
tabletscarnoisine (E122).Thes excipientsusedascolouringagens may causeallergic readions
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4.5 Interaction with other medicinal productsand other forms of interaction

Effect of co-adminiteredmedicinalproductson roswasttin

Transporter protein inhibitors: Roduvastatin is a substrag for certain transporte proteinsincluding the hepatic
uptaketransporér OATP1Blandefflux transporte BCRP.Conconitant adninistrationof rosuvasttin with medicinal
productsthatareinhibitorsof these transporteprotans mayresultin increasedosuvastatirplasmaconcentrationand
an increasedisk of myopathy(seesections4.2,4.4,and4.5Table 1).

Ciclosporin: During conconitant treatmat with rosuvatatin and ciclosporin,rosuvastatirAUC values were on
average/ timeshigherthanthoseobservedn hedthy volunteergseeTablel). Rosuvastatits contraindicatedn
patientsreceving concomitanticlosporin(seesedion 4.3). Conconitant admnistrationdid not affectplasma
concentratonsof ciclosporn.

Proteaseinhibitors: Althoughthe exactmechanisnof interadion is unknown,conconitant proteasenhibitor usemay
strongly increaseosuvastin exposurgsee Table 1). Forinstancein a phamacokindic study,co-administrationof 10
mg rosuvasatin anda combinationproductof two proteaseinhibitors (300 mg atazanavif 100 mg ritonavir) in healthy
volunteersvasassociadwith anapproximéely threefold and seven-fold increasen rosuvatain AUC andC, .

respectivelyThe concomiaintuseof rosuvatatinand sone proteaeinhibitor combinationsnaybe consideredfter
carefulconsideratn of rosuvastatn doseadjugmentsbasedon the expectdincreasan rosuvastah exposurgsee
sections4.2,4.4,and4.5Tablel).

Gemfibrozil and other lipid-lowering products: Conomitantuseof rosuvastatirandgemibrozil resultedn a 2-fold
increag in rosuvastatirC . andAUC (seesection4.4).

Basedon datafrom specificinteractionstudies no pharnmacokingic relevantinteractionwith fenofibrateis expected,
howevera pharmacodynamimteractionmay occur.Genfibrozil, fenofibrae, otherfibratesandlipid lowering doses
(> or equalto 1g/ay)of niacin (nicotinic add) increaetherisk of myopahy whengivenconcomitantlywith HMG-
CoA reductasenhibitors, probablybecausehey canprodue myopahy when givenalone.The 40 mg doseis
contraindicaedwith conconitant use of afibrate (see sectons4.3and 4.4). Thesepatientsshouldalsostartwith the 5
mg dose.

Ezetimibe: Concomiaintuseof 10 mgrosuvastah and10 mg ezetmiberesultedn a 1.2-fold increasan AUC of
roswagdatinin hypercholesterolaemgbjects (Table 1). A pharm&odynamg interaction,in terms of adverseeffects,
betweenrosuvastati andezetimibecanrot beruledout (see section 4.4).

Antacid: Thesimultaneousiosng of rosuvastatn with an antacid susp@sion containingaluminiumandmagneium
hydroxideresultedn adecreasin rosuvasatin plasmacone@ntraion of approximately50%. This effectwasmitigated
whenthe antacidwasdosed 2 hoursafterrosuvastah. Theclinical relevanceof this interadion has notbeenstudied.

Erythromycin: Conmmitant use of rosuvasttin anderythromych resultel in a20%decreasén AUC (0-0) anda 30%
decreasen C, . of rosuvastah. Thisinteractionmaybe causedy theincreasein gutmotility causel by
erythromycin.

Fusidic acid: Therisk of myopathyincludingrhabdonyolysismaybeincreaed by the concomitaneadministrationof
systemicfusidic acidwith statins. Themechansmof this interaction (whetherit is pharmacodynamior
pharmacoknetic, or both)is yetunknown.Therehavebeenreports of rhabdomyolysig(including somefatalities)in
patientsreceving this combination.

If treatmentwvith systenic fusidic acidis ne@ssaryrosuvastan treatmentshouldbe discontinuedhroughoutthe
durationof thefusidic acidtreatmentAlsoseesecion 4.4.

Cytochrome P450 enzymes. Resuts fromin vitro andin vivo studesshowtha rosu\astatinis neitheraninhibitor nor
an induce of cytochromeP450isoenzynes.In addtion, rosuvastah is a poorsubgratefor theseisoenzymes.
Thereforedruginteractionsreaulting from cytochromeP45(-mediatedmetabolismarenot expectedNo clinically
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relevantinteractons havebeenobservedetveenrosuvasttin and eitherfluconazole(aninhibitor of CYP2C9and

CYP3A4) or ketoconazoléaninhibitor of CYP2A6 and CYP3A4).

I nteractionsrequiring rosuvastatin dose adjustments (see also Table 1): Whenit is necessaryo co-administer
roswagatin with othermedicinalproductsknown to increaseexposurdo rosuvastatingosesf rosuvastatirshouldbe
adjusted.Startwith a5 mg oncedaily doseof rosuvatatin if theexpecedincreasan exposurd AUC) is approximatel
2 fold or higher. Themaximumdaily doseof rosuvastatin shoutl be adjustel sothatthe expectedrosuvastatirexposue
would notlikely exceedhatof a40 mg daily doseof rosuvastan taken withoutinteractingmedichal productsfor
examplea 20 mg doseof rosuvastatirwith gemfibrozil (1.9-fold increase)and a 10 mg doseof rosuvastatirwith
combinationatazanavir/ritonavif3.1-fold increase).
Table 1. Effect of co-administered medicinal productson rosuvastatin exposur e (AUC;

in order of decreasing magnitude) from published clinical trials

Interactingdrugdoseregimen

Rosuvasttn doseregimen

Changein
roswastatinAUC”

Ciclosporin75mgBID to 200mg
BID, 6 monts

Atazanavir300 mg/ritonavir100mg
OD, 8 days

Simeprevir 150mg OD, 7 days
Lopinavir400 mg/ritonavir100mg
BID, 17 days

Clopidogrel300mg loading,
followedby 75 mg at 24 hours

Gemfibrozi 600mgBID, 7 days

Eltrombopag75mg OD, 5 days

Darunavir 600 mg/ritonavir100mg
BID, 7 days

Tipranavir 500 mg/ritonavir200mg
BID, 11day:

Dronedaron€00mgBID
Itraconazol€00mg OD, 5 days
Ezeimibe 10mgOD, 14 days

Fosampreravir 700mg/ritonavir
100mgBID, 8 day:s

Aleglitazar0.3mg, 7 days
Silymarin 140mg TID, 5 days
Ferofibrate67 mg TID, 7 days
Rifampin450mg OD, 7 days
Ketaconazok 200mg BID, 7 days
Fluconazok 200mg OD, 11days
Erythromycn 500mg QID, 7 days
Baicalin50mg TID, 14 days

10 mg OD, 10days
10 mg, singledose

10 mg, singledose
20mgOD, 7 days

20 mg, singledose

80 mg, singledose

10 mg, singledose
10 mgOD, 7 days

10 mg, singledose

Not available

10 mg, singledose
10mg,OD, 14 days
10 mg, singledose

40mg, 7 days

10 mg, singledose
10mg, 7 days

20mg, singledose
80mg, singledose
80mg, singledose
80 mg, singledose
20mg, singledose

7.1-fold
3.1-fold

2.8-fold
2.1-fold

2-fold

1.9-fold

1.6-fold
1.5-fold

1.4-fold

1.4-fold
1.4-fold ™
1.2-fold ™

87T ¢
2

\’
47%

¥ Datagivenasx-fold changerepresena simpleratio betweenco-administration and
roswadatin alone.Datagivenas% changeepresen®o difference relative to rosuvastatin

aone.

Increasés indicaedas*”, nochangeas“<«”, decreag as“\”.

" Severalinteracton studieshavebeenperformedat different rosuvastah dosayes,thetable
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showsthe mostsignificantratio
OD = oncedaily; BID = twicedaily; TID = threetimesdaliy; QID = four timesdally

Effect of rosuvastah on co-administeredmedidnal products

Vitamin K antagonists: As with otherHMG-CoA reductseinhibitors,theinitiation of treament or dosageup-
titration of rosuvasitinin patientstreatedconmmitantly with vitamin K antajorists (e.g.warfarin or anothercoumarin
anticoagulantimayresultin anincreasan Internaiond Normalised Ratio (INR). Discontinuatioror down-titration of
roswadatin may resut in adecreasén INR. In sud situaions, appropriae montoring of INR is desiable.

Oral contraceptive/hormonereplacement therapy (HRT): Conconitant useof rosuvastatirandanoral
contraceptve resutedin anincrea® in ethinyl estradol andnorgestreAUC of 26%and34%,respectivey. These
increagdplasnalevelsshoutl be consideredvhenselecting ord contraceptive dosesThereareno phamacokinetic
dataavailablein subjectdakingconcomitintrosuvastah andHRT andthereforea similar effect cannotbe excluded.
Howeve, the combinaton hasbeenextensivey usedin womenin clinical trials andwaswell tolerated.

Other medicinal products
Digoxin: Basedon datafrom specificinteradion studiesno clinically relevant interactionwith digoxinis expected.

Paediatric population
Interactionstudieshaveonly beenperformedin aduls. The extent of interadionsin the paadiatric populationis not
known.

4.6 Fertility, pregnancy and lactation

Rosuvastatins contraindcatedin pregrancyandlactation.

Womenof child bearhg potentialshoulduseappropria¢ contracepive measures.
Sincecholesterolandotherproductsof cholesterolbiosynthesisreessenial for thedevelopmenof thefoetusthe
potentialrisk from inhibition of HM G-CoA redudaseoutweighsthe advantageof treatmentluringpregnancyAnimal
studiesprovideli mited evidenceof reproductve toxicity (seesedion 5.3).If a patientbecomes pregnantduring useof

this product,treatmentshouldbe discontnuedimmediately.

Rosuvastatins excretedn themilk of rats.Thereare no datwith respetto excretionin milk in humangseesection
4.3).

4.7 Effects on ability to drive and use machines

Studiesto determinghe effectof rosuvastatin on the ability to drive andusemachineshavenot been conducté.
Howeve, basedonits pharmacodynamipropertes, rosuvasatinis unlikely to affectthis ability. Whendriving
vehiclesor operatingmachinesit shouldbetakeninto accounttha dizzinessmayoccurduring treatment.

4.8 Undesirable effects

Theadversaeactonsseenwith rosuvastin aregeneraly mild andtransient.In controlledclinical trials, lessthan4%
of rosuvastatirtreatedpatientswerewithdravn dueto adversaeactions.

Tabulatedist of adversaeactons

Basedon datafrom clinical studiesandextensivepostmarketng experence thefollowing tablepresentshe adverse
reacton profile for rosuvastan. Adversereactonslistedbelow are classfied acordingto frequencyand systemorgan
class(SOC).

Thefrequencie®f adverseeactionsarerankedacmrdingto thefollowing convention:Common(> /100 to < 1/10);
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Uncanmon(> 1/1,000to < 1/100); Rare(> 1/10,000to < 1/1,000);Veryrare(< 1/10,000);Not known (cannotbe
estimated from theavalable da@).

Table 2. Adversereactions based on data from clinical studies and post-marketing experience

3yasésem organ Common Uncommon | Rare Veryrare an(())twn
Blood and Thrombocytc-
lymphatic system penia
disorders
Immune system Hypersnsitivi-
disorders ty reactions
including
angioedem
Endocrine Diabetes
disorders mellitus!
Psychiatric Depresmn
disorders
Nervous system |Healache Polyneuropathy| Perpheral
disorders Dizziness Memoryloss | neuwopahy
Sleep
disturbances
(including
insomnia
and
nightmares
Respiratory, Cough
thoracic and Dyspnoea
mediastinal
disorders
Gastrointestinal | Constipatior Panaeditis Diarrhoet
disorders Nausa
Abdominal
pain
Hepatobiliary Increagd Jaundice
disorders hepatic Hepatitis
trarsaminase
in and Pruritis Steven-
subcutaneous Rash Jomson
tissue Urticaria syrndrome
disorders
Musculoskeletal | Myalgie Myopathy Arthrdgia Immune-
and connective (including mediated
tissue disorders myositis) necrotisng
Rhabdomyo- myopathy
lysis Tendn
disorders
sometimes
complicated
by rupture
Renal and Haematuri
urinary
disorders
Reproductive Gynaecomastii
system and
breast disorders
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General Asthenic Oedem
disorders and

administration
site conditions
1 Frequencywill dependonthepresencer absene of risk factors (fasting bloodglucose>

5,6 mmol/l, BMI >30kg/m?, raisedtriglycerides history of hypertension

Aswith otherHMG-CoA reductasenhibitors, theincidenceof adveasedrugreactiongendsto be dosedependent.

Renal effects: Proteinuriadetectedy dipstick testingand mosty tubularin origin, hasbeenobservedn patients
trededwith rosuvastatinShiftsin urine protan from noneor trace to ++ or morewereseenn <1% of patientsatsome
time duringtreamentwith 10 and20 mg, andin approxmatdy 3% of paients treatedwith 40 mg. A minorincreasdn
shift from noneor traceto + wasobservedvith the 20 mg dose.In mostcases, proteinura decreasesr disappears
spontaneusl on continuedtherapy Review of dat from clinical trials and postmarketingexperienceo datehasnot
idertified a caushassociationbetweerproteinuriaandacue or progressiveenaldisease.

Haematuridhasbeenobservedn patientstreatdwith rosuvasitin andclinical trial datashowthatthe ocaurrenceis
low.

Skeletal muscle effects. Effects on skeletl musclee.g.myalgia, myopathy(includingmyositis)and,rardy,
rhabdomyolysisvith andwithout acuterenal failure havebeenreporedin rosuvastatirtreatedpatientswith all doses
and in particularwith doees> 20 mg.

A doserelatedincreasan CK levelshasbeenobservedn paientstaking rosuvastan; the majority of casesvere mild,
asymptomaticand transientlf CK levelsareelevata (>5xULN), treament shouldbe discontinuedseesection4.4).

Liver effects: As with otherHMG-CoA reductasanhibitors,a doserelatedincreasan transanmase hasbeen
obseredin asmal numberof paientstaking rosuvasttin; the mgority of casesveremild, asymptomati@and
transient.

Thefollowing adverseeventshavebeenreportedwith somne statins:

- Sexualdysfunction

- Exceptionalcasesf interditial lung diseaseespeaally with long term therapy (seesectiornd.4)

- The reportng ratesfor rhabdomyolysisseriousrenal eventsandserioushepdic eventsconsistingmainly of
increasdhepatc transamnase}arehigherat the 40 mg dose.

Paediatric population

Creatne kinaseelevations> 10xULN and musclesymptons following exergse or increasedphysicalactivity were
obseredmorefrequentlyin a52-weekclinical trial of childrenandadolesentscompaedto adults(seesedion 4.4). In
other respectsthe safey profile of rosuvatain wassimilarin childrenand adolescentsompaedto adults.

Reporting of suspected adver sereactions

Reportingsuspecte@dverseaeactionsafterauthorisaton of the medicinal productis important.It allows cortinued
monitoring of the bendit/risk balanceof the medidnal produd. Heathcae professionalsre askedo reportany
sugpectedadversaeactionsvia HPRA Pharnacovigilance EarlsfortTerrae, IRL - Dublin 2; Tel: +3531 6764971,
Fax:+3531 6762517 Webste: www.hpra.ie E-mai:medsafeg@hpra.ie

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
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5 PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Pharmacotherapeutigroup:HMG-CoA redudaseinhibitors, AT C code:C10A AQ7

M echanism of action

Rosuvastatins a selectiveandcompetitiveinhibitor of HMG-CoA reductase theratelimiting enzymethatconvertss-
hydroxy-3-methylglutarylcoenzymeA to mevalonag, a preaursorfor cholesteol. The primaly site of action of
roswadatinistheliver, thetargetorganfor cholesteol lowering.

Rosuvastatinncreaseshe numberof hepaticLDL receptorsonthecdl-surfae, enhancinguptakeandcatabolisnof
LDL andit inhibitsthe hepaticsynthesisof VLDL, therebyreducng thetotal numberof VLDL andLDL patticles.

Phar macodynamic effects

Rosuvastatimeduceslevaed LDL -cholesterol total cholesterobndtriglyceridesand increase$iDL-cholesterollt
alsolowers ApoB, nonHDL-C, VLD L-C, VLDL-TG andincreass ApoA-I (seeTable3). Rosuvatatin alsolowersthe
LDL-C/HDL-C, total C/HDL-C andnonHDL-C/HDL-C andthe ApoB/ApoA-I ratios.

Table 3. Doseresponsein patientswith primary hypercholesterolaemia (typellaand I1b) (adjusted mean

er cent change from baseline)

Dose N LDL-C Total-C HDL-C TG nonHDL-C ApoB ApoA-I|
Placeb 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

2C 17 -55 -40 8 -23 -51 -46 5

4C 18 -63 -46 1C -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 and safety
Rosuvastatins effectivein aduls with hypercholesterohema, with and withouthypetriglyceridaemiaregardlessof
race,sex,or ageandin specialpopulationssuchasdiabetics, or patientswith familial hypercholsteolaemia.

From pooledphasdll daf, rosuvastatirhasbeenshownto be effedive attreaing the majority of patientswith typella
and IIb hypercholesterolaemianeanbaselne LDL -C about4.8 mmol/l) to recognisedEuropeanAtheroscleosis
Sodety (EAS; 1998)guidelinetargetsiabout80% of paients treated with 10 mg reachedhe EAStargetsfor LDL-C
levels(<3 mmol/l).

In alargestudy,435 patientswith heterozygou$amilial hypercholsterolaemia weregivenrosuvastatirirom 20 mgto
80 mgin aforcetitration design. All dosesshoweda benefidal effect onlipid pamametersand treatmento 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 aforce-titration, openlabeltrial, 42 paientswith homoz/gousfamili al hypercholesterolaemivereevaluatedor
their responsdo rosuvastatir20 - 40 mg. In the overal populaton, themean LDL -C reductionwas22%.

In clinical studieswith alimited numberof patients,rosuvatain has beenshownto haveadditiveefficacy in lowering
triglycerideswhenusedin combinationwith fenofibrateandin increasingHDL-C levelswhenusedin combination
with niacin (seesection4.4).

In a multi-centre doubleblind, placebecontrolled clinicad study(METEOR),984 patientsbetweent5 and70 yearsof
age andatlow risk for coronaryheartdisease(defined as Framnghamrisk <10%over10yeass), with ameanLDL-C
of 4.0mmol/l (154.5mg/dl), butwith subclnical atheosderosis(detected by Carotidintima MediaThickness)were
randomisedto 40 mg rosuvasgatin oncedaly or placebofor 2 years.Rosuvastan significantly slowedtherateof
progressionof the maximumCIMT for the 12 carotid artey sitescompaedto placeboby -0.0146 mmAear[95%
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confidenceinterval -0.0196,-0.0093; p<0.00@]. The changegrom baseine was-0.0014 mm/year(-0.12%/yeaxnor-
significant)) for rosuvasatin conparedto a progressiorof +0.0131mm/year (1.12%year(p<0.0001))for placeboNo
directcorreltionbetweenCIMT decreasandreduction of therisk of cardiovasailar eventshasyet beendemonstrates
Thepopulationstudiedin METEOR is low risk for coronaryheat diseaeanddoesnot representhetargetpopulation
of rosuvastatimO mg. The 40 mg doseshouldonly be presaibedin paientswith sevee hypercholeterolaemiaat high
cardovascuérrisk (seesectiord.2).

In the Justificationfor the Useof Statinsin Primay Prevention: An Interventon Trial EvaluatingRosuvatdin
(JUPITER) study, the effectof rosuvastatn on the occurrenceof mgor atheroscleroticardiovasculadiseasevents
wasas®ssedn 17,802men(>50years)andwomen(>60 years.

Study participantswererandomlyassgnedto placéo (n=8901)or rosuvastah 20 mg oncedaily (n=8901)andwere
followedfor ameanduraton of 2 years.

LDL -choleserol corcentraton wasreduedby 45% (p<0.001)in therosuvatatin groupcomparedo the placebo
group.

In a posthocanalysisof a high-risk subgoup of subjeds with abaseine Franmnghamrisk scoe >20% (1553 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 subpct (9302subgctstotal) with a basdine SCORErisk >5% (extrgpolatel to includesubjectsabove65
yrs) therewasa significantreductionin the combinedend-point of cardiovasculadeath strokeandmyocadial
infarction(p=0.0003 on rosuvastatinreamentversusplaebo.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 discontinuediuseof study
medcationdueto anadverg event Themostcommonadverseevens thatledto treatmentiscontnuationwere:
myalgia(0.3%rosu\astatin,0.2%placebo) abdomin&pain (0.03%rosuvastan, 0.02%placebo)andrash(0.02%
roswagdatin, 0.03%placebo). The mostcommonadversesventsat a rategreaer thanor equalto placebowereurinary
trad infection (8.7%rosuvagatin, 8.6%placebo),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
hypercholestrolaemiareceivedrosuvasatin 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 wasredued38.3%,44.6%,and50.0%by rosuvatatin 5, 10 and 20 mg, respectivelycompare to 0.7%for
placebo.

At theendof the40-week,openlabel,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). Thistrial (n=176)wasnot suitedfor compaisonof rare advesedrugevents.

Rosuvastatiwasalsostudiedin a 2-yearopenlabd, titraton-to-goalstudy in 198 childrenwith heterozygougamilial
hypercholestrolaemiaaged6 to 17 years(88 maleand110femde, Tannerstage<li-V). Thestartingdosefor all
patientswas5 mg rosuvasatin oncedaily. Patiens aged6 to 9 yeas (n=64)couldtitrateto a maximum dose of 10 mg
oncedaly andpatients aged10to 17 years(n=134)to a maximum doseof 20 mg oncedaily.

After 24 monthsof treatmentwvith rosuvastan, the LS meanpercentreduction from the baselinevaluein LDL -C was-
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43% (Baseline236 mg/dL, Month 24: 133mg/dL). For each agegroup,the LS meanpercentreductionsfrom baseline
valuesin LDL -C were-43% (Baseline234 mg/dL, Month 24: 124 mg/dL), -45% (Baseine: 234mg/dL, 124mg/dL),
and -35% (Baseline241mg/dL, Month 24: 153mg/dL) in the 6 to <10,10to <14,and14to <18 agegroups,
respectively.

Rosuvastatirb mg, 10 mg,and20 mg alsoachevel statistically significantmeanchangesrombaslinefor the
following secondaryipid andlipoproteinvariables:HDL-C, TC, nonHDL-C,LDL-C/HDL-C, TC/HDL-C, TG/HDL-
C, non HDL C/HDL-C, ApoB, ApoB/ApoA-1. Thesechangs wereeachin thedirectionof improvedlipid responses
and were sustainedver 2 years.

No effecton growth, weight, BMI or sexu& maturdion wasdetected after 24 monthsof treatmen{seeSection4.4)

TheEuropearMedicinesAgencyhaswaivedthe obligaion to submt theresultsof studieswith rosuvastatinin all
subsetsf the paediatrigpopulationin the treamentof homozygougamilial hypercholesteolaemia,primarycombined
(mixed)dyslipidaemiaandin the preventon of cardiovasaular events (see secton 4.2 for informationon paediatric
use).

5.2 Phar macokinetic properties

Absorption
Maximumrosuvastat plasmaconcentrabnsareadieved approximdaely 5 hoursafteroral admnistration. The
absolutebioavailabilityis approxinately 20%.

Distribution

Rosuvastatins takenup extensivelyby theliver which s the primary site of chdesterolsynthesisandLDL -C
clearane. Thevolumeof distribution of rosuvasatin is approximaely 1341.Approximately90% of rosuvastatins
boundto plasmaproteins,mainly to albumin.

Biotransformation

Rosuvastatiundergos limited metabolism(approximatdy 10%).In vitro metabolismstudiesusinghuman
hepabcytesindicatethatrosuvasatinis a poorsubstrag for cytochromeP453basedmetabolismCYP2C9 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 reductasenhibitor acivity.

Elimination

Approximately 90% of therosuvastah doseis excréed unchangedn the faeces(consistingof absrbedandnon
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 meanplasmaclealanceis approxmatdy 50 litres/hour(coefficient of variation21.7%).As with
other HMG-CoA reductasenhibitors,the hepdic uptakeof rosuvastan involvesthe membanetransporte OATP-C.
Thistransporteris importantin the hepadic elimination of rosuvasttn.

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

Special populations

Age and sex: Therewasno clinically relevanteffed of ageor sexon the pharnacokineticof rosuvastatinn aduls.
Theexposuren childrenandadolescerstwith heerozygoudamilial hyperdolesteolaemia appeas to be similarto or
lower thanthatin adul patientswith dyslipideemia(see “ Paedatric populdion” below).

Race: Pharmacokietic studiesshowanapproximae 2-fold elevaion in medanAUC andC . in Asiansubjects
(JapaneseChineseFilipino, VienamesendKoreans)compaed with Cau@siansAsiar-Indiansshowan
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approximatel.Z-fold elevaton in medianAUC andC_ . . A populaton phamacokineticanalyss reveakdno clinicaly
relevantdifferencesn pharmacokineticbetweenCaucasia and Bladk groups.

Renal insufficiency: In astudyin subjecs with varying degree®f rend impairment,mild to modeaterenaldisease
had no influenceon plasmaconcentation of rosuvatatin or the N-desmeliyl metabolite Subjectsvith 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 a studywith subjectswith varying degree®f hepdic impairmenttherewasno evidenceof
increagdexposurdo rosuvagatinin subjectswith Child-Pughscoresof 7 or below.However,two subjectswith Child-
Pughscoresf 8 and9 showedanincreasan sysemic exposureof atleast 2-fold comparedo subjectswith lower
Child-Pughscoes.Thereis no experierein subjets with Child-Pughscoresatove9.

Genetic polymor phisms. Dispostion of HMG-CoA redudaseinhibitors,including rosuvastatininvolves OATP1B1
and BCRPtransporteproteins.In patientswith SLCO1B1(OATP1B1)and/orABCG2 (BCRP)genetc
polymorphismghereis arisk of increagdrosuvatatin exposurelndividua polymomphismsof SLCO1B1 ¢.521CCanc
ABCG2c.421AAareassociatedwith a higherrosuvatatin exposurd AUC) comparedo the SLCO1BL ¢.521TTor
ABCG2c.421CCgenotypesThis specific genotypings not establsheal in clinical practice butfor patientswho are
knownto havethesetypesof polymorphsns, alower daly doseof rosuvastah is recommaded.

Paediatric population

Two pharmacokinetistudieswith rosuvastain (given astablets)in paaliatiic patientswith heterozygougamilial
hypercholestrolaemialO-17 or 6-17 yearsof age(total of 214 paients) demonstatedtha exposuren paediatric
patientsappearscomparabldo or lower thanthatin adut patients.Rosuvastah exposuravaspredictablewith respect
to doseand timeovera 2-yearperiod.

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 repeateedose 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
systemicexposuresvereseveratimesabovethetherapeutc exposurdevel

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tabletcore

Cellulose, microcrystalling(Avicel PH-112)
CrospovidoneTypeA (KollidonCL)
Lactoseanhydrous

Povidone(PVP K-30)
Sodiumstearylfumarae (PRUV)

Film-coating

Opadry Il 85F24155 Pink

(Pok(vinyl alcoho) - partly hydrolyzed
Titaniumdioxide (E171)
Macrogol3350(polyethyleneglycol)
Talc (E553b
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Iron oxideyellow (E172

Ironoxidered(E172

Carmoising(E122,aluminiumlake)
Indigotine(E132,IndigocarminealuminiumlakeFD&C blue#2)
6.2 Incompatibilities

Not applicable

6.3 Shelf life

2years

6.4 Special precautionsfor storage

Do not stare above30°C.

Keeptheblisterin the outercartonin orderto protect from moistureand light.

6.5 Nature and contents of container

PV C/PVAC/Aluminium-OPA/Aluminium/PVCblister paksin carton

Packsizesof: 14,14x 1,15,15x 1,20,20x 1, 28,28x 1,30,30x 1, 56,56x 1, 60,60x 1, 90,90x 1, 98,98x 1,
100and100 x 1 fil m-coatedtablets.

Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal and other handling

Any unusednedicinalproductor wage matrial shoutl bedisposé of in accordancewith local requirements.
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TEVA PharmaB.V.
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