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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Lipitor 20mgFilm-coatedTablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead tabletcontans 20mgatorvastatir(asatorvastéin caldum trihydratg.
Excipient:includeslactosemonohydrate
For afull listof excipients,seesection6.1.

3PHARMACEUTICAL FORM
Film-coatedtablets

Product imported from Spain:
White, roundtabletsdebosed'20' on onesideand'ATV' ontheotherside

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Hypercholesterolaemia

Lipitor is indicatedasanadjunctto dietfor reducion of elevatel totd cholesterol LDL -cholesterolapolipopotein B,
and triglycerides in patientswith primary hyperchoésterchema, including familial hypexcholesterolaemia
(heterozygousariant) or combned(mixed) hyperipidaemia(Correspondingo Typesllaandllb of the Fredrickson
classification)whenresponséo dietandothernonpharmacologcal meaures is inadejuate.

Lipitor is alsoindicated to reducetotalC and LDL -C in aduls with homozygousfamilial hypercholsterolaemiasan
adjunctto otherlipid-lowering treatmentgeg.LDL apheess)or if sud treatnentsareunavaibble.

Preventionof CardovagularDisease
Preventionof cardovasculareventan paientsestimated to havea highrisk for afirst cardiovasculaevent (seesectior
5.1), asanadjunctto correcton of otherrisk factors.

4.2 Posology and method of administration

Posdogy

Thepatientshouldbe placedon a standardcholesteol-lowering diet before receivingLipitor andshouldcontinueon
thisdietduring treatmentwith Lipitor.

Thedoseshouldbeindividualisedaccordingo baseine LDL-C levek, thegoalof therapy,andpatientresponse.

Theusualstartingdoseis 10 mg onceaday. Adjustment of doseshoutl be made atintervals of 4 weeks or more. The
maximum doseis 80 mg onceaday.

Primary Hypercholestrolaemiaand Combined(Mixed) Hyperlipidaenia

Themajority of patientsarecontrolledwith 10 mg Li pitor onceaday.A therapeuticresponses evidentwithin 2
weeks,andthe maximumresponsis usudly achievedwithin 4 weeks.Theresponseis maintainedduringchronic
therapy.

Heterozygoug$amili al Hyperchoéderolagnia
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Patientsshouldbe startedwith Lipitor 10 mgdaily. Dosesshoutl beindividualisedandadjustedcevery 4 weeksto 40
mg daily. Thereafer, either the dosemaybeincreasedo a maximum of 80 mg daily or a bile acid sequesaintmaybe
combinedwith 40 mg atorvastatironcedaily.

Homozygous familial hypercholesterolaemia
Only limiteddataareavailable(seesection5.1).

Thedoseof atorvastati in patientswith homozygoudamilial hypecholesterolemiais 10to 80 mg daily (seesection
5.1). Atorvasttin shouldbe usedasanadjunctto othe lipid-lowering treatments(e.g.LDL apheesis)in thesepatients
or if suchtreamentsare unavaibble.

Preventionof cardiovasculadiseags
In the primary preventon trials thedosewas10 mg/dg. Higherdosayesmaybe necessaryn orderto attain
(LDL-) cholesterolevelsaccordingto currentguiddines.

Renal impairment
No adjusmentof doseis required(seesedion 4.4).

Hepatic impairment
Lipitor shauld be usedwith cautionin patientswith hepaic impairnent(seesections4.4and5.2). Lipitor is
contraindicaedin patientswith activeliver diseae(see secton 4.3).

Usein the elderly
Efficacy andsafey in patientsolderthan70 usingreaommendd doses are similar to thoseseenn thegeneal
population.

Paedatric use
Hypercholesterolaemia:

Paedatric useshouldonly be carriedout by physiciansexperienedin the treatmentof paediatic hyperlipidaemiaand
patientsshoutl bere-evaluatedn areguar bass to assesprogress.

For patiens aged10 yearsandabove therecommadedstartng doseof atorvasatinis 10 mg perdaywith titration up
to 20 mg perday. Titration shouldbe conducedaccording to theindividud responseandtolerability in paediatic
patients.Safetyinformation for paediatrc patientstreaedwith dosesabove20 mg, corespondingo about0.5mg/kg,
islimited.

Thereis limitedexperiencen childrenbetweent-10 yeass of age(see secton 5.1). Atorvastdin is notindicatedin the
treamentof patiens belowtheageof 10 years.

Other pharmaceutial forms/strengthsnay be moreappropriatefor this populaton.

Methodof adminstration
Lipitor is for oraladministration.Eachdaly doseof atorvastatinis givenall atonceandmaybegivenatanytime of
day with or withoutfood.

4.3 Contraindications

Lipitor is contrandicaedin paients:

— with hypersensitiy to theacive substane or to anyof the excipientsof this medicinalprodud

— with activeliver diseas or unexplainedersistentlevaionsof serumtransaninasesexceeding timesthe upper
limit of normal

— during pregnancywhile breastfeedingandin women of child-bearng potential not usingapproprate
contraceptivemeasuregseesection4.6).
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4.4 Special warnings and precautions for use

Liver Effects

Liver functiontestsshould be performedbeforetheinitiation of treamentandpeiodically thereafer. Paientswho
develop any signsor symptomssuggestiveof liverinjury shouldhaveliver functiontestsperformed.Patentswho
develop increasedransamnaselevelsshould be monitoreduntil theabnormaity(ies) resolve.Shouldanincreag in
transaminasesf greaterthan3 timestheupperlimit of normd (ULN) persistreductionof doseor withdrawalof
Lipitor is recomnended(seesectior4.8).

Lipitor shauld beusedwith cautionin patientswho consumesubstariail quantties of alcoholand/orhavea history of
liver disease.

Stroke Preventiorby Aggressve Reducton in CholesterolLevels (SPARCL

In a posthocanalysisof strokesubtypesn patientswithout CoronaryHeat Diseasg CHD) who hada recentstrokeor
TIA therewasa highe incidenceof haenorrhayic strokein patientsinitiated on atorvastatir8B0 mg compaedto
placebo.Theincreasedisk wasparticularly notedin patientswith prior haemorhagicstrokeor lacunarinfarct at study
entry. For patientswith prior haemorrhgic strokeor lacunarinfarct, the balanceof risksandbenefitsof atorvastatir80
mg is uncertainandthe potental risk of haenorrhaic strokeshouldbe cardully consideredeforeinitiating treatment
(seeSection5.1).

Skeletal muscleeffects

Atorvastatn, like otherHMG-CoA reducaseinhibitors,may in rareoccaionsaffect the skeletd muscleandcause
myalgia, myositis, andmyopathythatmay progresso rhabdomyolysisa potentialy life-threateningcondition
characteisedby markedlyelevaedcreatne kinase(CK) levels(> 10 timesULN), myoglobinaemiandmyoglobinura
which mayleadto renalfailure.

Before Treatmat

Atorvastatn shouldbe presribedwith cautionin paients with pre-disposng factors for rhabdomyolysisA creatine

kinase(CK) level shouldbe measuredbeforestaring stain treament in thefollowing situations:

— Rena impaiment

— Hypothymidism

— Pewsonalor familial history of herediairy muscula disorders

- Previoushistory of musculartoxicity with a statin or fibrate

— Previoushistory of liver diseaseindbr wheresubsantial quantities of alcohol are consumed

- In eldely (age>70years)thenecessy of suchmeaurenentshoul be consideredaccordingto the presencef

other predsposingfactorsfor rhabdomyoysis

— Situationswhereanincreag in plasmaevelsmayoccur, sud asinteracions (seesectiond.5) andspecial
populationgncludinggeneticsubpopudtions(seesedion 5.2)

In such situations,therisk of treatmentshout be considerd in relaion to possiblebenefit andclinical monitoringis
recanmended.
If CK levelsaresignificantly elevated>5 timesULN) atbaselne,treament shouldnot be started.

Creatine kinase measur ement

Creaine kinase(CK) shouldnot be measuredfoll owing strenuousexerciseor in the presenceof any plausible
aternativecau® of CK increaseasthis makesvalueinterpretaion diffi cult. If CK levds are significantly elevatedat
baseline>5 timesULN), levelsshouldbe remeasurd within 5 to 7 days late to confirm theresults.

Whilst on treatment

— Patientanustbe askedo promptly reportmusde pain, cranps, or wegknessespeciallyif accompaniedy malaise
or fever.

— If suchsympbmsoccurwhilst a patientis recaving treatmentwith atorvastén, therr CK levek shouldbe
measired.If thesdevelsarefoundto besignificantly elevated (> 5 timesULN), treatmenshouldbe stopped.

— If muscularsymptomsaresevereandcausedaiy discomforf evenif the CK levelsareelevatedo <5 x ULN,
treatmentdisconthuationshoutl be consdered.

— If symptomgesole andCK levelsreturnto normal, then re-introduction of atorvasatin or introductionof an
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aternativestatinmay be consideredt the lowestdoseandwith closemonitoring.
— Atorvastain mustbediscontinuedf clinically significant elevaton of CK levek (> 10 x ULN) occur,or if
rhabdomylysisis diagnosedr suspected.

Concomitant treatment with other medicinal products

Risk of rhabdonyolysisis increasedvhenatorvasttin is administered conmmitantlywith cettain medicinalproducs
thatmayincreasdhe plasna concentratiorof atorvastéin suchaspotent inhibitorsof CYP3A4 or transporfproteins
(eg. ciclosporne,telithromycin,clarithromyan, delavirdine, stiripenl, ketoconazolevoriconazolejtraconazole,
posaconazolandHIV proteasenhibitorsincludingritonavir,lopinavir, atazanavir,indinavir, damunavir, etc). Therisk
of myopahy mayalso beincreagdwith the concomitantuseof genfibrozil andotherfibric acidderivates,
erythromycin,niacin andezetimibelf possibé, alternatve (norrinterac¢ing) therapieshouldbe considerednsteadof
thesemedicinalproducts.

In casesvhereco-administration of thesemedcinal productswith atorvastain is necessg, the benefit andtherisk of
concurenttreamentshouldbe carefully consdered. When patients arereceiving medicinalproductsthatincreasehe
plasmaconcentratiorof atorvastatinalower maximum doseof atorvastatin is recommaded.In addition,in the caseof
potentCYP3A4inhibitors,alower starting doseof atorvastain shoutl be considerecgndappropriateclinical
monitoring of thesepatientss recommendeg@see secton 4.5)

Theconcurentuseof atorvastatirandfusidic acidis notrecomnended therefoe, tempoary suspensionf atorvastatil
may be consderedduringfusidic acidtherapy (seesection 4.5).

Paedatric use
Developmentasafey in the paediatrigpopuldion hasnot been estabished(seesection4.8).

Interstitid lung disease

Exceptionakaseof interstitiallung diseasdavebeenreporedwith somestains, espeially with long term therapy
(seesectin 4.8). Presentindeaturescanincludedyspnoeanonprodudive coughanddeterioationin generalhealth
(fatigue,weightlossandfever). If it is suspe&teda patienthas devdopedinterstitiallung diseasestatintherapyshould
be discontnued.

Diabetes Méllitus

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 (fastingglucose5.6to 6.9 mmoiliL, BM|>30kg/m2, raisedtriglycerides hypertensionghoutl be monitoredboth
clinically andbiochemcally accordingto nationalguidelines.

Excipients
Lipitor contanslactosePatientswith rarehereditay problemsof galacibseintolerance,Lapplactosedeficiency or

glucose-galactosemalabsorptiorshouldnot takethis medicine.
4.5 Interaction with other medicinal productsand other forms of interaction

Effect of co-adminigeredmedicinalproductson atorvastatn

Atorvastatn is metabolizedby cytochromeP4503A4 (CYP3A4)andis a substratdo transpot proteinse.g. the hepdic
uptaketransporer OATP1B1.Concomitantadmnistraton of medcind productsthatareinhibitors of CYP3A4or
transpot protensmayleadto increagd plasmacone@ntraions of atorvastatin andan increasedisk of myopahy. The
risk mightalsobeincreagdat concomiant adminstration of atorvastain with othermedidnal productsthathavea
potentialto inducemyopathy suchasfibric add derivaesandezetimibe (see sedion 4.4).

CYP3A4 inhibitors
PotentCYP3A4 inhibitorshavebeenshavn to leadto markedl increased concentréionsof atorvastatir(seeTablel
and specifc informaion below). Cc-adminigrationof patentCYP3A4 inhibitors (e.g.ciclosporin,telithromyan,
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clarithromycin,delavirdine stiripentol, ketoconazog, voriconaole, itraconaole, posaconazolandHIV protease
inhibitors includingritonavir, lopinavir, atazanaui, indinavir, darunavi, etc) shouldbe avoidedif possibleln cases
whereco-admnistration of these medicinalproduds with atowastatin cannotbe avoidediower starting and maximum
dosesof atorvasatin shouldbe consideredndappropride clinical monitoring of the patientis recommendesee
Tablel).

ModerateCYP3A4inhibitors (e.g.erythromycin diltiazem, verapanil andfluconazole)mayincreaseplasma
concentratonsof atorvasatin (seeTablel).. An increasedisk of myopahy hasbeenobservedvith the useof
erythromycinin combinaion with statins.Interadion studesevaluding the effectsof amiodaroner verapanil on
atorvastatinhavenot beenconductedBoth amiodaroneand verapanil are knownto inhibit CYP3A4 activity andco-
administrationwith atorvastatirmay resut in increasedexposureo atorvastain. Therefoe, alower maximumdoseof
atorvastatinshoutl be consideregndappropriateclinical monitoring of the patientis recommendeevhen
concamitantly usedwith modera¢ CYP3A4inhibitors. Appropriateclinicd montoring is recommendedfterinitiation
or following doseadjustment®f theinhibitor.

CYP3A4 inducers

Concomitantadministrationof atorvastatinwith inducersof cytochrorme P4503A (e.g.efavirenz,rifampin, St. Johris
Wort) canleadto variablereductionan plasmaconentrdions of atorvastatin. Dueto thedualinteractionmechanism
of rifampin, (cytochiome P4503A induction and inhibition of hepabcyteuptaketransporte©OATP1Bl), simultaneous
co-administratbn of atorvasatin with rifampin is reconmendedas ddayed administréion of atorvastatirafter
administrationof rifampin hasbeenas®ciaedwith a significantredudion in atorvastatirplasmaconcentrations.The
effect of rifampin on atorvastatirconcentationsin hepatogtesis, however, unknown andif concomitant
administrationcannotbe avoided,patientsshouldbe cardully monitoredfor efficacy.

Transport protein inhibitors

Inhibitors of transporiproteins(e.g.ciclosporin)can increasethe systenic exposure of atorvastatin (seeTable 1). The
effect of inhibition of hepaticuptaketransporter®n atorvastdin concentationsin hepdocytesis unknown. If
concamitantadminigration cannotbe avoided,a dosereducton andclinical monitoringfor efficacy is recommended
(seeTablel).

Gemfibrozil / fibric acid derivatives

Theuseof fibratesaloneis occasonally assocatedwith musclerelated events, including rhabdomyolysisTherisk of
theseeveris maybeincreasedvith the concomiantuseof fibric add derivativesandatorvastatin.lf concomitint
administrationcannotbe avoided,the lowestdoseof atorvasatin to achievethetherapeuti@bjedive shouldbeused
and the patientsshouldbe appropriatelynonitored(seesection 4.4).

Ezetimibe

Theuseof ezetimbe aloneis asociatedvith musde related evens, including rhabdomyolysisTherisk of theseevents
may thereforebeincreasedvith concomitat useof ezdimibe andatorvastain. Appropriateclinical monitoring of
thesepatientss recommended.

Colestipal
Plasmaconcentratnsof atorvasatin andits actve metabolites werelower (by appiox. 25%)whencolestipolwasco-

administeredwith Lipitor. However lipid effectsweregreaterwhenLipitor andcolestipolwere co-administeedthan
wheneither medicinal productwasgivenalone.

Fusidic acid

Interactionstudieswith atorvasatin andfusidic aad havenot beenconductel. As with otherstating musclerelated
evens, includingrhabdomyolysishavebeenreportedn postmarkeing expeiencewith atorvastéin andfusidicacid
givenconcurrently.The mechanim of thisinteraction is notknown.Paients shouldbe closelymonitoredand
temporarysuspensiomf atorvasatin treatmentmay beappropriag.

Effect of atorvastah on co-administerednediinal producs

Digoxin
Whenmultiple dosesof digoxinand10 mg atorvastah werecc-adminigered,steady-statedigoxin conceirations
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increagdslightly. Patentstaking digoxin shouldbe monitoredapproprigely.

Oral contraceptives

Co-administationof Lipitor with anoral contra@ptive producedncreaes in plasmaconcetrationsof norethindone

and ethinyl oestradiol.

Warfarin

In aclinical studyin paientsreceivingchronc warfarin therapy, coadninistraion of atorvastatin80 mg daily with
warfarincauseda smalldecreasef aboutl.7 secondsn prothronbin time during thefirst 4 daysof dosingwhich
returredto normal within 15 daysof atarvastatintreatment Althoughonly very rarecasef clinically significant
anticoagulaninteractionshavebeenreportal, prothrombintime shouldbe determinedeforestating atorvasatin in
patientstaking coumarn anicoagulantsandfrequenlty enoughduringearly therapyto ensuretha no significant
aterationof prothrombintime occurs Onae a stabk prothronbin time hasbeen documentedprothrombintimescanbe
monitoredat theintervalsusualy reconmendedor paients on courmarin anticoagulantslf thedos of atorvastatins
changedor discontnued,the sane procedureshouldberepeaed. Atorvastain therapyhasnot beenassociateavith
bleedng or with changesn prothrombintime in patientsnot takinganicoagularts.

Paedatric population

Drug-druginteracton studieshaveonly beenperformedn adults.The extent of interactionsgn the paediatric
populationis notknown. The abovementonedinteracionsfor adultsandthe warningsin sedion 4.4 shouldbetaken
into accountfor the paediatrigoopulation.

Tablel: Effect of co-administeredmedicinalproductson the pharmaokindics of atorvastain

Co-administeredmedichal | Atorvastatn

product . . Dose(mg) Changein Clinical Recommendation

and dosingregimen AUC&

Tipranavir500mg BID/ 40 mgondayl, | 1 9.4fold In casesvherecoadminstration

Ritonavir200mgBID, 8 10 mgonday with atorvashtin is necessaryjo

days(daysl4to 21) 20 not exceel 10 mg atorvasatin

: : daily. Clinical monitoring of

ggtli%sgggn&z mg/kg/day, %(8) :jn;ygD for 18.7fold thesepatientss recommended

Lopinavir 400mg BID/ 20mgODfor 4 | 1 5.9fold In casesvherecc-administration

Ritonavir 100mgBID, 14 days with atorvashtin is necessary,

days lowermairntenancedosesof
atorvastatinarerecommendedAt
atorvastatindosesxceedng 20

Clarithromycin500mg 80 mgOD for 8 | 1 4.4 fold mg, clinical monitoring of these

BID, 9 days days patientsis recomnendet.

Saquinavir4d00mg BID/ 40 mgOD for 4 | 1 3.9fold In caseswvherecc-administraton

Ritonavir (300mg BID days with atorvashtin is necessary,

from days5-7, increasedo lowermairtenancedosesof

400 mg BID onday8), days atorvastatinarerecommendedAt

5-18, 30 min after atorvastatindosesxceedng 40

atorvastatindosng mg, clinical monitoring of these

Darunavir300mg BID/ 10mgODfor 4 | 1 3.3fold patientsis recomnended

Ritonavir 100mgBID, 9 days

days

Itraconaole200mgOD,4 |40 mgSD 1 3.3fold

days

FosamprenavirOOmg 10mgODfor 4 | 1 2.5fold

BID/ Ritonavir100mg days

BID, 14days

Fosamprenavii400mg 10mgODfor 4 | 1 2.3fold
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BID, 14days days

Nelfinavir 1250mgBID, 14 | 10 mgOD for 1 1.7 fold" No specifc recommendatio

days 28 days

GrapefruitJuice,240 mL 40 mg, SD 1 37% Concomitantintakeof large

oD * guartities of grapefrut juice and
atorvastatins notrecommendec

Diltiazem240mg OD, 28 40 mg, SD 1 51% After initiation or following dose

days adjustmentsof diltiazem,
appropriateclinical monitoringof
thesepatientss recommendec

Erythromycin500mg QID, | 10 mg,SD 1 33%" Lowermaximumdose and

7 days clinical monitoring of these
patientsis recomnended.

Amlodipine10mg, single 80 mg, SD 1 18% No specifc recommendatior

dose

Cimetidine300mgQID,2 | 10mgODfor4 | | lessthan1%" | No specific recommendatior

weeks weels

Antacidsuspensiorof 10mgODfor 4 | | 35%" No specifc recommendatior

magnetum andaluminium | weeks

hydroxides,30 mL QID, 2

weeks

Efavirenz600mg OD, 14 10 mgfor 3 1 41% No specifc recommendatior

days days

Rifampin 600mg OD, 7 40 mg SD 1 30% If co-adminigration cannotbe

days(co-administered) avoided,simultaneouxo-
administration of atarvastain
with rifampinisreconmended,
with clinical monitoring.

Rifampin600mg OD, 5 40 mg SD | 80%

days(dosesseparated)

Gemfibrozil 600mgBID, 7 | 40mgSD 1 35% Lowerstartingdose andclinicd

days monitoring of thesepatientss
recanmended

Fenofibrate1l60mg OD, 7 40mgSD 1 3% Lowerstaring doseandclinical

days monitoring of thesepatientss
recanmendec

Datagivenasx-fold changerepresenta simpleratio betweerco-admnistrationandatoivadatin alone(i.e., 1-
fold = nochange)Datagivenas% changeepresento difference relative to atorvastatinalone(i.e.,0% = no

charge).

Seesectons4.4and4.5for clinical significane.
Contansone or morecomponentshatinhibit CYP3A4 and canincreaseplasmaconcentationsof
medicinalproductametaboizedby CYP3A4. Intakeof one240ml glassof grapefruit juice alsoresulted
in adecreasedUC of 20.4%for the activeorthohydroxymetaboite. Largequantitiesof grapefuit juice

(overl.2l daily for 5 days)increasedhUC of atorvastatin 2.5fold andAUC of acive (atowastdin and

metabolites).

Totd atorvastatn equivalentactivity
Increasas indicatedas“1”, decreasas"” |”
OD = oncedally; SD = singledose;BID = twice daily; QID = four timesdaiy

Table2: Effect of atorvasatin on the pharmaokinetics of co-administerednedicinalproducts

Atorvastatinanddosing
regimen

Co-administeredmediinal product

Medcinal
product/Dose(mg)

Changen AUC&

Clinicd Recommendatior
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80 mg OD for 10days Digoxin 0.25mgOD, | 1 15% Patientstaking digoxin should
20 days be monitoredappropriately

40 mg OD for 22 days Oral contraceptre 1 28% No specifc recommendatior
OD, 2 months 1 19%

- norethindronel mg
-ethinyl estradiol35
ug

80 mg OD for 15days * Phenaone,600mg 1 3% No specifc recommendatio
SD

& Datagivenas% changerepresen®o differencereldive to atorvastatin alone(i.e.,0% = no change)

* Co-adminstrationof multiple dosef atorvastéin and phenazonshowedittle or no detectablesffectin the
clearanceof phenaone.
Increasas indicatal as“1”, decreasas” |”

OD = oncedally; SD = singledose

4.6 Fertility, pregnancy and lactation

Womenof childbearng potential
Womenof child-bearingpotential shoulduseappropria¢ contraceptve measuresluringtreatmen{seesectior4.3).

Pregnancy
Lipitor is contrandicaedduring pregnang (seesedion 4.3). Safey in pregnat womenhasnot beenestablishedNo

controlled clinicaltrials with atorvastatiravebeencondudedin pregnantwomen.Rare repots of congenital
anomaliesfollowing intrauterne exposue to HMG-CoA reductasenhibitorshavebeenreceived Animal studieshave
showntoxicity to reproducin (seesection5.3).

Matern& treatmentwith atorvasatin may reducethefetd levds of mevdonate whichis a precursoiof cholesterol
biosynthesis Atheroglerossis a chronicprocessandordinaily discontnuaion of lipid-lowering medicinalproducts
during pregnancyshouldhavelittle impacton thelong-term risk asso@tedwith primary hyperccholesterolaemia.

For thesereasonsl.ipitor shouldnot be usedin womenwho arepregnant,trying to becomepregnat or suspet they
are pregnant Treatmentwith Lipitor should be suspendetbr theduration of pregnancyor until it hasbeendetemined
thatthewomanis not pregnan{seesecton 4.3.)

Breastfeding
It is notknownwhetheratorvastatiror its metaboliiesareexcreedin humanmilk. In rats,plasmaconcentrationsf

atorvastatinandits actve metabolitesaaresimilar to thosein milk (see secton 5.3). Becausef the potentialfor seaious
adverse reactionsyomentaking Lipitor shouldnot breastfeedtheirinfants(seesection4.3). Atorvastatinis
contraindicaed during breastfeedingseesecton 4.3).

Fertility
In animal studiesatorvasatin hadno effecton mde or femalefertility (see section 5.3).

4.7 Effects on ability to drive and use machines

Lipitor hasnegligble influenceon theability to drive andusemadines

4.8 Undesir able effects

In theatorvasatin placebaocontrolledclinical trial datdbaseof 16,066(8755Lipitor vs. 7311placebo)patientsreated
for ameanperiodof 53 weeks 5.2%of patentson atorvastatin dismntinuel dueto adverseeactionscomparedo

4.0% of the patientson placebo.

Basedon datafrom clinical studiesandextensivepos-markeing experence thefollowing table preserd theadvese
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reacton profile for Lipitor.

Estimatedrequencie®f reactionsareranked accordng to thefollowing conventioncommon(> 1/100, < 1/10);

uncanmon(> 1/1,000,< 1/100);rare(> 1/10,000,< 1/1,000);very rare(< 1/10,000).

Infectionsandinfestations
Common:nasopharggitis.

Blood andlymphaticsystemdisorders
Rare:thrombocytopenia.

Immune systemdisorders
Common:allergicreactions.
Veryrare anaphylaxis.

Metabolismandnutrition disorders
Common:hypeglycaemia.
Uncanmon:hypoglycaemiaweightgain, anorexia

Psychiatric disorders
Uncanmon:nightmarejnsomnia.

Nervoussystemdisorders
Common:headache.

Uncammon:dizzinessparaethesh, hypoeshesa, dysgeusiaamnesia.

Rare:peripheraheuropathy.

Eyedisorders
Uncammon:visionblurred.

Rare:visualdisturbance.

Earandlabyrinthdisorders
Uncammon:tinnitus
Veryrare hearingloss.

Respiratorythoracicandmediastinadisorders:
Common:phayngdaryngealpain, epistis.

Gastointestnal disorders
Common:constpation,flatulence dyspepsianauseagliarrhoea.

Uncammon:vomiting, abdominalpainupperandlower, erudation, pancretitis.

Hepatobiliarydisorders
Uncanmon:hepatitis.
Rare:cholestasis.
Veryrare hepaticfailure.

Skin andsubataneousissuedisorders
Uncammon:urticaria,skin rash,pruritus,alopecia

Rare:angioneurott oedemagdermatitis bullousincluding erythemamultiforme, StevensJohnsorsyndromeandtoxic

epidermalnecwolysis.

Musculoskeattalandconnedive tissuedisorders

Common:myalgia arthralgiapainin extremity, musck spasns, joint swelling, backpain.

Uncanmon:neckpain, muscle fatigue.

Rare:myopathy,myositis rhabdomyolgis, tendonopthy, sometmescomplicatedby rupture.
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Reproductve systemandbreas disorders
Veryrare gynecomass.

Generaldisordersandadminigration site conditions
Uncanmon:malaise,aghenia,ches pain, periphaal oedemafatigue, pyrexia

Invedigations
Common:liver function tes abnormal blood credine kinaseincreased.

Uncanmon:white blood cellsurine postive.

Aswith otherHMG-CoA reductaseénhibitors elevated seeum transanmaseshavebeenrepotedin patientsreceiving
Lipitor. Thesechangs wereusually mild, transent,and did not requre interruptionof treatmet. Clinically important
(> 3timesuppernormallimit) elevatiorsin seum transammasesccurredin 0.8%patientson Lipitor. Theseelevation:
weredoserelaedandwerereversiblen all paients.

Elevatedserumcreatinekinase(CK) levds greaterthan3 timesupperlimit of normd occuredin 2.5%of patientson
Lipitor, similarto otherHMG-CoA reductasenhibitorsin clinical trials. Levds abovel0timesthenormd uppe range
occurredin 0.4%Lipitor -treatedpatientsseesedion 4.4).

Paedatric Populatbn

Theclinical safetydatabaséncludessafetydaa for 249 paedatric paients who receivedatorvastatinamongwhich 7
patientswere< 6 yearsold, 14 patientsverein theagerangeof 6 to 9, and 228 patientswere in theagerangeof 10to
17.

Nervoussystendisorder
Common:Headache

Gastointestnal disorders
Common:Abdomiral pain

Invedigations
Common:Alanineaminotransferasecreasedbloodcredine phosphoknaseincreased

Basedonthedata avalable,frequencytypeandseverity of adversaeactionsin childrenare expedted to bethe sameas
in adults. Thereis currently limited experiencewith respecto long-termsaféy in the paediatic population.

Thefollowing adversesventshavebeenreportedwith some statins:
— Sexualdysfunction.
— Depression.
— Exceptonalcasesf interditial lung diseaeg especlly with long term therapy(seesedion 4.4).
— DiabeteaViellitus: Frequencywill dependonthe preseceor absene of risk factors(fastingblood glucose>

5.6 mmol/L, BMI>30kg/rT12, raisedtriglycerides history of hypertension).

4.9 Overdose

Specific treamentis notavailablefor Lipitor overdoseShouldanoverdoseoccur, the patientshouldbetreated
symptomaically andsupportivemeasuresnstituted, asrequired Liver funcion testsandserumCK levelsshouldbe
monitored.Dueto extensve drugbinding to plasmaproteins,haenodialysis is not expectedto significantlyenhance
atorvastatinclearance.
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5 PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Pharmacotherapeutigroup:Lipid modifying agents,HMG-CoA-redudaseinhibitors, AT C code:C10AAQ05

Atorvastatn is a selective competitive inhibitor of HMG-CoA reductase theratelimiting enzymeresponsibldor the
conversionof 3-hydroxy-3-methytglutarylcoenzmeA to mevalonae, a precusorof sterok, includingcholesterol.
Triglyceridesandcholeserolin theliver areincorporatd into VLDL andreleagdinto the plasmafor deliveryto
peripheraltissuesLow-dengty lipoprotein(LDL) is formedfrom VLDL andis catabolizegrimarily throughthe high
affinity LDL recepbr.

Atorvastatn lowersplagnacholesterohndlipoprotinlevek by inhibiting HMG-CoA reductasendcholesterol
synthesisin theliver andincreagsthe numbe of hepdic LDL recegtorsonthe cell surfacefor enhance uptakeand
catabolign of LDL.

Atorvastatn reduced.DL producton and the numberof LDL partides. Atorvastatinproducesa profoundandsustaine
increag in LDL receptoractivity coupledwith a benefidal changean the qudity of circulaing LDL particles.
Atorvastatn is effectivein reducingLDL -C in alimited numberof patientswith homozygougamilial -
hypercholestrolaemia a populationthathasnot usuall respondd to li pid-lowering products.

Atorvastatn hasbeenshownto reduceconcentrationsof tota-C (30%- 46%),LDL-C (41%- 61%), apolipoproteirB
(34% - 50%),andtriglycerides(14%- 33%)while produgng variable increassin HDL-C andapolipoproteinAl in a
doseresponsestudy. Theseresultsareconsisentin paientswith heteozygousfamilial hypercholesteolaemia,
nonfamilial formsof hypercholeterolaema, andmixed hypelipidaenia, includng patientswith noninsulindependent
diabetesmellitus.

Reductiongn total-C, LDL-C, andapolipoproten B havebeen provento reducerisk for cardiovasculaeventsand
cardovascuér mortality.

Homozygasfamilial hypercholeseroleemia

In amulticentr 8 weekopenlabelcompassionat-usestudywith anoptional extensiorphaseof vanablelength,335
patientswereenrolled,89 of which wereidentifiedashomozygougamili al hypercholesterolaempatients Fromthese
89 patients themeanpercentreductionin LDL -C was approximatly 20%. Atorvastatinwasadministeed at dosesup
to 80 mg/day.

Atherosclerosis

In the Reversing Atherosclerosisvith Aggressve Lipid- Lowering Study(REVERSAL), the effectof intensivelipid
loweringwith atowvasttin 80 mg andstandardiegreeof lipid lowering with pravastatirdO mg on coronary
atherosterosis wasasesedby intravasculaultrasound1VUS), during angiographyin patientswith coronaryheat
diseaseln this randonised,double blind, multicenter,controlled clinicd trial, VU S wasperformedat baselineandat
18 monthsin 502 patientsin the atorvasatin group(n=253),therewasno progressiorof athepsckross.

Themedianpercentthangefrom baselne,in totd atheromavolume(the primary studycriteria) was-0.4% (p=0.98)in
theatowastain groupand+2.7%(p=0.001)in the pravastain group(n=249).Whencompaedto pravastatirthe effects
of atorvastain weredtatistically significant(p=0.02).The effect of intensivdipid loweling on cardiovascularendpoints
(e.g. needfor revascularisatin, nonfatalmyocardid infarction, coronarydeah) wasnotinvestigatedin this study.

In theatorvasatin group,LDL -C wasreducedo amean of 2.04mmol/L £ 0.8(78.9mg/dl £ 30) from baselhe 3.89
mmol/l £ 0.7 (150mg/dl £ 28) andin the pravastain group,LDL -C wasreducel to ameanof 2.85mmol/l £ 0.7(110
mg/dl £ 26) from basline3.89mmol/l + 0.7 (150mg/d! + 26) (p<0.0001) Atorvastatinalsosignificantlyreducel
meanTC by 34.1%(pravasatin: -18.4%,p<0.0001) meanTG levek by 20% (pravastatin=6.8%, p<0.0009),anrd mear
apolipoprotkin B by 39.1%(pravasatin: -22.0%,p<0.0001) Atorvastain increasedneanHDL-C by 2.9% (pravastatin
+5.6%,p=NS). Therewasa 36.4%meanreductonin CRPin theatorvastain groupcomparedo a5.2%reductionin
the pravasatin group(p<0.0001).
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Study resuts wereobtanedwith the 80 mg dosestrength.Therefore they cannotbe extrapolatedo thelower dose
strengths.

Thesafetyandtolerability profilesof thetwo treatmentgroupswere conparabeé.
Theeffed of intensivelipid loweringon major cardiovasculr endpontswas not investigatedn this study.

Thereforetheclinical significanceof theseimaging resuts with regad to the primary andseconday preventionof
cardovascuarevensis unknown.

Acutecoronarysyndrome

Inthe MIRACL study, atorvasatin 80 mg hasbeen evaluatal in 3,086patients(atovastatinn=1,538;placebon=1,548
with anacutecoronarysyndromgnonQ-waveMI or unstabé anging. Treamentwasinitiatedduringthe acutephase
after hospitaladmssionandlastedfor a period of 16 weeks. Treatnentwith atowvastatin80 mg/dgy increasedhetime
to occurrenceof the combinedprimary endpoint defined asdeah from any causenonfatal Ml, resuscitateccadiac
arrest,or anginapectoriswith evidenceof myocardidischamiarequiring hospitalizationjndicatingarisk reduction
by 16% (p=0.048).Thiswasmainly dueto a 26%reduction in re-hospitlisaton for anginapectoris with evidenceof
myocardialischaenia (p=0.018).The othersecondargendponts did not reach statisticalsignificanceon their own
(overall: Placebo:22.2%,Atorvashtin: 22.4%).

Thesafetyprofile of atorvasatin in the MIRACL studywasconsistentvith whatis describedn Section4.8.

Preventionof cardovasculadiseag
Theeffed of atowvastatinon fatal andnon-fatal coronaryheartdiseasavasassessenh arandomizeddouble-blind,
placebecontrolled study,the Anglo-Scandinavia Cardiac Outcomes Trial Lipid Lowering Arm (ASCOT-LLA).

Patientswerehypertensive40-79 yearsof age,with no previousmyocardal infarction or treatmenfor angina,and
with TC levels6.5mmol/l (251 mg/dl). All patiens had atleast3 of the pre-definedcardiovascularisk factors:male
gender, age 55 years,smoking, diabeteshistoryof CHD in afirst-degre relative, TC:HDL-C>6, pelipheral vascular
diseaseleft ventriclar hypertophy,prior cerebrovascalr event speific ECG abnormality protenuria/alouminura.
Not all includedpatientswereestmatedto have a highrisk for afirst cardiovascularevent

Patientsweretreatedwith antihypertensiveherapy(eitheramlodipine or atenolol-basedegimen)andeither
atorvastatinl0 mgdaily (n=5,168)or placebo(n=5,137).

Theabsoluteandrelative risk reducton effect of atorvastain was as follows:

Event Relative No. of Events Absolute
Risk (Atorvadatn Risk
Reduction vs Placebo) Reductiort p-value
(%) (%)
FatalCHD plusnonfatal M| 36% 100vs 154 1.1% 0.0005
Total cardiovasculaevens 20% 389vs.483 1.9% 0.0008
andrevasculagaion
procedures
Total coronaryevents 29% 178vs. 247 1.4% 0.0006

1Basedon differencein crudeeventsrates ocaurring overa medianfollow-up of 3.3years.
CHD = coronaryheartdiseaseMI = myocardialinfarction.
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Total mortaity andcardiovasculamortdity werenot significantly reduced(185vs.212events,p=0.17and74vs. 82
evens, p=0.51).In thesubgroupanaly®sby gender(81% males, 19%females), abendicial effectof atowvastatinwas
seenin malesbut could not be edablishel in femakspossiby dueto thelow eventratein thefemalesubgoup.Ovenmll
and cardiovasculamortality werenumerially higherin thefemde paients(38vs.30and17vs. 12), butthiswasnot
statistically significant. Therewassignificanttreatmentinteradion by antihypertensivdaselingherapy. The primary
endpoint (fatal CHD plusnon-fatal MI) wassignificantly reducedby atorvastdin in patientsreatedwith Amlodipine
(HR 0.47(0.320.69),p=0.00008) put not in thosetreated with

Aterolol (HR 0.83(0.591.17),p=0.287).

Theeffed of atowvastatinon fatal andnon-fatal cardiovasaular diseaewas also assessenh a
randomized,doubleblind, multicenter placebacontrolledtrial, the Collaboraive AtorvastatinDiabetes Study
(CARDS)in patientswith type 2 diabetes40-75 yearsof age,without prior history of cardiovasalar diseaseandwith
LDL-C 4.14mmol/l (160mg/dl)andTG 6.78mmoll (600mg/dl). All paientshadatleastl of thefollowing risk
facors: hyperenson, currentsmoking,retinopathy,microalbuminuria or macroalbuminuria.
Patientsweretreatedwith eitheratorvasatin 10 mgdaly (n=1,428)or placebo(n=1,410)for a medianfollow-up of 3.9
years.

Theabsoluteandrelative risk reducton effect of atorvastain was as follows:

Event Relative  No. of Events Absolute
Risk (Atorvastain Risk
Reduction vsPlacebo) Reductiont p-value
(%) (%)

Major cardiovasculaevents  37% 83vs 127 3.2% 0.0010

(fatal andnonfatd AMI,
silert MI, acuteCHD deah,
unstbleangna, CABG,
PTCA, revascudrisaton,

stroke)

MI (fatalandnonfatal, AMI,  42% 38vs.64 1.9% 0.0070
silert MI)

Strakes(fatal andnon-fatal) 48% 21vs.39 1.3% 0.0163

1Basedon differencein crudeeventsrates ocaurring overa medianfollow-up of 3.9years.
AMI = acue myocardialinfarction; CABG = coronay artery bypassgraft; CHD = coronay heat diseaseMI| =
myocardialinfarction; PTCA = percutareoustranslmind coronaryangioplasty.

Therewasno evidene of a differencein thetreament effed by paients gender,age,or baselineLDL-C level. A
favourabletrendwasobservedegardng the morality rate(82 deahsin the placebogroupvs. 61 deathsn the
atorvastatingroup,p=0.0592).

RecurrentStroke

In the StrokePreventon by Aggress/e Reducion in Cholesterol Levels (SPARCL)study,the effect of atovastatin80
mg daily or placeboon strokewasevaluated in 4731 patientswho hada stroke or transienischaenc attack(TIA)
within the preceding 6 monthsandno history of coronay heartdisease(CHD). Patientsvere 60% male,21-92 yearsof
age (averageage63 years)andhadanavaagebaselne LDL of 133mg/dl (3.4mmol/l). ThemeanLDL-C was73
mg/dl (1.9 mmol/l) duringtreatmentvith placéo. Medianfollow-upwas4.9yeas.

Atorvastatn 80 mg reducedtherisk of the primaryendpointof fatal or nor-fatalstroke by 15% (hr 0.85;95%ClI, 0.7z
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1.00, P=0050r 0.84;95%Cl, 0.71-0.99; p=0.(8 afteradjugmentfor baelinefactors) compaed to placdo. All cause
mortality was9.1%(216/2365)or atonastain versus8.9%(211/2366)or placebo.

In posthocanalysisatorvastatir8B0 mg reduedtheincidenceof ischamic stroke(218/23659.2%vs. 274/2366,
11.6%, p=0.02)andincreasedheincidene of haemorrhaic stroke(55/2365,2.3%vs. 33/2366,1.4%,p=0.02)
comparedo placebo.

* Therisk of haemorhagicstrokewasincreasedn patientswho entegedthe study with prior haemorhagicstroke(7/45
for atorvastain versis 2/48for placeboHR 4.06;95%ClI, 0.8419.57)andtherisk of ischaemicstroke wassimilar
betweengroups(3/45for atorvasatin versus2/48 for placéo; HR 1.64;95%Cl, 0.27-9.82).

* Therisk of haemorhagicstrokewasincreasedn patientswho enteedthe study with prior lacuna infarct (20/708for
atorvastatinversus4/701for placeboHR 4.99;95%Cl, 1.71-14.6), buttherisk of ischaemicstrokewasalso decresec
in thesepatiens (79/708for atorvasatin versusl02/701for placebo;HR 0.76;95%Cl, 0.57-1.02) It is possiblethat
thenetrisk of strokeisincreagdin patientswith prior lacuna infarct who receve atowastatin80 mg/day.

All caug mortality was15.6%(7/45)for atorvastéin versus10.4%(5/48)in the subgoup of patientswith prior
haemorrhagt stroke.All causemoriality was10.9%(77/708)for atorvastdin versus9.1%(64/701)for placeban the
subgroupof patentswith prior lacunarinfarct.

Paedatric Populatbn

Heter ozygous Familial Hypercholesterolaemia in Paediatric Patients aged 6-17 years old

An 8-week,openlabelstudyto evaliatepharmaokineics, pharma&odynanics, andsafetyandtolerability of
atorvastatirwvasconducedin childrenandadolescatswith geneically confirmedheteozygousfamilial
hypercholestrolemiaandbaseine LDL-C _4 mmol/L. A total of 39 childrenand adolescents; to 17 yearsof age,
wereenrolled.CohortA included15 children, 6 to 12 yeas of ageandat Tanne Stagel. CohortB included24
children,10to 17 yearsof ageandat Tanne Stage 2.

Theinitial doseof atorvastatirwas5 mgdaily of achewabletabld in CohortA and10 mg daily of atabletformulation
in Cohot B. The atorvastatindosewaspermittedto bedoubleal if a subje¢ hadnot attainedtargetLDL -C of <3.35
mmol/L at Week4 andif atorvasatinwaswell tolerated.

Meanvaluesfor LDL-C, TC, VLDL-C, andApo B deaeasedy Week 2 anongall subjectsFor subjectsvhosedose
wasdoubled,additionaldecreasswereobserveds early as 2 weeks at thefirstassessmenafter doseescdation. The
meanpercentdeaeassin lipid parametersveresimilar for bothcohorts,regardles®f whethersubjectsemainedat
their initial doseor doubledtheirinitial dose At Week 8, on avarage,the percem changdrom basdine in LDL-C and
TC wasapproxmatly 40%and30%,respedwely, overtherangeof exposures.

Heter ozygous Familial Hypercholesterolaemia in Paediatric Patients aged 10-17 years old

In adoubleblind, placebacontrolled study followed by anopenlabel phase 187 boysandpostmenashalgirls 10-17
yearsof age(meanagel4.1lyears)with haerozygoudamilial hyperchoksterchemia(FH) or sevee
hypercholestrolaemiawere randomsedto atorvastatin (n=140)or placebo(n=47)for 26 weeksandthenall received
atorvastatinfor 26 weeks..Thedosageof atowvastdin (once daily) was 10 mg for thefirst4 weeksandup-titratedto 20
mg if theLDL-C levelwas>3.36mmol/l. Atorvastatn significantly decreaed plasmaevelsof totatC, LDL-C,
triglyceridesandapolipoproteirB during the 26 week doubleblind phase The meanachieved.DL -C valuewas3.38
mmol/l (range:1.81-6.26 mmol/l) in theatorvasatin groupcompare to 5.91mmol/l (range:3.93-9.96 mmol/l) in the
placebogroupduringthe 26-weekdoubleblind phase

An additionalpaediatricstudy of atorvastah versuscolestipolin patientswith hypercholesterolaemiegedl10-18 years
demonstragédthatatorvastatiiN=25) causé a significant reducton in LDL-C atweek?26 (p<0.05)compaedwith
colestipol (N=31).

A compassionatesestudyin patientswith severehypecholesterolaemia (includinghomozygous
hypercholestrolaemig included46 paedatric patientstreatedwith atorvastatin titratedaccoding to respons¢some
subjectsreceivedd0 mg atorvasatin perday). The studylastd 3 yeas: LDL -cholesterolwasloweredby 36%

Thelong-termefficacy of atorvagatin therapyin childhoodto reducemorbidity and mortality in adulthoocdhas not
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beenestaltished

TheEuropearMedicinesAgencyhaswaivedthe obligaion to submt theresultsof studieswith atorvastatinn children
agedO to lessthan6 yearsin thetreatmenbf heteozygoushypecholesteroleemiaandin childrenagedoO to lessthan
18 yearsin thetreatmenbf homozygougamilial hypercholsterolaemia, combhed(mixed) hypercholesteiaemia,
primary hyperchoésteolaemiaandin the preventon of cardiovaaular events(seesectiond.2 for informationon
paediatric use).

5.2 Phar macokinetic properties

Absorption

Atorvastatn is rapidly absorbedhfter oral admnistraion; maximum plasmaconcentréionsoccurwithin 1 to 2 hours.
Extentof absorpibn increasesn proporton to atorvastatin dose Atorvastatin tabletsare95%to 99%bioavailable
comparedo solutions.The ab®lute bioavalability of atorvastain is approxmately12% andthe systemicavailabilty
of HMG-CoA reductas inhibitory activity is approximatdy 30%. Thelow systemicavailability is attributedto
presystemicclealancein gastroinéstinalmucsaand/orhepaic first-passmetabaism.

Distribution
Meanvolumeof distributionof atorvasatinis approxmatly 381L. Atorvastatin is 98% boundto plasmaproteins.

Biotransformabn

Atorvastatn is metabolizedoy cytochromeP4503A4 to ortho- andpardhydroxylatedderivativesandvariousbeta
oxidationproducs. Apart from otherpathwaygheseproduds arefurther metabolisedvia glucuronidationln vitro,
inhibition of HMG-CoA reduct< by ortho- andparahydroxyhtedmetabolitesis equivalento thatof atorvastatin.
Approximately 70% of circulatinginhibitory acivity for HMG-CoA redudaseis attributedto activemetabolites.

Excretion

Atorvastatn is eliminated primarily in bile following hepaic and/orextrahepéic metabolism.However,thedrug does
not appea to undergosignificantenteroheatic recirculaion. Meanplasmaelimination hdf-life of atorvastatinn
humanss approxmately14 hours The half-life of inhibitory activity for HMG-CoA reductasés approximately20 to
30 hoursdueto the contributon of activemetaboltes.

Special Popuhtions
Eldedy: Plasmaconcentrabns of atorvasatin andits adive metabolitesarehighe in healthyelderly subjectghanin
youngaduts while thelipid effectswerecomparableto thoseseenn youngermpatientpopulations.

Paediatric: In anopen-label,8-weekstudy, TamerStagel (N=15) and Tanne Stage 2 (N=24) padaliatric patients
(ages6-17 years)with heerozygoudamili al hyperchoésteroleniaandbaselneLDL-C _4 mmolL weretreatedwith 5
or 10 mg of chewableor 10 or 20 mg of fil m-coatel atorvastatin tables oncedaly, respectivelyBody weightwasthe
only significantcovariaten atorvastah populaton PK modd. Apparentoral cleaance of atowvastatinin paediatic
subjectsappeareaimilarto aduts whenscakdallometically by bodyweight Consistentlecreasem LDL-C andTC
wereobservedvertherangeof atorvagatin ando-hydroxyabrvastatin exposures.

Gencer. Concentrationsf atorvastatirandits adive metabolitesin womendiffer (appioximately20% higherfor Cmax
and 10%lower for AUC) from thos in men. Thesedifferenceswere of no clinical significanceyesultingin no
clinically significantdifferencesn lipid effeds amongmen andwomen.

Renallnsufficiency. Renaldiseaséasno influenceon the plasmaconcentrdionsor li pid effeds of atorvastéin andits
active metabolites

Hepaticlnsufficiency:Plasmaconcentations of atorvasatin andits active metabolitesaremarkedly increased
(approximatey 16-fold in Cmaxandl11-fold in AUC) in patientswith chronc alcoholicliver diseas€Childs-Pugh
B).
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SLOC1B1 polymorphism: Hepaticuptakeof all HMG-CoA reductasénhibitorsincluding atorvastatinjnvolvesthe
OATP1B1transporterin patientswith SLCO1B1polymorphismthereis arisk of increasd exposureof atorvastatin,
which mayleadto anincreasedisk of rhabdomyolysigseesecton 4.4). Polymophismin the geneencoding
OATP1B1(SLCO1B1c.521CC)is assocatal with a 2.4-fold higheratorvastdin exposur§ AUC) thanin individuals
withoutthis genoypevariant(c.521TT).A genetcaly impairedhepatic upteke of atowvastatinis alsopossiblen these
patients.Possble consequencdsr the efficacyareunknown.

5.3 Preclinical safety data

Atorvastath wasnegdive for mutagenicand clastogaic potential in abattery of 4 in vitro testsand 1 in vivo assay.
Atorvastath wasnotfoundto be carcinogert in rats, but high doses in mice (resultingin 6-11 fold the AUC0-24h
reacledin humansatthe highestreconmendeddose)showedhepabcelular adenomag mdesandhepatocellular
carcinomasn females.

Thereis evidencefrom animalexperimenthstudiestha HMG-CoA reductas inhibitorsmay affectthe devdopmentof
embryosor fetusesln rats,rabbitsanddogsatorvastain hadno effect on fertility andwasnot teratogenichowever, at
maternallytoxic dosedetal toxicity wasobservedn ratsandrabbts. The developmenif therat offspring wasdelayec
and pod-natal survivalreducedduringexposureof the dans to high doses of atorvastatinin rats,thereis evidenceof
placentdtransfer.In rats,plasmaconcentations of atorvastatin are similar to thosein milk. It is notknownwhether
atorvastatinor its metaolitesareexcretedn humanmilk.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Product imported from Poland
Tablets

Calciumcarbonae
Microcrystaline cellulose
Lactosemonohydrate
Croscarmédbsesodium
PolysorbateB0
Hydroxypropylcellulose
Magnesiunstearas

Film-coat
Hypromellose
Macrogol
Titaniumdioxide (E171)
Talc

Simethione
Stearateemukifiers
Thickeners
Benzoicacid

Sorbic acid

Product imported from the UK
Tablets

Calciumcarbonat
Microcrystalline cellulose
LactoseMonohydrate
Croscarmdbsesodium
PolysorbateB0
Hydroxypropylcellulose
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Magnesiunstearag

Film-coat

Opady White YS 1 7040containing:
Hypromellose

Macrogol8000

Titaniumdioxide

Talc

SimeticoneEmulsion containing:

- Simeticone

- Stearade emukifiers(polyethyleneglycol sorbiantristearag, polyethoxylae steaate,glycerides)
- Thickerers(methycellulose xanthamgum)
- Benzoicacid

- Sorbicacid

- Water

Macrogolstearate

Sorbic acid

Product imported from Spain
Tablets

Calciumcarbonae
Microcrystalline cellulose
LactoseMonohydrate
Croscarmédbsesodium
PolysorbateB0
Hydroxypropylcellulose
Magnesiunstearag

Film-coat
Hypromellose
Macrogol8000
Titaniumdioxide
Talc

Simeticone
Stearateemukifiers
Sorbic acid

Product imported from France
Tablets

Calciumcarbonae
Microcrystalline cellulose
LactoseMonohydrate
Croscarmédbsesodium
Polysorbate80
Hydroxypropylcellulose
Magnesiunstearag

Film-coat

Hypromellose

Macrogol8000
Titaniumdioxide

Talc

Anti-foamemulsbn containing:
-Simethicone
-Stearateemukifiers
-Thickener
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-Benzoicacic
-Sorbicacid

-Water

6.2 Incompatibilities
Not applicable

6.3 Shdf life

Theshelflife expiry dateof this productshal bethedateshownon the contanerandouterpackageof the producton
themaiketin the countryof origin.

6.4 Special precautionsfor storage
This medicinalprodud doesnotrequireanyspecal storagecondtions.
6.5 Nature and contents of container

Blister stripspresentedn anoverlabelledcardboardtarton.Packsizesof 28 or 30 tablets.
Not all packsizesmaybemarketec

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:
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B&S Hedthcare
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United Kingdom
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