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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Eptifibatide2 mg/ml Solutionfor Injection
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead ml of solutionfor injectioncontins 2 mg of epifibatide.
Onevial of 10 ml of solutionfor injection conains20 mg of eptifibatide.

Excipientwith knowneffect:
Ead ml containsl.6 mg sodium.
For thefull list of excipients,seesection6.1.

3PHARMACEUTICAL FORM

Solution for Injection
Clear, colourlesssolution

pH: Between5.0and5.5
4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications
Eptifibatideis intendedfor usewith acetykdicylic acid and unfrectionatel hepaiin.

Eptifibatideis indicaked for the preventon of ealy myocadial infarcion in adultspresentingwith unstableanginaor
non-Q-wave myocardal infarction, with the last episode of chest pan occurring within 24 hours and with
electrocardogram(ECG) changesand/a elevaed cadiacenzymes.

Patientsmostlikely to benefitfrom eptifibatide treatment are thoseat high risk of developingmyocardialinfardion
within thefirst 3-4 daysatfter onsetof acuteanginasymptons including for instancethosethat are likely to undego ar
early PTCA (PercutaneougransluminalCoronaryAngioplasy) (see secton 5.1).

4.2 Posology and method of administration

This product is for hospitaluse only. It shouldbe adminsteredby specialist physiciansexperencal in the managemel
of acutecoronarysyndromes.

Posdogy

Adults (> 18 years of age) presenting with unstable angina (UA) or non-Q-wave myocardial infarction (NQMI)

The recommendedlosageis an intravenousbolus of 180 microgran/kg administeed as soonas possiblefollowing
diagnosis,followed by a continuousinfusion of 2.0 microgram/kgmin for up to 72 hours,until initiation of coronary
artery bypassgraft (CABG) surgery, or untl dischage from the hosptal (whicheveroccursfirst). If Perataneou
Coronay Intervention(PCl) is performeal during eptifibatidethergy, continuethe infusionfor 20-24 hours postPCI
for an overal maximumdurationof therapyof 96 hours.

Emergency or semi-elective surgery

If the patient requres emergencyor urgentcardiac surgeryduring the courseof eptifibatide therapy, termnate the
infusionimmediately. If the patientrequressemielective surgery,stopthe eptifibatideinfusionat anappropria¢ time
to allow time for platdet functionto return towardsnorma.
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Hepatic impairment

Experiencein patientswith hepatc imparment is very limited. Administer with cautionto patientswith hepati
impairment in whom coagulationcould be affected (seesection 4.3, prothronbin time). It is contraindicéedin patient:
with clinically significanthepaticimpairment.

Renal impairment

In patientswith moderaterenal imparment (creatnine clearance> 30 - < 50 ml/min), an intravenousbolus of 18C
microgram/kgshouldbe adminigeredfollowed by a continuousinfusion doseof 1.0 microgramkg/min for the durdion
of therapy.This recommendations based on phamawdynanic and pharmacokinetiadata. The available clinical
evidencecannothoweverconfirm that this dose modification resultsin a preservedenefit (seesection5.1). Usein
patientswith moreseveraenalimpairmentis contrandicaed (seesection 4.3).

Paediatric population
The safetyandefficagy of eptifibaide in childrenandadoleseentsbelow 18 years of agehasnot beenestablishedNo
data areavailable

Methodof adminstration

Eptifibatidesolution for injection mug be usel in conjundion with Eptifi batide solutionfor infusion.

Concurentadministrationof unfractionaed heparinis recomnendedunlessthis is contraindicatedor reasonsuchas
a history of thrombogtopeniaassociatd with useof heparn (see’Heparn administration'section4.4). Eptifibatide is
also intenced for concurrentuse with acetylsdicylic acid, as it is part of standard managementf patientswith acute
coronarysyndromesuynlessts useis containdicded.

4.3 Contraindications

Eptifibatidemustnot be usedto treatpatiens with:
o Hypersensitivy to the activesubstancer to any of theexapientslisted in section 6.1.
o Evidenceof gastrointestinableeding,grossgentourinay bleedingor otheradive abnormalbleedingwithin the
previous30 daysof treatment.
History of strokewithin 30 daysor anyhistory of henorrhagicstroke
Known history of intracraniadiseaséneoplasmarteriovenousmalformation,aneurysm).
Major surgeryor severgraumawithin pasté weeks.
A historyof bleedingdiathess.

Thrombocytopenig< 100,000cellsmmd).

Prothrombintime > 1.2timescontrol, or International Normdized Ratio (INR) > 2.0

o Severe hyperension (systolic blood pressure> 200 mm Hg or diastolic blood pressure> 110 mm Hg on
antihypertensivetherapy)

¢ Severerenalimpaiment(creatinineclearane < 30 ml/min) or dependencyon renaldialysis;

¢ Clinically significanthepatc impairment

o Concomitantor plamedadministation of anothe pareneralglycoproten (GP)IIb/Il 1a inhibitor.

4.4 Special warnings and precautions for use

Bleeding

Eptifibatide is an artithrombotc agentthat acts by inhibition of platelet aggregatn; therefore the patientmust be
obsewed carefully for indicaions of bleeding duringtreatment(see secton 4.8). Women,the elderly, patientswith low
body weight or with moderaterenalimparment (creatinine clearance> 30 - < 50 ml/min) may have anincrea®d risk
of bleeding.Monitor thesepatientsclosely with regardto bleeding.

An increasedisk of bleedingmay also be observe in paients who receive eaty administrationof eptifibatide (e.g
upondiagnosi¥ comparedo receiving it immedidely prior to PCI, as sea in the ealy ACStrial. Unlike the approve!
posobgyintheEU, all patientsn thistrial wereadministered a doublebolusbefore theinfusion(seesection5.1)
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Bleeding is most common at the arterid access site in patients undergoingpercutaneousrterial proceduresAll
potential bleeding sites (e.g. catheterinsertion sites; arterid venous, or needle pundure sites; cutdown sites
gastrointesinal andgenitourinarytractg mustbe obseved carefuly. Othe potentialbleedingsitessuchas central anc
peripheralnervoussystemandretroperitoneasites,mustbe carefully consideredoo.

Becauseeptifibatide inhibits plateletaggregabn, cauton must be empbyed when it is usedwith other medicina
products that affect haemotass, including ticlopidine clopidogre| thrombolytics, ord anticoagulants,dextrar
solutions, adenosine,suffinpyrazone, prostayclin, nonsteoidal antrinflammatory agents, or dypyridamole (se¢
section4.5).

Thereis no experiencevith eptifibatide andlow molecularweight hepains.

There is limited therapeuticexperiencewith epifibatide in patients for whom thromboytic therapyis geneally
indicated(e.g.,acutetransmuraimyocardialinfardion with new pathobgicd Q-wavesor elevaed ST-segmats or left
bundlebranchblock in the ECG). Consequatly the useof eptifibatideis not recommendeth thes circumstanes(ses
section4.5).

Eptifibatideshouldbe stoppedmmediatdy if circumstancesarise tha necessitateahrombolytictherapyor if the patien
mustundergoanemergencyCABG surgery or requiresanintraortic baloon pump.

If seriousbleeding occursthatis not controllable with pressure the eptifi batide shouldbe stoppedmmediatly andany
unfractionatecheparinthatis givenconomitantly.

Arterial procedures

During treatmentwith eptifibatide,thereis a significant increasean bleeding rates,especiallyin thefemora arteryarea
where the catheér sheathis introduced.Take care to ensurethat only the anterior wall of the femoral artery is
punctured Arterial sheathsnay be removed when coggulation hasreturnedto normale.g.whenactivatedclotting time
(ACT) is lessthan 180 seconds(usually 2-6 hours after discontinuationof heparin).After removal of the introduce
sheath carefulhaemostasimustbe enswed unde closeobservabn.

Thrombocytopeniandimmunogencityelatedto GPlIb/llla inhibitors

Eptifibatide inhibits platelket aggregationput doesnot apper to affect the viability of platelets.As demonstatedin
clinical trials, the incidenceof thrombogtopeniawaslow, and similar in paientstreaed with eptifibatideor placebc
Thrombocytopaeniaincluding acuteprofoundthrombocybpenia,hasbeen observedwith eptifibatide administraion
postmarketng (seesectior4.8).

Themecharmsm,whetheimmune and/ornonimmunemediatedpy which eptifibatidemay inducethrombocybpaenie
is nat fully understoodHowever,treatmentwith eptifibatide wasassocated with antibodiesthatrecogniseGPlIb/ll1a
occuped by eptifibaide, suggestingan immunemediated mechanism. Thrombocytopaemi occurring after firsi
exposureto a GPIIb/llla inhibitor may be explainal by the fact tha anibodiesare naturdly presentin somenorma
individuals.

Since either repeatexposire with any GP lIb/llla ligandmimetic agent(like abcixima or eptifibatide) or firsttime
exposureto a GP lIb/llla inhibitor may be assocated with immunemediatedthrombocytopenicesponsesinonitoring
is requirel, i.e. platekt countsshould be monitored prior to treatment within 6 hours of administrationandat leas
oncedaly thereaftemwnhile ontherapyand immeditdy at clinical signsof unexpededbleedingtendency.

If either a confirmed platelet decreaseto < 100,000mm3 or acute profound thrombocytopaenias obsewed,
discontinuation of each treatment medicaion having known or suspeatd thrombocytopeniceffects, including
eptifibatide, heparinand clopidogrel, shoutl be consideredimmediaely. The decisionto use platelet transfusion
should be baseduponclinical judgmenton an individual bass.

In patientswith previousimmunemedided thrombocytopaenifrom otherpareneral GP lIb/llla inhibitors, thereare
no datawith the useof eptifibatide Therebre, it is not recommendedo adminster epifibatide in paientswho have
previouslyexperencedmmunemediatedthrombocybpeniawith GP1Ib/llla inhibitors,includingeptifibatide.
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Heparinadmnistration
Heparinadmnistration is recommendedinlessa contraindcaion (suchasa history of thrombocytopeniassociate:
with useof heparin)is present.

UA/NQMI

For a patientwho weighs> 70 kg, it is recommendedthata bolusdoseof 5,000units is given, followed by a constar
intravenoudgnfusion of 1,000 units/hr. If the patient weighs < 70 kg, a bolus doseof 60 units/kgis recomnendec
followed by aninfusionof 12 units/kghr. The actvated partial thrombopéstintime (aPTT) mustbe monitoredin ordei
to maintaina valuebetweerb0 and70 secondsabove 70 secondsheremaybeanincreasedisk of bleeding.

If PClis to be performedin the settingof UA/NOMI monitor the activated clotting time (ACT) to maintain a value
between 300-350 secondsStop heparinadministration if the ACT exceeds300 seconds;do not administe until the
ACT falls below300seconds.

Monitoring of laboratory values

Before infusion of eptifibatide, the following laborabry tess are recommendedto identify pre-existing haemostat
abnormalities: prothrombintime (PT) andaPTT, serumcredinine, platdet count,haemoglobirandhaematocritlevels
Haemoglobin haematocritand plateletcount are to be monitoredaswell within 6 hours after stat of therapyand alt
leastonce daly therafterwhile on therapy(or more often if thereis eviden@ of a maiked decreas). If the platele

court falls below 100,000/mm, further plateket counts are required to rule out pseuddtrombocybpenia Discontinut
unfractionatecheparin.In patiens undergoing?Cl, measurghe ACT also.

This medcinal productcontains1.6 mg sodum per ml. To be taken into consideation by patientson a controllec
sodium diet.

4.5 Interaction with other medicinal productsand other forms of interaction

Warfarin and dipyridamole

Eptifibatide did not appearto increasethe risk of major and minor bleeding asso@ted with conmmitant use of
warfarinanddipyridamok. Eptifibaide-treatedpatiens who hada prothronbin time (PT) > 14.5se®ndsandrecived
warfarinconcomiantly did notappeato beatanincreasedisk of bleeding.

Eptifibatide and thrombolytic agents

Dataare limited on the use of eptifibatidein patients receiving thrombolytc agentsTherewas no consistenevidenct
that eptifibatideincreagd the risk of major or minor bleeding assocated with tissueplasminogeractivaor in eithera
PCI or anacute myoardial infarction study; epifibatide appeare to increasetherisk of bleedingwhenadminsterel
with streptoknase in an acut myocardi& infarction study. The combnation of reduceddose tenecteplaseanc
eptifibatide comparedto placeboand eptifi batide significantly increasedthe risk of both major and minor bleedin¢
whenadministeed concomitantlyin anaaute ST-elevaton myocadial infarction study.

In anacutemyocardialinfarctionstudyinvolving 181 paients, eptifibatide (in regimensup to a bolusinjection of 18C
microgram/kgfollowed by aninfusion up to 2 microgram/kgmin for up to 72 hous) wasadministeredconcomitantly
with streptokinas&1.5 million units over 60 minutes). At the highestinfusion rates (1.3 microgram/kg/minand 2.C
microgram/kg/nm) studied, eptifibatide was associaed with an increasedincidene of bleeding and transfusion
comparedo theincidenceseerwhenstreptokinasavasgivenalone.

4.6 Fertility, pregnancy and lactation

Pregnancy
Thereareno adequatelatafrom the use of epifibatide in pregnantwomen.

Animal studiesare insufficient with respet to effects on pregnancy,enbryonal foetal developmat, parturition or
postratd developmeng{seesection5.3). The potental risk for humansis unknown.

Eptifibatideshout not be usedduring pregnancyunlessclearlynecessary
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Breastfeding
It is unknown whethe eptifibatide is exaeted in humanmilk. Interrupton of breastfeedingduring the treatmer

period is reconmendel.

Fertility
Thereis no data availableregardingthe effea of eptifibatide on fertili ty.

4.7 Effects on ability to drive and use machines
Not relevant aseptifibaide is intendedfor useonly in hospitlizedpatients
4.8 Undesirable effects

The majority of undesirableeffectsexperienedby paients treaked with eptifibatide were generallyrelatedto bleeding
or to cardiovascudr evens thatoccurfrequenty in this patientpopuktion.

Clinical Trials
The data sourcesusedto determineadversereaction frequeng descripors includedtwo pha® Il clinical studie:
(PURSUITandESPRI). Thesetrials arebriefly descrbedbelow:

PURSUIT: This wasarandomeed,doubleblind evduation of the efficacy andsafetyof eptifibatide versusplacebo for
reducingmortality andmyocardial(re)infarcion in paients with unstadle anginaor non-Q-wavemyocadial infarction.

ESPRIT: This was a doublke-blind, multicentre, randomeed, paralel-group, placebacontrolled trial evaluatingthe
safety and efficacy of eptifibatide therapyin paients scheluled to undergononemergentpercutaneougoronan
intervention(PCl) with stentimplantation.

In PURSUIT, bleedingandnon-bleedng eventswerecollectedfrom hosptal dischargeto the 30 day visit. In ESRRIT,
bleedng evens werereportedat 48 hours,and non-bleedingevens wererepored at 30 days.While thromboysis in
Myocardiallnfarction TIM | bleedingcriteriawereusedto caegorizetheincidence of majorandminor bleedingin botr
the PURSUIT andthe ESRRIT trials, PURSUIT data was collectedwithin 30 dayswhile ESFRIT datawaslimited to
events within 48 hous or dischargewhicheve camefirst.

Theundesiral@ effectsarelistedby body systemand frequency.
Frequenciesiredefinedasbelow;

Very common(>1/10)

Common(>1/100to < 1/10)

Uncammon(>1/1,000to < 1/100)

Rare(>1/10,000to < /1000

Veryrare(<1/10,000)

Theseare absolué reportingfrequenciesithout taking into accountplaceborates.For a paticular advesereaction, if
data wasavailable from both PURSUT and ESPRIT, thenthe highestrepored incidencewasused to asign advers
reacton frequency.

Note thatcausaliy hasnot beendetermnedfor al adversereadions

Blood and lymphatic system disorders.

Very Comnon Bleeding (major and minor bleedng including femoral artery acess,
CABG- related,gastrointestinalgenitourinary retroperitone§ intracranal,
haematemesiiaematuriapral/ oropharyngel, haanoglobn/ haematocit

decreasdandother)
Uncommon Thrombocybpeni:
Nervous system disorders:
Uncommot | Cerbralischaenma.
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Cardiacdisorders:
Commot Cadiac arrest,ventricular fibrillation, venticular tachycardia congesive
heartfailure, atrioventriculamlock, atrial fibrillation.

Vascular disorders
Commot | Shock,hypotension phlebits.

Cardac arrest,congestiveheartfailure, atrial fibrillation, hypotension, andshock,which are commonlyreportedevent:
fromthe PURSUIT trial, wereeventsrelatal to theundelying diseae

Administraton of epfitibatide is associatd with anincreaein major andminor bleedingasclassifiedby the criteria of
the TIMI studygroup.At the recommendedtherapeutc dose,asadmnisteral in the PURSUJIT trial involving neady
11,000 patiens, bleedingwas the most common compication enmunteredduring eptifibatide therapy. The mos
common bleeding complicationswere asso@ted with cardiac invasive proceduregcoronay artely bypassgrafting
(CABG) - relatedor atfemoralarteryaacesssite).

Minor bleedng was defined in the PURSUIT trial as spont&eousgross haematuia, spontaneus haematemes
obseredbloodlosswith a haemogbbin deaeaseof more than3g/dl, or a haemoglobindecreaseof more than4g/dlin
the absece of an observedbleedingsite. During treatnentwith eptifibatide in this study, minor bleedingwasa very
commoncomplcation (>1/10,or 13.1%for eptifibatide versus7.6%for placebo)Bleedingeveris weremorefrequen
in patientsrecewving concurrentheparinwhile undergoingPCIl, when ACT exceeded350 secondgseesection4.4.
heparinuse).

Major bleedingwasdefinedin the PURSUIT trial aseither an intracranial haemorhageor a decreasén haemoglobi
concentratbons of more than 5 g/dl. Major blealing was also very comnon and repoted more frequently with
eptifibatide thanwith placeboin the PURSUIT study (>1/10 or 10.8%versus9.3%), but it wasinfrequentin the vas
majority of paients who did not undergoCABG within 30 days of inclusion in the study. In patientsundegoinc
CABG, theincidenceof bleedingwasnotincreasedby epifibatide comparedto the patientstreatedwith placebo.In the
subgroupof patiens undergoingPCl, mgor bleeding wasobserveccomnonly, in 9.7 % of eptifibatidetreatd patients
vs. 4.6 % of placebetreatedpatients.

Theincidenceof severeor life threateningleedingeventswith eptifibatide was1.9% comparedto 1.1%with placebc
Theneedfor bloodtransfusonswasincreasd modesty by eptifibatide treatnert (11.8%versus9.3%for placebo)

Changesduring eptifibatide treatmentresult from its known pharma&ological action, i.e., inhibition of platele
aggregation.Thus, changesn laboratoy paametes associted with bleeding (e.g. bleedingtime) are commonanc
expected.No apparendifferenceswere observedoetwween patientstreated with eptifibatideor with placeboin value:
for liver function (SGOT/AST, SGPT/ALT, bilirubin, alkdine phosphatse or renalfunction (serumcreatinine,blooc
ureanitrogen).

Postmalrketing experience

Blood and lymphatic system disorder s

Very rare Fatal bleeding(the majority involved cental and peripheal nervoussysten disordes:
cerebral or intracranial haemorrhages)pulmonay haemorrhag, acute profound
thrombocybpenia, haematoma

Immune system disorder s

Very rare Anaphyladtc reactons

Skin and subcutaneoustissue disorders
Very rare | Rash applicationsite disorderssuchasurticaria.

Reporting of suspected adver sereactions

Reporting suspeatd advers reactons after authorisaton of the medicinal productis important.It allows continuet
monitoring of the benefit/rik balanceof the medicind produd. Healthcare professionalsare askedto report any
sugppectedadvese reactions preferably through the online reporting option acessble from the IMB homepge. A
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downloadablereportform is alsoaccesible from the IMB website,which may be conpleted manuallyand submitte«
to thelMB via ‘freepost, in addtion to thetraditionalpostpad ‘yellow card option.

FREEPOST
PharmacovgilanceSecton
IrishMedicinesBoard
Kevin O’ Malley House
Eaisfort Centre

Eailsfort Terrace

Dublin 2

Tel: +3531 6764971
Fax:+3531 6762517
Website:http://www.imb.ie/
e-smail: imbpharmacowilance@imb g

4.9 Overdose

Theexperiencen humanswith overdoseof eptifibaide is extremely limited. Therewasno indicationof sevee advers
reactons associatedvith administraton of accidenal large bolus doses, rapid infusion repoted as overdoseor large
cumulative doses.In the PURSUIT trial, therewere 9 paients who receved bolus and/orinfusion dosesmore thar
doublethe recommendediose,or who wereidentified by the investig&or as havingreceivedan overdose Therewas
no excesive bleedingin any of thesepatients, althoughone patient undergoingCABG surgerywasrepored as having
had a moderatebleed.Specifically, no patientsexperiencedanintracanid bleed.

Potentially,an overdoseof eptifibatidecould resut in bleeding Becauseof its shot half-life andrapidcleaancethe

activity of epifibatide maybe haltedrealily by disconthuingtheinfusion. Thus,althougheptifibatidecanbe dialysed,
thened for dialysisis unlikely.

5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Phamacotherapeutigroup: Antithrombotic agent (platdet aggreg#on inhibitors excluding hepaiin). ATC code
BO1AC16

Mechanisnof acion

Eptifibatide, a synthdic cyclic heptagptide contaning six amno adds, including one cysteine amide and one
mercaptopropiony{desaminaysteinyl)residuejs an inhibitor of platelet aggregatiorandbelongsto the classof RGD
(arginne-glycine-asparateymimetics.

Eptifibatidereversiblyinhibits plateletaggregéon by prevening the binding of fibrinogen,von Willebrandfactoranc
other adhesre ligandsto the glycoprotein(GP)lIb/llla receptors.

Pharmacodynarnt effects

Eptifibatide inhibits plateletaggregationin a dose and conentraton-dependentmanneras demonstrate by ex vivo
plateletaggregatiorusingadenosina@iphosphge (ADP) andotheragonistgo induce plateletaggregation.The effect of
eptifibatide is observe immediatly afteradministraion of a 180 microgran/kg intravenousolus.Whenfollowed by
a 2.0 microgram/kg/min continuous infusion, this regimen produe@s a > 80 % inhibition of ADP-inducedex
vivo platdet aggregationat physologic caladum conentratons,in morethan80 % of patients

Plateletinhibition wasreadilyreversedwith areturn of platelet functon towardsbaseling> 50 % platdet aggegation
4 hoursafter stopping a continuousinfusion of 2.0 microgranikg/min. Measurement®f ADP-inducedex vivo platele
aggregation at physiologic calcium concentrabns (D-phenyldanyl-L-prolyl-L-arginine chloromethyl ketone
anticoagulant)in paients presentingwith unstdle angina and Non Q-Wave Myocardal Infarction showed a
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concentrator-dependentnhibition with an I1C., (50 % inhibitory concentratn) of approximaely 550 ng/ml and an
|Cg,(80 % inhibitory concentrabn) of approximatly 1,100ng/m.

Thereis limited datawith regardsto platelet inhibition in patients with renalimpaiment. In patients with modente
renal impairment, (creatinne clearance30 — 50mL/min) 100% inhibition was achieved at 24 hours following
administration of 2 microgram/kgiin. In patients with severerenal impairment (creatinineclearance<30mL/min
administeredlmicrogram/kgmin, 80%inhibition wasachievedin morethan 80% of patientsat 24 hours.

Clinical effi cacyandsafety

PURSUIT trial

The pivotal clinical trial for Unsiable Angina (UA)/Non-Q Wave Myocardial Infarction (NQMI) was PURSUIT. This
study wasa 726-cente, 27-country,double-blind, randomised placebacontrolled study in 10,948patientspresenting
with UA or NQMI. Patientscould be enrolled only if they had experiencedcardiacischemiaat rest( > 10 minutes
within the previous24 hoursandhad:

o EitherST-segmenthangesST depresion > 0.5mm of lessthan30 minutesor persistenST elevation> 0.5 mm
not requiringreperfuson therapyor thrombolyic agents,T-waveinversion(> 1 mm),
e OrincreasedCK-MB.

Patientswererandomigdto eitherplacebo eptifibatide 180 microgramkg bolus followed by a 2.0 microgram/kg/mir
infusion(180/2.0),or epifibatide 180 microgramkg bolusfollowed by a 1.3 microgram/kg/mininfusion (180/1.3).

Theinfusionwascontinueduntl hogital dischargeuntl thetime of coronaryarterly bypas grafting (CABG) or for up
to 72 hous, whicheve occurredfirst. If PClwas performel, the epifibatide infusionwascontinuedfor 24 hoursaftei
theprocedire,allowing for adurationof infusionup to 96 hours.

The 180/13 arm was stoppedafter an interim analysis,as prespeified in the protocol, whenthe two activetreamen
armsappeaedto haveasimilar incidenceof bleeding.

Patientsweremanagedaccordingto the usua standard®f theinvestgationd site; frequencie®f angiographyPCl anc
CABG thereforediffered widely from site to site andfrom county to country.Of the patientsin PURSUT, 13% were
maragedwith PCI during eptifibatideinfusion, of whom approximaely 50% receivedintracoronay stents;87% were
managedmedially (withoutPCI during eptifibatide infusion).

Thevastmajority of patients receivedaceylsalicylic acid (75-325mg oncedally).

Unfractionaéd heparn wasadministeredntravenousl or subaitaneusly at the physician'sliscretionmostcommonly
as an intravenousholus of 5,000U followed by a continuousinfusion of 1,000U/h. A targetaPTT of 50-70 second
wasrecommendedA total of 1,250 patients underwentPCl within 72 hoursafter randomisationjn which casethey
recevedintravenousunfractionatedeparn to maintain anacivatedclotting time (ACT) of 300-350se®nds.

The primary endpointof the study was the occurrace of death from any causeor new myocadial infarction (MI)
(evaluatedby a blinded Clinical EventsCommitiee) within 30 daysof randomisationThe componentMI could be
defined asasympbmaticwith enzymaticelevationof CK-MB or new Q wave.

Comparedo placelo, eptifibatideadmnisteral as180/2.0significantly reducedthe incidenceof the primary endpoin
evens (table 1): thisrepresentaroundl5 eventsavoidal for 1,000pdientstreaed:

Table 1:

Incidenceof Deah/CEC-Assessal M| («TreaedasRandomigc» Population’

Time Placebo Eptifibatide p-Value
30days 743/4,697(15.8%) 667/4,680(14.3% 0.0322
a: Pearso’s chi-squae testof diff erencebetweernplaceboand eptifibatide.

Resultson the primary endpointwereprincipaly attributed to the occurren@ of myocardid infarction.
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The reducton in the incidenceof endpointevents in patents recaving epifibatide appeard eaty during treatmer
(within the first 72-96 hour9 andthis reducton was maintaned through6 months,without any significant effect on
mortality.

Patientsmostlikely to benefitfrom eptifibatide treatment are thoseat high risk of developingmyocardialinfardion
within thefirst 3-4 daysafteronstof aaute angina

Accordingto epidemological findings a higherincidenceof cardiovascuar eventshasbeenassociat@l with certair
indicators,for instance

- Age

—  Elevatedheat rate or blood pressue

—  Persistenor reaurrentischemiccardia pain

- MarkedECG changegin particularST-segment abnorméities)

- Raisedcardiacenzymesr markerg(e.g.CK-MB, troponns)and

- Heartfailure

PURSUIT was conductedat a time whenthe standardof careof managingacutecoronary syndromeswas differen
fromthatof presenttimesin termsof thienopyrdine useand the routine useof intracoronay stents

ESPRIT trial
ESPRIT (EnhancedSuppresion of the Plaklet lib/llla Receptor with eptifibatide Themapy) was a doubleblind,
randomised placebecontrolledtrial (n=2,064)for nonurgat PClwith intracoronarystenting.

All patientsreceivedroutine standardof care andwere randomsedto either placeboor eptifibatide (2 bolus dosesof
180 microgram/kganda continuousnfusionuntil dischage from hospitd or amaximumof 18-24 hours).

Thefirst bolus andthe infusion were startedsimultaneously,immedatdy before the PCI procedureandwere followed
by a secondbolus 10 minutesafter the first The rate of infusion was 2.0 microgram/kg/minfor patientswith seum
creatnine < 175 micromobk/ or 1.0 microgram/kg/minfor serumcredinine > 175up to 350 micromols/I.

In the eptifibatide arm of the trial, virtually all paientsreceived acetylsalcylic acid (99.7 %), and 98.1%receiveda
thienopyridine, (clopidogrelin 95.4 % andticlopidinein 2.7 %). On the day of PQl, prior to catheteization, 53.2 %
receved a thienopyridine(clopidogrel52.7%; ticlopidine 0.5 %) — mostly as a loadingdose (300 mg or more). The
placeboarm wascomparabldaceylsalicylic acid 99.7%,clopidogré 95.9%,ticlopidin 2.6%).

The ESPRIT trial useda simplified regimenof heparinduring PCl thatconsistedf aninitial bolusof 60 units/kg,with
a target ACT of 200300 secomls. The primary endpoint of the trial was death (D), MI, urgent target vesse
revascularizabn (UTVR), andacuteanithrombotic rescuewith GP lib/llla inhibitor therapy(RT) within 48 hours of
randomization.

MI was identified per the CK-MB core laborabry criteria. For this diagnosis,within 24 hours after the index PC
proceduretherehadto be atleasttwo CK-MB values> 3 x the upperlimit of normal;thus,validationby the CEC was
not required Ml couldalsobereportediollowing CEC adjudication of aninvestigaor report.

The primary endpointanaysis [quadruplecomposie of deah, MI, urgenttargetvesselrevasculaisation (UTVR) anc
thrombolytc bail-out (TBO) at 48 hours]showeda 37 % relative and3.9 % absoute reduction in the eptifibatide groug
(6.6 % eventsversusl10.5%, p = 0.0015).Resuts on the primary endpont were mainly attributedto the reduction of
enzymatic Ml occurrencejdentified asthe occurrene of early elevation of cardiacenzyme after PCI (80 out of 92
Mls in the placebogroupvs. 47 out of 56 Mls in the eptifibatide group). The clinical relevanceof suchenzymaic Ml s
isstill controversial.

Similar resuts were also obtainedfor the 2 secondaryendpoing assesseé@t 30 days:a triple compositeof death,Ml
and UTVR, and the morerobustcombiration of deah andMlI.

The reductionin the incidenceof endpointeventsin patients reaiving eptifibatide appearecearly during treatmen
Therewasno increasedenefitthereafterupto 1 yea.
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Prolongation of bleeding time

Administraton of epifibatide by intravenousbolusandinfusion causesup to a 5-fold increasein bleedingtime. This
increas is readily reversble upon discontinuaton of the infusion with bleedingtimes returning towards baselinein
approximately6 (2-8) hours.Whenadmnisteredalone eptifibatide has no measurat# effect on prothrombintime (PT)
or activatedpattial thromboplastirtime (aPTT).

EARLY-ACStrial

EARLY ACS (Eatly Glycoproteinlib/llla Inhibitionin Non-ST-segmengElevaton Acute CoronarySyndrome)wasa
study of early routine epifibatide versusplacebo(with ddayed provisiond useof eptifibatidein the catheteization
labaatory) usedin combinationwith antithrombotc thergies(ASA, UFH, bivalirudin, fondapainux or low moleailar
weight heparin),in subjectswith high-risk NSTE ACS. Patents were to undergoan invasve strategy for further
maragementfter receivingstudy drug for 12 to 96 hours.Pdients could be medicallymanagedproceedo coronary
artery bypasgraft (CABG), or underggperaitaneougoronaryintervention (PCI). Unlike the approvedoosologyin the
EU, the studyuseda doubk bolusof study drug (separtedby 10 minutes)beforetheinfusion.

Early routine eptifibatide in this high-risk NSTE-ACS optimally -treated populaton who were managedwith an
invasivestrategydid not resultin a statistically significant redudion in the compositeprimary endpointof rate of death
MI, RI-UR, and TBO within 96 hourscompare with a regimen of delayed provisional eptifibaide (9.3% in eaty
eptifibatide patients vs. 10.0% in patiens assignedto delayed provisiond eptifibatide; odds ratio=0.920; 95%
Cl=0.8021.055;p=0.234).GUSTOsevere/lifethreatning bleading wasuncmmmonandcompaablein bothtreatmer
groups (0.8%). GUSTO modera¢ or sevee/life threaening bleeding occurred significantly more often with eary
routine epifibatide (7.4%vs.5.0%in delayed provisionaleptifibatide group;p <0.001) Similar differencesnverenotec
for TIMI majorhaemorrhagé€118[2.5% in earlyroutine usevs.83[1.8%]in delayedprovisionaluse;p=0.016).

No statisticallysignificant benefitof early routine epifibatide strategy was demonstrged in the subgoup of patient:
who weremanagednedically or duringthe medicd managemat periodsprior to PClor CABG.

In a posthoc analsis of the EARLY ACS trial the risk bendit of dosereductionin patientswith modegnte rena
impairment is incorclusve. The primary endpointeventrate was 11.9 % in patiens who recaved a reduceddose
(Imicrogram/kg/mn) vs 11.2%in patientswho recaved the standarddose(2microgram/kg/minwhen eptifibatide was
administeredin the ealy routinefashion(p=0.81).With delayedprovisional eptifibatideadministrationthe eventrate:
were 10% vs 11.5%in patients who received reducel doseand standard dose respectively(p=0.61). TIMI majol
bleedng occurredin 2.7 % of patientswho receved a redued dose(1microgran/kg/min) vs 4.2% of patientswha
receved the standarddos (2microgran/kg/min) when epifibatide was administeed in the early routine fashior
(p=0.36). With delayedprovisional eptifibaide admnistraion, the TIMI major eventswere 1.4% vs 2.0%in patient:
who receivedreduceddos andstandarddoserespedtely (p=0.54).Therewere no notable differencs obsewed with
GUSTO sevee bleedingrates

5.2 Phar macokinetic properties

Absorption
The pharmacokinetis of eptifibatide are linear and dose proportonal for bolus dosesranging from 90 to 25C

microgram/kgand infusion ratesfrom 0.5 to 3.0 microgramkg/min. For a 2.0 microgmam/kg/min infusion, mear
steadystate plasmaeptifibatide concentrationsange from 1.5 to 2.2 microgramiml in patientswith coronaryartery
diseaseTheseplasmaconcentrationgareachievedrapidly when theinfusionis precededy a 180microgram/kgbolus.

Distribution
Theextentof eptifibatide bindingto humanplasmaproten is about25 %.

Biotransformabn
In the same populaton, plagnaeliminationhalf-life is approximately2.5 hours,plasmacleaance55 to 80 mi/kg/hr and
volumeof distributionof approximately 185to 260 ml/kg.

Elimination
In healthysubjectsyenal excretionaccaintedfor approximatdy 50 % of total body cleaance;approxmately 50 % of
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theamourn cleaedis excretedunchangedin patientswith moderae to severerend impairment(creatinne clearance<
50 ml/min), the clearanceof eptifibatide is reduced by approximaely 50% and steadystate plasmalevels are
approximatelydoubled.

Interactions
No formal pharmacé&inetic interactionstudieshave beenconduced. Howeve, in a populationpharmacokinetistudy
therewasno eviderce of a pharmacokietic interadion betveen eptifibatide and the following concomitantmedicina
products: amlodipine, atenolol, atropine, captopril cefazolin, diazepan, digoxin, diltiazem, diphenhydramin
enalapril, fentany| furosemide, heparn, lidocaine, lisinopril, metoprolol, midazolam,morphine, nitrates, nifedipine
and warfarin.

5.3 Preclinical safety data

Toxicology studiesconductedwith eptifibaide includesingle andrepea¢d dosestudiesin the rat, rabbitand monkey
reprodudion studesin the rat and rabbt, in vitro andin vivo genetictoxicity studies and irritation, hypeasensitvity
and antigenicty studes. No unexpectedoxic effeds for an agentwith this phamacologicprofile were observedanc
findings were predctive of clinical experence,with bleeding effects being the principd adverseevent.No genotoxit
effectswereobservedvith eptifibaide.

Teratology studies have beenperformed by continuousintravenousinfusion of eptifibatide in pregnant rats at total
dally dosesf upto 72 mgkg/day(about4 timesthe recommadedmaximum daily human doseon a body surfacearee
basis) andin pregnantrabbitsat total daily dosesof up to 36 mg/kg/da (abou 4 timesthe recommendeé maximurn
dally humandoseon a body surfaceareabasis).Thesestudiesrevealed no evidenceof imparedfertility or ham to the
foetusdueto eptifibatide. Reproductionstudes in animal species where eptifibatide showsa similar pharnacologic
activity as in humansare not availabke. Conseguently thesestudies are not suitable to evaluate the toxicity of
eptifibatide on reproductivefunction (seesecion 4.6).

Thecarcinogenc potential of eptifibaide has not beenevduated in long-term studies.
6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Citric acidmonohydre

Sodiumhydroxide (for pH-adjustment)
Waterfor injections

6.2 Incompatibilities
Eptifibatideis not compatiblewith furosemide.

In the absenceof compatibility studies, Eptifibatide must not be mixed with other medicinal productsexceptthose
mertionedin secton 6.6.

6.3 Shelf life
Unaopenedvial: 18 months

After Dilution:

Chemica andphysicalin-usestability hasbeendemonstragdfor 24 hoursat 25°Cand2-8°C.

From a microbiological point of view, unlessthe method of dilution precludes the risk of microbial contaminationthe
product should be usedimmediately.If not usal immediately, in-use storagetimes and conditionsprior to use are
respagbility of theuser.

Onceopened:useimmediatey
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6.4 Special precautionsfor storage
Storein arefrigerator(2°C— 8°C).
Store in the original packagen orderto protect from light. However, protectionof eptifibatide solution from light is

not necessarguringadministration.
For storageconditionsof the diluted medichal productsee section 6.3.

6.5 Nature and contents of container

Typel, clearglass,10 ml flint tubularvial pluggedwith 20 mm grey bromobutylomniflex plus coatel rubberstoppe
closureandsealedvith a 20 mm goldenbrownfli p-off aluminium sed.

Packs contaning 1 vial.

6.6 Special precautionsfor disposal and other handling

Physicaland chemtal compatibility tesing indicate that eptifi batide may be admnisteredthroughan intravenousline
with atropine sulfate, dobutamine hepain, lidoaing mepeidine, mebprolol, midazolam,morphine, nitroglycern,
tissueplasminogeractivator,or verapamil Eptifibatide is compadible with 0.9 % sodiumchloride solution for injection
and with dextroseb % in Normo®l R with or without potassiuncthloride Pleaereferto the Normasol R Summary of
Product Characeristicsfor detailsonits conmposiion.

Singleuseonly.
Physiologicalcompatibility studieswereperformedat a concentréion of 0.2mg/mL for 96 hoursat2°C-8°C & 25°C.

Before use, inspectthe vial contents Do not use if paticulate mater or discolordion is present.Protection of
eptifibatide solutionfrom light is not necessy duringadministration.

Any unusednedicinalproductor wage matrial shoutl bedisposé of in accordancewith local requirements.
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