
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

ClopidogrelNiche75mgFilm-coatedTablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coatedtablet contains75mgof clopidogrelbase(as clopidogrel besilate).
Excipients:eachfilm-coatedtabletcontains2.6mg of lactosemonohydrate.

For a full li st of excipients,seesection6.1.

3 PHARMACEUTICAL FORM

Film-coatedtablet.

Pink, round, biconvex,film-coated

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Prevention of atherothrombotic events
Clopidogrelis indicatedin:

• Adult patientssufferingfrom myocardial infarction (from a few daysuntil lessthan 35days), ischaemicstroke(from
7 daysuntil lessthan6 months)or establishedperipheral arterial disease.

• Adult patientssufferingfrom acute coronarysyndrome:
- Non-STsegmentelevationacutecoronary syndrome(unstableanginaor non-Q-wavemyocardial infarction),
includingpatients undergoinga stentplacement followingpercutaneouscoronary intervention,in combinationwith
acetylsalicylic acid(ASA).
- STsegmentelevationacutemyocardial infarction, in combination with ASA in medicallytreatedpatients eligible
for thrombolytic therapy.

Prevention of atherothrombotic and thromboembolic events in atrial fibrillation
In adult patients with atrial fibrillation whohaveat leastonerisk factor for vascularevents, arenotsuitablefor
treatmentwith VitaminK antagonists(VKA) andwhohavea low bleeding risk, clopidogrel is indicatedin combination
with ASA for thepreventionof atherothromboticand thromboembolic events, includingstroke.

For furtherinformationpleasereferto section5.1.

4.2 Posology and method of administration

Posology
• Adultsandelderly

Clopidogrelshouldbegivenasasingledaily doseof 75mg.

In patientssufferingfrom acutecoronarysyndrome:
− Non-STsegmentelevationacutecoronarysyndrome(unstable anginaor non-Q-wavemyocardialinfarction),
clopidogrel treatment shouldbeinitiatedwith asingle300mg loadingdoseand thencontinuedat75mgoncea
day (with acetylsalicylic acid(ASA) 75mg-325 mgdaily). Sincehigherdosesof ASA wereassociated with higher
bleedingrisk it is recommendedthatthedoseof ASA shouldnot behigherthan 100mg.Theoptimaldurationof
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treatmenthasnot beenformally established.Clinical trial datasupportuseup to 12months,andthemaximum
benefitwasseenat3 months(seesection5.1).
- STsegmentelevationacutemyocardial infarction: clopidogrel shouldbegivenas asingledaily doseof 75mg
initiated with a loadingdose in combination with ASA andwith or withoutthrombolytics.For patientsgreater than
75 yearsof ageclopidogrelshouldbeinitiated withouta loadingdose.Combinedtherapyshouldbestartedasearly
as possibleaftersymptomsstartandcontinuedfor at leastfour weeksThebenefit of thecombinationof
clopidogrel with ASA beyondfour weeks hasnotbeen studiedin this setting (seesection5.1).

In patientswith atrial fibrillation, clopidogrel should begivenasa singledaily doseof 75mg.ASA (75-100mgdaily)
should beinitiatedandcontinuedin combinationwith clopidogrel(see section 5.1).

If adoseis missed:
- Within lessthan12hoursafterregularscheduledtime:patientsshould takethedoseimmediatelyandthen

take thenextdoseat theregularscheduledtime.
- For morethan12hours:patientsshould take thenext doseat theregular scheduledtimeandshouldnot

doublethedose.

• PediatricpopulationClopidogrelshouldnot beused in childrenbecauseof efficacyconcerns(seesection5.1).

• Renalimpairment
Therapeuticexperienceis limited in patientswith renalimpairment(seesection 4.4).

• Hepaticimpairment
Therapeuticexperienceis limited in patientswith moderate hepatic diseasewhomayhave
bleedingdiatheses(seesection4.4).

Methodof administration
For oraluse
It maybegivenwith or without food.

4.3 Contraindications

� Hypersensitivity to theactivesubstanceor to any of theexcipients.
� Severehepatic impairment.
� Active pathologicalbleedingsuchaspepticulceror 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 non-steroidalanti-inflammatory drugs
(NSAIDs) includingCox-2 inhibitors.Patientsshouldbefollowed carefully for anysigns of bleeding includingoccult
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
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combinationwith ASA), andthattheyshouldreportany unusualbleeding (siteor duration)to theirphysician.

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

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

Cytochrome P450 2C19 (CYP2C19)
Pharmacogenetics:In patients whoarepoorCYP2C19metabolisers,clopidogrel at recommendeddosesformslessof
theactivemetabolite of clopidogrelandhasasmaller effect 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).

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
Clopidogrelcontainslactose.Patientswith rarehereditary problemsof galactoseintolerance,theLapplactase
deficiencyor glucose-galactosemalabsorptionshouldnot takethismedicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Oral anticoagulants: theconcomitantadministrationof clopidogrel with oral anticoagulantsis 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-mediated inhibition 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
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 betweenclopidogrel andheparinis
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possible,leading to increasedrisk of bleeding.Therefore,concomitantuseshouldbeundertakenwith caution(see
section4.4).

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 interactionis uncertain. As aprecautionconcomitantuse
of strongor moderateCYP2C19inhibitorsshouldbediscouraged (seesections4.4 and5.2).

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)reductionof
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 studies havebeenconductedwith clopidogrel andother
concomitantmedicinalproductsto investigatethepotentialfor pharmacodynamic andpharmacokinetic interactions.No
clinically significantpharmacodynamicinteractionswereobserved when clopidogrelwasco-administeredwith
atenolol, nifedipine,or bothatenololandnifedipine. Furthermore,thepharmacodynamicactivity of clopidogrelwasnot
significantly influenced by thecoadministrationof phenobarbital or oestrogen.

Thepharmacokineticsof digoxinor theophyllinewerenotmodifiedby theco-administrationof clopidogrel. Antacids
did notmodify theextentof clopidogrelabsorption.

Datafrom theCAPRIEstudy indicate that phenytoin andtolbutamidewhichare metabolisedby CYP2C9canbesafely
co-administeredwith clopidogrel.

Apartfrom thespecificmedicinalproductinteraction informationdescribed above, interactionstudieswith clopidogrel
and somemedicinal productscommonlyadministeredin patientswith atherothrombotic diseasehavenot been
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performed.However,patientsenteredinto clinical trialswith clopidogrelreceiveda varietyof concomitantmedicinal
productsincludingdiuretics,betablockers,ACEI, calcium antagonists,cholesterol lowering agents, coronary
vasodilators,antidiabeticagents(includinginsulin), antiepileptic agentsandGPIIb/III aantagonistswithout evidenceof
clinically significantadverse interactions.

4.6 Fertility, pregnancy and lactation

Pregnancy
As noclinical dataonexposedpregnancies areavailable, it is preferablenot to useclopidogrel during pregnancyasa
precautionarymeasure.

Animal studiesdonot indicate director indirect harmful effectswith respect to pregnancy, embryonal/foetal
development,parturition or postnatal development(seesection5.3).

Breastfeeding
It is unknownwhetherclopidogrelis excreted in humanbreastmilk. Animal studieshaveshownexcretionof
clopidogrelin breastmilk. As a precautionarymeasure, breast-feedingshouldnotbecontinuedduringtreatmentwith
Clopidogrel.

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

Clopidogrelhasbeenevaluatedfor safety in morethan 44000patientswhohaveparticipatedin clinical studies,
includingover12000patientstreatedfor 1 yearor more.Overall, clopidogrel75mg/daywascomparableto ASA 325
mg/dayin CAPRIE regardlessof age,genderandrace. Theclinically relevantadversereactionsobserved in the
CAPRIE, CURE, CLARITY, COMMIT andACTIVE-A studiesarediscussedbelow. 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.Theincidenceof majorbleedingwassimilar betweengroups.This wasconsistentacrosssubgroupsof patients
definedby baselinecharacteristics,andtypeof fibrinolytic or heparin therapy.

In COMMIT, theoverallrateof noncerebralmajorbleedingor cerebral bleedingwaslow andsimilar in bothgroups.

In ACTIVE-A, therateof major bleedingwasgreaterin theclopidogrel+ ASA groupthanin theplacebo+ ASA group
(6.7%versus4.3%). Major bleedingwasmostlyof extracranial origin in both groups(5.3%in theclopidogrel+ ASA
group;3.5%in theplacebo+ASA group),mainly from thegastrointestinal tract (3.5%vs.1.8%).Therewasanexcess
of intracranialbleedingin theclopidogrel+ ASA treatment groupcomparedto theplacebo+ ASA group(1.4%versus
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0.8%,respectively).Therewasnostatistically significantdifferencein theratesof fatal bleeding (1.1%in the
clopidogrel+ ASA groupand0.7%in theplacebo+ASA group)andhaemorrhagicstroke(0.8%and0.6%,
respectively)betweengroups.

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

System
Organ
Class

Common Uncommon Rare Very rare

Bloodand the
lymphatic
system
disorders

Thrombocytopenia,
leucopenia,
eosinophilia

Neutropenia,
including
severe
neutropenia

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

Immunesystem
disorders

Serum sickness,
anaphylactoid
reactions

Psychiatric
disorders

Hallucinations,
confusion

Nervoussystem
disorders

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

Tastedisturbances

Eyedisorders Eye bleeding
(conjunctival,
ocular,
retinal)

Earand labyrinth
disorders

Vertigo

Vasculardisorders Haematoma Serioushaemorrhage,
haemorrhageof
operativewound,
vasculitis,
hypotension

Respiratory,
thoracic
and
mediastinal
disorders

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

Gastrointestinal Gastrointestinal Gastric ulcer and Retroperitoneal Gastrointestinal and
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4.9 Overdose

Overdose following clopidogrel administration may lead to prolonged bleeding time and subsequent bleeding
complications.Appropriatetherapyshouldbeconsideredif bleedingsareobserved.
No antidote to thepharmacologicalactivity of clopidogrelhasbeen found.If promptcorrection of prolongedbleeding
time is required,platelettransfusionmayreversetheeffectsof clopidogrel.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup:plateletaggregation inhibitorsexcl. Heparin,ATC Code:BO1AC-04

disorders haemorrhage,
diarrhoea,
abdominal
pain,
dyspepsia

duodenalulcer,
gastritis,
vomiting,nausea,
constipation,
flatulence

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

Hepato-biliary
disorders

Acute liver failure,
hepatitis,
abnormalliver
functiontest

Skinand
subcutaneous
tissuedisorders

Bruising Rash,pruritus,
skin
bleeding
(purpura)

Bullousdermatitis
(toxic epidermal
necrolysis,Stevens
JohnsonSyndrome,
erythema 
multiforme),
angioedema,rash
erythematous,
urticaria,
eczema, lichen
planus

Musculoskeletal,
connective tissue
andbone
disorders

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

Renal and urinary
disorders

Haematuria Glomerulonephritis,
blood
creatinine
increased

General disorders
and
administration
siteconditions

Bleedingat
puncturesite

Fever

Investigations Bleedingtime
prolonged,
neutrophilcount
decreased,
platelet count
decreased
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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

and thesubsequentADP-mediatedactivationof theglycoprotein GPIIb/IIIa complex,therebyinhibiting platelet
aggregation.Dueto theirreversible binding, platelets exposed are affected for theremainderof their lifespan
(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.

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.

Thesafetyandefficacyof clopidogrelhavebeenevaluated in 5 double-blind studiesinvolving over88,000patients:
theCAPRIE study,a comparisonof clopidogrel to ASA, andtheCURE, CLARITY COMMIT andACTIVE-A studies
comparingclopidogrel to placebo,bothmedicinalproductsgivenin combinationwith 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 every1000patientstreatedfor 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 (especiallythosewhoalso
had a history of myocardialinfarction) (RRR= 23.7%;CI: 8.9to 36.2)andweaker(not significantly differentfrom
ASA) in strokepatients(RRR= 7.3%;CI: -5.7to 18.7[p=0.258]). In patientswhowereenrolledin thetrial on thesole
basisof a recentmyocardialinfarction, clopidogrelwasnumerically inferior, but not statisticallydifferentfromASA
(RRR= -4.0%;CI: -22.5to 11.7[p=0.639]). In addition, asubgroupanalysis by agesuggested thatthebenefitof
clopidogrelin patientsover75yearswaslessthan thatobservedin patients≤75 years.

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
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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%whentheyunderwentPTCA with or without stentand10%whenthey
underwentCABG). Newcardiovascularevents(primary endpoint)wereprevented,with relativerisk 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),during
the0-1, 1-3, 3-6, 6-9 and9-12monthstudy intervals, respectively. Thus,beyond3 monthsof treatment,thebenefit
observedin theclopidogrel+ ASA group was not further increased,whereastherisk of haemorrhagepersisted(see
section4.4).

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 refractoryischaemia) was 1035
(16.5%)in theclopidogrel-treatedgroupand1187(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.

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 2172patients(17%of thetotal CUREpopulation)whounderwent stent
placement (Stent-CURE), thedatashowedthatclopidogrelcomparedto placebo,demonstratedasignificantRRRof
26.2% favouringclopidogrelfor theco-primaryendpoint(CV death, MI, stroke)andalsoasignificantRRR of 23.9%
for thesecondco-primaryendpoint(CV death, MI, strokeor refractory ischaemia). Moreover, thesafetyprofile of
clopidogrelin thissubgroupof patientsdid not raiseanyparticular concern.Thus,theresultsfrom this subsetare in
linewith theoveralltrial results.

Thebenefitsobservedwith clopidogrel wereindependentof other acuteandlong-termcardiovasculartherapies(such
as heparin/LMWH, GPIIb/IIIa antagonists, lipid loweringdrugs,betablockers,andACE-inhibitors).Theefficacyof
clopidogrelwasobservedindependentlyof thedoseof ASA (75-325mg oncedaily).

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=1752)or
placebo(n=1739),bothin combination with ASA (150to 325mgasa loadingdose,followedby 75 to 162 mg/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 heparinused.

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-primaryendpointsweredeathfrom anycauseandthefirst
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occurrenceof re-infarction,strokeor death. Thepopulationincluded27.8%women,58.4%patients≥ 60 years(26%≥
70 years)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.

Atrial fibrillation

TheACTIVE-W andACTIVE-A studies,separate trialsin theACTIVE program,includedpatientswith atrial
fibrillation (AF) whohadat leastonerisk factor for vascularevents.Based onenrollmentcriteria, physiciansenrolled
patientsin ACTIVE-W if theywerecandidatesfor vitamin K antagonist (VKA) therapy(suchaswarfarin). The
ACTIVE-A studyincludedpatientswhocouldnot receive VKA therapy becausethey wereunableor unwilling to
receive thetreatment.

TheACTIVE-W studydemonstratedthatanticoagulanttreatmentwith vitamin K antagonistswasmoreeffectivethan
with clopidogrel andASA.

TheACTIVE-A study (N=7,554)wasamulticenter, randomized,double-blind, placebo-controlledstudywhich
comparedclopidogrel75mg/day+ ASA (N=3,772)to placebo+ ASA (N=3,782). Therecommendeddosefor ASA
was75 to 100mg/day.Patientsweretreated for up to 5 years.

Patientsrandomizedin theACTIVE program were thosepresenting with documentedAF, i.e.,eitherpermanentAF or
at least2 episodesof intermittentAF in thepast6 months,andhadat leastoneof thefollowing risk factors:age�75
yearsor age55 to 74yearsandeitherdiabetes melli tusrequiringdrugtherapy,or documentedpreviousMI or
documentedcoronaryarterydisease;treated for systemic hypertension;prior stroke,transientischaemic attack(TIA),
or non-CNS systemic embolus;left ventriculardysfunction with left ventricular ejection fraction<45%; or documented
peripheralvasculardisease.ThemeanCHADS2scorewas2.0(range0-6).

Themajorexclusioncriteria for patientsweredocumentedpeptic ulcerdiseasewithin theprevious6 months;prior
intracerebralhemorrhage;significantthrombocytopenia(platelet count< 50x 109/l); requirementfor clopidogrel or
oral anticoagulants(OAC); or intolerance to anyof thetwo compounds.

Seventy-threepercent(73%)of patientsenrolled into theACTIVE-A studywere unableto takeVKA dueto physician
assessment, inability to comply with INR (internationalnormalised ratio) monitoring, predispositionto falling or head
trauma,or specificrisk of bleeding;for 26%of thepatients, thephysician’s decisionwasbasedon thepatient’s
unwillingnessto takeVKA.

Thepatientpopulationincluded41.8% women.Themeanagewas 71years,41.6%of patientswere≥75years.A total
of 23.0%of patientsreceivedanti-arrhythmics,52.1%beta-blockers,54.6%ACE inhibitors,and25.4%statins.

Thenumberof patientswho reachedtheprimaryendpoint(time to first occurrenceof stroke,MI, non-CNSsystemic
embolismor vascular death)was832(22.1%)in thegrouptreatedwith clopidogrel+ ASA and924(24.4%)in the
placebo+ ASA group(relativerisk reduction of 11.1%;95%CI of 2.4%to 19.1%; p=0.013),primarily dueto a large
reductionin theincidenceof strokes. Strokesoccurred in 296(7.8%)patientsreceivingclopidogrel+ ASA and408
(10.8%)patients receiving placebo+ ASA (relative risk reduction,28.4%;95%CI, 16.8%to 38.3%;p=0.00001).

Paediatric population
In a doseescalation studyof 86neonatesor infants up to 24monthsof ageat risk for thrombosis(PICOLO),
clopidogrelwasevaluatedat consecutivedosesof 0.01,0.1and0.2mg/kgin neonatesandinfantsand0.15mg/kgonly
in neonates.Thedoseof 0.2mg/kgachievedthemeanpercentinhibition of 49.3%(5 µM ADP-inducedplatelet
aggregation)whichwascomparableto thatof adultstaking Clopidogrel Niche75 mg/day.

In a randomised,double-blind, parallel-groupstudy(CLARINET), 906paediatric patients(neonatesandinfants)with
cyanotic congenital heartdiseasepalliated with a systemic-to-pulmonaryarterialshuntwere randomisedto receive
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clopidogrel0.2mg/kg (n=467)or placebo(n=439)alongwith concomitantbackgroundtherapyup to thetimeof
secondstagesurgery.Themeantimebetween shuntpalli ationand first administrationof studymedicinalproductwas
20 days. Approximately 88%of patientsreceivedconcomitantASA (rangeof 1 to 23mg/kg/day).Therewasno
significantdifferencebetweengroupsin theprimarycompositeendpointof death,shuntthrombosisor cardiac-related
interventionprior to 120daysof agefollowingan eventconsideredof thromboticnature(89 [19.1%]for the
clopidogrelgroupand90 [20.5%] for theplacebogroup)(seesection 4.2).Bleeding wasthemostfrequentlyreported
adverse reactionin bothclopidogrelandplacebogroups;however, therewas nosignificantdifferencein thebleeding
ratebetweengroups.In thelong-termsafety follow-upof thisstudy,26patients with theshuntstill in placeat oneyear
of agereceivedclopidogrelup to 18monthsof age. No new safety concernswerenotedduringthis long-term follow-
up.

TheCLARINET andthePICOLO trials wereconductedusingaconstitutedsolutionof clopidogrel. In a relative
bioavailability studyin adults,theconstitutedsolutionof clopidogrel showed asimilar extentandslightly higherrateof
absorptionof themaincirculating(inactive) metabolite compared to theauthorisedtablet.

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 45
minutesafter dosing.Absorptionis at least50%,basedonurinary excretion 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.

Metabolism
Clopidogrelis extensivelymetabolisedby theliver. In vitro andin vivo, clopidogrel is metabolizedaccordingto 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 formationof theactive metabolite, a thiol derivativeof clopidogrel. In vitro, this
metabolicpathwayis mediatedby CYP3A4,CYP2C19,CYP1A2andCYP2B6.Theactivethiol metabolitewhichhas
beenisolatedin vitro, bindsrapidlyandirreversibly to platelet receptors,thusinhibitingplateletaggregation.

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

days of 75-mg maintenancedose.Cmaxoccursapproximately30 to 60minutesafterdosing.

Elimination
Following anoral doseof 14C-labelledclopidogrelin man,approximately 50%was excretedin theurineand
approximately46%in thefaecesin the120-hourinterval afterdosing.After asingleoraldoseof 75mg,clopidogrel
has a half-life of approximately 6 hours.Theeliminationhalf-li fe of themaincirculating(inactive)metabolitewas8
hoursaftersingleandrepeatedadministration.

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

TheCYP2C19*1allelecorrespondsto fully functional metabolismwhile theCYP2C19*2andCYP2C19*3allelesare
nonfunctional. TheCYP2C19*2andCYP2C19*3alleles accountfor themajority of reduced functionallelesin
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
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CYP2C19genotype.

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 activemetabolite
exposureandmeaninhibition of plateletaggregation (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
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.

Thepharmacokineticsof the active metabolite of clopidogrelis not knownin thesespecialpopulations.

Renal impairment
After repeateddosesof 75mg clopidogrelper day in subjects with severerenal disease(creatinine clearancefrom 5
to 15ml/min), inhibitionof ADP-induced platelet aggregationwas lower (25%) thanthatobservedin healthy
subjects,however,theprolongationof bleedingtime was similar to that seenin healthy subjectsreceiving75mg of
clopidogrelper day.In addition, clinical tolerancewasgoodin all patients.

Hepatic impairment
After repeateddosesof 75mg clopidogrelper day for 10days in patientswith severehepaticimpairment,
inhibitionof ADP-inducedplateletaggregationwassimilar to thatobservedin healthysubjects.Themean
bleeding timeprolongationwasalsosimilar in thetwo groups.

Race

Special populations

Irish Medicines Board

______________________________________________________________________________________________________________________

Date Printed 23/08/2012 CRN 2115610 page number: 12



Theprevalenceof CYP2C19allelesthatresultin intermediateand poor CYP2C19metabolism differsaccordingto
race/ethnicity(seePharmacogenetics). Fromliterature, limiteddata in Asian populationsareavailableto assess the
clinical implication of genotypingof this CYP onclinical outcomeevents.

5.3 Preclinical safety data

During nonclinical studiesin rat andbaboon,themostfrequentlyobservedeffectswereliver changes.Theseoccurred
at dosesrepresenting at least 25 timestheexposureseen in humansreceiving theclinical doseof 75mg/dayandwerea
consequenceof an effect on hepaticmetabolising enzymes.No effect on hepaticmetabolisingenzymeswas observed
in humansreceivingclopidogrelat thetherapeutic dose.

At very high doses,a poor gastric tolerability (gastritis, gastricerosions and/or vomiting) of clopidogrelwas also
reportedin ratandbaboon.

Therewasno evidenceof carcinogeniceffect whenclopidogrel wasadministeredfor 78 weeksto miceand104weeks
to rats when given at doses up to 77 mg/kg per day (representing at least25 times the exposure seen in humans
receiving theclinical doseof 75mg/day).

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

Clopidogrelwasfoundto havenoeffecton thefertilit y of male andfemalerats 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
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:
Microcrystalline cellulose
Spray-driedMannitol
Hydroxypropylcellulose
Crospovidone
Citric acid
Macrogol6000
Stearicacid
Talc

Coating:
Opadry II Pink32K14834
Hypromellose(E421)
Ironoxidered(E 172)
Lactosemonohydrate
Triacetin(E 1518)
Titaniumdioxide(E 171)

6.2 Incompatibilities

Not applicable

6.3 Shelf life

3 years
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6.4 Special precautions for storage

In PVC/PVDC/aluminium blisters,storebelow30°C.
In PA/ALL/ PVC-aluminium blisters, this medicinal product doesnot require anyspecialstorageconditions.

6.5 Nature and contents of container

14, 28, 30, 50, 84, 90 or 100 fil m-coated tablets packed in PVC/PVDC/Aluminium blisters or in PA/ALL/PVC-
aluminium blistersin cardboardcartons.

Not all packsizesmaybemarketed.

6.6 Special precautions for disposal

No specialrequirements
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Niche GenericsLimited
1, TheCamCentre
WilburyWay
Hitchin
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UnitedKingdom

8 MARKETING AUTHORISATION NUMBER

PA 1063/39/1
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Dateof first authorisation:19November2010
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