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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Clopidogrel 75mgfilm-coatedtablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead film-coakdtable contains75 mg of clopidogrel(as clopidogrelhydrochloride)

Excipientswith known effect:
Ead tabletcontans5.25mg hydrogenéged castor oil.

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

Film-coatedtablet.

Pink, rourd, biconvextabletswith abevdled edge plain on both sides.
4 CLINICAL PARTICULARS

4.1 Therapeutic Indications
Clopidogrelis indicatdin adultsfor the preventon of atheothrombotc eventsin:

« Patientssuffering from myocardal infarction (from afew daysuntil lessthan 35 days) ischaemicstroke(from 7 days
until lessthan6 months)or estiblishedperipheralarterial disease

* Patientssuffering from acut coronarysyndrome

- Non-ST segmentlevaton acutecoronay syndromgunstdle angnaor nonQ-wavemyocardialinfarction),
including patientsundergoinga stentplacenentfoll owing percutaeouscoronaryintervention,in combinationwith
acetylsalicylicacid (ASA).

- ST segmentelevationacutemyocardialinfarction, in combinaion with ASA in medicallytreatedpatientseligible for
thrombolyic therapy.

For furtherinformationpleaseeferto secton 5.1.
4.2 Posology and method of administration

Posology
 Adults and elderly
Clopidogrelshouldbe givenasasingle daly doseof 75 mg.

In patientssufferingfrom acutecoronarysyndrome

— Non-ST segmentelevationacutecoronarysyndiome (unstabé anginaor nonQ-wavemyocardialinfarction),
clopidogreltreamentshouldbe initiated with a single 300mg loadingdoseand then continuedat 75 mg oncea day
(with acetylsalicylicacid (ASA) 75 mg-325mg daily). Sincehigherdosesof ASA wereassociatedvith higher
bleedng risk it is recommendethatthe doseof ASA shouldnot be higherthan 100mg. The optimal duration of
treamenthasnotbeenformally esablishel. Clinical trial datasupportuseup to 12 months,andthe maximumbenefit
wassea at 3 montls (seesection5.1).

- ST segmentelevationacutemyocardialinfarction: clopidogel shouldbe givenasa singledaily doseof 75 mg
initiatedwith a 300 mg loading dosein combinaion with ASA and with or withoutthrombolytics.
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For patiens over 75 yearsof ageclopidogrelshouldbeinitiated withouta loading dose.Combinedtherapy shouldbe
started asearlyaspossble aftersymptomsstat andcontinuedfor atleastfour weeks. The benefitof the combination
of clopidogrelwith ASA beyondfour weeks hasnot been studiedin this sdting (seesection5.1).

If a doseis missed:
« Within lessthan12 hoursafterregularschedutdtime: patients shoutl takethe doseimmediatelyandthentake
the nextdoseattheregularscheduledime.
e For morethan12 hours patientsshouldtakethe next doseat theregulr scheduledime andshouldnotdouble
the dose.

. Paediatric population
The safetyandefficacyof clopidogrelin childrenandadolescerd unde 18 yearsold havenotyet beenestabished.

. Renal impairment
Therapeutie@xperiences limited in patientswith renalimpairment(see secton 4.4).

. Hepatic impair ment
Therapeutie@xperiences limited in patientswith modera¢ hepdic diseasavho mayhavebleedng diathesegsee
section4.4).

Method of administration
For oraluse
It may be givenwith or withoutfood.

4.3 Contraindications

» Hypersensitivy to the activesubstancer to any of the excipientslisted in section2 or sedion 6.1.
» Severehepaic impairment.
* Active pathological bleedingsuchaspeptic ulcer or intracanid 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 consideredvhenever clinicd symptons suggestiveof bleedingariseduringthe
course of treatment(see section4.8). As with othea antplatelet agens, clopidogrel shouldbe usedwith cautionin
patientswho maybeatrisk of increasedleedingfrom trauma, surgeryor othe pathologicakonditionsandin patients
receving treatmentvith ASA, heparinglycoproein lIb/llla inhibitorsor nonsteroidalantrinflammatoy drugs
(NSAIDs) including Cox-2 inhibitors. Paientsshouldbefollowed cardully for anysignsof bleedingincludingoccult
bleedng, especidly duringthefirst weeksof treatrentand/orafter invasivecardac proceduesor surgery.The
concamitantadminigration of clopidogel with oral anticoagulatsis notrecommendedinceit mayincreasehe
intengty of bleedngs(seesection4.5).

If apatientisto undergoelectivesurgeryandantiplatelet effect is temporarly notdesirableclopidogel shouldbe
discontinued? daysprior to surgery Patentsshouldinform physciansand dentigs thattheyare taking clopidogel
before anysurgeryis 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
combinationwith ASA), andthatthey shouldreportany unusuableealing (site or duration)to their physician.

Thrombotic Thrombocytopenic Purpura (TTP)

Thrombotic ThrombogtopenicPurpuraTTP) hasbeenreportedvery rarely following the useof clopidogel,
sometimesafterashortexposue. It is characerisedby thrombogytopena andmicroangiopathidhiaemolyticanaenia
asscciatedwith eitherneurologicalfindings,renaldysfundion or fever. TTP is a potentiallyfatal conditionrequiring
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prompttreatmenincluding plasmapheresi:

Acquired haemophilia

AcquredhaemopHia hasbeenreportedfollowing useof clopidogré. In cases of confirmedisolatedactivaed Partial
Thromboplasin Time (aPTT)prolongationwith or withoutbleeding,acquired haemophilisshouldbe considered.
Patientswith a confirmeddiagnoss of acquiredhaenophilia shouldbe manage andtreatedby speialists,and
clopidogrelshout bediscontinued.

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

Cytochrome P450 2C19 (CYP2C19)

Phamacogenets: In patientswho arepoor CYP2C19metabolisas, clopidogrelat recommende doses formslessof
the activemetabolie of clopidogrelandhasa smalker effed on platelet functon. Testsareavailableto identify a
patient's CYP2C19genotype.

Sinceclopidogrelis metabolisedo its activemetaboite partly by CYP2C19,useof medicinalproduds thatinhibit the
activity of thisenzymewould be expectedo resut in reduceddruglevelsof the activemetaolite of clopidogel. The
clinical relevanceof thisinteractonis uncerain. As aprecauibn conomitantuseof strongor moderateCYP2C19
inhibitors shouldbediscouragedseesectiond.5for alist of CYP2C19inhibitors, seealsosection5.2).

Allergic cross-reactivity

Patientsshouldbe evaluatedor history of hypersensivity to anothe thienopyridine(suchasticlopidine, prasugrel)
sinceallergic crossreactivityamongthienopyriding has been reportel (see section 4.8). Patentswho havehad
previoushypersensitivityto otherthienopyridineshouldbe carefully monitoredfor signsof hypersensitivityto
clopidogrelduringtreatment.

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

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

Excipients
This medicinalprodud containshydrogenatd castor oil which may causestomachupsetanddiarrhoea.

4.5 Interaction with other medicinal products and other forms of interaction

Oral anticoagulants: the concomitantadministraton of clopidogrelwith oral anticoagulantss 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 clopidogré with warfarin increasegherisk of bleedingbecausef
independeneffects on hemostais.

Glycoprotein l1b/ll1a inhibitors: clopidogrd shout be usedwith cautionin patientswho receiveconcomitant
glycoproteinllb/llla inhibitors(seesection 4.4).

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

Date Printed 28/09/2015 CRN 2163344 page number: 3



Health Products Regulatory Authority

section5.1).

Heparin: in aclinical studyconduceédin healtlty subgcts, clopidogreldid not necessiate modification of the heparin
doseor alterthe effectof heparinon coagulaibn. Co-admnistration of heparn hadno effect ontheinhibition of
plateletaggregatininducedby clopidogrel.

A pharmacodynangiinteracton betweerclopidogrelandheparn is possibé, leadingto increasedrisk of bleeding.
Therefore concomitanuseshouldbe undert&enwith caution (seesedion 4.4).

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 metabolitepaitly by CYP2C19, useof
medcinal productghatinhibit the activity of this enzymewould be expetedto resultin reduceddruglevelsof the
active metabolite of clopidogrel. Theclinical relevanceof thisinterationis uncertain. As a precauton concomitant
useof strongor modera¢ CYP2C19inhibitors shouldbediscouragedseeSections4.4and5.2).

Medicinalproductsthatinhibit CYP2CD includeomepranle and esonmepraole, fluvoxamine,fluoxetine,
moclobemideyoriconazolefluconazog, 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)reduction
inhibition of plateletaggregabn. Esomepraale is expectedto give a similar interaction with clopidogrel.

Inconsigentdata on the clinical implicationsof this pharmacokingic (PK)/phamacodynami¢PD) interactionin terms
of majorcardiovasculaeventshavebeenreportedirom bothobsevationalandclinical studies. As a precaution,
concamitantuseof omeprazoleor esomeprazad shout be discouragd (see sectiord.4

Lesspronauncel 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 aCYP2C19inhibitor) or antacidsnterferewith antiplatelet adivity of clopidogrel)

Other medicinal products: A numberof otherclinical studieshave been conductedvith clopidogrelandother
concamitantmedicinal productsto investigae the potential for pharnmacodynarnt andpharmacokinetiinteractionsNo
clinically significantpharmacodynamimteractonswereobserve when clopidogrelwasco-adminigeredwith
atendol, nifedipine,or bothatenololandnifedipine Furthermore the pharmacalynamicactivity of clopidogrelwasnot
significantly influencel by the co-admiristration of phenobabital or oestroge.

Thepharmacokineticsf digoxin or theghylline werenot modified by the co-administratiorof clopidogel. Antaads
did not modify the extentof clopidogrelabsorption.
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Datafrom the CAPRIE study indicate that phenyton andtolbutamide which are metabolisedy CYP2C9canbesakly
co-administeredvith clopidogrel.

Apartfrom the specificmedicinalproductinteradion information describe above interactionstudieswith clopidogrel
and somemedicinalproductscommonlyadministeedin patients with atheothromboticdiseasdnavenot been
performed.However,patientsenterednto clinical trialswith clopidogrelrecaved a variety of concomitanimedicinal
productsincluding diuretics,betablockers ACEI, cdcium antagonistscholesterol lowering agentscoronary
vasodilaors,antidiabeticagentqincludinginsulin), aniepileptic agents,andGPIIb/Ill a antagonistawithout evidence
of clinically significantadversenteractions.

4.6 Fertility, pregnancy and lactation

Pregnancy
As no clinical dataon exposureto clopidogré during pregnancy are avalable, it is prefemable not to use clopidogre
during pregnancyasa precautionaryneasure.

Animal studies do not indicate direct or indired harnful effeds with respectto pregnancy,embryonal/foet:
development parturition or postnaal devebpment(seesection 5.3).

Breast-feeding

It is unknown whether clopidogrel is exaeted in human breastmilk. Animal studies have shown excretion of
clopidogrelin breat milk. As a precautionay measue, breastfeedingshouldnot be continuedduring treamentwith
Clopidogrel 75mgfilm-coatedtablets

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

Summary of the safety profile

Clopidogrelhasbeenevaluatedor safey in morethan 42,000paientswho have participatedn clinical studies,
includingover9,000paients treatedfor 1 yearor more.Theclinicdly relevant advesereadionsobservedn the
CAPRIE, CURE, CLARITY andCOMMIT studiesarediscussd below.Overall, clopidogel 75 mg/daywas
comparablego ASA 325mg/dayin CAPRIEregardéssof age,genderand race.In additionto clinicd studies
experienceadverseeactionshavebeenspontaneouslyepoted.

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

In CAPRIE, in patentstreatedwith 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 coronay bypassgraft
surgeryin patientswho stoppedtherapymorethanfive daysprior to surgery. In patientsvho remainecdon therapy
within five daysof bypasgraft surgery,theeventratewas 9.6%for clopidogrelplusASA, and6.3%for placeboplus
ASA.

In CLARITY, therewasanoverallincreaein bleedngin theclopidogréd plusASA groupvs.theplaceboplusASA
group. The incidenceof majorbleedingwassimilar betweengroups.This wasconsistenacrosssubgroup®f patients
defined by baselhe characteriscs, andtype of fibrinolytic or hepain therapy.
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In COMMIT, theoverallrateof noncerebramajorbleedingor cerebrd bleedingwaslow andsimilarin bothgroups

Tabulated list of adverse reactions

Adversereactonsthatoccurredeitherduring clinical studiesor thatwere sponaineouslyrepoted arepresatedin the
table below. Ther frequencyis definedusing the following conventions:comma (>1/100to <1/10); uncommon

(>1/1,000to <1/100);rare(>1/10,000to <1/1,000);very rare(<1/10,000) hot known (cannotbe estimated from the
availbaledata).Within eachsystemorganclass,advesereactonsarepresentedin orderof decreasingerousness.

System Organ Common Uncommon Rare Very rare, not
Class known*
Blood andthe Thrombocytopenia, | Neutropenia, Thrombotic
lymphatic leucopenia, includingsevere thrombocybpent
systemdisorders eosirophilia neutropenia purpura(TTP) (see
secton 4.4),aplastic
anaemia,
pancytopenia,
agranulocyosis,
severe
thrombocybpena,
acquirechaemophiia
A, granulocytopenia,
anaemi
Immunesystem Serunm sickness
disorders anaphylacta
readions
crossreactive drug
hypersensitivity
amang
thienopyridinegsuch
asticlopidine,
prasugrel)see
secton4.4)*
Psychiatric Hallucinations,
disorders confuson
Nervoussystem Intracranial Tase disturbances
disorders bleeding(some
caseswere
reportedwith
fatal outcome),
headiche,
paraedhesia,
dizzines
Eye disorcders Eyebleeding
(conjunctval,
ocuar, retinal)
Ear andlabyrinth Vertigo
disorders
Vasculal Haematom Serioushaemorrhage
disorders haemorrhagef
operdive wound,
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vasculitis,
hypotenson
Regiratory, Epistaxi Respiratontract
thoracicand bleading
mediaginal (haemoptysis,
disorders pulmonary
haemorrhage),
brorchospasm,
interstitial
pneumonitis,
eosinophilc
pneunonie
Gastrointestina Gastointestnal Gastriculcer Retroperitonea Gastointestnaland
disorders haemorrhage, andduodenal haemorrhage retroperitoneal
diarhoea, ulcer,gastrtis, haemorrhagith
abdominabpain, vomiting, fatal outcome,
dyspepsia nawsea, pancreatitiscolitis
constipation, (includingulceratve
flatulence or lymphocyic
colitis), stamatitis
Hepatcbiliary Acute liver failure,
disorders hepatitis abnormal
liverfunction tes
Skin and Bruising Rash pruritus, Bullousdermaitis
subcutaneous skinbleeding (toxic epidermé&
tissuedisorers (purpur) necrolyss, Stevens
JohnsorSyndrome,
erythemamultiforme,
acutegeneraked
exanthematut
pustuloss (AGEP)),
angbedema,
drug-induced
hypersensitivity
syndromedrug rash
with eosgnophiliaand
systemicsymptons
(DRESS),rash
erythematous,
urticaria,eczema,
lichenplanus
Reproductive Gynaecomass
systemsard
breastdisarders
Musculoskelel Musaulo-skeletal
connectivetissue bleeding
and bone (haemarthrosi),
disorders arthritis, arthrapia,
myalgie
Reral and Haematuri Glomerulonephris,
urinary disorders blood creatinine
increasel
General Bleedingat Fewer
disordersand purcturesite
administration
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site condition:
Investigation Bleadingtime
prolonged
neurophil count
decea®d,
platdet count
decea®c

* Informaion relatedto clopidogrelwith frequency*notknowr'.

Reporting of suspected adver sereactions

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

4.9 Overdose

Overdosdoll owing clopidogreladministration may lead to prolongedbleedng time andsubsequenbleeding
complications. Appropriatetherapyshouldbe consideedif bleedingsareobseved.

No antidoteto the phamacologicakctivity of clopidogrelhasbeen found.If promptcorrectionof prolongedblealing
time is required platelettransfusiormayreversethe effects of clopidogrel

5PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties
Pharmacotherapeutic group: plateletaggregatia inhibitorsexcludinghepain, ATC Code: BO1AC-04.

Mechanism of action

Clopidogrelis a prodrug,oneof whos metaolitesis an inhibitor of platelet aggegation. Clopidogel mustbe
metabolisedby CYP450enzymedo producethe active metabolite thatinhibits plateletaggregation.Theactive
metaboliteof clopidogrelselectivelyinhibits the binding of adenoshe diphosphat€¢ADP) to its plateletP2Y, ,

receptor, andthe subsequenADP-mediatel activation of the glycoproein GPII/11la complex therebyinhibiting
plateletaggregatn. Dueto theirreversiblebinding, platelets exposeal areaffectedfor the remaindeof their lif espan
(approximatey 7-10 days)andrecoveryof normd platelet function ocaursat a rateconsistentvith plateld turnover.
Plateletaggregatoninducedoy agonigs otherthan ADP is alsoinhibited by blocking theamplification of platelet
activationby releasedADP.

Becausegheacive metaboliteis formedby CYP450enzymes, someof which arepolymorphicor subjectto inhibition
by othermedicinalproductsnotall patientswill haveadequ#e plateletinhibition.

Pharmacodynamic effects

Repeatediosesf 75 mg perdayproduedsubganial inhibition of ADP-induced plateletaggregatiorirom thefirst
day; thisincreasegrogressiely andreachedtealy statebetweenDay 3 and Day 7. At steadystate theavelge
inhibition levelobservedvith adoseof 75 mg perdaywasbetweaé 40%and60% Plaeletaggegationandbleeding
time gradualy returnel to baselinevalues,generdly within 5 days after treatmentwasdiscontinued.

Clinical Safety and Efficacy

The safetyandefficacyof clopidogrelhavebeenevauatal in 4 doubleblind studiesinvolving over80,000patientsthe
CAPRIE study,a comparisonof clopidogrelto ASA, andthe CURE,CLARITY andCOMMIT studiescomparing
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clopidogrelto placebo poth medicinalproductsgivenin combindion with ASA andotherstandardherapy.
Recent myocardial infarction (MI), recent stroke or established peripheral arterial disease

The CAPRE studyincluded19,185patientswith athegothrombosisasmaniestedby recentmyocadial infarction(<35
days), recentischaemicstroke(between7 days and6 months)or establishel peripheal arterial diseas (PAD). Patients
wererandomisedo clopidogrel 75 mg/dayor ASA 325mg/dgy, 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,
ischaemicstrokeandvasulardeath)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 1,000patientstreaedfor 2 yeas,to 10[Cl: 0 to 20] additionalpatients
being prevenedfrom experencinganewischaemt event. Analysis of totd mortality as ase@ndaryendpont did not
show any significantdifferencebetweenclopidogre (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 (espeially thosewho
also hadahistory of myocardialinfarction) (RRR= 23.7%;CI: 8.9to 36.2)andweaker(not significantly different
fromASA) in stroke patientgRRR = 7.3%;Cl: -5.7t0 18.7[p=0.258]).In paientswho wereenrolledin thetrial on
the solebasisof arecentmyocardialinfardion, clopidogrd wasnumercally inferior, but not statistically differentfrom
ASA (RRR=-4.0%;Cl: -22.5t0 11.7[p=0.639]).In addtion, a subgroupanaysis by agesuggestedhat the benefitof
clopidogrelin patientsover 75 yearswaslessthan thatobsewvedin paients <75years

Sincethe CAPRIE trial wasnot poweredo evalude efficacy of individual subgroupsit is not clearwhetherthe
differencesn relative risk reductionacrosqualifying condiionsare red, or areult of chance.

Acute coronary syndrome

The CURE sstudyincluded12,562patiens with non-ST segmentlevaton acutecoronarysyndromgunstbleanginaor
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 theupperlimit 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
not significantly affectedby the conconitant heparintherapy.

Thenumberof patientsexperiencinghe primary endpointcardiovasaular (CV) death,myocadial infarction (MlI), or
stroke] was582(9.3%)in the clopidogreltreaedgroupand719(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%whentheyundexent percuaineoudransluminalkcoronaryangiophsty
(PTCA) with or without stentand10%when they underwentoronay artay bypas grat (CABG)). New
cardovascuar evens (primary endpoinj wereprevented, with relative risk reductionsof 22%(Cl: 8.6,33.4),32%(Cl:
12.8,46.4),4% (Cl: -26.9,26.7),6% (CI: -33.5,34.3)and14%(Cl: -31.6,44.2) duringthe0-1, 1-3, 3-6, 6-9 and9-12
month studyintervals respective}. Thus,beyond3 monthsof treament, the bendit observedn theclopidogel + ASA
groupwasnot furtherincreagd,wherea therisk of haemorrhageersistedseesecton 4.4).

Theuseof clopidogrd in CUREwasassociatedwith a decrasein the needof thrombolyticthermapy (RRR = 43.3%;CI:
24.3%, 57.5%)andGPIlIb/llla inhibitors (RRR = 18.2%;ClI: 6.5%,28.3%).

Thenumberof patientsexperiencinghe co-primary endpoint(CV death M, strokeor refractory ischaenia) was1,035
(16.5%)in theclopidogreltreatedgroupand 1,187(18.8%)in the placebatreatedgroup,a 14%relativerisk reduction
(95% CI of 6%-21%,p=0.0005)for the clopidogrettreakedgroup.This bendit was mostly drivenby the statistically
significantreducton in theincidenceof Ml [287 (4.6%)in the clopidogreltreated groupand 363 (5.8%)in the placebo
tregedgroup]. Therewasno observeceffecton therate of rehospitéisation for unstableangina.
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Theresultsobtainedn populationswith differentcharateristics (e.g.unstdle anginaor nonQ-waveMlI, low to high
risk levels,diabetesneedfor revagularisdion, age,gender, etc) were consistentvith theresultsof the primaly
analysis.In particular,in aposthocanalysisn 2,172paients (17%of thetotd CURE population)who undekvent
stentplacement(Stent CURE), the datashowael thatclopidogrelcompaedto placebodemonstrated significantRRR
of 26.2%favouringclopidogrelfor the co-primary endpoint(CV dedh, Ml, stroke)andalsoa significantRRR of
23.%% for theseconcco-primary endpoint(CV death,MI, stroke or refractoryischaemia Moreover the sakty prdfil e
of clopidogrelin this subgroupof patiens did not raise any partticular conern. Thus,theresultsfrom this subsetrein
line with the overalltrial reaults.

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

In patientswith acuteST-segmentelevaton MI, safey andefficacyof clopidogrel havebeenevaluate in 2
randomised placebecontrolled,doubleblind studiesCLARITY andCOMMIT.

The CLARITY trial included3,491patientspresening within 12 hoursof theonsetof a ST elevdion M| and planned
for thrombolytic therapy.Patiens receivel clopidogrel(300mg loading dose followed by 75 mg/day, n=1,752)or
placebo(n=1,739),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
theoccaurrenceof the compode 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 theclopidogrelgroupand21.7%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 subgropsincludingpatientsageandgende, infarct locaion, and type of fibrinolytic or hepam used.

The2x2 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). Patentsreceivedclopidogrel(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 endpontswere deathfrom any causeandthefir st
occurrenceof re-infarction, stroke or dedh. The populaion included27.8%women,58.4%patients>60 years(26%
>70years)and54.5%patientsvho receivedibrinolytics.

Clopidogrelsignificantly reducedherelativerisk of deathfrom any causeby 7% (p = 0.029) andtherelativerisk of
thecombinaton of re-infarction, stroke or deah by 9% (p = 0.002),represenihg an absolutereductionof 0.5%and
0.9%, respectivelyThis benefitwascorsistentacrossage,gende andwith or withoutfibrinolytics, andwasobserved
asearly as24 hours.

5.2 Phar macokinetic properties

Absorption

Aftersingleandrepea¢doral dossof 75 mg perday, clopidogré is rapidly absorbedMeanpeakplasmaevelsof
unchangel clopidogrel(approximately2.2-2.5ngil after asingle 75mgord dose)occuredappioximaely 45 minutes
after dosing. Absorptonisatleag 50% basel on urinaryexaetion of clopidogel metabolites.

Distribution
Clopidogrelandthe main circulating(inactve) metabolte bind reversiby in vitro to humanplasmaprotens (98%and
94% respectivey). Thebindingis nonsatuablein vitro overawide concentraion range.

Biotransformation
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Clopidogrelis extersively metabolsedby theliver. In vitro and in vivo, clopidogel is metaboliedaccordingto two
main metaboic pahways onemediatedoy esteraes and leading to hydrolysisinto its inactivecatoxylic acid
derivative (85% of circulatingmetabolies),and onemediatedby multiple cytochromed?450. Clopidogel is first
metabolisedto a 2-oxo-clopidogrelintermediat metbolite. Subsguentmetabolismof the 2-oxo-clopidogel
intermediae metabolie resultsin theformaiton of the active metabolite, athiol delivative of clopidogel. In vitro, the
metabolic pathwayis mediatedoy CYP3A4,CYP2C19,CYP 1A2 andCYP2B6.The activethiol metabolite, which has
beenisolatedin vitro, bindsrapidly andirreversbly to plateketrecepbrs,thusinhibiting plateletaggregation.

TheC, 5 of theactivememboliteis twice ashigh following a single 300-mg clopidogrelloadingdoseasit is after
four days of 75-mg maintenancelose C, ., occursapproximatdy 30to 60 minutesafter dosng.

Elimination

Following anoral doseof 14C-labelledclopidogrelin man,approximaely 50%was excretedin theurineand
approximately46%in thefaecesn the 120-hour interval afterdosing.After a singleoral doseof 75mg,clopidogrelhas
ahdf-life of approximately6 hours.

Theelimination half-life of the maincirculating metabolite was8 hoursafter singleandrepeateddministation.

Pharmacogenetics

CYP2C19is involvedin theformationof boththe adive metabolite andthe 2-oxo-clopidogrelintermediatenetabolite.
Clopidogrelactive meabolitepharmacokinets andaniplatelet effects,asmeasuredoy ex vivo plateletaggegation
assays, differ accordinglo CYP2C19genotype.

TheCYP2C19*1allele correpondsto fully functiond metabolismwhile the CYP2C19*2andCYP2C19*3allelesare
non-functional. The CYP2C19*2andCYP2C19*3alleles accountfor the mgority of reduedfuncion allelesin
Caucasiar{85%)andAsian (99%)poormetaolisers.Otheralleles assocatedwith abset or redued metabolismare
lessfrequentandincludeCYP2C19*4 *5, *6, *7, and*8. A patient with poormetabolisestauswill posses$wo loss
of-functionallelesasdefinedabove Publishedfrequencies for the poor CYP2C19metabolisegenotypesre
approximately2% for Caucasiant% for Blacksand 14%for Chinese.Tests are availableto determinea patients
CYP2C19gentoype.

A crosverstudy in 40 healthysubjects10 eachin thefour CYP2C19metaboliser groups(ultrargid, extensive,
intermediat andpoor),evaluategpharmaokineticandantiplatele responsessng 300mg followed by 75 mg/dayand
600 mg followed by 150mg/day,eachfor atotal of 5 days(steadystae). No subsanial differencesn active
metaboliteexposureandmeaninhibition of platdet aggregabn (IPA) wereobservedetweerultrargid, extensiveand

intermediat metabolsers In poormetabolisersacive metabolite exposurevas decreasetly 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.
Whenpoormetabolisersreceivedthe 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 300 mg/75mg regimen, andweresimilar to the other CYP2C19metabolisegroups
receving the300mg/75 mg regimen. An approprige doseregimenfor this patientpopulationhasnot beenestablished
in clinical outconetrials.

Consistenwith theabovereaults, in ameta-analysis including 6 studiesof 335clopidogret-treatedsubjecs 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 retrospectiveanalyseshowever to evaluate
this effectin patentstreatedwith clopidogrelfor whomtherearegenotypng results:CURE (n=2721),CHARISMA

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

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

intermediak or poor metabolisestatushad a higherrate of cardovascula eventydeath,myocadial infarction,and
stroke) or stentthrombosiscomparedo extensivemetabolisess.

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

In CURE, CLARITY, ACTIVE-A andoneof thecohortstudiegTrenk),no increasel eventratewasobserve based
on metabdiser status.

None of theseanalseswereadequatelgizedto detectdifferencesin outaomein poormetaboliser:

Special populations

Thepharmacokineticsf the active metabolit of clopidogrelis notknownin thesespecialpopulatons.

Renal impairment

Afterrepeat¢ddosesof 75 mg clopidogrelper day in subjecs with severerenal diseasdcreatininecleaancefrom 5 to
15 ml/ml), inhibition of ADP-inducedplatektaggreyation was lower (25%)thanthatobservedn healthysubjects,
however,theprolongdion of bleedingtime wassimilar to thatsee in hedthy subjectgeceiving75mgof clopidogel
per day. In addition, clinical tolerancewvasgoodin all patients.

Hepatic impairment

After repeatddosesof 75mgclopidogrelper dayfor 10 daysin patientswith sevee hepaticimpairment,inhibition of
ADP-inducedplateletaggregatiorwassimilar to thatobseved in hedthy subjects. Themeanbleedingtime
prolongdion wasalsosimilarin thetwo groups

Race

Theprevalenceof CYP2C19allelesthatresultin intermadiateandpoor CYP2CL9 metabolisndiffers accoding to
racegthnicity (seePharmacogeneti¢s Fromliterature limiteddatain Asian populdionsare availableto assesshe
clinical implicaion of genotypingof this CYP on clinical outcomeevents.

5.3 Preclinical safety data

During nonclinical studiesin rat andbaboon the mostfrequenty observedeffectswereliver changesTheseoccurrec
at dosesrepresentig atleast25 timesthe exposire seenin humangeceiving theclinical doseof 75 mg/dayandwere a
consequencef aneffecton hepaticmetabolsing enzymesNo effed on hepdic metaboising enzymeswasobservedn
humansreceving clopidogrelatthe theapeutc dose

At very high doses,a poor gastic tolerability (gastrits, gastric erosionsand/or vomiting) of clopidogrelwas alsc
reportedin ratandbaboon.

Therewas no eviderce of carcinogenieffed whenclopidogrelwasadministeedfor 78 weeksto mice and 104 week:
to rats when given at doss up to 77 mg/kg per day (represenhg at least25 times the exposire seenin human
receving theclinical doseof 75 mg/day).

Clopidogrelhasbeentesedin arangeof in vitro andin vivo genobxicity studiesandshowedno genotoxicactivity.
Clopidogrelwasfoundto haveno effecton thefertility of male andfemale rats andwasnot teratogenidn eitherratsor

ralbits. When given to lactatng rats, clopidogrelcauseda slight delay in the developmenbf the offspring. Specific
pharmacoinetic studies performed with radiolébelled clopidogrd have shown that the parent compoundor its
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metabolites are excrded in the milk. Consequenyl, a direct effect (slight toxicity), or an indirect effect (low
palatability) cannotbe excluded.

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Core:

Macrogol6000

Microcrystaline cellulose

Low substiuted hydroxypropylcellulose
Glyceroldibehenate

Castoroil hydrogenagd

Coat:

Opady I, pink, con@ining:
Ironoxidered(E172

Macrogol4000

Poly (vinyl alcohol)

Titaniumdioxide (E171)
Talc

6.2 Incompatibilities

Not applicable

6.3 Shelf life

3years

6.4 Special precautionsfor storage

This medicinalprodud doesnotrequireanyspedal storagecondtions.
6.5 Nature and contents of container

Blister strips (PVC/Aclar baseor aluminium basewith aluminiumlid) contanedin a cadboad box. Pad sizeof 28,
30, 50 and84 film-coatedtablets.

Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal

No specialinstructions

Any unusednedicinalproductor wage matrial shoutl bedisposé of in accordancewith local requirements.
7MARKETING AUTHORISATION HOLDER

Wockhardt UK Ltd

AshRoadNorth

Wrexham
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UnitedKingdornr
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