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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
ClopidogrelNiche75 mg Film-coatedTablds
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead film-coakdtable contains75 mg of clopidogrelbase(as clopidogré besilate).
Excipients:eachfilm-coatedtabletcontains2.6 mg of lactosemonohydrag.

For afull listof excipients,seesection6.1.

3PHARMACEUTICAL FORM

Film-coatedtablet.

Pink, round, biconvex.film-coated
4 CLINICAL PARTICULARS
4.1 Therapeutic I ndications

Prevention of atherothrombotic events
Clopidogrelisindicaedin:

* Adult patientssufferingfrom myocardal infarction (from a few daysuntil lessthan 35 days) ischamicstroke(from
7 daysuntil lessthan6 months)or estallishedperipheal arterid disese

 Adult patientssufferingfrom acut coronarysyndrone:
- Non-ST segmentlevationacutecoronay syndromegunstabé angnaor nonQ-wavemyocardal infarction),
including patiens undergong a stentplacemat foll owing percutaneouscoronay intervention,in combiration with
acetylsalicylic acid (ASA).
- ST segmeneklevationacutemyocardal infarction, in combindion with ASA in medicallytreatedpatiens eligible
for thrombolytc therapy.

Prevention of atherothrombotic and thromboembolic eventsin atrial fibrillation

In adult patiens with atrial fibrillation who haveat leastonerisk factor for vascularevents arenot suitablefor
treamentwith VitaminK antagorsts(VKA) and who havealow bleedingrisk, clopidogre is indicatedin combinatiot
with ASA for the preventionof atherotiromboticand thromboenbolic evens, includingstroke.

For furtherinformation pleasereferto secton5.1.
4.2 Posology and method of administration

Posdogy
* Adults andelderly

Clopidogrelshouldbe givenasasingle daly doseof 75 mg.

In patientssufferingfrom acutecoronarysyndrome
- Non-ST segmentlevationacutecoronarysyndrone (unstabé anginaor non-Q-wavemyocardialinfarction),
clopidogrel treatmem shouldbeinitiatedwith a single 300 mg loadingdoseand thencontinuedat 75 mg oncea
day (with acetylslicylic acid(ASA) 75mg-325 mgdaily). Sincehigherdosesf ASA wereassocitad with higher
bleedingrisk it is recomnendedthatthe doseof ASA shouldnot be higherthan 100mg. The optimaldurationof
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treamenthasnot beenformally establislked. Clinical trial datasupportuseup to 12 months,andthe maximum
benefitwasseenat 3 months(seesection5.1).

- ST segmentlevationacutemyocadial infarction: clopidogré shouldbe givenas a singledaily doseof 75 mg
initiated with aloadingdose in combindion with ASA andwith or withoutthrombolytics.For patientsgreaer than
75 yearsof ageclopidogrelshouldbeinitiated withoutaloadingdose.Combinedtherapy shouldbe startedasearly
as possibleafter symptomsstartandcontinuedfor at leastfour weeksThebendit of the combnationof
clopidogrel with ASA beyondfour weeks hasnotbeen studiedin this sdting (seesection5.1).

In patientswith atrial fibrillation, clopidogrd shoutl begivenas asingledaly doseof 75mg. ASA (75-100mgdaily)
should beinitiatedandcontinuedn combhnationwith clopidogrel(ses secton 5.1).

If adoseis missed:
- Within lessthan12 hoursafterregularscheluledtime: patientsshoutl takethe doseimmediatelyandthen
take the nextdoseattheregularscheduledime.
- For morethan12 hours:patientsshauld take the next doseatthe regular scheduledime andshouldnot
doublethedose.

 PediatricpopultionClopidogrelshouldnot be usel in childrenbecauseof efficacy concens (seesection5.1).

* Renalimpairment
Therapeutiexperenceis limited in patientswith renalimparment(see secton 4.4).

* Hepaticimpairment
Therapeutiexperenceis limited in patientswith modera¢ hepdic diseasavho mayhave
bleedingdiathesegseesection4.4).

Methodof adminstration
For oraluse
It may be givenwith or withoutfood.

4.3 Contraindications

* Hypersensitivty to the activesubstancer to any of the exdpients.
* Severehepatc impaiment.
* Active pathologicableedingsuchaspepticulceror intracranial haenorrhage.

4.4 Special warnings and precautions for use

Bleeding and haematological disorders

Dueto therisk of bleedingandhaematadgicaladversereadions,blood cell countdeteminationand/orother
appropriae testng should be promptly consideredvhenerer clinicd symptons suggestiveof bleedingariseduringthe
course of treatnent(see section4.8). As with othea antplatelet agens, clopidogrel shouldbe usedwith cautionin
patientswho maybeatrisk of increasedleedingfrom trauma, surgeryor othe pathologicakonditionsandin patients

receving treatmentvith ASA, heparinglycoproeinlib/llla inhibitorsor non-steroidalantrinflammabry drugs

(NSAIDs) including Cox-2 inhibitors. Paients shouldbefollowed cardully for anysigrs of bleedngincludingoccult
bleedng, especidly duringthefirst weeksof treatnentand/orafter invasivecardac proceduesor surgery.The
concamitantadminigration of clopidogel with oral anticoagulatsis notrecommendedinceit mayincreasethe
intengty of bleedngs(seesection4.5).

If apatientisto undergoelectivesurgeryandantiplatelet effect is temporarly notdesirableclopidogel shouldbe
discontinued? daysprior to surgery Patentsshouldinform physciansand dentigs thattheyare taking clopidogel
before any surgeryis schedulecindbefare any newmedcinal productis taken.Clopidogrelprolongsbleedingtime
and shoutl be usedwith cautionin patientsvho havelesionswith a propensity to bleed(patticularly gastrointestinal
and intraocular).

Patientsshouldbetold thatit mighttakelongerthanusualto stop bleeding whentheytakeclopidogel (aloneor in
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combinationwith ASA), andthatthey shouldreportany unusuableealing (site or duration)to their physician.

Thrombotic Thrombocytopenic Purpura (TTP)

Thrombotic ThrombogtopenicPurpura(TTP) hasbeenreportedvery rarely following the useof clopidogel,
sometimesaftera shortexposue. It is characerisedby thrombogytopena andmicroangiopathidbiemolyticanemia
asscciatedwith eitherneurologicalfindings,renaldysfundion or fever. TTP is a potentiallyfatal conditionrequiring
prompttreatmenincludingplasmapheresis.

Recent ischaemic stroke
In view of thelack of data,clopidogrelcannotbe recomnendedduringthefirst 7 daysafter acuteischaemicstroke.

Cytochrome P450 2C19 (CYP2C19)

Phamacogeneticdn paients who arepoor CYP2C19meabolisas, clopidogrd atrecommendedosedormslessof
theactivemetaboite of clopidogrelandhasa smalkr effect on platelet function. Testsareavailableto identify a
patient'sCYP2C19genotype.

Sinceclopidogrelis metabolisedo its activemetaboite partly by CYP2C19,useof medicinalproduds thatinhibit the
activity of thisenzymewould be expectedo resut in reduceddruglevelsof theactivemetaolite of clopidogel. The
clinical relevanceof thisinteractonis uncertin. As a precauibn con@mitantuseof strongor moderateCYP2C19
inhibitors shouldbediscouragedseesectiond.5for alist of CYP2C19inhibitors, seealsosection5.2).

Renal impairment
Therapeutiexperiencevith clopidogrelis limited in paientswith renalimparment.Thereforeclopidogel shoud be
usedwith cauton in thesepatiens (seesedion 4.2).

Hepatic impairment
Experiencas limitedin patientswith moderae hepdic diseasevho mayhave bleedingdiatheses.Clopidogrelshould
thereforebe usedwith cautonin this populdion (see secton 4.2).

Excipients
Clopidogrelcontanslactose Patientswith rareheralitary problemsof galacioseintolerance,the Lapplactase
deficiency or glucos-galactosemalabsorptn shouldnot takethis medcind product

4.5 Interaction with other medicinal products and other forms of interaction

Oral anticoagulants: the concomitantadministration of clopidogre with ord articoagulantss notrecommendedince
it mayincreaseheintensityof bleedinggsee secion 4.4). Althoughthe admnistrationof clopidogel 75 mg/daydid

not modify the pharmaokinetcs of S-warfarinor InternationaNormalisedRatio (INR) in patientsreceiving

long-termwarfarintherapy,coadmnistration of clopidogreé with warfarin increasegherisk of bleedingbecausef
independeneffects on hemostais.

Glycoprotein l1b/l1a inhibitors: clopidogrd shoul be usedwith cautionin patientswho receiveconcomitant
glycoproteinlib/llla inhibitors (seesection 4.4).

Acetylsalicylic acid (ASA): ASA did not modify the clopidogrelmediated inhibition of ADP-inducedplatelet
aggregationput clopidogrelpotentiatedhe effect of ASA on collagen-inducedplateletaggreation.Howeve,
concamitantadminigration of 500mg of ASA twiceadayfor onedaydid not significantly increa® the prolongation
of bleedingtime inducedby clopidogrelintake.A pharm&odyname interacdion betweerclopidogreland
acetylsalicylicacidis possble, leadingto increasedisk of bleeding. Therefore concomitanuseshouldbe undertaken
with caution(seesectiond.4). However,clopidogrd andASA havebeenadministeredogetherfor up to oneyear(see
section5.1).

Heparin: in aclinical studyconducedin healtly subgcts, clopidogreldid not necesstiate modification of the heparin
doseor alterthe effectof heparinon coagulaibn. Co-admnistration of heparn hadno effect on theinhibition of
plateletaggregatn inducedby clopidogrel.A pharm@odyname interadion betweerclopidogré andheparinis
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possible leadngto increasedisk of bleedng. Therefore,concomitantuseshouldbe undertakerwith caution(see
section4.4).

Thrombolytics: the safetyof the conconitant adminstration of clopidogre, fibrin or nonfibrin specifc thrombolytic
agent andheparinsvasassessenh patientswith acutemyocadial infarcion. Theincidenceof clinically significant
bleedng wassimilar to thatobservedwhenthrombolyic agentsandhepain areco-administeredvith ASA (seesection
4.8).

NSAIDs: in aclinical study conducedin healthyvolunteers,the concomtantadministration of clopidogel and
naproxenincreasd occult gagrointeginal bloodloss.However, dueto thelack of interactionstudieswith other
NSAIDs it is presetly unclearwhetherthereis an increasedrisk of gastroinestinalbleedingwith all NSAIDs.
Consequetty, NSAIDs including Cox-2 inhibitorsandclopidogrelshoutl be co-administeredwith caution(seesection
4.4).

Other concomitant therapy: Sinceclopidogrelis metaboisedto its active metabolitepartly by CYP2C19, useof
medcinal productghatinhibit the activity of this enzymewould be expetedto resultin reduceddruglevelsof the
active metabolite of clopidogrel.Theclinical relevanceof thisinteractionis uncertan. As a precaition concomiantuse
of strongor moderateCYP2C19inhibitorsshouldbe discouragd (seesections4.4 and5.2).

Medicinalproductsthatinhibit CYP2CD includeomepranle and esonmepraole, fluvoxamine,fluoxetine,
moclobemideyoriconazolefluconazoe, ticlopidine, ciprofloxachn, cimetidine, carbanazeine, oxcarbazepinand
chloramphenical

Proton Pump Inhibitors (PPI):

Omepiazok 80 mg oncedaily administereckither at the same timeas clopidogrelor with 12 hours betweerthe
administrationsof thetwo drugsdecrease the exposureof the active meaboite by 45% (loading dose)and40%
(maintenancelose).Thedecreas wasassocitedwith a 39% (loadingdose)and21% (maintenancelose)reductionof
inhibition of plateletaggregabn. Esomepraale is expectedto give a similar interaction with clopidogrel.

Inconsisentdata on the clinical implicationsof this pharmacokingic (PK)/phamacodynami¢PD) interactionin terms
of majorcardiovasculaeventshavebeenreportedrom bothobsevationalandclinical studies.As a precaution,
concamitantuseof omeprazoleor esomeprazat shout bediscouragd (see section4.4).

Lesspronaincel reductionsof metabolie exposire hasbeen observe with pantoprazoler lansoprazole.
Theplasmaconcentrationsf theactivemetabolite was20%reducedloadingdose)and14%reducedmaintenance
dose)duringconcomitinttreatmentvith panbprazole 80 mg oncedaily. This wasassociateavith a reductionof the
meaninhibition of plateletaggregatiorby 15%and11%,respetively. Theseresultsindicatetha clopidogrelcanbe
administeredwith pantoprazole

Thereis no evidencethatothermedichal producs thatredue stomah aad suchasH2 blockers (except cimetidine
whichis a CYP2C19inhibitor) or antaciddanterferewith antiplatelet adivity of clopidogrel.

Other medicinal products: A numberof otherclinicd studies havebeenconductedwith clopidogel andother
concamitantmedicinal productsto investigatethe potentialfor pharmacodynai and pharma&okindic interacions.No
clinically significantpharmacodynamimteractonswereobserve when clopidogrelwasco-adminigeredwith
atendol, nifedipine,or bothatenololandnifedipine Furthermore the pharmacalynamicactivity of clopidogrelwasnot
significantly influencel by the coadministratin of phenobarbitd or oestrogen.

Thepharmacokineticsf digoxin or theghylline werenot modified by the co-administratiorof clopidogel. Antadads
did not modify the extentof clopidogrelabsorption.

Datafrom the CAPRIE study indicate that phenyton andtolbutamide which are metabolisedy CYP2C9canbesakly
co-administeredvith clopidogrel.

Apartfrom the specificmedicinalproductinteradion information describe above interactionstudieswith clopidogrel
and somemedcinal product: commonlyadministeredin patientswith atherothronbotic diseasehavenot been

Date Printed 23/08/2012 CRN 2115610 page number: 4



Irish Medicines Board

performed.However,patientsenterednto clinical trialswith clopidogrelrecaved a variety of concomitanimedicinal
productsincluding diuretics,betablockers ACEI, cdcium antagonistscholesterol lowering agentscoronary
vasodilaors,antidiabeticagentgincludinginsulin), aniepileptic ageatsandGPIIb/IIl a antagonistsvithout evidenceof
clinically significantadvers interactions.

4.6 Fertility, pregnancy and lactation

Pregnancy
Asnoclinical dataon expo®dpregnancisare availablg it is prefeablenotto useclopidogel dunng pregnancyasa
precautionaryneasure.

Animal studiesdo not indicat director indirect harnful effectswith respetto pregnang, embryonal/fotal
development parturition or postnaal devebpment(seesection 5.3).

Breastfeeding

It is unknownwhetherclopidogrelis excret@ in humanbreastmilk. Animal studieshaveshownexcretionof
clopidogrelin breasimilk. As a precautionaryneaure breastfeeding shouldnotbe continuedduringtreamentwith
Clopidogrel

Fertility

Clopidogrelwasnot shown to alterfertility in animal studies.

4.7 Effects on ability to drive and use machines

Clopidogrelhasno or negligibleinfluenceon the ability to drive and usemadines.
4.8 Undesirable effects

Clopidogrelhasbeenevaluatedor safey in morethan 44000paientswho have participatedn clinical studies,
includingover12000paientstreatedfor 1 yearor more.Overal, clopidogrel75 mg/daywascomparabléo ASA 325
mg/dayin CAPRIE regardles®f age,genderandrace Theclinically relevantadversereactionsobserve in the
CAPRIE, CURE CLARITY, COMMIT andACTIVE-A studesarediscussedbelow. In additionto clinical studies
experienceadverseaeactionshavebeenspontaneouslyepoted.

Bleedingis the mast commonreactionreporedboth in clinical studies as well asin postmarketingexperencewhereit
wasmostlyrepotedduringthefirst monthof treament.

In CAPRIE, in paientstreatedwith either clopidogrelor ASA, theoverdl incidenceof anybleedingwas9.3%.The
incidenceof severecasesvassimilar for clopidogrd andASA.

In CURE, therewasno exces in majorbleedswith clopidogrd plus ASA within 7 daysafter coronaly bypassgraft
surgeryin patientswho stoppedtherapymorethanfive daysprior to surgery.In patientsvho remainedon therapy
within five daysof bypasgraft surgery,theeventratewas 9.6%for clopidogrelplus ASA and6.3%for placeboplus
ASA.

In CLARITY, therewasanoverallincreaein bleedngin the clopidogrd plusASA groupvs.theplaceboplusASA
group. Theincidenceof majorbleedng wassimilar beweengroups.This wasconsistenacrosssubgroup®f patients
defined by baselhe characteriscs, andtype of fibrinolytic or hepain therapy.

In COMMIT, theoverallrateof noncerebraimajorbleedingor cerebré bleedingwaslow andsimilarin bothgroups.

In ACTIVE-A, therate of major bleedingwasgreaterin the clopidogrel+ ASA groupthanin the placebot+ ASA group
(6.7% versus4.3%) Major bleedingwasmostly of extracranial origin in both groups(5.3%in the clopidogrel+ ASA

group; 3.5%in theplacebot+ASA group),mainly from the gastrontestina tract (3.5%vs. 1.8%).Therewasanexcess
of intracranialbleedingin the clopidogrel+ ASA treament groupcompaedto the placebo+ ASA group (1.4%versus
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0.8%, respectively) Therewasno statigically significantdifferencan theratesof fatal bleeding (1.1%in the

clopidogrel+ ASA groupand0.7%in the placebo+ASA group)andhaemorrhagicstroke (0.8%and0.6%,

respectivelypetweergroups

Adversereactonsthatoccurredeitherduring clinical studiesor thatwere sponaineouslyrepoted arepresatedin the
table below. Ther frequencyis definedusing the following conventions:comma (>1/100 to <1/10);unconmmon
(>1/1,000to <1/100);rare(>1/10,000to0 <1/1,0M); very rare(<1/10,000) Within eachsysemorganclass,advese

reactonsarepresntedin orderof decreaingserousnas.

System Common Uncommon Rare Veryrare
Organ
Class
Blood ard the Thrombocytopenia,| Neuropenia, | Thrombotic
lymphatic leucopenia, including thrombocytopenic
sydem easinophilia severe purpura(TTP) (see
disaders neuropenia | section4.4),aplastc
anaemia,
parcytopenia
agranulaytosis,
severe
thrombogytopenia
granulaytopenia,
aneemia
Immune systen Serum sickness,
disaders anaphylactoid
readions
Psychiatric Hallucinations
disaders confusior
Nervou: system Intracrania Taste disturbance
disarders bleeding(some
cagswere
reportedwith
fatal outcame),
headache,
paraesthea,
dizziness
Eye disorder: Eye bleedin(
(conjunctival
ocular,
retinal)
Eal and labyrinth Vertigc
disaders
Vascula disorders| Haemaiome Serious haemorrhag
haemorrhageof
operativewound,
vasculitis,
hypotensiol
Respiraory, Epistaxi Respirator tract
thoracic bleeding
and (haemoptysis,
mediastinal pulmonary
disaders haemorrhage,
bronchopasm,
interstitial
pneumonitis
Gastrointednal Gastrointednall Gastic ulcer and | Retroperibneal Gastrointesinal and
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disarders heemorrhage, | duodene ulcer, haemorrhage | retroperitonea
diarrhoea, gastitis, haemorrhagewith
abdanminal vomiting, nausea, fatal outcame,
pain, constipation, pancreatitis colitis
dyspepia flatuence (including ulcerative
or lymphacytic
colitis), stomatiti s
Hepatc-biliary Acute liver failure,
disaders hepatitis,
abnormalliver
functior tes
Skinanc Bruising Rash pruritus, Bullous dermatitis
sltbcutaneous skin (toxic epidermal
tissuedisorders bleeding necroysis, Stevens
(purpura) JohrsonSyndrane,
erythema
multiforme),
angoedemarash
erythematous,
urticaria,
ezema, lichen
planut
Musculoskeletg Musculc-skeleta
comedive tissue bleeding
andbone (haemarthross),
disorders arthritis,
arthralgia,
myalgia
Reral and urinary Haematuri Glomerulonephrits,
disarders blood
creatnine
increasd
Gereral discrders | Bleedin at Feve
and puncturesite
administraion
site conditions
Investigation Bleedin¢time
prolonged,
neutrophilcount
decrexsed,
plateld count
decrease

4.9 Overdose

Overdose following clopidogrel administraion may lead to prolongal bleeding time and subgquent bleedin(
complications. Appropriatetherapyshouldbe consideedif bleedingsareobseved.
No antidoe to the pharmacologicahctivity of clopidogrelhasbeenfound.If promptcorrection of prolongedbleeding
time is required platelettransfusiormayreversethe effects of clopidogrel

5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Pharmacotherapeutigroup:plateletaggregéon inhibitorsexcl. Heparin, ATC Code:BO1AC-04
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Clopidogrelis a prodrug,oneof whos metaolitesis an inhibitor of platelet aggegation.Clopidogel mustbe
metabolisedby CYP450enzymego producethe active metabolite thatinhibits plateletaggregationThe active
metaboliteof clopidogrelselectivelyinhibits the binding of adenoshe diphosphat¢ADP) to its plateletP2Y, , receptol

and the subsequenADP-mediatedactivation of the glycoproten GPIlIbAlla complex,therebyinhibiting platelet
aggregationDueto theirreversble binding, platdets exposeal are affected for theremaindetrof their lifespan
(approximatey 7-10 days)andrecoveryof normd platelet function ocaursat arateconsistentvith platele turnover
Plateletaggregatoninducedoy agonigs otherthan ADP is alsoinhibited by blocking theamplification of platelet
activationby releasedADP.

Becauséhe acive metaboliteis formedby CYP450enzymes, someof which arepolymorphicor subjectto inhibition
by othermedicinalproducts notall patientswill haveadequ#e plateletinhibition.

Repeatediosesf 75 mg perday produed subsantal inhibition of ADP-induced plateletaggregatiorirom thefirst
day; thisincreasegrogressiely andreachedstealy statebetweenDay 3 and Day 7. At steadystate theavelge
inhibition levelobservedvith adoseof 75 mg perdaywasbetweaé 40%and60% Plaeletaggegationandbleeding
time gradualy returneal to baselinevalues,generdly within 5 days after treatnentwasdiscontinued.

Thesafetyandefficacyof clopidogrelhavebeenevalatel in 5 doubleblind studiesinvolving over88,000patients:
the CAPRIE study,a comparisorof clopidogrel to ASA, andthe CURE, CLARITY COMMIT andACTIVE-A studies
comparingclopidogel to placebopothmedrinal productsgivenin combnation with ASA andotherstandardherapy.

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

The CAPRIE study included19,185patientswith atheothrombosisasmaniestedby recentmyocadial infarction(<35
days), recentischaemicstroke(betweens days and6 months)or establishel peripheal arterial diseas (PAD). Patients
wererandomisedo clopidogrel 75 mg/dayor ASA 325mg/day, and were followedfor 1 to 3 yeass. In the myocardial

infarctionsubgroupmostof the patientsreceved ASA for thefirst few days following the acutemyocardialinfarction.

Clopidogrelsignificantly reducedheincidenceof new ischaemc events (combinedend point of myocardialinfarction,
ischaemicstrokeandvasculardeath)when comparedo ASA. In theintention to treatanalysis 939eventswere
obsewredin theclopidogrelgroupandl1,020evens with ASA (relative risk reduction (RRR)8.7% [95% CI: 0.2to
16.4); p=0.045), which correponds for every 1000patientstreaedfor 2 yeas,to 10 [Cl: 0 to 20] additionalpatients
being prevenedfrom experencinganewischaent event. Analysis of totd mortality as a se@ndaryendpont did not
show any significantdifferencebetweenclopidogré (5.8%)andASA (6.0%).

In a subgroupanalysisby qualifying condtion (myocadial infarcion, ischamicstroke,andPAD) the benefitappeare
to be strongest(achievingstatisticalsignificanceat p=0.003)in patientsenroled dueto PAD (especiallythosewho alsc
had a history of myocardialinfarction) (RRR=23.7%;ClI: 8.9to 36.2)and weaker(not significanty differentfrom
ASA) in strokepatienty RRR = 7.3%;Cl: -5.7t0 18.7[p=0.258]). In patientswho wereenrolledin thetrial onthesole
basis of arecentmyocardialinfarction, clopidogrelwasnumertaly inferior, but not statisticallydifferentfrom ASA
(RRR=-4.0%;Cl: -22.5t0 11.7[p=0.63]). In addtion, asubgroupandysis by agesuggeted thatthe benefitof
clopidogrelin patientsover 75 yearswaslessthan thatobsewvedin patents <75 years

Sincethe CAPRIE trial wasnot poweredo evalude efficacy of individualsubgroupsit is not clearwhetherthe
differencesn relative risk reductionacrosgqualifying conditonsare red, or aresult of chance.

Acute coronary syndrome

The CURE studyincluded12,562patiens with nonST segmentlevaton acutecoronarysyndromegunstableanginaor
non-Q-wavemyocardialinfarction), andpresentingvithin 24 hoursof onsetof the mostrecentepiodeof chestpainor
symptomsconsstentwith ischaemiaPatients wererequiredto have either ECG changesompatiblewith new
ischaemiar elevatedcardiacenzymesor troponn | or T to atleast twice the upperlimit of nommal. Paientswere
randomisedo clopidogrel(300mg loadingdosefollowed by 75 mg/day,N=6,259)or placebo(N=6,303),bothgiven
in combinatonwith ASA (75-325 mg oncedaily) andotherstandardheraies.Patentsweretreatedfor up to oneyear
In CURE, 823 (6.6%) patientsreceivedconcomiantGPIIb/llla recepbr antaggonisttherapy Heparnswere
administeredn morethan90% of the paientsandtherelative rateof blealing betweerclopidogrelandplacebowas
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not significantly affectedby the conconitant heparintherapy

Thenumberof patientsexperiencinghe primary endpointcardiovasaular (CV) death,myocadial infarction (MlI), or
stroke] was582(9.3%)in the clopidogrettreaedgroupand719(11.4%)in the placebetreatal group,a 20%relative
risk reduction(95% ClI of 10%-28%;p=0.00009)or the clopidogrd-treaedgroup(17%relativerisk reductionwhen
patientsweretreaed conservatively29%whentheyundewentPTCA with or without stentand10% whenthey
underwentCABG). New cardiovasculaevents(primary endpoint)werepreventedwith relativerisk reductionsof
22%(Cl: 8.6,33.4),32%(Cl: 12.8,46.4), 4% (Cl: -26.9,26.7),6% (Cl: -33.5,34.3)and14%(ClI: -31.6,44.2),during
the0-1, 1-3, 3-6, 6-9 and 9-12 monthstudy intervak, respectively. Thus,beyond3 monthsof treatmentthe beneit
obsewedin theclopidogrel+ ASA groyp was not further increasedwhereastherisk of haemorhagepersistedsee
section4.4).

Theuseof clopidogrd in CUREwasassociatedwith adecrasein the needof thrombolytictherapy (RRR = 43.3%:;CI:
24.3%, 57.5%)andGPIlIb/llla inhibitors (RRR = 18.2%;Cl: 6.5%,28.3%).

Thenumberof patientsexperiencinghe co-primaryendpont (CV death,MI, stroke or refractoryischaenia) was 1035
(16.5%)in the clopidogreltreatedgroupand 1187(18.8%)in the placebotreatedgroup,a 14% elativerisk reduction
(95% ClI of 6%-21%,p=0.0005)for the clopidogrettreatdgroup.This bendit was mostly drivenby the statistically
significantreducton in theincidenceof Ml [287 (4.6%)in the clopidogreltreated groupand 363 (5.8%)in the placebo
trededgroup]. Therewasno observeceffecton therate of rehospitéisation for unstableangina.

Theresultsobtainedn populationswith differentcharateristics(e.g.unstdle anginaor non-Q-waveMI, low to high
risk levels,diabetesneedfor revagularisdion, age,gende, etc) were consistentvith theresultsof the primaly
analysis.In particular,in aposthocanalysisn 2172patients(17% of thetotal CURE popultion)who undewert stent
placemat (StentCURE), the datashowedthatclopidogrelcomparedo placebo,demonstateda significantRRR of
26.2% favouring clopidogrelfor the co-primaryendpoint(CV deah, Ml, stroke)andalsoasignificantRRR of 23.9%
for the secondco-primaryendpoint(CV deah, MI, strokeor refractory ischaemia) Moreove, the safety profile of
clopidogrelin this subgroupof patientsdid not raise any particular conern. Thus,theresultsfrom this subsetre in

line with the overalltrial reaults.

Thebenefitsobservedvith clopidogrel wereindepeandentof othe acue andlongtermcardiovasculathergies(such
as heparinLMWH, GPIIb/llla antagonist, li pid loweringdrugs,betablockeas, andACE-inhibitors). The efficacy of
clopidogrelwasobservedndependentlpf the doseof ASA (75-325mg oncedaily).

In patientswith acuteST-segmentelevaton MI, safey andefficacy of clopidogrel havebeenevaluaté in 2
randomised placebecontrolled,doubleblind studiesCLARITY andCOMMIT.

TheCLARITY trial included3,491patientspresening within 12 hoursof the onsetof a ST elevdion MI and planned
for thrombolytic therapy.Patiens receivel clopidogrel(300mg loading dose followed by 75 mg/day, n=1752)or
placebo(n=1739),bothin combinaion with ASA (150to 325mg asaloading dose followed by 75to 162 mg/day),a
fibrinolytic agentand, whenappropriateheparin.The paients werefollowedfor 30 days.The primary endpointwas
theoccurrenceof thecompoge of anoccludel infarctrelaedartery on the predischage angiogam, or deathor
recurentMI| beforecoronaryangiographyFor paientswho did not undergoangiographythe primary endpointwas
deathor recurrentmyocardialinfarctionby Day 8 or by hospitd dischage. The patientpopulatonincluded19.7%
womenand29.2%patients> 65 years A total of 99.7%of patientsrecaved fibrinolytics (fibrin specific: 68.7%6, non
fibrin specific: 31.1%),89.5%heparin,78.7%betablockeas, 54.7%ACE inhibitors and 63%statins.

Fifteenpercent(15.0%) of patientsin the clopidogrelgroupand21.7%in the placebogroupreachedhe primary
endpoint, represenng anablutereducton of 6.7%and a 36 % oddsreduction in favourof clopidogel (95%Cl: 24,
47%; p < 0.001) mainlyrelatedto areducton in occludedinfarct-relatedarteres.This beneft wasconsistat acossall
prespecified subgropsincludingpatients ageandgende, infarctlocaion, and type of fibrinolytic or heparinused.

The 2x2 factorialdesgn COMMIT trial included45,852patients presenting within 24 hoursof the onsetof the
symptomsof suspected/l with supportingeCG abnorméities(i.e. ST elevaion, ST depressiorr left bundlebranch
block). Patientsreceivedclopidogrel(75 mg/day,n=22,961)or placebo(n=22,891)jn combindion with ASA (162
mg/day),for 28 daysor until hospitaldischage. The co-primary endpointsweredeathfrom any causeandthefirst
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occurrenceof re-infarction, stroke or deah. The populationincluded27.8%women,58.4%pdaients > 60 years(26%>
70 years)and54.5%patientswho receivedfi brinolytics.

Clopidogrelsignificantly reducedherelativerisk of deathfrom any causeby 7% (p = 0.029) andtherelativerisk of
the combinaton of re-infarction, stroke or deah by 9% (p = 0.002),represenhg an absolutereductionof 0.5%and
0.9%, respectively This benefitwascorsistentacrossage,genda andwith or withoutfibrinolytics, andwasobserved
as early as24 hours.

Atrial fibrillation

The ACTIVE-W andACTIVE-A studiessepaatetrialsin the ACTIVE program,ncludedpatientswith atrial
fibrillation (AF) who hadat leastonerisk factor for vascuar evens. Based on enolimentcriteria, physiciansenrolled
patientsin ACTIVE-W if theywerecandida¢sfor vitamin K antagorst (VKA) themapy (suchaswarfarin). The
ACTIVE-A studyincludedpatientswho couldnot receive VKA theragy becaisethey wereunableor unwilling to
receve thetreatnent.

The ACTIVE-W studydemongratedthatanticoegulanttreatmentwith vitamin K antagonistsvasmore effectivethan
with clopidogré andASA.

The ACTIVE-A study (N=7,554)wasa multicenter,randomked,doubleblind, placebo-controlledstudy which
comparedclopidogrel75 mg/day+ ASA (N=3,772)to placcbo+ ASA (N=3,782) Thereacommendeddosefor ASA
was75to 100mg/day. Patientsweretreatel for upto 5 years.

Patientsrandonizedin the ACTIVE program were thosepresening with doaumentedAF, i.e., eitherpermanenAF or
a least2 episode®f intermittentAF in the pasté monts,and hadatleastoneof thefollowing risk factors:age 175
yearsor age55to 74 yearsandeitherdiabets mdli tusrequiring drugtherapy,or documentegbreviousMI or
documentedcoronaryarterydiseasefreatel for systenic hyperension;prior stroke transientischaenic attack(TIA),
or nonCNS sydemic enbolus;left ventriculardysfundion with left ventricular ejecion fraction<45% or documente(
peripheralvasculardiseaseThemeanCHADS2 scorewas?2.0 (range0-6).

Themajorexclusion criteria for patientsweredocumeatedpeptic ulcerdiseasewithin the previousé months;prior
intracerebrahemorrhge; significantthrombogtopenia(platdet count< 50 x 109/1); requirementfor clopidogel or
oral anticoaguants(OAC); or intolerane to any of thetwo compounds.

Seventythreepercent(73%) of patientsenrolled into the ACTIVE-A study were unableto take VKA dueto physician
assessmeninability to conply with INR (internatonal normalsed ratio) monitaring, predispositiorio falling or head
trauma,or specificrisk of bleeding;for 26% of the paients, the physican s decisionwasbasedn the patients
unwillingnessto take VKA.

Thepatientpopulationincluded41.8% women.The meanagewas 71 years,41.6%o0f patientswere>75 years A total
of 23.0%o0f paientsreceivedantiarrhythmics, 52.1%betablockers 54.6%ACE inhibitors,and25.4%statins.

Thenumberof patientswho reachedhe primary endpoint(time to first occurrerce of stroke,MI, non-CNSsystemic
embolism or vascuér death)was832(22.1%)in the grouptreaedwith clopidogrel+ ASA and924 (24.4%)in the
placebot+ ASA group(relativerisk redudion of 11.1%;95% CI of 2.4%to 19.1% p=0.013) primaily dueto alarge
reductionin theincidenceof strokes Strokesoccurral in 296 (7.8%)patientsreceivingclopidogrel+ ASA and408
(10.8%)patiens receving placebot+ ASA (relative risk reduction, 28.4%;95%ClI, 16.8%to 38.3%;p=0.00001).

Paediatric population

In adoseescal#ion studyof 86 neonatesr infants up to 24 monthsof ageat risk for thrombosigPICOLO),
clopidogrelwasevaluatedat consecutivelosesof 0.01,0.1and 0.2 mg/kgin neondesandinfantsand0.15mg/kgonly
in neonatesThedoseof 0.2 mg/kg achievedhe meanpercentinhibition of 49.3%(5 uM ADP-inducedplatelet
aggregation)whichwascomparabléo thatof adultstaking Clopidogre Niche 75 mg/day.

In arandomsed,doubleblind, paralletgroup study(CLARINET), 906 paaliatric patientsneonatesndinfants)with
cyandic congenial heartdiseaseoalliated with a systemic-to-pulmonaryarterialshuntwere randomigdto recive
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clopidogrel0.2mg/kg (n=467)or placebo(n=439)alongwith concomtantbackgroundtherapyup to thetime of
secondstagesurgery.The meantime betveen shuntpdli ation and first admnistrationof studymedicinalproductwas
20 days Approximately 88% of patientsrecaved conmmitantASA (rangeof 1 to 23 mg/kg/day).Therewasno
significant differencebetweergroupsin the primary compositeendpointof death, shuntthrombosisor cardiaerelated
interventionprior to 120daysof agefollowing an eventconsderedof thromboticnature(89 [19.1%]for the
clopidogrelgroupand90 [20.5%] for the placéo group)(seesedion 4.2). Bleedng wasthe mostfrequentlyrepoted
adverse reactionin both clopidogrelandplacebogroups;howeve, therewas no significantdifferencan the bleeding
ratebetweergroups.In thelong-termsafety follow-up of this study,26 paients with the shuntstill in placeatoneyear
of agereceivedclopidogrelup to 18 monthsof age No new safey concenswerenotedduringthis long-term follow-

up.

The CLARINET andthe PICOLO trials wereconduded usinga consttuted solutionof clopidogrel In arelative
bioavailablity studyin adults,the constitutedsolution of clopidogrd showel a similar extentandslightly higherrateof
absorption of the maincirculating(inactive) metaboite compare to the authoriedtablet.

5.2 Phar macokinetic properties

Absorption

Aftersingleandrepeatdoral dosesof 75 mg perday, clopidogre is rapidly absorbedMeanpeakplasmaevelsof
unchangel clopidogrel(approximately2.2-2.5 ng/iml after asingle 75 mg ord dose)occuredappoximately 45
minutesafter dosing.Absorptionis atleast50%,basedon urinary excrdion of clopidogel metabolites.

Distribution
Clopidogrelandthe main circulating(inactve) metabolte bind reversiby in vitro to humanplasmaprotens (98%and
94% respectivey). Thebinding is non-saturablein vitro overawide concentraion range.

Metabolism

Clopidogrelis extersively metabolsedby theliver. In vitro andin vivo, clopidogel is metabolizedaccordingto two
main metaboic pahways onemediatedoy esteraes and leading to hydrolysisinto its inactivecatoxylic acid
derivative (85%of circulatingmetabolies),and onemediatedby multiple cytochromedP450. Clopidogel is first
metabolisedto a 2-oxo-clopidogrelintermediat metbolite. Subsguentmetabolismof the 2-oxo-clopidogel
intermediat metabolie resultsin formationof the acive meabolte, athiol derivativeof clopidogre. In vitro, this
metabolic pathwayis mediatecby CYP3A4,CYP2C19,CYP1A2andCYP2B6.Theactivethiol metabolitewhich has
beenisolatedin vitro, bindsrapidly andirreversbly to plateletrecepbrs,thusinhibiting plateletaggregation

TheC, 4 of theactivememboliteis twice ashigh following a single 300-mg clopidogrelloadingdoseasit is afterfour
days of 75-mg maintenancedos. C, ., occursapproximately30to 60 minutesafter dosing.

Elimination

Following anoral doseof 14C-labelledclopidogrelin man,approximaely 50%was excretedin theurineand
approximately46%in thefaecesn the 120-hourinterval after dosing.After a singleoral doseof 75 mg, clopidogrel
has a half-life of apploximately 6 hours. The elimination half-life of the maincirculating(inactive)metabolitewas8
hoursaftersingleandrepeatecgdminigration.

Pharmacogenetics

CYP2C19is involvedin theformationof boththe adive metabolite andthe 2-oxo-clopidogrelintermediatenetabolite.
Clopidogrelactive meabolitepharmacokinets andantplatelet effects,asmeasuredoy ex vivo plateletaggregation
assays, differ accordingto CYP2C19genotype.

TheCYP2C19*1allele correpondsto fully functiond metabolismwhile the CYP2C19*2andCYP2C19*3allelesare
nonfunctional The CYP2C19*2andCYP2C19*3alleles accountfor themgority of reducel functionallelesin
Caucasiar{85%)andAsian (99%) poormetdolisers.Otheralleles assocatedwith abset or redue@d metabolismare
lessfrequentandincludeCYP2C19*4 *5, *6, *7, and*8. A patient with poormetabolisestauswill posses$wo loss
of-functionallelesasdefinedabove Publishedfrequencies for the poor CYP2C19metabolisergenotypesre
approximately2% for Caucasians% for Blacksand 14%for Chinese Tests are availableto determinea patien’s
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CYP2C19genotype

A crosverstudy in 40 healthysubjects;10 eachin thefour CYP2C19metaboliser groups(ultrargid, extensive,
intermediake andpoor),evaluatecoharmaokineticandantiplatelet responsessng 300mg followed by 75 mg/dayand
600 mg followed by 150mg/day,eachfor atotal of 5 days(steadystae). No subsanial differencesn activemetabolie
exposureandmeaninhibition of plateletaggregatn (IPA) wereobservedeaweenultrargpid, extensiveand
intermediae metabolsers In poormetabolisersacive metabolite exposurevas decreasely 63-71% comparedo
extersive metabolisersAfter the 300mg/75mg doseregimen, antiplatdet responseweredeceasedn the poor
metabolisersvith meanlPA (5 uM ADP) of 24% (24 hourg and37% (Day 5) ascompaedto IPA of 39% (24 hours)
and 58% (Day 5) in the extensivemetabolsers and37% (24 hours)and 60% (Day 5) in theintermediatenetabolises.
Whenpoormetaboliersreceivedthe 600 mg/150mg regimen,adive metabolite exposue was greaterthanwith the
300 mg/75mg regimen.In addition,IPA was32% (24 hours)and61% (Day 5), which weregreate thanin the poor
metabolisergeceivingthe 300mg/75mg regimen, andweresimilar to the other CYP2C19metabolisegroups
receving the300mg/75 mg regimen. An approprige doseregimenfor this patientpopulationhasnot beenestablished
in clinical outconetrials.

Consistenwith theabovereailts, in ameta-analysis including 6 studiesof 335clopidogrel-treatedsubject at steady

state,it wasshownthatactivemetaboliteexposuravas decreasedy 28%for intermediatenetabolises, and72%for
poor metabolisersvhile plateletaggregéon inhibition (5 uM ADP) wasdecreasewvith differencesn IPA of 5.9%anc
21.4%, respectivey, whencomparedo extensivemetabolisers.

Theinfluenceof CYP2C19genotypeon clinical outcomes in paientstreaedwith clopidogel hasnotbeenevaluatedn
prospectiverandomisedg¢ontroledtrials. Therehave been anumberof retrospectiveanalyseshoweverto evaluate
this effectin patientstreatedwith clopidogrelfor whomtherearegenotypng results:CURE (n=2721),CHARISMA

(n=2428), CLARITY -TIMI 28 (n=227),TRITON-TIMI 38 (n=1477),andACTIVE-A (n=601),aswell asa nurmber
of publishedcohortstudies

In TRITON-TIMI 38 and3 of thecohortstudiegCollet, Sibbing, Giust) the combinel groupof paientswith either

intermediak or poormetabolisestatushad a higherrate of cardovascula eventsdeath,myocadial infarction,and
stroke) or stentthrombosiscomparedo extensivemetabolisess.

In CHARISMA andonecohortstudy (Simon),anincreasedeventratewas observednly in poormetabolisersvhen
comparedo extensivemetabolisers.

In CURE, CLARITY, ACTIVE-A andoneof thecohortstudiegTrenk),noincreased eventratewasobserve based
on metabdiser status.

None of theseanalseswereadequatelizedto detectdifferencesin outcmomein poormetaboliser:

Special populations

Thepharmacokineticsf theactive metabolite of clopidogrelis notknownin thesespecialpopulatons.

Renal impairment

Afterrepededdosesof 75 mg clopidogrelper day in subjecs with severerenal diseasécreatinine cleaancefrom 5
to 15ml/min), inhibition of ADP-induced platdet aggregaton was lower (25%) thanthatobservedn healthy
subjects,however the proongaton of bleedingtime was sinlar to tha seenn healhy subjectsreceiving 75 mg of
clopidogrelperday.In addtion, clinical tolerancewasgoodin all patents.

Hepatic impairment

Afterrepededdosesof 75 mg clopidogrelpe day for 10 daysin patientswith severehepaticimpairment,
inhibition of ADP-inducedplateletaggegationwassimilar to thatobservedn healthysubjectsThemean
bleedng time prolongationwasalso similarin the two groups.

Race
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The prevalenctof CYP2C1¢ dlelesthai resul in intermediatt and poor CYPZC18 metabolism differs accordingto
racegthnicity (seePharmacogenetigs Fromliterature limiteddaain Asian populdionsare availableto assssthe
clinical implicaion of genotyping of this CYP on clinical outcomeevents.

5.3 Preclinical safety data

During nonclinical studiesin ratandbaboonthe mostfrequentlyobseved effects wereliver changesTheseoccured
at dosesrepresenhg at leag 25 timesthe exposuresea in humangeceiving the clinical doseof 75 mg/dayandwerea
consequencef an effect on hepaticmetabolsing enzymes.No effect on hepaticmetabolisingenzymeswas obseved
in humangeceivingclopidogrelat thetherapeuit dose.

At very high doses,a poor gadric tolerabiity (gastriis, gastric erosbns and/or vomiting) of clopidogrelwas also
reportedin ratandbaboon.

Therewasno evidenceof carcinogenieffect whenclopidogrd wasadministeredfor 78 weeksto mice and104 weeks
to rats when given at doses up to 77 mg/kg per day (representig at least25 times the exposue seeé in humans
receving theclinical doseof 75 mg/day).

Clopidogrelhasbeentesedin arangeof in vitro andin vivo genobxicity studiesandshowedno genotoxicactivity.

Clopidogrelwasfoundto haveno effecton thefertility of male andfemalerats andwasnot teratogenidn eitherratsor
rakbits. Whengivento lactatng rats, clopidogrel causeda slight delayin the developmenof the offspring. Specific
pharmacoknetic studies performedwith radiolabeled clopidogrel have shown that the parent compoundor its
metabolites are excreed in the milk. Consequety, a direct effed (slight toxicity), or an indirea effect (low
palatability) cannotbe excluded.

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Core:

Microcrystaline cellulose
Spray-dried Mannitol
Hydroxypropylcelulose
Crospovidone

Citric acid
Macrogol6000
Stearicacid

Talc

Coating:

Opady Il Pink32K14834
Hypromellose(E421)
Ironoxidered(E 172)
Lactosemonohydrate
Triacetin(E 1518)
Titaniumdioxide (E 171)

6.2 Incompatibilities
Not applicabl
6.3 Shelf life

3 year:
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6.4 Special precautionsfor storage

In PVC/PVDC/auminium blisters,store below30°C.
In PA/ALL/ PVC-aluminium blisters this medichal produd doesnot requre any specialstorageconditions.

6.5 Nature and contents of container

14, 28, 30, 50, 84, 90 or 100 film-coatd tablets packed in PVC/PVDC/Aluminium blisters or in PA/ALL/PVC-
aluminium blistersin cardboarcartons.

Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal

No specialrequirement
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