
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Clopidogrel75mgfilm-coatedtablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coatedtablet contains75mgof clopidogrel(as clopidogrelhydrochloride).

Excipientswith knowneffect:
Each tabletcontains5.25mghydrogenatedcastoroil.

For thefull list of excipients,seesection6.1.

3 PHARMACEUTICAL FORM

Film-coatedtablet.

Pink, round, biconvextabletswith abevelled edge, plain onboth sides.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Clopidogrelis indicatedin adultsfor thepreventionof atherothrombotic eventsin:

• Patientssuffering from myocardial infarction (from a few daysuntil lessthan 35days), ischaemicstroke(from 7 days
until lessthan6 months)or establishedperipheralarterial disease.

• Patientssuffering from acute coronarysyndrome:
- Non-STsegmentelevation acutecoronary syndrome(unstableanginaor non-Q-wavemyocardialinfarction),
includingpatientsundergoingastentplacementfollowingpercutaneouscoronaryintervention,in combinationwith
acetylsalicylicacid(ASA).
- STsegmentelevationacutemyocardialinfarction, in combination with ASA in medicallytreatedpatientseligible for
thrombolytic therapy.

For furtherinformationpleasereferto section5.1.

4.2 Posology and method of administration

Posology
• Adults and elderly
Clopidogrelshouldbegivenasasingledaily doseof 75mg.

In patientssufferingfrom acutecoronarysyndrome:
− Non-ST segmentelevationacutecoronarysyndrome (unstableanginaor non-Q-wavemyocardialinfarction),
clopidogreltreatmentshouldbeinitiatedwith asingle300mg loadingdoseand then continuedat 75mgoncea day
(with acetylsalicylicacid(ASA) 75mg-325mgdaily). Sincehigherdosesof ASA wereassociatedwith higher
bleeding risk it is recommendedthatthedoseof ASA shouldnot behigherthan 100mg.Theoptimal durationof
treatmenthasnotbeenformally established. Clinical trial datasupportuseup to 12months,andthemaximumbenefit
wasseen at3 months (seesection5.1).

- STsegmentelevationacutemyocardialinfarction: clopidogrel shouldbegivenasa singledaily doseof 75mg
initiatedwith a 300mg loadingdosein combination with ASA andwith or withoutthrombolytics.
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For patients over75yearsof ageclopidogrelshouldbeinitiatedwithouta loadingdose.Combinedtherapyshouldbe
startedasearlyaspossible aftersymptomsstart andcontinuedfor at least four weeks.Thebenefitof thecombination
of clopidogrelwith ASA beyondfour weeks hasnot been studiedin this setting (seesection5.1).

If a dose is missed:
� Within lessthan12hoursafterregularscheduledtime:patientsshould takethedoseimmediatelyandthentake

thenextdoseat theregularscheduledtime.
� For morethan12 hours: patientsshouldtakethenext doseat theregularscheduledtime andshouldnotdouble

thedose.

• Paediatric population
Thesafetyandefficacyof clopidogrelin childrenandadolescentsunder 18yearsold havenotyet beenestablished.

• Renal impairment
Therapeuticexperienceis limited in patientswith renalimpairment(seesection 4.4).

• Hepatic impairment
Therapeuticexperienceis limited in patientswith moderate hepatic diseasewhomayhavebleeding diatheses(see
section4.4).

Method of administration
For oraluse
It maybegivenwith or without food.

4.3 Contraindications

• Hypersensitivity to theactivesubstanceor to anyof theexcipientslisted in section2 or section 6.1.
• Severehepatic impairment.
• Active pathological bleedingsuchaspeptic ulcer or intracranial haemorrhage

4.4 Special warnings and precautions for use

Bleeding and haematological disorders
Dueto therisk of bleedingandhaematologicaladversereactions,bloodcell countdeterminationand/orother
appropriate testingshould bepromptly consideredwheneverclinical symptoms suggestiveof bleedingariseduringthe
courseof treatment(see section4.8).As with other antiplatelet agents,clopidogrel shouldbeusedwith cautionin
patientswhomaybeat risk of increasedbleedingfrom trauma,surgeryor other pathologicalconditionsandin patients
receiving treatmentwith ASA, heparin,glycoprotein IIb/IIIa inhibitorsor nonsteroidalanti-inflammatory drugs
(NSAIDs) includingCox-2 inhibitors. Patientsshouldbefollowed carefully for anysignsof bleedingincludingoccult
bleeding, especially duringthefirst weeksof treatmentand/orafter invasivecardiacproceduresor surgery.The
concomitantadministrationof clopidogrel with oralanticoagulantsis not recommendedsinceit mayincreasethe
intensity of bleedings(seesection4.5).

If apatient is to undergoelectivesurgeryandantiplatelet effect is temporarily notdesirable,clopidogrel shouldbe
discontinued7 daysprior to surgery.Patientsshouldinformphysiciansanddentists thattheyare taking clopidogrel
beforeanysurgeryis scheduledandbefore anynewmedicinal productis taken.Clopidogrelprolongsbleedingtime
and should beusedwith cautionin patientswhohavelesionswith apropensity to bleed(particularly gastrointestinal
and intraocular).

Patientsshouldbetold thatit might takelongerthanusualto stopbleedingwhentheytakeclopidogrel (aloneor in
combinationwith ASA), andthattheyshouldreportany unusualbleeding (siteor duration)to theirphysician.

Thrombotic Thrombocytopenic Purpura (TTP)
ThromboticThrombocytopenicPurpura(TTP) hasbeenreportedvery rarely following theuseof clopidogrel,
sometimesafterashortexposure. It is characterisedby thrombocytopeniaandmicroangiopathichaemolyticanaemia
associatedwith eitherneurologicalfindings,renaldysfunction or fever. TTP is a potentiallyfatal conditionrequiring
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prompttreatmentincludingplasmapheresis.

Acquired haemophilia
Acquiredhaemophilia hasbeenreportedfollowinguseof clopidogrel. In cases of confirmedisolatedactivatedPartial
Thromboplastin Time (aPTT)prolongationwith or withoutbleeding,acquired haemophiliashouldbeconsidered.
Patientswith a confirmeddiagnosis of acquiredhaemophilia shouldbemanaged andtreatedby specialists,and
clopidogrelshould bediscontinued.

Recent ischaemic stroke
In view of thelackof data,clopidogrelcannotberecommendedduringthefirst 7 daysafteracuteischaemicstroke.

Cytochrome P450 2C19 (CYP2C19)
Pharmacogenetics: In patientswhoarepoorCYP2C19metabolisers,clopidogrelat recommended doses formslessof
the activemetaboliteof clopidogrelandhasasmallereffect onplatelet function. Testsareavailableto identify a
patient'sCYP2C19genotype.

Sinceclopidogrelis metabolisedto its activemetabolite partlyby CYP2C19,useof medicinalproducts thatinhibit the
activity of thisenzymewouldbeexpectedto result in reduceddruglevelsof theactivemetaboliteof clopidogrel. The
clinical relevanceof this interaction is uncertain. As aprecaution concomitantuseof strongor moderateCYP2C19
inhibitors shouldbediscouraged(seesection4.5for a list of CYP2C19inhibitors,seealsosection5.2).

Allergic cross-reactivity
Patientsshouldbeevaluatedfor history of hypersensitivity to another thienopyridine(suchasticlopidine,prasugrel)
sinceallergic cross-reactivityamongthienopyridines has been reported (seesection4.8). Patientswhohavehad
previoushypersensitivityto otherthienopyridinesshouldbecarefully monitoredfor signsof hypersensitivityto
clopidogrelduringtreatment.

Renal impairment
Therapeuticexperiencewith clopidogrelis limited in patientswith renal impairment.Thereforeclopidogrel should be
usedwith caution in thesepatients (seesection 4.2).

Hepatic impairment
Experienceis limitedin patientswith moderate hepatic diseasewhomayhavebleedingdiatheses.Clopidogrelshould
thereforebeusedwith caution in this population (seesection 4.2).

Excipients
This medicinalproduct containshydrogenated castor oil whichmaycausestomachupsetanddiarrhoea.

4.5 Interaction with other medicinal products and other forms of interaction

Oral anticoagulants: theconcomitantadministration of clopidogrelwith oralanticoagulantsis not recommendedsince
it mayincreasetheintensityof bleedings(seesection 4.4).Althoughtheadministrationof clopidogrel 75mg/daydid
not modify thepharmacokineticsof S-warfarinor InternationalNormalisedRatio (INR) in patientsreceiving

long-termwarfarintherapy,coadministrationof clopidogrel with warfarin increasestherisk of bleedingbecauseof
independenteffects onhemostasis.

Glycoprotein IIb/IIIa inhibitors: clopidogrel should beusedwith caution in patientswho receiveconcomitant
glycoproteinIIb/IIIa inhibitors(seesection4.4).

Acetylsalicylic acid (ASA): ASA did not modify theclopidogrel-mediatedinhibition of ADP-inducedplatelet
aggregation,but clopidogrelpotentiatedtheeffect of ASA oncollagen-inducedplateletaggregation.However,
concomitantadministrationof 500mgof ASA twicea dayfor onedaydid not significantly increase theprolongation
of bleedingtime inducedby clopidogrelintake.A pharmacodynamic interaction betweenclopidogreland
acetylsalicylicacidis possible, leadingto increasedrisk of bleeding.Therefore, concomitantuseshouldbeundertaken
with caution(seesection4.4).However,clopidogrel andASA havebeenadministeredtogetherfor up to oneyear(see
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section5.1).

Heparin: in aclinical studyconductedin healthy subjects,clopidogreldid not necessitate modificationof theheparin
doseor altertheeffectof heparinoncoagulation. Co-administrationof heparin hadnoeffect on theinhibition of
plateletaggregation inducedby clopidogrel.
A pharmacodynamic interaction betweenclopidogrelandheparin is possible, leadingto increasedrisk of bleeding.
Therefore,concomitantuseshouldbeundertakenwith caution (seesection 4.4).

Thrombolytics: thesafetyof theconcomitant administrationof clopidogrel, fibrin or non-fibrin specific thrombolytic
agentsandheparinswasassessedin patientswith acutemyocardial infarction. Theincidenceof clinically significant
bleeding wassimilar to thatobservedwhenthrombolytic agentsandheparin areco-administeredwith ASA (seesection
4.8).

NSAIDs: in aclinical studyconductedin healthyvolunteers,theconcomitantadministrationof clopidogrel and
naproxenincreased occult gastrointestinalbloodloss.However,dueto thelack of interactionstudieswith other
NSAIDs it is presently unclearwhetherthere is an increasedrisk of gastrointestinalbleedingwith all NSAIDs.
Consequently, NSAIDs includingCox-2 inhibitorsandclopidogrelshould beco-administeredwith caution(seesection
4.4).

Other concomitant therapy: Sinceclopidogrelis metabolisedto its active metabolitepartly by CYP2C19,useof
medicinal productsthatinhibit theactivity of this enzymewouldbeexpectedto resultin reduceddruglevelsof the
active metabolite of clopidogrel. Theclinical relevanceof this interaction is uncertain.As aprecaution concomitant
useof strongor moderate CYP2C19inhibitorsshouldbediscouraged(seeSections4.4and5.2).

Medicinalproductsthatinhibit CYP2C19 includeomeprazoleandesomeprazole, fluvoxamine,fluoxetine,
moclobemide,voriconazole,fluconazole, ticlopidine,ciprofloxacin, cimetidine,carbamazepine,oxcarbazepineand
chloramphenicol.

Proton Pump Inhibitors (PPI):
Omeprazole 80mgoncedaily administeredeitherat thesame timeasclopidogrelor with 12hours betweenthe
administrationsof thetwo drugsdecreased theexposureof theactivemetabolite by 45%(loading dose)and40%
(maintenancedose).Thedecrease wasassociatedwith a39%(loadingdose)and21%(maintenancedose)reduction
inhibition of plateletaggregation. Esomeprazole is expectedto givea similar interactionwith clopidogrel.

Inconsistentdata on theclinical implicationsof this pharmacokinetic (PK)/pharmacodynamic(PD) interaction in terms
of majorcardiovasculareventshavebeenreportedfrom bothobservationalandclinical studies. As a precaution,
concomitantuseof omeprazoleor esomeprazole should bediscouraged (see section4.4

Lesspronounced reductionsof metabolite exposurehasbeen observed with pantoprazoleor lansoprazole.
Theplasmaconcentrationsof theactivemetabolite was20%reduced(loadingdose)and14%reduced(maintenance
dose)duringconcomitanttreatmentwith pantoprazole80mgoncedaily. This wasassociatedwith a reductionof the
meaninhibition of plateletaggregationby 15%and11%,respectively. Theseresultsindicatethat clopidogrelcanbe
administeredwith pantoprazole.

Thereis noevidencethatothermedicinal products thatreducestomachacid suchasH2 blockers (except cimetidine
which is aCYP2C19inhibitor) or antacidsinterferewith antiplatelet activi ty of clopidogrel).

Other medicinal products: A numberof otherclinical studieshavebeen conductedwith clopidogrelandother
concomitantmedicinalproductsto investigate thepotential for pharmacodynamic andpharmacokineticinteractions.No
clinically significantpharmacodynamicinteractionswereobserved when clopidogrelwasco-administeredwith
atenolol, nifedipine,or bothatenololandnifedipine. Furthermore,thepharmacodynamicactivity of clopidogrelwasnot
significantly influenced by theco-administrationof phenobarbital or oestrogen.

Thepharmacokineticsof digoxinor theophyllinewerenotmodifiedby theco-administrationof clopidogrel. Antacids
did notmodify theextentof clopidogrelabsorption.
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Datafrom theCAPRIEstudy indicate that phenytoin andtolbutamidewhichare metabolisedby CYP2C9canbesafely
co-administeredwith clopidogrel.

Apartfrom thespecificmedicinalproductinteraction informationdescribed above, interactionstudieswith clopidogrel
and somemedicinalproductscommonlyadministeredin patientswith atherothromboticdiseasehavenot been
performed.However,patientsenteredinto clinical trialswith clopidogrelreceiveda varietyof concomitantmedicinal
productsincludingdiuretics,betablockers,ACEI, calcium antagonists,cholesterol lowering agents, coronary
vasodilators,antidiabeticagents(includinginsulin), antiepileptic agents,andGPIIb/III aantagonistswithout evidence
of clinically significantadverseinteractions.

4.6 Fertility, pregnancy and lactation

Pregnancy
As no clinical dataon exposureto clopidogrel during pregnancy are available, it is preferablenot to useclopidogrel
duringpregnancyasaprecautionarymeasure.

Animal studies do not indicate direct or indirect harmful effects with respect to pregnancy,embryonal/foetal
development,parturition or postnatal development(seesection5.3).

Breast-feeding
It is unknown whether clopidogrel is excreted in human breastmilk. Animal studieshave shown excretion of
clopidogrel in breast milk. As a precautionary measure, breast-feedingshouldnot be continuedduring treatmentwith
Clopidogrel75mgfilm-coatedtablets.

Fertility
Clopidogrelwasnot shown to alterfertility in animal studies.

4.7 Effects on ability to drive and use machines

Clopidogrelhasnoor negligibleinfluenceon theability to drive andusemachines.

4.8 Undesirable effects

Summary of the safety profile

Clopidogrelhasbeenevaluatedfor safety in morethan 42,000patientswhohaveparticipatedin clinical studies,
includingover9,000patients treatedfor 1 yearor more.Theclinically relevant adversereactionsobservedin the
CAPRIE, CURE, CLARITY andCOMMIT studiesarediscussed below.Overall, clopidogrel 75mg/daywas
comparableto ASA 325mg/dayin CAPRIEregardlessof age,genderand race.In additionto clinical studies
experience,adversereactionshavebeenspontaneouslyreported.

Bleedingis themost commonreactionreportedboth in clinical studies as well asin post-marketingexperiencewhereit
wasmostlyreportedduringthefirst monthof treatment.

In CAPRIE, in patientstreatedwith either clopidogrelor ASA, theoverall incidenceof anybleedingwas9.3%.The
incidenceof severecaseswassimilar for clopidogrel andASA.

In CURE,therewasnoexcess in majorbleedswith clopidogrel plusASA within 7 daysafter coronary bypassgraft
surgery in patientswhostoppedtherapymorethanfivedaysprior to surgery. In patientswho remainedon therapy
within five daysof bypassgraft surgery,theeventratewas 9.6%for clopidogrelplusASA, and6.3%for placeboplus
ASA.

In CLARITY, therewasanoverall increasein bleeding in theclopidogrel plusASA groupvs. theplaceboplusASA
group. The incidenceof majorbleedingwassimilar betweengroups.This wasconsistentacrosssubgroupsof patients
definedby baselinecharacteristics,andtypeof fibrinolytic or heparin therapy.
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In COMMIT, theoverallrateof noncerebralmajorbleedingor cerebral bleedingwaslow andsimilar in bothgroups.

Tabulated list of adverse reactions

Adversereactionsthatoccurredeitherduringclinical studiesor thatwere spontaneouslyreported arepresentedin the
tablebelow.Their frequencyis definedusing thefollowing conventions:common (>1/100to <1/10); uncommon
(>1/1,000to <1/100);rare(>1/10,000to <1/1,000);very rare(<1/10,000),notknown(cannotbeestimatedfrom the
availbaledata).Within eachsystemorganclass,adversereactionsarepresentedin orderof decreasingseriousness.

System Organ
Class

Common Uncommon Rare Very rare, not
known*

Bloodandthe
lymphatic
systemdisorders

Thrombocytopenia,
leucopenia,
eosinophilia

Neutropenia,
includingsevere
neutropenia

Thrombotic
thrombocytopenic
purpura(TTP) (see
section4.4),aplastic
anaemia,
pancytopenia,
agranulocytosis,
severe
thrombocytopenia,
acquiredhaemophilia
A, granulocytopenia,
anaemia

Immunesystem
disorders

Serum sickness,
anaphylactoid
reactions,
cross-reactivedrug
hypersensitivity
among
thienopyridines(such
asticlopidine,
prasugrel)(see
section4.4)*

Psychiatric
disorders

Hallucinations,
confusion

Nervoussystem
disorders

Intracranial
bleeding(some
cases were
reportedwith
fatal outcome),
headache,
paraesthesia,
dizziness

Tastedisturbances

Eyedisorders Eyebleeding
(conjunctival,
ocular, retinal)

Ear andlabyrinth
disorders

Vertigo

Vascular
disorders

Haematoma Serioushaemorrhage,
haemorrhageof
operative wound,
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vasculitis,
hypotension

Respiratory,
thoracicand
mediastinal
disorders

Epistaxis Respiratorytract
bleeding
(haemoptysis,
pulmonary
haemorrhage),
bronchospasm,
interstitial
pneumonitis,
eosinophilic
pneumonia

Gastrointestinal
disorders

Gastrointestinal
haemorrhage,
diarrhoea,
abdominalpain,
dyspepsia

Gastriculcer
andduodenal
ulcer,gastritis,
vomiting,
nausea,
constipation,
flatulence

Retroperitoneal
haemorrhage

Gastrointestinal and
retroperitoneal
haemorrhagewith
fatal outcome,
pancreatitis,colitis
(includingulcerative
or lymphocytic
colitis), stomatitis

Hepato-biliary
disorders

Acute liver failure,
hepatitis, abnormal
liver function test

Skin and
subcutaneous
tissuedisorders

Bruising Rash,pruritus,
skinbleeding
(purpura)

Bullousdermatitis
(toxic epidermal
necrolysis, Stevens
JohnsonSyndrome,
erythemamultiforme,
acutegeneralised
exanthematout
pustulosis (AGEP)),
angioedema,
drug-induced
hypersensitivity
syndrome,drug rash
with eosinophiliaand
systemicsymptoms
(DRESS), rash
erythematous,
urticaria,eczema,
lichenplanus

Reproductive
systemsand
breastdisorders

Gynaecomastia

Musculoskeletal
connectivetissue
andbone
disorders

Musculo-skeletal
bleeding
(haemarthrosis),
arthritis, arthralgia,
myalgia

Renal and
urinary disorders

Haematuria Glomerulonephritis,
bloodcreatinine
increased

General
disordersand
administration

Bleedingat
puncturesite

Fever

Health Products Regulatory Authority

______________________________________________________________________________________________________________________

Date Printed 28/09/2015 CRN 2163344 page number: 7



* Information relatedto clopidogrelwith frequency“notknown”. 
 

Reporting of suspected adverse reactions
Reportingsuspectedadversereactionsafterauthorisationof themedicinalproductis important.It allowscontinued
monitoringof thebenefit/risk balanceof themedicinal product. Healthcareprofessionalsare askedto reportany
suspectedadversereactionsvia HPRA Pharmacovigilance, EarlsfortTerrace, IRL - Dublin 2; Tel: +3531 6764971;
Fax: +3531 6762517.Website:www.hpra.ie; E-mail: medsafety@hpra.ie.

4.9 Overdose

Overdosefollowingclopidogreladministrationmay lead to prolongedbleeding timeandsubsequentbleeding
complications.Appropriatetherapyshouldbeconsideredif bleedingsareobserved.

No antidoteto thepharmacologicalactivity of clopidogrelhasbeen found.If promptcorrectionof prolongedbleeding
time is required,platelettransfusionmayreversetheeffectsof clopidogrel.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: plateletaggregation inhibitorsexcludingheparin, ATC Code: B01AC-04.

Mechanism of action

Clopidogrelis a prodrug,oneof whosemetabolites is an inhibitor of platelet aggregation.Clopidogrel mustbe
metabolisedby CYP450enzymesto producetheactive metabolite thatinhibits plateletaggregation.Theactive
metaboliteof clopidogrelselectivelyinhibits thebindingof adenosinediphosphate(ADP) to its plateletP2Y12
receptor, andthesubsequentADP-mediated activation of theglycoproteinGPIIb/IIIa complex, therebyinhibiting
plateletaggregation.Dueto theirreversiblebinding,platelets exposed areaffectedfor theremainderof their lif espan
(approximately 7-10days)andrecoveryof normal platelet function occursat a rateconsistentwith platelet turnover.
Plateletaggregation inducedby agonists otherthan ADP is alsoinhibitedby blocking theamplificationof platelet
activationby releasedADP.

Becausetheactive metaboliteis formedby CYP450enzymes,someof which arepolymorphicor subjectto inhibition
by othermedicinalproducts,not all patientswill haveadequateplatelet inhibition.

Pharmacodynamic effects

Repeateddosesof 75mgperdayproducedsubstantial inhibition of ADP-inducedplateletaggregationfrom thefirst
day; this increasedprogressively andreachedsteady statebetweenDay3 andDay7. At steadystate,theaverage
inhibition levelobservedwith adoseof 75mgperdaywasbetween 40%and60%. Plateletaggregationandbleeding
time gradually returned to baselinevalues,generally within 5 days after treatmentwasdiscontinued.

Clinical Safety and Efficacy

Thesafetyandefficacyof clopidogrelhavebeenevaluated in 4 double-blind studiesinvolvingover80,000patients:the
CAPRIE study,a comparisonof clopidogrelto ASA, and theCURE,CLARITY andCOMMIT studiescomparing

site conditions
Investigations Bleeding time

prolonged,
neutrophil count
decreased,
platelet count
decreased
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clopidogrelto placebo,bothmedicinalproductsgivenin combination with ASA andotherstandardtherapy.

Recent myocardial infarction (MI), recent stroke or established peripheral arterial disease

TheCAPRIE study included19,185patientswith atherothrombosisasmanifestedby recentmyocardial infarction(<35
days), recentischaemicstroke(between7 daysand6 months)or established peripheral arterial disease (PAD). Patients
wererandomisedto clopidogrel 75mg/dayor ASA 325mg/day, andwere followedfor 1 to 3 years. In themyocardial
infarctionsubgroup,mostof thepatientsreceivedASA for thefirst few days following theacutemyocardialinfarction.

Clopidogrelsignificantly reducedtheincidenceof new ischaemic events(combinedendpointof myocardialinfarction,
ischaemicstrokeandvasculardeath)when comparedto ASA. In theintention to treatanalysis,939eventswere
observedin theclopidogrelgroupand1,020events with ASA (relative risk reduction (RRR)8.7%, [95%CI: 0.2to
16.4]; p = 0.045), whichcorresponds, for every1,000patientstreatedfor 2 years, to 10 [CI: 0 to 20] additionalpatients
being preventedfrom experiencinganewischaemic event. Analysis of total mortality as asecondaryendpoint did not
showanysignificantdifferencebetweenclopidogrel (5.8%)andASA (6.0%).

In a subgroupanalysisby qualifyingcondition (myocardial infarction, ischaemicstroke,andPAD) thebenefitappeared
to bestrongest(achievingstatisticalsignificanceat p = 0.003)in patientsenrolleddueto PAD (especially thosewho
alsohada historyof myocardialinfarction)(RRR= 23.7%;CI: 8.9to 36.2)andweaker(not significantlydifferent
fromASA) in strokepatients(RRR= 7.3%;CI: -5.7to 18.7[p=0.258]).In patientswhowereenrolledin thetrial on
thesolebasisof a recentmyocardialinfarction, clopidogrel wasnumerically inferior, but not statistically differentfrom
ASA (RRR= -4.0%;CI: -22.5to 11.7[p=0.639]).In addition, asubgroupanalysisby agesuggestedthat thebenefitof
clopidogrelin patientsover75yearswaslessthan thatobservedin patients <75years.

SincetheCAPRIE trial wasnot poweredto evaluateefficacy of individualsubgroups,it is not clearwhetherthe
differencesin relative risk reductionacrossqualifyingconditionsare real, or a result of chance.

Acute coronary syndrome
TheCUREstudyincluded12,562patients with non-ST segmentelevationacutecoronarysyndrome(unstableanginaor
non-Q-wavemyocardialinfarction), andpresentingwithin 24hoursof onsetof themostrecentepisodeof chestpainor
symptomsconsistentwith ischaemia.Patients wererequiredto have eitherECGchangescompatiblewith new
ischaemiaor elevatedcardiacenzymesor troponin I or T to at least twice theupperlimit of normal. Patientswere
randomisedto clopidogrel(300mg loadingdosefollowedby 75mg/day,N=6,259)or placebo(N=6,303),bothgiven
in combinationwith ASA (75-325mgoncedaily) andotherstandardtherapies.Patientsweretreatedfor up to oneyear.
In CURE,823(6.6%)patientsreceivedconcomitantGPIIb/IIIa receptor antagonisttherapy.Heparinswere
administeredin morethan90%of thepatientsandtherelativerateof bleedingbetweenclopidogrelandplacebowas
not significantlyaffectedby theconcomitant heparintherapy.

Thenumberof patientsexperiencingtheprimaryendpoint[cardiovascular (CV) death,myocardial infarction (MI), or
stroke] was582(9.3%)in theclopidogrel-treatedgroupand719(11.4%)in theplacebo-treated group,a20%relative
risk reduction(95%CI of 10%-28%;p=0.00009)for theclopidogrel-treatedgroup(17%relativerisk reductionwhen
patientsweretreatedconservatively,29%whentheyunderwentpercutaneoustransluminalcoronaryangioplasty
(PTCA) with or without stentand10%when they underwentcoronary artery bypass graft (CABG)). New
cardiovascularevents (primaryendpoint) wereprevented, with relative risk reductionsof 22%(CI: 8.6,33.4),32%(CI:
12.8, 46.4),4% (CI: -26.9,26.7),6%(CI: -33.5,34.3)and14%(CI: -31.6,44.2), duringthe0-1, 1-3, 3-6, 6-9 and9-12
monthstudyintervals, respectively. Thus,beyond3 monthsof treatment, thebenefit observedin theclopidogrel + ASA
groupwasnot furtherincreased,whereas therisk of haemorrhagepersisted(seesection 4.4).

Theuseof clopidogrel in CUREwasassociatedwith adecreasein theneedof thrombolytictherapy(RRR= 43.3%;CI:
24.3%, 57.5%)andGPIIb/IIIa inhibitors(RRR= 18.2%;CI: 6.5%,28.3%).

Thenumberof patientsexperiencingtheco-primaryendpoint(CV death,MI, strokeor refractory ischaemia) was1,035
(16.5%)in theclopidogrel-treatedgroupand1,187(18.8%)in theplacebo-treatedgroup,a14%relativerisk reduction
(95% CI of 6%-21%,p=0.0005)for theclopidogrel-treatedgroup.This benefit was mostlydrivenby thestatistically
significant reduction in theincidenceof MI [287 (4.6%)in theclopidogreltreatedgroupand363(5.8%)in theplacebo
treatedgroup].Therewasnoobservedeffecton therate of rehospitalisation for unstableangina.
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Theresultsobtainedin populationswith differentcharacteristics(e.g.unstableanginaor non-Q-waveMI, low to high
risk levels,diabetes,needfor revascularisation, age,gender, etc.) wereconsistentwith theresultsof theprimary
analysis.In particular,in a post-hocanalysisin 2,172patients (17%of thetotal CUREpopulation)whounderwent
stentplacement(Stent-CURE), thedatashowed thatclopidogrelcomparedto placebo,demonstrateda significantRRR
of 26.2%favouringclopidogrelfor theco-primaryendpoint(CV death, MI, stroke)andalsoa significantRRRof
23.9% for thesecondco-primaryendpoint(CV death,MI, strokeor refractory ischaemia). Moreover,thesafetyprofil e
of clopidogrelin this subgroupof patients did not raiseanyparticular concern.Thus,theresultsfrom this subsetarein
linewith theoveralltrial results.

Thebenefitsobservedwith clopidogrel wereindependentof other acuteandlong-termcardiovasculartherapies(such
as heparin/LMWH, GPIIb/IIIa antagonists, lipid loweringmedicinal products,betablockers,andACE-inhibitors). The
efficacy of clopidogrelwasobservedindependently of thedoseof ASA (75-325mgoncedaily).

In patientswith acuteST-segmentelevation MI, safety andefficacyof clopidogrel havebeenevaluated in 2
randomised,placebo-controlled,double-blind studies,CLARITY andCOMMIT.

TheCLARITY trial included3,491patientspresenting within 12hoursof theonsetof aSTelevation MI andplanned
for thrombolytic therapy.Patients received clopidogrel(300mg loadingdose, followedby 75mg/day, n=1,752)or
placebo(n=1,739),bothin combination with ASA (150to 325mgasa loadingdose,followedby 75 to 162mg/day),a
fibrinolytic agentand, whenappropriate,heparin.Thepatients werefollowedfor 30days.Theprimary endpointwas
theoccurrenceof thecomposite of anoccluded infarct-relatedarteryon thepredischargeangiogram, or deathor
recurrentMI beforecoronaryangiography.Forpatientswhodid not undergoangiography,theprimaryendpointwas
deathor recurrentmyocardialinfarctionby Day 8 or by hospital discharge.Thepatientpopulation included19.7%
womenand29.2%patients≥65 years.A total of 99.7%of patientsreceived fibrinolytics (fibrin specific: 68.7%, non-
fibrin specific: 31.1%),89.5%heparin,78.7%betablockers,54.7%ACE inhibitors and63%statins.

Fifteenpercent(15.0%) of patientsin theclopidogrelgroupand21.7%in theplacebogroupreachedtheprimary
endpoint, representing anabsolutereductionof 6.7%anda36% oddsreduction in favourof clopidogrel (95%CI: 24,
47%; p < 0.001), mainly relatedto a reduction in occludedinfarct-relatedarteries.This benefit wasconsistent acrossall
prespecifiedsubgroupsincludingpatients'ageandgender, infarct location, and typeof fibrinolytic or heparin used.

The2x2 factorialdesignCOMMIT trial included45,852patients presentingwithin 24hoursof theonsetof the
symptomsof suspectedMI with supportingECG abnormalit ies(i.e.STelevation, STdepressionor left bundle-branch
block). Patientsreceivedclopidogrel(75mg/day,n=22,961)or placebo(n=22,891),in combination with ASA (162
mg/day),for 28daysor until hospitaldischarge.Theco-primaryendpointswere deathfrom anycauseandthefirst
occurrenceof re-infarction,strokeor death. Thepopulation included27.8%women,58.4%patients≥60 years(26%
≥70years)and54.5%patientswho receivedfibrinolytics.

Clopidogrelsignificantly reducedtherelativerisk of deathfrom any causeby 7%(p = 0.029), andtherelativerisk of
thecombinationof re-infarction,strokeor death by 9%(p = 0.002),representing an absolutereductionof 0.5%and
0.9%,respectively.This benefitwasconsistentacrossage,gender andwith or without fibrinolytics, andwasobserved
as early as24hours.

5.2 Pharmacokinetic properties

Absorption
After singleandrepeatedoral dosesof 75mgperday, clopidogrel is rapidly absorbed.Meanpeakplasmalevelsof
unchanged clopidogrel(approximately2.2-2.5ng/ml after asingle75mgoral dose)occurredapproximately 45minutes
after dosing. Absorption is at least 50%, based onurinaryexcretion of clopidogrel metabolites.

Distribution
Clopidogrelandthemaincirculating(inactive) metabolite bind reversibly in vitro to humanplasmaproteins (98%and
94%respectively). Thebinding is non-saturablein vitro overa wideconcentration range.

Biotransformation
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Clopidogrelis extensivelymetabolisedby theliver. In vitro and in vivo, clopidogrel is metabolisedaccordingto two
main metabolic pathways: onemediatedby esterasesand leading to hydrolysisinto its inactivecarboxylic acid
derivative (85%of circulatingmetabolites),andonemediatedby multiplecytochromesP450. Clopidogrel is first
metabolisedto a2-oxo-clopidogrelintermediate metabolite. Subsequentmetabolismof the2-oxo-clopidogrel
intermediate metabolite resultsin theformation of theactive metabolite,a thiol derivativeof clopidogrel. In vitro, the
metabolicpathwayis mediatedby CYP3A4,CYP2C19,CYP1A2 andCYP2B6.Theactivethiol metabolite,whichhas
beenisolatedin vitro, bindsrapidlyandirreversibly to platelet receptors,thusinhibitingplateletaggregation.

TheCmax of theactivemetaboliteis twice ashigh following asingle 300-mgclopidogrelloadingdoseasit is after

four days of 75-mgmaintenancedose.Cmax occursapproximately 30 to 60minutesafterdosing.

Elimination
Following anoral doseof 14C-labelledclopidogrelin man,approximately 50%was excretedin theurineand
approximately46%in thefaecesin the120-hour intervalafterdosing.After asingleoraldoseof 75mg,clopidogrelhas
ahalf -life of approximately6 hours.

Theeliminationhalf-life of themaincirculatingmetabolitewas8 hoursafter singleandrepeatedadministration.

Pharmacogenetics
CYP2C19is involvedin theformationof boththeactive metabolite andthe2-oxo-clopidogrelintermediatemetabolite.
Clopidogrelactivemetabolitepharmacokinetics andantiplatelet effects,asmeasuredby exvivo plateletaggregation
assays,differ accordingto CYP2C19genotype.

TheCYP2C19*1allelecorrespondsto fully functional metabolismwhile theCYP2C19*2andCYP2C19*3allelesare
non-functional.TheCYP2C19*2andCYP2C19*3alleles accountfor themajority of reducedfunction alleles in
Caucasian(85%)andAsian(99%)poormetabolisers.Otheralleles associatedwith absent or reducedmetabolismare
lessfrequentandincludeCYP2C19*4,*5, *6, *7, and*8. A patient with poormetaboliserstatuswill possesstwo loss-
of-functionallelesasdefinedabove.Publishedfrequencies for thepoorCYP2C19metabolisergenotypesare
approximately2% for Caucasians, 4%for Blacksand14%for Chinese.Tests areavailableto determineapatient’s
CYP2C19gentoype.

A crossoverstudy in 40healthysubjects,10eachin thefour CYP2C19metaboliser groups(ultrarapid, extensive,
intermediate andpoor),evaluatedpharmacokineticandantiplatelet responsesusing 300mg followedby 75mg/dayand
600mg followedby 150mg/day,eachfor a total of 5 days(steadystate).No substantial differencesin active
metaboliteexposureandmeaninhibitionof platelet aggregation (IPA) wereobservedbetweenultrarapid, extensiveand
intermediate metabolisers. In poormetabolisers, active metabolite exposurewas decreasedby 63-71%comparedto
extensivemetabolisers.After the300mg/75mg doseregimen, antiplatelet responsesweredecreasedin thepoor
metaboliserswith meanIPA (5 µM ADP) of 24%(24hours) and37%(Day5) ascomparedto IPA of 39%(24hours)
and 58%(Day5) in theextensivemetabolisersand37%(24hours)and60%(Day5) in theintermediatemetabolisers.
Whenpoormetabolisersreceivedthe600 mg/150mgregimen,active metaboliteexposurewas greaterthanwith the
300mg/75mgregimen.In addition,IPA was32%(24hours)and61%(Day 5), whichweregreater thanin thepoor
metabolisersreceivingthe300mg/75mgregimen, andweresimilar to theotherCYP2C19metabolisergroups
receiving the300mg/75mg regimen.An appropriatedoseregimenfor this patientpopulationhasnot beenestablished
in clinical outcome trials.

Consistentwith theaboveresults, in a meta-analysis including6 studiesof 335clopidogrel-treatedsubjects at steady
state,it wasshownthatactivemetaboliteexposurewas decreasedby 28%for intermediatemetabolisers,and72%for
poormetaboliserswhile plateletaggregation inhibition (5 µM ADP) wasdecreasedwith differencesin IPA of 5.9%and
21.4%, respectively, whencomparedto extensivemetabolisers.

Theinfluenceof CYP2C19genotypeonclinical outcomes in patientstreatedwith clopidogrel hasnotbeenevaluatedin
prospective,randomised,controlled trials.Therehavebeen anumberof retrospectiveanalyses,however,to evaluate
thiseffectin patientstreatedwith clopidogrelfor whomtherearegenotyping results:CURE (n=2721),CHARISMA
(n=2428),CLARITY-TIMI 28 (n=227),TRITON-TIMI 38 (n=1477),andACTIVE-A (n=601),aswell asa number
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of publishedcohortstudies.

In TRITON-TIMI 38and3 of thecohortstudies(Collet, Sibbing,Giusti) thecombined groupof patientswith either
intermediate or poormetaboliserstatushad ahigherrateof cardiovascular events(death,myocardial infarction,and
stroke)or stentthrombosiscomparedto extensivemetabolisers.

In CHARISMA andonecohortstudy (Simon),anincreasedeventratewas observedonly in poormetaboliserswhen
comparedto extensivemetabolisers.

In CURE,CLARITY, ACTIVE-A andoneof thecohortstudies(Trenk),no increased eventratewasobserved based
on metaboliserstatus.

None of theseanalyseswereadequatelysizedto detectdifferencesin outcomein poormetabolisers.

Special populations

Thepharmacokineticsof theactive metabolite of clopidogrelis not knownin thesespecialpopulations.

Renal impairment
After repeateddosesof 75mgclopidogrelper day in subjects with severerenal disease(creatinineclearancefrom 5 to
15 ml/ml), inhibition of ADP-inducedplatelet aggregationwas lower (25%)thanthatobservedin healthysubjects,
however,theprolongationof bleedingtimewassimilar to thatseen in healthy subjectsreceiving75mgof clopidogrel
per day. In addition,clinical tolerancewasgoodin all patients.

Hepatic impairment
After repeateddosesof 75mgclopidogrelper dayfor 10daysin patientswith severe hepaticimpairment,inhibition of
ADP-inducedplateletaggregationwassimilar to thatobserved in healthy subjects. Themeanbleedingtime
prolongation wasalsosimilar in thetwo groups.

Race
Theprevalenceof CYP2C19allelesthatresult in intermediateandpoorCYP2C19metabolismdiffersaccording to
race/ethnicity(seePharmacogenetics). Fromliterature, limi teddata in Asian populationsareavailableto assessthe
clinical implication of genotypingof this CYP onclinical outcomeevents.

5.3 Preclinical safety data

During nonclinical studiesin rat andbaboon,themostfrequently observedeffectswereliver changes.Theseoccurred
at dosesrepresenting at least25 timesthe exposureseenin humansreceiving theclinical doseof 75 mg/dayandwere a
consequenceof aneffecton hepaticmetabolising enzymes.No effect onhepatic metabolisingenzymeswasobservedin
humansreceiving clopidogrelat thetherapeutic dose.

At very high doses,a poor gastric tolerability (gastritis, gastric erosionsand/or vomiting) of clopidogrel was also
reportedin ratandbaboon.

Therewas no evidenceof carcinogeniceffect whenclopidogrelwasadministeredfor 78 weeksto mice and104weeks
to rats when given at doses up to 77 mg/kg per day (representing at least 25 times the exposure seenin humans
receiving theclinical doseof 75mg/day).

Clopidogrelhasbeentestedin a rangeof in vitro andin vivo genotoxicity studies,andshowednogenotoxicactivity.

Clopidogrelwasfoundto haveno effecton thefertility of male andfemale rats andwasnot teratogenicin eitherratsor
rabbits. Whengiven to lactating rats,clopidogrelcauseda slight delay in the developmentof the offspring. Specific
pharmacokinetic studies performed with radiolabelled clopidogrel have shown that the parent compoundor its
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metabolites are excreted in the milk. Consequently, a direct effect (slight toxicity), or an indirect effect (low
palatability) cannotbe excluded.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Core:
Macrogol6000
Microcrystalline cellulose
Low substitutedhydroxypropylcellulose
Glyceroldibehenate
Castoroil hydrogenated

Coat:
Opadry II, pink, containing:
Ironoxidered(E172)
Macrogol4000
Poly (vinyl alcohol)
Titaniumdioxide(E171)
Talc

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

3 years

6.4 Special precautions for storage

This medicinalproduct doesnot requireanyspecial storageconditions.

6.5 Nature and contents of container

Blister strips(PVC/Aclarbaseor aluminium basewith aluminium lid) contained in a cardboard box. Pack sizeof 28,
30, 50and84 film-coatedtablets.

Not all packsizesmaybemarketed.

6.6 Special precautions for disposal

No specialinstructions.

Any unusedmedicinalproductor wastematerial should bedisposed of in accordancewith local requirements.

7 MARKETING AUTHORISATION HOLDER

Wockhardt UK Ltd
AshRoadNorth
Wrexham
LL13 9UF
UnitedKingdom
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Dateof first authorisation: 4th February2011
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