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Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

EltrombopagRowex25mgfilm-coatedtablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Eachfilm-coatedtabletcontainseltrombopagolamineequivalentto25mgeltrombopag.

 

Excipient with known effect

 

Eachfilm-coatedtabletcontains58mgofisomalt.

 

Forthefulllistofexcipients,seesection6.1.

3 PHARMACEUTICAL FORM

Film-coatedtablet(tablet).

 

Darkpink,round,biconvexfilm-coatedtabletwith"II"debossedononesideandwithadiameterofapproximately8mm.

4 CLINICAL PARTICULARS

4.1 Therapeutic indications

EltrombopagRowexisindicatedforthetreatmentofadultpatientswithprimaryimmunethrombocytopenia(ITP)whoare

refractorytoothertreatments(e.g.corticosteroids,immunoglobulins)(seesections4.2and5.1).

 

EltrombopagRowexisindicatedforthetreatmentofpaediatricpatientsaged1yearandabovewithprimaryimmune

thrombocytopenia(ITP)lasting6monthsorlongerfromdiagnosisandwhoarerefractorytoothertreatments(e.g.

corticosteroids,immunoglobulins)(seesections4.2and5.1).

 

EltrombopagRowexisindicatedinadultpatientswithchronichepatitisCvirus(HCV)infectionforthetreatmentof

thrombocytopenia,wherethedegreeofthrombocytopeniaisthemainfactorpreventingtheinitiationorlimitingtheabilityto

maintainoptimalinterferon-basedtherapy(seesections4.4and5.1).

4.2 Posology and method of administration

Eltrombopagtreatmentshouldbeinitiatedbyandremainunderthesupervisionofaphysicianwhoisexperiencedinthe

treatmentofhaematologicaldiseasesorthemanagementofchronichepatitisCanditscomplications.

 

Posology

 

Eltrombopagdosingrequirementsmustbeindividualisedbasedonthepatient'splateletcounts.Theobjectiveoftreatment

witheltrombopagshouldnotbetonormaliseplateletcounts.

 

Eltrombopagisavailableaspowderfororalsuspensionunderotherbrandnames.Thepowderfororalsuspensionmayleadto

highereltrombopagexposurethanthetabletformulation(seesection5.2).Whenswitchingbetweenthetabletandthepowder

fororalsuspensionformulations,plateletcountsshouldbemonitoredweeklyfor2weeks.

 

Immune (primary) thrombocytopenia

Thelowestdoseofeltrombopagtoachieveandmaintainaplateletcount≥ 50,000/µlshouldbeused.Doseadjustmentsare

basedupontheplateletcountresponse.Eltrombopagmustnotbeusedtonormaliseplateletcounts.Inclinicalstudies,

plateletcountsgenerallyincreasedwithin1to2weeksafterstartingeltrombopaganddecreasedwithin1to2weeksafter

discontinuation.
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Adults and paediatric population aged 6 to 17 years

Therecommendedstartingdoseofeltrombopagis50mgoncedaily.ForpatientsofEast-/Southeast-Asianancestry,

eltrombopagshouldbeinitiatedatareduceddoseof25mgoncedaily(seesection5.2).

 

Paediatric population aged 1 to 5 years

Therecommendedstartingdoseofeltrombopagis25mgoncedaily.

 

Monitoring and dose adjustment

Afterinitiatingeltrombopag,thedosemustbeadjustedtoachieveandmaintainaplateletcount≥ 50,000/µlasnecessaryto

reducetheriskforbleeding.Adailydoseof75mgmustnotbeexceeded.

 

Clinicalhaematologyandlivertestsshouldbemonitoredregularlythroughouttherapywitheltrombopagandthedose

regimenofeltrombopagmodifiedbasedonplateletcountsasoutlinedinTable1.Duringtherapywitheltrombopagfullblood

counts(FBCs),includingplateletcountandperipheralbloodsmears,shouldbeassessedweeklyuntilastableplateletcount

(≥ 50,000/µlforatleast4weeks)hasbeenachieved.FBCsincludingplateletcountsandperipheralbloodsmearsshouldbe

obtainedmonthlythereafter.

 

Table1DoseadjustmentsofeltrombopaginITPpatients

Platelet count Dose adjustment or response

< 50,000/µlfollowingatleast2weeksoftherapy Increasedailydoseby25mgtoamaximumof75mg/day*.

≥ 50,000/µlto≤ 150,000/µl
Uselowestdoseofeltrombopagand/orconcomitantITPtreatmentto

maintainplateletcountsthatavoidorreducebleeding.

> 150,000/µlto≤ 250,000/µl
Decreasethedailydoseby25mg.Wait2weekstoassesstheeffectsofthis

andanysubsequentdoseadjustments♦.

> 250,000/µl

Stopeltrombopag;increasethefrequencyofplateletmonitoringtotwice

weekly.

 

Oncetheplateletcountis≤ 100,000/µl,reinitiatetherapyatadailydose

reducedby25mg.

* Forpatientstaking25mgeltrombopagonceeveryotherday,increasedoseto25mgoncedaily.

♦Forpatientstaking25mgeltrombopagoncedaily,considerationshouldbegiventodosingat12.5mgoncedailyor

alternativelyadoseof25mgonceeveryotherday.

Eltrombopagcanbeadministeredin additiontootherITPmedicinalproducts.ThedoseregimenofconcomitantITPmedicinal

productsshouldbemodified,asmedicallyappropriate,toavoidexcessiveincreasesinplateletcountsduringtherapywith

eltrombopag.

 

Itisnecessarytowaitforatleast2weekstoseetheeffectofanydoseadjustmentonthepatient'splateletresponsepriorto

consideringanotherdoseadjustment.

 

Thestandardeltrombopagdoseadjustment,eitherdecreaseorincrease,wouldbe25mgoncedaily.

 

Discontinuation

Treatmentwitheltrombopagshouldbediscontinuediftheplateletcountdoesnotincreasetoalevelsufficienttoavoid

clinicallyimportantbleedingafter4weeksofeltrombopagtherapyat75mgoncedaily.

 

Patientsshouldbeclinicallyevaluatedperiodicallyandcontinuationoftreatmentshouldbedecidedonanindividualbasisby

thetreatingphysician.Innon-splenectomisedpatientsthisshouldincludeevaluationrelativetosplenectomy.Thereoccurrence

ofthrombocytopeniaispossibleupondiscontinuationoftreatment(seesection4.4).

 

Chronic hepatitis C (HCV) associated thrombocytopenia

Wheneltrombopagisgivenincombinationwithantiviralsreferenceshouldbemadetothefullsummaryofproduct

characteristicsoftherespectivecoadministeredmedicinalproductsforcomprehensivedetailsofrelevantsafetyinformationor

contraindications.

 

Inclinicalstudies,plateletcountsgenerallybegantoincreasewithin1weekofstartingeltrombopag.Theaimoftreatmentwith

eltrombopagshouldbetoachievetheminimumlevelofplateletcountsneededtoinitiateantiviraltherapy,inadherenceto
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clinicalpracticerecommendations.Duringantiviraltherapy,theaimoftreatmentshouldbetokeepplateletcountsatalevel

thatpreventstheriskofbleedingcomplications,normallyaround50,000-75,000/µl.Plateletcounts> 75,000/µlshouldbe

avoided.Thelowestdoseofeltrombopagneededtoachievethetargetsshouldbeused.Doseadjustmentsarebaseduponthe

plateletcountresponse.

 

Initial dose regimen

Eltrombopagshouldbeinitiatedatadoseof25mgoncedaily.NodosageadjustmentisnecessaryforHCVpatientsof

East-/Southeast-Asianancestryorpatientswithmildhepaticimpairment(seesection5.2).

 

Monitoring and dose adjustment

Thedoseofeltrombopagshouldbeadjustedin25mgincrementsevery2weeksasnecessarytoachievethetargetplatelet

countrequiredtoinitiateantiviraltherapy.Plateletcountsshouldbemonitoredeveryweekpriortostartingantiviraltherapy.

Oninitiationofantiviraltherapytheplateletcountmayfall,soimmediateeltrombopagdoseadjustmentsshouldbeavoided

(seeTable2).

 

Duringantiviraltherapy,thedoseofeltrombopagshouldbeadjustedasnecessarytoavoiddosereductionsofpeginterferon

duetodecreasingplateletcountsthatmayputpatientsatriskofbleeding(seeTable2).Plateletcountsshouldbemonitored

weeklyduringantiviraltherapyuntilastableplateletcountisachieved,normallyaround50,000-75,000/µl.FBCsincluding

plateletcountsandperipheralbloodsmearsshouldbeobtainedmonthlythereafter.Dosereductionsonthedailydoseby25

mgshouldbeconsideredifplateletcountsexceedtherequiredtarget.Itisrecommendedtowaitfor2weekstoassessthe

effectsofthisandanysubsequentdoseadjustments.

 

Adoseof100mgeltrombopagoncedailymustnotbeexceeded.

 

Table2DoseadjustmentsofeltrombopaginHCVpatientsduringantiviraltherapy

Platelet count Dose adjustment or response

< 50,000/µlfollowingatleast2weeksoftherapy Increasedailydoseby25mgtoamaximumof100mg/day.

≥ 50,000/µlto≤ 100,000/µl
Uselowestdoseofeltrombopagasnecessarytoavoiddosereductionsof

peginterferon.

> 100,000/µlto≤ 150,000/µl
Decreasethedailydoseby25mg.Wait2weekstoassesstheeffectsofthis

andanysubsequentdoseadjustments♦.

> 150,000/µl

Stopeltrombopag;increasethefrequencyofplateletmonitoringtotwice

weekly.

 

Oncetheplateletcountis≤ 100,000/µl,reinitiatetherapyatadailydose

reducedby25mg*.

* Forpatientstaking25mgeltrombopagoncedaily,considerationshouldbegiventoreinitiatingdosingat25mgeveryother

day.

♦Oninitiationofantiviraltherapytheplateletcountmayfall,soimmediateeltrombopagdosereductionsshouldbeavoided.

Discontinuation

Ifafter2weeksofeltrombopagtherapyat100mgtherequiredplateletleveltoinitiateantiviraltherapyisnotachieved,

eltrombopagshouldbediscontinued.

 

Eltrombopagtreatmentshouldbeterminatedwhenantiviraltherapyisdiscontinuedunlessotherwisejustified.Excessive

plateletcountresponsesorimportantlivertestabnormalitiesalsonecessitatediscontinuation.

 

Special populations

 

Renal impairment

Nodoseadjustmentisnecessaryinpatientswithrenalimpairment.Patientswithimpairedrenalfunctionshoulduse

eltrombopagwithcautionandclosemonitoring,forexamplebytestingserumcreatinineand/orperformingurineanalysis(see

section5.2).

 

Hepatic impairment

EltrombopagshouldnotbeusedinITPpatientswithhepaticimpairment(Child-Pughscore≥ 5)unlesstheexpectedbenefit

outweighstheidentifiedriskofportalvenousthrombosis(seesection4.4).
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IftheuseofeltrombopagisdeemednecessaryforITPpatientswithhepaticimpairmentthestartingdosemustbe25mgonce

daily.Afterinitiatingthedoseofeltrombopaginpatientswithhepaticimpairmentanintervalof3weeksshouldbeobserved

beforeincreasingthedose.

 

NodoseadjustmentisrequiredforthrombocytopenicpatientswithchronicHCVandmildhepaticimpairment(Child-Pugh

score≤ 6).ChronicHCVpatientswithhepaticimpairmentshouldinitiateeltrombopagatadoseof25mgoncedaily(see

section5.2).Afterinitiatingthedoseofeltrombopaginpatientswithhepaticimpairmentanintervalof2weeksshouldbe

observedbeforeincreasingthedose.

 

Thereisanincreasedriskforadverseevents,includinghepaticdecompensationandthromboembolicevents(TEEs),in

thrombocytopenicpatientswithadvancedchronicliverdiseasetreatedwitheltrombopag,eitherinpreparationforinvasive

procedureorinHCVpatientsundergoingantiviraltherapy(seesections4.4and4.8).

 

Elderly

TherearelimiteddataontheuseofeltrombopaginITPpatientsaged65yearsandolderandnoclinicalexperienceinITP

patientsagedover85years.Intheclinicalstudiesofeltrombopag,overallnoclinicallysignificantdifferencesinsafetyof

eltrombopagwereobservedbetweenpatientsagedatleast65yearsandyoungerpatients.Otherreportedclinicalexperience

hasnotidentifieddifferencesinresponsesbetweentheelderlyandyoungerpatients,butgreatersensitivityofsomeolder

individualscannotberuledout(seesection5.2).

 

TherearelimiteddataontheuseofeltrombopaginHCVpatientsagedover75years.Cautionshouldbeexercisedinthese

patients(seesection4.4).

 

East-/Southeast-Asian patients

ForadultandpaediatricpatientsofEast-/Southeast-Asianancestry,includingthosewithhepaticimpairment,eltrombopag

shouldbeinitiatedatadoseof25mgoncedaily(seesection5.2).

 

Patientplateletcountshouldcontinuetobemonitoredandthestandardcriteriaforfurtherdosemodificationfollowed.

 

Paediatric population

EltrombopagisnotrecommendedforuseinchildrenundertheageofoneyearwithITPduetoinsufficientdataonsafetyand

efficacy.Thesafetyandefficacyofeltrombopaghasnotbeenestablishedinchildrenandadolescents(< 18years)withchronic

HCVrelatedthrombocytopenia.Nodataareavailable.

 

Method of administration

Oraluse.

Thetabletsshouldbetakenatleasttwohoursbeforeorfourhoursafteranyproductssuchasantacids,dairyproducts(or

othercalciumcontainingfoodproducts),ormineralsupplementscontainingpolyvalentcations(e.g.iron,calcium,magnesium,

aluminium,seleniumandzinc)(seesections4.5and5.2).

4.3 Contraindications

Hypersensitivitytotheactivesubstanceortoanyoftheexcipientslistedinsection6.1.

4.4 Special warnings and precautions for use

Thereisanincreasedriskforadversereactions,includingpotentiallyfatalhepaticdecompensationandthromboembolic

events,inthrombocytopenicHCVpatientswithadvancedchronicliverdisease,asdefinedbylowalbuminlevels≤ 35g/lor

modelforendstageliverdisease(MELD)score≥ 10,whentreatedwitheltrombopagincombinationwithinterferon-based

therapy.Inaddition,thebenefitsoftreatmentintermsoftheproportionachievingsustainedvirologicalresponse(SVR)

comparedwithplaceboweremodestinthesepatients(especiallyforthosewithbaselinealbumin≤ 35g/l)comparedwiththe

groupoverall.Treatmentwitheltrombopaginthesepatientsshouldbeinitiatedonlybyphysiciansexperiencedinthe

managementofadvancedHCV,andonlywhentherisksofthrombocytopeniaorwithholdingantiviraltherapynecessitate

intervention.Iftreatmentisconsideredclinicallyindicated,closemonitoringofthesepatientsisrequired.

 

Combination with direct-acting antiviral agents

Safetyandefficacyhavenotbeenestablishedincombinationwithdirect-actingantiviralagentsapprovedfortreatmentof

chronichepatitisCinfection.
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Risk of hepatotoxicity

Eltrombopagadministrationcancauseabnormalliverfunctionandseverehepatotoxicity,whichmightbelife-threatening(see

section4.8).

 

Serumalanineaminotransferase(ALT),aspartateaminotrasferase(AST)andbilirubinshouldbemeasuredpriortoinitiationof

eltrombopag,every2weeksduringthedoseadjustmentphaseandmonthlyfollowingestablishmentofastabledose.

EltrombopaginhibitsUGT1A1andOATP1B1,whichmayleadtoindirecthyperbilirubinaemia.Ifbilirubiniselevated

fractionationshouldbeperformed.Abnormalserumlivertestsshouldbeevaluatedwithrepeattestingwithin3to5days.Ifthe

abnormalitiesareconfirmed,serumlivertestsshouldbemonitoreduntiltheabnormalitiesresolve,stabilise,orreturnto

baselinelevels.EltrombopagshouldbediscontinuedifALTlevelsincrease(≥ 3timestheupperlimitofnormal[xULN]in

patientswithnormalliverfunction,or≥ 3xbaselineor> 5xULN,whicheveristhelower,inpatientswithpre-treatment

elevationsintransaminases)andare:

 progressive,or

 persistentfor≥ 4weeks,or

 accompaniedbyincreaseddirectbilirubin,or

 accompaniedbyclinicalsymptomsofliverinjuryorevidenceforhepaticdecompensation.

Cautionisrequiredwhenadministeringeltrombopagtopatientswithhepaticdisease.InITPpatientsalowerstartingdoseof

eltrombopagshouldbeused.Closemonitoringisrequiredwhenadministeringtopatientswithhepaticimpairment(see

section4.2).

 

Hepatic decompensation (use with interferon)

HepaticdecompensationinpatientswithchronichepatitisC:Monitoringisrequiredinpatientswithlowalbuminlevels(≤ 35

g/l)orwithMELDscore≥ 10atbaseline.

 

ChronicHCVpatientswithlivercirrhosismaybeatriskofhepaticdecompensationwhenreceivingalfainterferontherapy.In

twocontrolledclinicalstudiesinthrombocytopenicpatientswithHCV,hepaticdecompensation(ascites,hepatic

encephalopathy,varicealhaemorrhage,spontaneousbacterialperitonitis)occurredmorefrequentlyintheeltrombopagarm

(11%)thanintheplaceboarm(6%).Inpatientswithlowalbuminlevels(≤ 35g/l)orwithaMELDscore≥ 10atbaseline,there

wasa3-foldgreaterriskofhepaticdecompensationandanincreaseintheriskofafataladverseeventcomparedtothosewith

lessadvancedliverdisease.Inaddition,thebenefitsoftreatmentintermsoftheproportionachievingSVRcomparedwith

placeboweremodestinthesepatients(especiallyforthosewithbaselinealbumin≤ 35g/l)comparedwiththegroupoverall.

Eltrombopagshouldonlybeadministeredtosuchpatientsaftercarefulconsiderationoftheexpectedbenefitsincomparison

withtherisks.

Patientswiththesecharacteristicsshouldbecloselymonitoredforsignsandsymptomsofhepaticdecompensation.The

respectiveinterferonsummaryofproductcharacteristicsshouldbereferencedfordiscontinuationcriteria.Eltrombopagshould

beterminatedifantiviraltherapyisdiscontinuedforhepaticdecompensation.

 

Thrombotic/thromboembolic complications

IncontrolledstudiesinthrombocytopenicpatientswithHCVreceivinginterferon-basedtherapy(n=1,439),38outof955

patients(4%)treatedwitheltrombopagand6outof484patients(1%)intheplacebogroupexperiencedTEEs.Reported

thrombotic/thromboemboliccomplicationsincludedbothvenousandarterialevents.ThemajorityofTEEswerenon-serious

andresolvedbytheendofthestudy.PortalveinthrombosiswasthemostcommonTEEinbothtreatmentgroups(2%in

patientstreatedwitheltrombopagversus< 1%forplacebo).Nospecifictemporalrelationshipbetweenstartoftreatmentand

eventofTEEwereobserved.Patientswithlowalbuminlevels(≤ 35g/l)orMELD≥ 10hada2-foldgreaterriskofTEEsthan

thosewithhigheralbuminlevels;thoseaged≥60yearshada2-foldgreaterriskofTEEscomparedtoyoungerpatients.

Eltrombopagshouldonlybeadministeredtosuchpatientsaftercarefulconsiderationoftheexpectedbenefitsincomparison

withtherisks.PatientsshouldbecloselymonitoredforsignsandsymptomsofTEE.

 

TheriskofTEEshasbeenfoundtobeincreasedinpatientswithchronicliverdisease(CLD)treatedwith75mgeltrombopag

oncedailyfor2weeksinpreparationforinvasiveprocedures.Sixof143(4%)adultpatientswithCLDreceivingeltrombopag

experiencedTEEs(alloftheportalvenoussystem)andtwoof145(1%)patientsintheplacebogroupexperiencedTEEs(onein

theportalvenoussystemandonemyocardialinfarction).Fiveofthe6patientstreatedwitheltrombopagexperiencedthe

thromboticcomplicationataplateletcount> 200,000/µlandwithin30daysofthelastdoseofeltrombopag.Eltrombopagis

notindicatedforthetreatmentofthrombocytopeniainpatientswithchronicliverdiseaseinpreparationforinvasive

procedures.
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IneltrombopagclinicalstudiesinITPthromboemboliceventswereobservedatlowandnormalplateletcounts.Cautionshould

beusedwhenadministeringeltrombopagtopatientswithknownriskfactorsforthromboembolismincludingbutnotlimited

toinherited(e.g.FactorVLeiden)oracquiredriskfactors(e.g.ATIIIdeficiency,antiphospholipidsyndrome),advancedage,

patientswithprolongedperiodsofimmobilisation,malignancies,contraceptivesandhormonereplacementtherapy,

surgery/trauma,obesityandsmoking.Plateletcountsshouldbecloselymonitoredandconsiderationgiventoreducingthe

doseordiscontinuingeltrombopagtreatmentiftheplateletcountexceedsthetargetlevels(seesection4.2).Therisk-benefit

balanceshouldbeconsideredinpatientsatriskofTEEsofanyaetiology.

EltrombopagshouldnotbeusedinITPpatientswithhepaticimpairment(Child-Pughscore≥ 5)unlesstheexpectedbenefit

outweighstheidentifiedriskofportalvenousthrombosis.Whentreatmentisconsideredappropriate,cautionisrequiredwhen

administeringeltrombopagtopatientswithhepaticimpairment(seesections4.2and4.8).

 

Bleeding following discontinuation of eltrombopag

ThrombocytopeniaislikelytoreoccurinITPpatientsupondiscontinuationoftreatmentwitheltrombopag.Following

discontinuationofeltrombopag,plateletcountsreturntobaselinelevelswithin2weeksinthemajorityofpatients,which

increasesthebleedingriskandinsomecasesmayleadtobleeding.Thisriskisincreasedifeltrombopagtreatmentis

discontinuedinthepresenceofanticoagulantsoranti-plateletagents.Itisrecommendedthat,iftreatmentwitheltrombopag

isdiscontinued,ITPtreatmentberestartedaccordingtocurrenttreatmentguidelines.Additionalmedicalmanagementmay

includecessationofanticoagulantand/oranti-platelettherapy,reversalofanticoagulation,orplateletsupport.Plateletcounts

mustbemonitoredweeklyfor4weeksfollowingdiscontinuationofeltrombopag.

 

InHCVclinicalstudies,ahigherincidenceofgastrointestinalbleeding,includingseriousandfatalcases,wasreportedfollowing

discontinuationofpeginterferon,ribavirin,andeltrombopag.Followingdiscontinuationoftherapy,patientsshouldbe

monitoredforanysignsorsymptomsofgastrointestinalbleeding.

 

Bone marrow reticulin formation and risk of bone marrow fibrosis

Eltrombopagmayincreasetheriskfordevelopmentorprogressionofreticulinfibreswithinthebonemarrow.Therelevanceof

thisfinding,aswithotherthrombopoietin-receptor(TPO-R)agonists,hasnotbeenestablishedyet.

 

Priortoinitiationofeltrombopag,theperipheralbloodsmearshouldbeexaminedcloselytoestablishabaselinelevelof

cellularmorphologicabnormalities.Followingidentificationofastabledoseofeltrombopag,fullbloodcount(FBC)withwhite

bloodcellcount(WBC)differentialshouldbeperformedmonthly.Ifimmatureordysplasticcellsareobserved,peripheralblood

smearsshouldbeexaminedforneworworseningmorphologicalabnormalities(e.g.teardropandnucleatedredbloodcells,

immaturewhitebloodcells)orcytopenia(s).Ifthepatientdevelopsneworworseningmorphologicalabnormalitiesor

cytopenia(s),treatmentwitheltrombopagshouldbediscontinuedandabonemarrowbiopsyconsidered,includingstainingfor

fibrosis.

 

Progression of existing myelodysplastic syndrome (MDS)

ThereisatheoreticalconcernthatTPO-Ragonistsmaystimulatetheprogressionofexistinghaematologicalmalignanciessuch

asMDS.TPO-Ragonistsaregrowthfactorsthatleadtothrombopoieticprogenitorcellexpansion,differentiationandplatelet

production.TheTPO-Rispredominantlyexpressedonthesurfaceofcellsofthemyeloidlineage.

 

InclinicalstudieswithaTPO-RagonistinpatientswithMDS,casesoftransientincreasesinblastcellcountswereobservedand

casesofMDSdiseaseprogressiontoacutemyeloidleukaemia(AML)werereported.

 

ThediagnosisofITPinadultsandelderlypatientsshouldbeconfirmedbytheexclusionofotherclinicalentitiespresenting

withthrombocytopenia,inparticularthediagnosisofMDSmustbeexcluded.Considerationshouldbegiventoperforminga

bonemarrowaspirateandbiopsyoverthecourseofthediseaseandtreatment,particularlyinpatientsover60yearsofage,

thosewithsystemicsymptoms,orabnormalsignssuchasincreasedperipheralblastcells.

 

TheeffectivenessandsafetyofeltrombopaghavenotbeenestablishedforthetreatmentofthrombocytopeniaduetoMDS.

EltrombopagRowexshouldnotbeusedoutsideofclinicalstudiesforthetreatmentofthrombocytopeniaduetoMDS.

 

Ocular changes

Cataractswereobservedintoxicologystudiesofeltrombopaginrodents(seesection5.3).Incontrolledstudiesin

thrombocytopenicpatientswithHCVreceivinginterferontherapy(n=1,439),progressionofpre-existingbaselinecataract(s)or

incidentcataractswasreportedin8%oftheeltrombopaggroupand5%oftheplacebogroup.Retinalhaemorrhages,mostly

Grade1or2,havebeenreportedinHCVpatientsreceivinginterferon,ribavirinandeltrombopag(2%oftheeltrombopag

groupand2%oftheplacebogroup.Haemorrhagesoccurredonthesurfaceoftheretina(preretinal),undertheretina

(subretinal),orwithintheretinaltissue.Routineophthalmologicmonitoringofpatientsisrecommended.
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QT/QTc prolongation

AQTcstudyinhealthyvolunteersdosed150mgeltrombopagperdaydidnotshowaclinicallysignificanteffectoncardiac

repolarisation.QTcintervalprolongationhasbeenreportedinclinicalstudiesofpatientswithITPandthrombocytopenic

patientswithHCV.TheclinicalsignificanceoftheseQTcprolongationeventsisunknown.

 

Loss of response to eltrombopag

Alossofresponseorfailuretomaintainaplateletresponsewitheltrombopagtreatmentwithintherecommendeddosing

rangeshouldpromptasearchforcausativefactors,includinganincreasedbonemarrowreticulin.

 

Paediatric population

TheabovewarningsandprecautionsforITPalsoapplytothepaediatricpopulation.

 

Interference with laboratory tests

Eltrombopagishighlycolouredandsohasthepotentialtointerferewithsomelaboratorytests.Serumdiscolourationand

interferencewithtotalbilirubinandcreatininetestinghavebeenreportedinpatientstakingeltrombopag.Ifthelaboratory

resultsandclinicalobservationsareinconsistent,re-testingusinganothermethodmayhelpindeterminingthevalidityofthe

result.

 

Excipients

Isomalt

Patientswithrarehereditaryproblemsoffructoseintoleranceshouldnottakethismedicine.

 

Sodium

Thismedicinalproductcontainslessthan1mmolsodium(23mg)perfilm-coatedtablet,thatistosayessentially'sodium-free'.

4.5 Interaction with other medicinal products and other forms of interaction

Effects of eltrombopag on other medicinal products

 

HMG CoA reductase inhibitors

Administrationofeltrombopag75mgoncedailyfor5dayswithasingle10mgdoseoftheOATP1B1andBCRPsubstrate

rosuvastatinto39healthyadultsubjectsincreasedplasmarosuvastatinCmax103%(90%confidenceinterval[CI]:82%,126%)

andAUC0-∞55%(90%CI:42%,69%).InteractionsarealsoexpectedwithotherHMG-CoAreductaseinhibitors,including

atorvastatin,fluvastatin,lovastatin,pravastatinandsimvastatin.Whenco-administeredwitheltrombopag,areduceddoseof

statinsshouldbeconsideredandcarefulmonitoringforstatinadversereactionsshouldbeundertaken(seesection5.2).

 

OATP1B1 and BCRP substrates

ConcomitantadministrationofeltrombopagandOATP1B1(e.g.methotrexate)andBCRP(e.g.topotecanandmethotrexate)

substratesshouldbeundertakenwithcaution(seesection5.2).

 

Cytochrome P450 substrates

Instudiesutilisinghumanlivermicrosomes,eltrombopag(upto100µM)showednoin vitro inhibitionoftheCYP450enzymes

1A2,2A6,2C19,2D6,2E1,3A4/5,and4A9/11andwasaninhibitorofCYP2C8andCYP2C9asmeasuredusingpaclitaxeland

diclofenacastheprobesubstrates.Administrationofeltrombopag75mgoncedailyfor7daysto24healthymalesubjectsdid

notinhibitorinducethemetabolismofprobesubstratesfor1A2(caffeine),2C19(omeprazole),2C9(flurbiprofen),or3A4

(midazolam)inhumans.NoclinicallysignificantinteractionsareexpectedwheneltrombopagandCYP450substratesare

co-administered(seesection5.2).

 

HCV protease inhibitors

Doseadjustmentisnotrequiredwheneltrombopagisco-administeredwitheithertelaprevirorboceprevir.Co-administration

ofasingledoseofeltrombopag200mgwithtelaprevir750mgevery8hoursdidnotalterplasmatelaprevirexposure.

 

Co-administrationofasingledoseofeltrombopag200mgwithboceprevir800mgevery8hoursdidnotalterplasma

boceprevirAUC(0-t),butincreasedCmaxby20%,anddecreasedCminby32%.TheclinicalrelevanceofthedecreaseinCminhas

notbeenestablished,increasedclinicalandlaboratorymonitoringforHCVsuppressionisrecommended.
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Effects of other medicinal products on eltrombopag

 

Ciclosporin

Adecreaseineltrombopagexposurewasobservedwithco-administrationof200mgand600mgciclosporin(aBCRP

inhibitor).Theco-administrationof200mgciclosporindecreasedtheCmaxandtheAUC0-∞ofeltrombopagby25%and

18%,respectively.Theco-administrationof600mgciclosporindecreasedtheCmaxandtheAUC0-∞ofeltrombopagby39%

and24%,respectively.Eltrombopagdoseadjustmentispermittedduringthecourseofthetreatmentbasedonthepatient's

plateletcount(seesection4.2).Plateletcountshouldbemonitoredatleastweeklyfor2to3weekswheneltrombopagis

co-administeredwithciclosporin.Eltrombopagdosemayneedtobeincreasedbasedontheseplateletcounts.

 

Polyvalent cations (chelation)

Eltrombopagchelateswithpolyvalentcationssuchasiron,calcium,magnesium,aluminium,seleniumandzinc.Administration

ofasingledoseofeltrombopag75mgwithapolyvalentcation-containingantacid(1524mgaluminiumhydroxideand

1425mgmagnesiumcarbonate)decreasedplasmaeltrombopagAUC0-∞by70%(90%CI:64%,76%)andCmaxby70%(90%CI:

62%,76%).Eltrombopagshouldbetakenatleasttwohoursbeforeorfourhoursafteranyproductssuchasantacids,dairy

productsormineralsupplementscontainingpolyvalentcationstoavoidsignificantreductionineltrombopagabsorptiondue

tochelation(seesections4.2and5.2).

 

Lopinavir/ritonavir

Co-administrationofeltrombopagwithlopinavir/ritonavirmaycauseadecreaseintheconcentrationofeltrombopag.Astudy

in40healthyvolunteersshowedthattheco-administrationofasingle100mgdoseofeltrombopagwithrepeatdose

lopinavir/ritonavir400/100mgtwicedailyresultedinareductionineltrombopagplasmaAUC0-∞by17%(90%CI:6.6%,

26.6%).Therefore,cautionshouldbeusedwhenco-administrationofeltrombopagwithlopinavir/ritonavirtakesplace.Platelet

countshouldbecloselymonitoredinordertoensureappropriatemedicalmanagementofthedoseofeltrombopagwhen

lopinavir/ritonavirtherapyisinitiatedordiscontinued.

 

CYP1A2 and CYP2C8 inhibitors and inducers

EltrombopagismetabolisedthroughmultiplepathwaysincludingCYP1A2,CYP2C8,UGT1A1,andUGT1A3(seesection5.2).

Medicinalproductsthatinhibitorinduceasingleenzymeareunlikelytosignificantlyaffectplasmaeltrombopag

concentrations,whereasmedicinalproductsthatinhibitorinducemultipleenzymeshavethepotentialtoincrease(e.g.

fluvoxamine)ordecrease(e.g.rifampicin)eltrombopagconcentrations.

 

HCV protease inhibitors

Resultsofadrug-drugpharmacokinetic(PK)interactionstudyshowthatco-administrationofrepeatdosesofboceprevir800

mgevery8hoursortelaprevir750mgevery8hourswithasingledoseofeltrombopag200mgdidnotalterplasma

eltrombopagexposuretoaclinicallysignificantextent.

 

Medicinal products for treatment of ITP

MedicinalproductsusedinthetreatmentofITPincombinationwitheltrombopaginclinicalstudiesincludedcorticosteroids,

danazol,and/orazathioprine,intravenousimmunoglobulin(IVIG),andanti-Dimmunoglobulin.Plateletcountsshouldbe

monitoredwhencombiningeltrombopagwithothermedicinalproductsforthetreatmentofITPinordertoavoidplatelet

countsoutsideoftherecommendedrange(seesection4.2).

 

Food interaction

Theadministrationofeltrombopagtabletorpowderfororalsuspensionformulationswithahigh-calciummeal(e.g.ameal

thatincludeddairyproducts)significantlyreducedplasmaeltrombopagAUC0-∞andCmax.Incontrast,theadministrationof

eltrombopag2hoursbeforeor4hoursafterahigh-calciummealorwithlow-calciumfood[< 50mgcalcium]didnotalter

plasmaeltrombopagexposuretoaclinicallysignificantextent(seesection4.2).

 

Administrationofasingle50mgdoseofeltrombopagintabletformwithastandardhigh-calorie,high-fatbreakfastthat

includeddairyproductsreducedplasmaeltrombopagmeanAUC0-∞by59%andmeanCmaxby65%.

 

Administrationofasingle25mgdoseofeltrombopagaspowderfororalsuspensionwithahigh-calcium,moderate-fatand

moderate-caloriemealreducedplasmaeltrombopagmeanAUC0-∞by75%andmeanCmaxby79%.Thisdecreaseofexposure

wasattenuatedwhenasingle25mgdoseofeltrombopagpowderfororalsuspensionwasadministered2hoursbeforea

high-calciummeal(meanAUC0-∞wasdecreasedby20%andmeanCmaxby14%).
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Foodlowincalcium(< 50mgcalcium),includingfruit,leanham,beefandunfortified(noaddedcalcium,magnesiumoriron)

fruitjuice,unfortifiedsoyamilkandunfortifiedgrain,didnotsignificantlyimpactplasmaeltrombopagexposure,regardlessof

calorieandfatcontent(seesections4.2and4.5).

4.6 Fertility, pregnancy and lactation

Pregnancy

Therearenoorlimitedamountofdatafromtheuseofeltrombopaginpregnantwomen.Studiesinanimalshaveshown

reproductivetoxicity(seesection5.3).Thepotentialriskforhumansisunknown.

 

EltrombopagRowexisnotrecommendedduringpregnancy.

 

Women of childbearing potential / Contraception in males and females

EltrombopagRowexisnotrecommendedinwomenofchildbearingpotentialnotusingcontraception.

 

Breast-feeding

Itisnotknownwhethereltrombopag/metabolitesareexcretedinhumanmilk.Studiesinanimalshaveshownthat

eltrombopagislikelysecretedintomilk(seesection5.3);thereforearisktothesucklingchildcannotbeexcluded.Adecision

mustbemadewhethertodiscontinuebreast-feedingortocontinue/abstainfromEltrombopagRowextherapy,takinginto

accountthebenefitofbreast-feedingforthechildandthebenefitoftherapyforthewoman.

 

Fertility

Fertilitywasnotaffectedinmaleorfemaleratsatexposuresthatwerecomparabletothoseinhumans.Howeverariskfor

humanscannotberuledout(seesection5.3).

4.7 Effects on ability to drive and use machines

Eltrombopaghasnegligibleinfluenceontheabilitytodriveandusemachines.Theclinicalstatusofthepatientandtheadverse

reactionprofileofeltrombopag,includingdizzinessandlackofalertness,shouldbeborneinmindwhenconsideringthe

patient'sabilitytoperformtasksthatrequirejudgement,motorandcognitiveskills.

4.8 Undesirable effects

Summary of the safety profile

 

Immune thrombocytopenia in adult and paediatric patients

Thesafetyofeltrombopagwasassessedinadultpatients(N=763)usingthepooleddouble-blind,placebo-controlledstudies

TRA100773AandB,TRA102537(RAISE)andTRA113765,inwhich403patientswereexposedtoeltrombopagand179to

placebo,inadditiontodatafromthecompletedopen-labelstudies(N=360)TRA108057(REPEAT),TRA105325(EXTEND)and

TRA112940(seesection5.1).Patientsreceivedstudymedicationforupto8years(inEXTEND).Themostimportantserious

adversereactionswerehepatotoxicityandthrombotic/thromboembolicevents.Themostcommonadversereactionsoccurring

inatleast10%ofpatientsincludednausea,diarrhoea,increasedalanineaminotransferaseandbackpain.

 

Thesafetyofeltrombopaginpaediatricpatients(aged1to17years)withpreviouslytreatedITPhasbeendemonstratedintwo

studies(N=171)(seesection5.1).PETIT2(TRA115450)wasatwo-part,double-blindandopen-label,randomised,

placebo-controlledstudy.Patientswererandomised2:1andreceivedeltrombopag(n=63)orplacebo(n=29)forupto13

weeksintherandomisedperiodofthestudy.PETIT(TRA108062)wasathree-part,staggered-cohort,open-labeland

double-blind,randomised,placebo-controlledstudy.Patientswererandomised2:1andreceivedeltrombopag(n=44)or

placebo(n=21),forupto7weeks.Theprofileofadversereactionswascomparabletothatseeninadultswithsomeadditional

adversereactions,marked♦inthetablebelow.ThemostcommonadversereactionsinpaediatricITPpatients1yearandolder

(≥ 3%andgreaterthanplacebo)wereupperrespiratorytractinfection,nasopharyngitis,cough,pyrexia,abdominalpain,

oropharyngealpain,toothacheandrhinorrhoea.

 

Thrombocytopenia with HCV infection in adult patients

ENABLE1(TPL103922n=716,715treatedwitheltrombopag)andENABLE2(TPL108390n=805)wererandomised,

double-blind,placebo-controlled,multicentrestudiestoassesstheefficacyandsafetyofeltrombopaginthrombocytopenic

patientswithHCVinfectionwhowereotherwiseeligibletoinitiateantiviraltherapy.IntheHCVstudiesthesafetypopulation

consistedofallrandomisedpatientswhoreceiveddouble-blindstudymedicinalproductduringPart2ofENABLE1
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(eltrombopagtreatmentn=450,placebotreatmentn=232)andENABLE2(eltrombopagtreatmentn=506,placebotreatment

n=252).Patientsareanalysedaccordingtothetreatmentreceived(totalsafetydouble-blindpopulation,eltrombopagn=955

andplacebon=484).Themostimportantseriousadversereactionsidentifiedwerehepatotoxicityand

thrombotic/thromboembolicevents.Themostcommonadversereactionsoccurringinatleast10%ofpatientsincluded

headache,anaemia,decreasedappetite,cough,nausea,diarrhoea,hyperbilirubinaemia,alopecia,pruritus,myalgia,pyrexia,

fatigue,influenza-likeillness,asthenia,chillsandoedema.

 

List of adverse reactions

TheadversereactionsintheadultITPstudies(N=763),paediatricITPstudies(N=171),theHCVstudies(N=1,520) and

post-marketingreportsarelistedbelowbyMedDRAsystemorganclassandbyfrequency.Withineachsystemorganclass,the

adversedrugreactionsarerankedbyfrequency,withthemostfrequentreactionsfirst.Thecorrespondingfrequencycategory

foreachadversedrugreactionisbasedonthefollowingconvention(CIOMSIII):verycommon(≥1/10);common(≥1/100to

<1/10);uncommon(≥1/1,000to<1/100);rare(≥1/10,000to<1/1,000);notknown(cannotbeestimatedfromtheavailable

data).

 

ITP study population

 

System organ 

class
Frequency Adverse reaction

Infectionsand

infestations
Verycommon Nasopharyngitis♦,upperrespiratorytractinfection♦

 Common
Pharyngitis,influenza,oralherpes,pneumonia,sinusitis,tonsillitis,respiratorytractinfection,

gingivitis

 Uncommon Skininfection

Neoplasms

benign,

malignantand

unspecified(incl

cystsand

polyps)

Uncommon Rectosigmoidcancer

Bloodand

lymphatic

system

disorders

Common
Anaemia,eosinophilia,leukocytosis,thrombocytopenia,haemoglobindecreased,white

bloodcellcountdecreased

 Uncommon
Anisocytosis,haemolyticanaemia,myelocytosis,bandneutrophilcountincreased,

myelocytepresent,plateletcountincreased,haemoglobinincreased

Immunesystem

disorders
Uncommon Hypersensitivity

Metabolismand

nutrition

disorders

Common Hypokalaemia,decreasedappetite,blooduricacidincreased

 Uncommon Anorexia,gout,hypocalcaemia

Psychiatric

disorders
Common Sleepdisorder,depression

 Uncommon Apathy,moodaltered,tearfulness

Nervoussystem

disorders
Common Paraesthesia,hypoaesthesia,somnolence,migraine

 Uncommon

Tremor,balancedisorder,dysaesthesia,hemiparesis,migrainewithaura,neuropathy

peripheral,peripheralsensoryneuropathy,speechdisorder,toxicneuropathy,vascular

headache

Eyedisorders Common Dryeye,visionblurred,eyepain,visualacuityreduced

 Uncommon

Lenticularopacities,astigmatism,cataractcortical,lacrimationincreased,retinal

haemorrhage,retinalpigmentepitheliopathy,visualimpairment,visualacuitytests

abnormal,blepharitis,keratoconjunctivitissicca

Earand

labyrinth

disorders

Common Earpain,vertigo

Cardiac Uncommon Tachycardia,acutemyocardialinfarction,cardiovasculardisorder,cyanosis,sinus
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disorders tachycardia,electrocardiogramQTprolonged

Vascular

disorders
Common Deepveinthrombosis,haematoma,hotflush

 Uncommon Embolism,thrombophlebitissuperficial,flushing

Respiratory,

thoracicand

mediastinal

disorders

Verycommon Cough♦

 Common Oropharyngealpain♦,rhinorrhoea♦

 Uncommon
Pulmonaryembolism,pulmonaryinfarction,nasaldiscomfort,oropharyngealblistering,

sinusdisorder,sleepapnoeasyndrome

Gastrointestinal

disorders
Verycommon Nausea,diarrhoea

 Common
Mouthulceration,toothache♦,vomiting,abdominalpain*,mouthhaemorrhage,flatulence

*VerycommoninpaediatricITP

 Uncommon
Drymouth,glossodynia,abdominaltenderness,faecesdiscoloured,foodpoisoning,

frequentbowelmovements,haematemesis,oraldiscomfort

Hepatobiliary

disorders
Verycommon Alanineaminotransferaseincreased†

 Common Aspartateaminotransferaseincreased†,hyperbilirubinaemia,hepaticfunctionabnormal

 Uncommon Cholestasis,hepaticlesion,hepatitis,drug-inducedliverinjury

Skinand

subcutaneous

tissuedisorders

Common Rash,alopecia,hyperhidrosis,pruritusgeneralised,petechiae

 Uncommon
Urticaria,dermatosis,coldsweat,erythema,melanosis,pigmentationdisorder,skin

discolouration,skinexfoliation

Musculoskeletal

andconnective

tissuedisorders

Verycommon Backpain

 Common Myalgia,musclespasm,musculoskeletalpain,bonepain

 Uncommon Muscularweakness

Renaland

urinary

disorders

Common Proteinuria,bloodcreatinineincreased,thromboticmicroangiopathywithrenalfailure‡

 Uncommon
Renalfailure,leukocyturia,lupusnephritis,nocturia,bloodureaincreased,urine

protein/creatinineratioincreased

Reproductive

systemand

breastdisorders

Common Menorrhagia

General

disordersand

administration

siteconditions

Common
Pyrexia*,chestpain,asthenia

*VerycommoninpaediatricITP

 Uncommon
Feelinghot,vesselpuncturesitehaemorrhage,feelingjittery,inflammationofwound,

malaise,sensationofforeignbody

Investigations Common Bloodalkalinephosphataseincreased

 Uncommon
Bloodalbuminincreased,proteintotalincreased,bloodalbumindecreased,pHurine

increased

Injury,

poisoningand

procedural

complications

Uncommon Sunburn

♦ Additionaladversereactionsobservedinpaediatricstudies(aged1to17years).

† Increaseofalanineaminotransferaseandaspartateaminotransferasemayoccursimultaneously,althoughatalower

frequency.

‡ Groupedtermwithpreferredtermsacutekidneyinjuryandrenalfailure

 

HCV study population (in combination with anti-viral interferon and ribavirin therapy)
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System organ 

class
Frequency Adverse reaction

Infectionsand

infestations
Common

Urinarytractinfection,upperrespiratorytractinfection,bronchitis,nasopharyngitis,

influenza,oralherpes

  Uncommon Gastroenteritis,pharyngitis

Neoplasms

benign,

malignantand

unspecified(incl

cystsand

polyps)

Common Hepaticneoplasmmalignant

Bloodand

lymphatic

system

disorders

Verycommon Anaemia

  Common Lymphopenia

  Uncommon Haemolyticanaemia

Metabolismand

nutrition

disorders

Verycommon Decreasedappetite

  Common Hyperglycaemia,abnormallossofweight

Psychiatric

disorders
Common Depression,anxiety,sleepdisorder

  Uncommon Confusionalstate,agitation

Nervoussystem

disorders
Verycommon Headache

  Common
Dizziness,disturbanceinattention,dysgeusia,hepaticencephalopathy,lethargy,memory

impairment,paraesthesia

Eyedisorders Common Cataract,retinalexudates,dryeye,ocularicterus,retinalhaemorrhage

Earand

labyrinth

disorders

Common Vertigo

Cardiac

disorders
Common Palpitations

Respiratory,

thoracicand

mediastinal

disorders

Verycommon Cough

  Common Dyspnoea,oropharyngealpain,dyspnoeaexertional,productivecough

Gastrointestinal

disorders
Verycommon Nausea,diarrhoea

  Common

Vomiting,ascites,abdominalpain,abdominalpainupper,dyspepsia,drymouth,

constipation,abdominaldistension,toothache,stomatitis,gastrooesophagalrefluxdisease,

haemorrhoids,abdominaldiscomfort,varicesoesophageal

  Uncommon Oesophagealvariceshaemorrhage,gastritis,aphthousstomatitis

Hepatobiliary

disorders
Common Hyperbilirubinaemia,jaundice,drug-inducedliverinjury

  Uncommon Portalveinthrombosis,hepaticfailure

Skinand

subcutaneous

tissuedisorders

Verycommon Pruritus

  Common Rash,dryskin,eczema,rashpruritic,erythema,hyperhidrosis,pruritusgeneralised,alopecia

  Uncommon Skinlesion,skindiscolouration,skinhyperpigmentation,nightsweats

Musculoskeletal

andconnective

tissuedisorder

Verycommon Myalgia

  Common Arthralgia,musclespasms,backpain,paininextremity,musculoskeletalpain,bonepain
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Renaland

urinary

disorders

Uncommon Thromboticmicroangiopathywithacuterenalfailure†,dysuria

General

disordersand

administration

siteconditions

Verycommon Pyrexia,fatigue,influenza-likeillness,asthenia,chills

  Common
Irritability,pain,malaise,injectionsitereaction,non-cardiacchestpain,oedema,oedema

peripheral

  Uncommon Injectionsitepruritus,injectionsiterash,chestdiscomfort

Investigations Common

Bloodbilirubinincreased,weightdecreased,whitebloodcellcountdecreased,

haemoglobindecreased,neutrophilcountdecreased,internationalnormalisedratio

increased,activatedpartialthromboplastintimeprolonged,bloodglucoseincreased,blood

albumindecreased

  Uncommon ElectrocardiogramQTprolonged

† Groupedtermwithpreferredtermsoliguria,renalfailureandrenalimpairment

 

Description of selected adverse reactions

 

Thrombotic/thromboembolic events (TEEs)

In3controlledand2uncontrolledclinicalstudiesamongadultITPpatientsreceivingeltrombopag(n=446),17patients

experiencedatotalof19TEEs,whichincluded(indescendingorderofoccurrence)deepveinthrombosis(n=6),pulmonary

embolism(n=6),acutemyocardialinfarction(n=2),cerebralinfarction(n=2),embolism(n=1)(seesection4.4).

 

Inaplacebo-controlledstudy(n=288,Safetypopulation),following2weeks'treatmentinpreparationforinvasiveprocedures,

6of143(4%)adultpatientswithchronicliverdiseasereceivingeltrombopagexperienced7TEEsoftheportalvenoussystem

and2of145(1%)patientsintheplacebogroupexperienced3TEEs.Fiveofthe6patientstreatedwitheltrombopag

experiencedtheTEEataplateletcount> 200,000/µl

 

NospecificriskfactorswereidentifiedinthosepatientswhoexperiencedaTEEwiththeexceptionofplateletcounts

≥ 200,000/µl(seesection4.4).

 

IncontrolledstudiesinthrombocytopenicpatientswithHCV(n=1,439),38outof955patients(4%)treatedwitheltrombopag

experiencedaTEEand6outof484patients(1%)intheplacebogroupexperiencedTEEs.Portalveinthrombosiswasthemost

commonTEEinbothtreatmentgroups(2%inpatientstreatedwitheltrombopagversus<1%forplacebo)(seesection4.4).

Patientswithlowalbuminlevels(≤ 35g/l)orMELD≥ 10hada2-foldgreaterriskofTEEsthanthosewithhigheralbuminlevels;

thoseaged≥ 60yearshada2-foldgreaterriskofTEEscomparedtoyoungerpatients.

 

Hepatic decompensation (use with interferon)

ChronicHCVpatientswithcirrhosismaybeatriskofhepaticdecompensationwhenreceivingalfainterferontherapy.In2

controlledclinicalstudiesinthrombocytopenicpatientswithHCV,hepaticdecompensation(ascites,hepaticencephalopathy,

varicealhaemorrhage,spontaneousbacterialperitonitis)wasreportedmorefrequentlyintheeltrombopagarm(11%)thanin

theplaceboarm(6%).Inpatientswithlowalbuminlevels(≤ 35g/l)orMELDscore≥ 10atbaseline,therewasa3-foldgreater

riskofhepaticdecompensationandanincreaseintheriskofafataladverseeventcomparedtothosewithlessadvancedliver

disease.Eltrombopagshouldonlybeadministeredtosuchpatientsaftercarefulconsiderationoftheexpectedbenefitsin

comparisonwiththerisks.Patientswiththesecharacteristicsshouldbecloselymonitoredforsignsandsymptomsofhepatic

decompensation(seesection4.4).

 

Hepatotoxicity

InthecontrolledclinicalstudiesinchronicITPwitheltrombopag,increasesinserumALT,ASTandbilirubinwereobserved(see

section4.4).

 

Thesefindingsweremostlymild(Grade1-2),reversibleandnotaccompaniedbyclinicallysignificantsymptomsthatwould

indicateanimpairedliverfunction.Acrossthe3placebo-controlledstudiesinadultswithchronicITP,1patientintheplacebo

groupand1patientintheeltrombopaggroupexperiencedaGrade4livertestabnormality.Intwoplacebo-controlledstudies

inpaediatricpatients(aged1to17years)withchronicITP,ALT≥ 3xULNwasreportedin4.7%and0%oftheeltrombopag

andplacebogroups,respectively.
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In2controlledclinicalstudiesinpatientswithHCV,ALTorAST≥ 3xULNwasreportedin34%and38%oftheeltrombopag

andplacebogroups,respectively.Mostpatientsreceivingeltrombopagincombinationwithpeginterferon/ribavirintherapy

willexperienceindirecthyperbilirubinaemia.

Overall,totalbilirubin≥ 1.5xULNwasreportedin76%and50%oftheeltrombopagandplacebogroups,respectively

 

Thrombocytopenia following discontinuation of treatment

Inthe3controlledclinicalITPstudies,transientdecreasesinplateletcountstolevelslowerthanbaselinewereobserved

followingdiscontinuationoftreatmentin8%and8%oftheeltrombopagandplacebogroups,respectively(seesection4.4).

 

Increased bone marrow reticulin

Acrosstheprogramme,nopatientshadevidenceofclinicallyrelevantbonemarrowabnormalitiesorclinicalfindingsthat

wouldindicatebonemarrowdysfunction.InasmallnumberofITPpatients,eltrombopagtreatmentwasdiscontinueddueto

bonemarrowreticulin(seesection4.4).

 

Reporting of suspected adverse reactions

Reportingsuspectedadversereactionsafterauthorisationofthemedicinalproductisimportant.Itallowscontinued

monitoringofthebenefit/riskbalanceofthemedicinalproduct.Healthcareprofessionalsareaskedtoreportanysuspected

adversereactionsviaHPRAPharmacovigilance;website:www.hpra.ie.

4.9 Overdose

Intheeventofoverdose,plateletcountsmayincreaseexcessivelyandresultinthrombotic/thromboemboliccomplications.In

caseofanoverdose,considerationshouldbegiventooraladministrationofametalcation-containingpreparation,suchas

calcium,aluminium,ormagnesiumpreparationstochelateeltrombopagandthuslimitabsorption.Plateletcountsshouldbe

closelymonitored.Treatmentwitheltrombopagshouldbereinitiatedinaccordancewithdosingandadministration

recommendations(seesection4.2).

 

Intheclinicalstudiestherewasonereportofoverdosewherethepatientingested5000mgofeltrombopag.Reportedadverse

reactionsincludedmildrash,transientbradycardia,ALTandASTelevation,andfatigue.LiverenzymesmeasuredbetweenDays

2and18afteringestionpeakedata1.6-foldULNinAST,a3.9-foldULNinALT,anda2.4-foldULNintotalbilirubin.The

plateletcountswere672,000/µlonDay18afteringestionandthemaximumplateletcountwas929,000/µl.Alleventswere

resolvedwithoutsequelaefollowingtreatment.

 

Becauseeltrombopagisnotsignificantlyrenallyexcretedandishighlyboundtoplasmaproteins,haemodialysiswouldnotbe

expectedtobeaneffectivemethodtoenhancetheeliminationofeltrombopag.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup:Antihemorrhagics,othersystemichemostatics.ATCcode:B02BX05.

 

Mechanism of action

TPOisthemaincytokineinvolvedinregulationofmegakaryopoiesisandplateletproduction,andistheendogenousligandfor

theTPO-R.EltrombopaginteractswiththetransmembranedomainofthehumanTPO-Randinitiatessignallingcascades

similarbutnotidenticaltothatofendogenousthrombopoietin(TPO),inducingproliferationanddifferentiationfrombone

marrowprogenitorcells.

 

Clinical efficacy and safety

 

Immune (primary) thrombocytopenia (ITP) studies

TwophaseIII,randomised,double-blind,placebo-controlledstudiesRAISE(TRA102537)andTRA100773Bandtwoopen-label

studiesREPEAT(TRA108057)andEXTEND(TRA105325)evaluatedthesafetyandefficacyofeltrombopaginadultpatientswith

previouslytreatedITP.Overall,eltrombopagwasadministeredto277ITPpatientsforatleast6monthsand202patientsforat

least1year.Thesingle-armphaseIIstudyTAPER(CETB115J2411)evaluatedthesafetyandefficacyofeltrombopagandits

abilitytoinducesustainedresponseaftertreatmentdiscontinuationin105adultITPpatientswhorelapsedorfailedtorespond

tofirst-linecorticosteroidtreatment.

 

http://www.hpra.ie/
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Double-blind placebo-controlled studies

RAISE:

197ITPpatientswererandomised2:1,eltrombopag(n=135)toplacebo(n=62),andrandomisationwasstratifiedbasedupon

splenectomystatus,useofITPmedicinalproductsatbaselineandbaselineplateletcount.Thedoseofeltrombopagwas

adjustedduringthe6-monthtreatmentperiodbasedonindividualplateletcounts.Allpatientsinitiatedtreatmentwith

eltrombopag50mg.FromDay29totheendoftreatment,15to28%ofeltrombopag-treatedpatientsweremaintainedon

≤ 25mgand29to53%received75mg.

 

Inaddition,patientscouldtaperoffconcomitantITPmedicinalproductsandreceiverescuetreatmentsasdictatedbylocal

standardofcare.Morethanhalfofallpatientsineachtreatmentgrouphad≥ 3priorITPtherapiesand36%hadaprior

splenectomy.

 

Medianplateletcountsatbaselinewere16,000/µlforbothtreatmentgroupsandintheeltrombopaggroupweremaintained

above50,000/µlatallon-therapyvisitsstartingatDay15;incontrast,medianplateletcountsintheplacebogroupremained

< 30,000/µlthroughoutthestudy.

 

Plateletcountresponsebetween50,000-400,000/µlintheabsenceofrescuetreatmentwasachievedbysignificantlymore

patientsintheeltrombopagtreatedgroupduringthe6monthtreatmentperiod,p<0.001.Fifty-fourpercentofthe

eltrombopag-treatedpatientsand13%ofplacebo-treatedpatientsachievedthislevelofresponseafter6weeksoftreatment.

Asimilarplateletresponsewasmaintainedthroughoutthestudy,with52%and16%ofpatientsrespondingattheendofthe

6-monthtreatmentperiod.

 

Table4SecondaryefficacyresultsfromRAISE

  Eltrombopag N=135 Placebo N=62

Keysecondaryendpoints  

Numberofcumulativeweekswithplateletcounts

≥ 50,000-400,000/µl,Mean(SD)
11.3(9.46) 2.4(5.95)

Patientswith≥ 75%ofassessmentsinthetargetrange(50,000to400,000/µl),n(%)

p-valuea
51(38) 4(7)

 <0.001 <0.001

Patientswithbleeding(WHOGrades1-4)atanytimeduring6months,n(%)

p-valuea
106(79) 56(93)

 0.012 0.012

Patientswithbleeding(WHOGrades2-4)atanytimeduring6months,n(%)

p-valuea
44(33) 32(53)

 0.002 0.002

Requiringrescuetherapy,n(%)

p-valuea
24(18) 25(40)

 0.001 0.001

PatientsreceivingITPtherapyatbaseline(n) 63 31

Patientswhoattemptedtoreduceordiscontinuebaselinetherapy,n(%)b

p-valuea
37(59) 10(32)

 0.016 0.016

aLogisticregressionmodeladjustedforrandomisationstratificationvariables

b21outof63(33%)patientstreatedwitheltrombopagwhoweretakinganITPmedicinalproductatbaselinepermanently

discontinuedallbaselineITPmedicinalproducts.

Atbaseline,morethan70%ofITPpatientsineachtreatmentgroupreportedanybleeding(WHOGrades1-4)andmorethan

20%reportedclinicallysignificantbleeding(WHOGrades2-4),respectively.Theproportionofeltrombopag-treatedpatients

withanybleeding(Grades1-4)andclinicallysignificantbleeding(Grades2-4)wasreducedfrombaselinebyapproximately50%

fromDay15totheendoftreatmentthroughoutthe6-monthtreatmentperiod.

 

TRA100773B:

Theprimaryefficacyendpointwastheproportionofresponders,definedasITPpatientswhohadanincreaseinplateletcounts

to≥ 50,000/µlatDay43fromabaselineof< 30,000/µl;patientswhowithdrewprematurelyduetoaplateletcount>

200,000/µlwereconsideredresponders,thosethatdiscontinuedforanyotherreasonwereconsiderednon-responders

irrespectiveofplateletcount.Atotalof114patientswithpreviouslytreatedITPwererandomised2:1eltrombopag(n=76)to

placebo(n=38).
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Table5EfficacyresultsfromTRA100773B

  Eltrombopag N=74 Placebo N=38

Keyprimaryendpoints  

Eligibleforefficacyanalysis,n 73 37

Patientswithplateletcount≥ 50,000/µlafterupto42daysofdosing(comparedtoa

baselinecountof< 30,000/µl),n(%)

p-valuea
43(59) 6(16)

 <0.001 <0.001

Keysecondaryendpoints  

PatientswithaDay43bleedingassessment,n 51 30

Bleeding(WHOGrades1-4)n(%)

p-valuea
20(39) 18(60)

 0.029 0.029

a Logisticregressionmodeladjustedforrandomisationstratificationvariables

 

InbothRAISEandTRA100773BtheresponsetoeltrombopagrelativetoplacebowassimilarirrespectiveofITPmedicinal

productuse,splenectomystatusandbaselineplateletcount(≤ 15,000/µl,> 15,000/µl)atrandomisation.

 

InRAISEandTRA100773Bstudies,inthesubgroupofITPpatientswithbaselineplateletcount≤ 15,000/μlthemedianplatelet

countsdidnotreachthetargetlevel(>50,000/µl),althoughinbothstudies43%ofthesepatientstreatedwitheltrombopag

respondedafter6weeksoftreatment.Inaddition,intheRAISEstudy,42%ofpatientswithbaselineplateletcount≤ 15,000/μl

treatedwitheltrombopagrespondedattheendofthe6monthtreatmentperiod.Forty-twoto60%ofthe

eltrombopag-treatedpatientsintheRAISEstudywerereceiving75mgfromDay29totheendoftreatment.

 

Open-label non-controlled studies

REPEAT(TRA108057):

Thisopen-label,repeat-dosestudy(3cyclesof6weeksoftreatment,followedby4weeksofftreatment)showedthatepisodic

usewithmultiplecoursesofeltrombopaghasdemonstratednolossofresponse.

 

EXTEND(TRA105325):

Eltrombopagwasadministeredto302ITPpatientsinthisopen-labelextensionstudy,218patientscompleted1year,180

completed2years,107completed3years,75completed4years,34completed5yearsand18completed6years.Themedian

baselineplateletcountwas19,000/µlpriortoeltrombopagadministration.Medianplateletcountsat1,2,3,4,5,6and7years

onstudywere85,000/µl,85,000/µl,105,000/µl,64,000/µl,75,000/µl,119,000/µland76,000/µl,respectively.

 

TAPER(CETB115J2411):

Thiswasasingle-armphaseIIstudyincludingITPpatientstreatedwitheltrombopagafterfirst-linecorticosteroidfailure

irrespectiveoftimesincediagnosis.Atotalof105patientswereenrolledonthestudyandstartedeltrombopagtreatmenton

50mgoncedaily(25mgoncedailyforpatientsofEast-/Southeast-Asianancestry).Thedoseofeltrombopagwasadjusted

duringthetreatmentperiodbasedonindividualplateletcountswiththegoaltoachieveaplateletcount≥100,000/µl.

 

Ofthe105patientswhowereenrolledinthestudyandwhoreceivedatleastonedoseofeltrombopag,69patients(65.7%)

completedtreatmentand36patients(34.3%)discontinuedtreatmentearly.

 

Analysisofsustainedresponseofftreatment

TheprimaryendpointwastheproportionofpatientswithsustainedresponseofftreatmentuntilMonth12.Patientswho

reachedaplateletcountof≥100000/µlandmaintainedplateletcountsaround100000/µlfor2months(nocountsbelow70

000/µl)wereeligiblefortaperingoffeltrombopagandtreatmentdiscontinuation.Tobeconsideredashavingachieveda

sustainedresponseofftreatment,apatienthadtomaintainplateletcounts≥30000/µl,intheabsenceofbleedingeventsor

theuseofrescuetherapy,bothduringthetreatmenttaperingperiodandfollowingdiscontinuationoftreatmentuntilMonth

12.

 

Thedurationoftaperingwasindividualiseddependingonthestartingdoseandtheresponseofthepatient.Thetapering

schedulerecommendeddosereductionsof25mgevery2weeksiftheplateletcountswerestable.Afterthedailydosewas

reducedto25mgfor2weeks,thedoseof25mgwasthenonlyadministeredonalternatedaysfor2weeksuntiltreatment

discontinuation.Thetaperingwasdoneinsmallerdecrementsof12.5mgeverysecondweekforpatientsof
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East-/Southeast-Asianancestry. Ifarelapse(definedasplateletcount<30000/µl)occurred,patientswereofferedanew

courseofeltrombopagattheappropriatestartingdose.

 

Eighty-ninepatients(84.8%)achievedacompleteresponse(plateletcount≥100000/µl)(Step1,Table6)and65patients

(61.9%)maintainedthecompleteresponseforatleast2monthswithnoplateletcountsbelow70000/µl(Step2,Table6).

Forty-fourpatients(41.9%)wereabletobetaperedoffeltrombopaguntiltreatmentdiscontinuationwhilemaintainingplatelet

counts≥30000/µlintheabsenceofbleedingeventsortheuseofrescuetherapy(Step3,Table6).

 

Thestudymettheprimaryobjectivebydemonstratingthateltrombopagwasabletoinducesustainedresponseofftreatment,

intheabsenceofbleedingeventsortheuseofrescuetherapy,byMonth12in32ofthe105enrolledpatients(30.5%;

p<0.0001;95%CI:21.9,40.2)(Step4,Table6).ByMonth24,20ofthe105enrolledpatients(19.0%;95%CI:12.0,27.9)

maintainedsustainedresponseofftreatmentintheabsenceofbleedingeventsortheuseofrescuetherapy(Step5,Table6).

 

ThemediandurationofsustainedresponseaftertreatmentdiscontinuationtoMonth12was33.3weeks(min-max:4-51),and

themediandurationofsustainedresponseaftertreatmentdiscontinuationtoMonth24was88.6weeks(min-max:57-107).

 

Aftertaperingoffanddiscontinuationofeltrombopagtreatment,12patientshadalossofresponse,8ofthemre-started

eltrombopagand7hadarecoveryresponse.

 

Duringthe2-yearfollow-up,6outof105patients(5.7%)experiencedthromboembolicevents,ofwhich3patients(2.9%)

experienceddeepveinthrombosis,1patient(1.0%)experiencedsuperficialveinthrombosis,1patient(1.0%)experienced

cavernoussinusthrombosis,1patient(1.0%)experiencedcerebrovascularaccidentand1patient(1.0%)experienced

pulmonaryembolism.Ofthe6patients,4patientsexperiencedthromboemboliceventsthatwerereportedatorgreaterthan

Grade3,and4patientsexperiencedthromboemboliceventthatwerereportedasserious.Nofatalcaseswerereported.

 

Twentyoutof105patients(19.0%)experiencedmildtoseverehaemorrhageeventsontreatmentbeforetaperingstarted.Five

outof65patients(7.7%)whostartedtaperingexperiencedmildtomoderatehaemorrhageeventsduringtapering.Nosevere

haemorrhageeventoccurredduringtapering.Twooutof44patients(4.5%)whotaperedoffanddiscontinuedeltrombopag

treatmentexperiencedmildtomoderatehaemorrhageeventsaftertreatmentdiscontinuationuntilMonth12.Nosevere

haemorrhageeventoccurredduringthisperiod.Noneofthepatientswhodiscontinuedeltrombopagandenteredthesecond

yearfollow-upexperiencedhaemorrhageeventduringthesecondyear.Twofatalintracranialhaemorrhageeventswere

reportedduringthe2-yearfollow-up.Botheventsoccurredontreatment,notinthecontextoftapering.Theeventswerenot

consideredtoberelatedtostudytreatment.

 

Theoverallsafetyanalysisisconsistentwithpreviouslyreporteddataandtherisk-benefitassessmentremainedunchangedfor

theuseofeltrombopaginpatientswithITP.

 

Table6ProportionofpatientswithsustainedresponseofftreatmentatMonth12andatMonth24

 (fullanalysisset)inTAPER

  All patients N=105  Hypothesis testing 

 n (%) 95% CI p-value Reject H0

Step1:Patientswhoreachedplateletcount≥100000/µl

atleastonce
89(84.8) (76.4,91.0)    

Step2:Patientswhomaintainedstableplateletcount

for2monthsafterreaching100000/µl(nocounts

<70000/µl)

65(61.9) (51.9,71.2)    

Step3:Patientswhowereabletobetaperedoff

eltrombopaguntiltreatmentdiscontinuation,

maintainingplateletcount

≥30000/µlintheabsenceofbleedingeventsoruseof

anyrescuetherapy

44(41.9) (32.3,51.9)    

Step4:Patientswithsustainedresponseofftreatment

untilMonth12,withplateletcountmaintained≥30

000/µlintheabsenceofbleedingeventsoruseofany

rescuetherapy

32(30.5) (21.9,40.2) <0.0001* Yes

Step5:Patientswithsustainedresponseofftreatment

fromMonth12toMonth24,maintainingplateletcount

≥30000/µlintheabsenceofbleedingeventsoruseof

20(19.0) (12.0,27.9)    



HealthProductsRegulatoryAuthority

17April2025 CRN00FPMM Page18of26

anyrescuetherapy

N:Thetotalnumberofpatientsinthetreatmentgroup.Thisisthedenominatorforpercentage(%)calculation.

n:Numberofpatientsinthecorrespondingcategory.

The95%CIforthefrequencydistributionwascomputedusingClopper-Pearsonexactmethod.Clopper-Pearsontestwasused

fortestingwhethertheproportionofresponderswas>15%.CIandp-valuesarereported.

*Indicatesstatisticalsignificance(one-sided)atthe0.05level. 

 

ResultsofresponseontreatmentanalysisbytimesinceITPdiagnosis

Anad-hocanalysiswasconductedonthen=105patientsbytimesinceITPdiagnosistoassesstheearlyresponseto

eltrombopagacrossfourdifferentITPcategoriesbytimesincediagnosis(newlydiagnosedITP<3months,persistentITP3to

<6months,persistentITP6to≤12months,andchronicITP>12months).49%ofpatients(n=51)hadanITPdiagnosisof<3

months,20%(n=21)of3to<6months,17%(n=18)of6to≤12monthsand14%(n=15)of>12months.

 

Untilthecut-offdate(22-Oct-2021),patientswereexposedtoeltrombopagforamedian(Q1-Q3)durationof6.2months

(2.3-12.0months).Themedian(Q1-Q3)plateletcountatbaselinewas16,000/µl(7,800-28,000/µl).

 

Plateletcountresponse(definedasaplateletcount≥50,000/µlatleastoncebyWeek9withoutrescuetherapy)wasachieved

in84%(95%CI:71%to93%)ofnewlydiagnosedITPpatients,91%(95%CI:70%to99%)and94%(95%CI:73%to100%)of

persistentITPpatients(i.e.withITPdiagnosis3to<6monthsand6to≤12months,respectively),andin87%(95%CI:60%to

98%)ofchronicITPpatients.

 

Therateofcompleteresponse,definedasplateletcount≥100,000/µlatleastoncebyWeek9withoutrescuetherapy,was75%

(95%CI:60%to86%)innewlydiagnosedITPpatients,76%(95%CI:53%to92%)and72%(95%CI:47%to90%)inpersistent

ITPpatients(ITPdiagnosis3to<6monthsand6to≤12months,respectively),and87%(95%CI:60%to98%)inchronicITP

patients.

 

Therateofdurableresponse,definedasaplateletcount≥50,000/µlforatleast6outof8consecutiveassessmentswithout

rescuetherapyduringthefirst6monthsonstudy,was71%(95%CI:56%to83%)innewlydiagnosedITPpatients,81%(95%

CI:58%to95%)and72%(95%CI:47%to90.3%)inpersistentITPpatients(ITPdiagnosis3to<6monthsand6to≤12months,

respectively),and80%(95%CI:52%to96%)inchronicITPpatients.

 

WhenassessedwiththeWHOBleedingScale,theproportionofnewlydiagnosedandpersistentITPpatientswithoutbleeding

atWeek4rangedfrom88%to95%comparedto37%to57%atbaseline.ForchronicITPpatientsitwas93%comparedto73%

atbaseline.

 

ThesafetyofeltrombopagwasconsistentacrossallITPcategoriesandinlinewithitsknownsafetyprofile.

 

Clinicalstudiescomparingeltrombopagtoothertreatmentoptions(e.g.splenectomy)havenotbeenconducted.The

long-termsafetyofeltrombopagshouldbeconsideredpriortostartingtherapy.

 

Paediatric population (aged 1 to 17 years)

Thesafetyandefficacyofeltrombopaginpaediatricpatientshavebeeninvestigatedintwostudies.

 

TRA115450 (PETIT2):

Theprimaryendpointwasasustainedresponse,definedastheproportionofpatientsreceivingeltrombopag,comparedto

placebo,achievingplateletcounts≥ 50,000/µlforatleast6outof8weeks(intheabsenceofrescuetherapy),betweenweeks5

to12duringthedouble-blindrandomisedperiod.PatientswerediagnosedwithchronicITPforatleast1yearandwere

refractoryorrelapsedtoatleastonepriorITPtherapyorunabletocontinueotherITPtreatmentsforamedicalreasonandhad

plateletcount< 30,000/µl.Ninety-twopatientswererandomisedbythreeagecohortstrata(2:1)toeltrombopag(n=63)or

placebo(n=29).Thedoseofeltrombopagcouldbeadjustedbasedonindividualplateletcounts.

 

Overall,asignificantlygreaterproportionofeltrombopagpatients(40%)comparedwithplacebopatients(3%)achievedthe

primaryendpoint(OddsRatio:18.0[95%CI:2.3,140.9]p<0.001)whichwassimilaracrossthethreeagecohorts(Table7).

 

Table7SustainedplateletresponseratesbyagecohortinpaediatricpatientswithchronicITP

 
Eltrombopag

n/N (%)

Placebo

n/N (%)
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[95% CI] [95% CI]

Cohort1(12to17years)

 

Cohort2(6to11years)

 

Cohort3(1to5years)

9/23(39%)

[20%,61%]

11/26(42%)

[23%,63%]

5/14(36%)

[13%,65%]

1/10(10%)

[0%,45%]

0/13(0%)

[N/A]

0/6(0%)

[N/A]

 

Statisticallyfewereltrombopagpatientsrequiredrescuetreatmentduringtherandomisedperiodcomparedtoplacebo

patients(19%[12/63]vs.24%[7/29],p=0.032).

 

Atbaseline,71%ofpatientsintheeltrombopaggroupand69%intheplacebogroupreportedanybleeding(WHOGrades

1-4).AtWeek12,theproportionofeltrombopagpatientsreportinganybleedingwasdecreasedtohalfofbaseline(36%).In

comparison,atWeek12,55%ofplacebopatientsreportedanybleeding.

 

PatientswerepermittedtoreduceordiscontinuebaselineITPtherapyonlyduringtheopen-labelphaseofthestudyand53%

(8/15)ofpatientswereabletoreduce(n=1)ordiscontinue(n=7)baselineITPtherapy,mainlycorticosteroids,withoutneeding

rescuetherapy.

 

TRA108062 (PETIT): 

Theprimaryendpointwastheproportionofpatientsachievingplateletcounts≥ 50,000/µlatleastoncebetweenweeks1and

6oftherandomisedperiod.PatientswerediagnosedwithITPforatleast6monthsandwererefractoryorrelapsedtoatleast

onepriorITPtherapywithaplateletcount< 30,000/µl(n=67).Duringtherandomisedperiodofthestudy,patientswere

randomisedbythreeagecohortstrata(2:1)toeltrombopag(n=45)orplacebo(n=22).Thedoseofeltrombopagcouldbe

adjustedbasedonindividualplateletcounts.

Overall,asignificantlygreaterproportionofeltrombopagpatients(62%)comparedwithplacebopatients(32%)metthe

primaryendpoint(OddsRatio:4.3[95%CI:1.4,13.3]p=0.011).

 

Sustainedresponsewasseenin50%oftheinitialrespondersduring20outof24weeksinthePETIT2studyand15outof24

weeksinthePETITstudy.

 

Chronic hepatitis C associated thrombocytopenia studies

TheefficacyandsafetyofeltrombopagforthetreatmentofthrombocytopeniainpatientswithHCVinfectionwereevaluatedin

tworandomised,double-blind,placebo-controlledstudies.ENABLE1utilisedpeginterferonalfa-2aplusribavirinforantiviral

treatmentandENABLE2utilisedpeginterferonalfa-2bplusribavirin.Patientsdidnotreceivedirectactingantiviralagents.In

bothstudies,patientswithaplateletcountof<75,000/µlwereenrolledandstratifiedbyplateletcount(< 50,000/µland

≥ 50,000/µlto< 75,000/µl),screeningHCVRNA(< 800,000IU/mland≥ 800,000IU/ml),andHCVgenotype(genotype2/3,and

genotype1/4/6).

 

BaselinediseasecharacteristicsweresimilarinbothstudiesandwereconsistentwithcompensatedcirrhoticHCVpatient

population.ThemajorityofpatientswereHCVgenotype1(64%)andhadbridgingfibrosis/cirrhosis.Thirty-onepercentof

patientshadbeentreatedwithpriorHCVtherapies,primarilypegylatedinterferonplusribavirin.Themedianbaselineplatelet

countwas59,500/µlinbothtreatmentgroups:0.8%,28%and72%ofthepatientsrecruitedhadplateletcounts< 20,000/µl,

< 50.000/µland≥ 50,000/µlrespectively.

 

Thestudiesconsistedoftwophases–apre-antiviraltreatmentphaseandanantiviraltreatmentphase.Inthepre-antiviral

treatmentphase,patientsreceivedopen-labeleltrombopagtoincreasetheplateletcountto≥ 90,000/µlforENABLE1and

≥ 100,000/µlforENABLE2.Themediantimetoachievethetargetplateletcount≥ 90,000/µl(ENABLE1)or≥ 100,000/µl

(ENABLE2)was2weeks.

 

Theprimaryefficacyendpointforbothstudieswassustainedvirologicresponse(SVR),definedasthepercentageofpatients

withnodetectableHCV-RNAat24weeksaftercompletionoftheplannedtreatmentperiod.

 

InbothHCVstudies,asignificantlygreaterproportionofpatientstreatedwitheltrombopag(n=201,21%)achievedSVR

comparedtothosetreatedwithplacebo(n=65,13%)(seeTable8).Theimprovementintheproportionofpatientswho

achievedSVRwasconsistentacrossallsubgroupsintherandomisationstrata(baselineplateletcounts(< 50,000vs.> 50,000),

viralload(< 800,000IU/mlvs.≥ 800,000IU/ml)andgenotype(2/3vs.1/4/6)).
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Table8VirologicresponseinHCVpatientsinENABLE1andENABLE2

  Pooled data  ENABLE 1a  ENABLE 2b 

Patientsachievingtargetplatelet

countsandinitiatingantiviraltherapyc 1,439/1,520

(95%)


680/715(95%)


759/805(94%)



  Eltrombopag Placebo Eltrombopag Placebo Eltrombopag Placebo

Total number of patients entering 

antiviral treatment phase
n=956 n=485 n=450 n=232 n=506 n=253

 

% patients 

achieving 

virologic 

response

% 

patients 

achieving 

virologic 

response

% patients 

achieving 

virologic 

response

% 

patients 

achieving 

virologic 

response

% patients 

achieving 

virologic 

response

% 

patients 

achieving 

virologic 

response

Overall SVR d 21 13 23 14 19 13

HCV RNA Genotype            

Genotype2/3 35 25 35 24 34 25

Genotype1/4/6e 15 8 18 10 13 7

Albumin levels f         

≤35g/l 11 8    

>35g/l 25 16    

MELD scoref        

≥10 18 10    

<10 23 17    

aEltrombopaggivenincombinationwithpeginterferonalfa-2a(180μgonceweeklyfor48weeksforgenotypes1/4/6;24

weeksforgenotype2/3)plusribavirin(800to1200mgdailyin2divideddosesorally)

bEltrombopaggivenincombinationwithpeginterferonalfa-2b(1.5μg/kgonceweeklyfor48weeksforgenotype1/4/6;24

weeksforgenotype2/3)plusribavirin(800to1400mgorallyin2divideddoses)

cTargetplateletcountwas≥ 90,000/µlforENABLE1and≥ 100,000/µlforENABLE2.ForENABLE1,682patientswere

randomisedtotheantiviraltreatmentphase;however,2patientsthenwithdrewconsentpriortoreceivingantiviraltherapy

dp-value<0.05foreltrombopagversusplacebo

e64%patientsparticipatinginENABLE1andENABLE2weregenotype1

fPost-hocanalyses

Othersecondaryfindingsofthestudiesincludedthefollowing:significantlyfewerpatientstreatedwitheltrombopag

prematurelydiscontinuedantiviraltherapycomparedtoplacebo(45%vs.60%,p=<0.0001).Agreaterproportionofpatients

oneltrombopagdidnotrequireanyantiviraldosereductionascomparedtoplacebo(45%vs.27%).Eltrombopagtreatment

delayedandreducedthenumberofpeginterferondosereductions.

5.2 Pharmacokinetic properties

Pharmacokinetics

Theplasmaeltrombopagconcentration-timedatacollectedin88patientswithITPinstudiesTRA100773AandTRA100773B

werecombinedwithdatafrom111healthyadultsubjectsinapopulationPKanalysis.PlasmaeltrombopagAUC(0-t)andCmax

estimatesforITPpatientsarepresented(Table9).

 

Table9 Geometricmean(95%confidenceintervals)ofsteady-stateplasmaeltrombopagpharmacokineticparametersinadults

withITP

Eltrombopag dose, once daily N AUC (0-t)a µg.h/ml Cmax 
a, µg/ml

30mg 28 47(39,58) 3.78(3.18,4.49)

50mg 34 108(88,134) 8.01(6.73,9.53)

75mg 26 168(143,198) 12.7(11.0,14.5)

a AUC(0-t)andCmaxbasedonpopulationPKpost-hocestimates.

 

Plasmaeltrombopagconcentration-timedatacollectedin590patientswithHCVenrolledinphaseIIIstudies

TPL103922/ENABLE1andTPL108390/ENABLE2werecombinedwithdatafrompatientswithHCVenrolledinthephaseII

studyTPL102357andhealthyadultsubjectsinapopulationPKanalysis.PlasmaeltrombopagCmaxandAUC(0-t)estimatesfor

patientswithHCVenrolledinthephaseIIIstudiesarepresentedforeachdosestudiedinTable10.
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Table10Geometricmean(95%CI)steady-stateplasmaeltrombopagpharmacokineticparametersinpatientswithchronicHCV

Eltrombopag dose (once daily) N
AUC(0-t)

(µg.h/ml)

Cmax

(µg/ml)

25mg 330
118

(109,128)

6.40

(5.97,6.86)

50mg 119
166

(143,192)

9.08

(7.96,10.35)

75mg 45
301

(250,363)

16.71

(14.26,19.58)

100mg 96
354

(304,411)

19.19

(16.81,21.91)

Datapresentedasgeometricmean(95%CI).

AUC(0-t)andCmaxbasedonpopulationPKpost-hocestimatesatthehighestdoseinthedataforeachpatient.

 

Absorption and bioavailability

Eltrombopagisabsorbedwithapeakconcentrationoccurring2to6hoursafteroraladministration.Administrationof

eltrombopagconcomitantlywithantacidsandotherproductscontainingpolyvalentcationssuchasdairyproductsandmineral

supplementssignificantlyreduceseltrombopagexposure(seesection4.2). Inarelativebioavailabilitystudyinadults,the

eltrombopagpowderfororalsuspensiondelivered22%higherplasmaAUC(0-t)thanthefilm-coatedtabletformulation.The

absoluteoralbioavailabilityofeltrombopagafteradministrationtohumanshasnotbeenestablished.Basedonurinary

excretionandmetaboliteseliminatedinfaeces,theoralabsorptionofdrug-relatedmaterialfollowingadministrationofasingle

75mgeltrombopagsolutiondosewasestimatedtobeatleast52%.

 

Distribution

Eltrombopagishighlyboundtohumanplasmaproteins(>99.9%),predominantlytoalbumin.Eltrombopagisasubstratefor

BCRP,butisnotasubstrateforP-glycoproteinorOATP1B1.

 

Biotransformation

Eltrombopagisprimarilymetabolisedthroughcleavage,oxidationandconjugationwithglucuronicacid,glutathione,or

cysteine.Inahumanradiolabelstudy,eltrombopagaccountedforapproximately64%ofplasmaradiocarbonAUC(0-t).Minor

metabolitesduetoglucuronidationandoxidationwerealsodetected.In vitro studiessuggestthatCYP1A2andCYP2C8are

responsibleforoxidativemetabolismofeltrombopag.UridinediphosphoglucuronyltransferaseUGT1A1andUGT1A3are

responsibleforglucuronidation,andbacteriainthelowergastrointestinaltractmayberesponsibleforthecleavagepathway.

 

Elimination

Absorbedeltrombopagisextensivelymetabolised.Thepredominantrouteofeltrombopagexcretionisviafaeces(59%)with

31%ofthedosefoundintheurineasmetabolites.Unchangedparentcompound(eltrombopag)isnotdetectedinurine.

Unchangedeltrombopagexcretedinfaecesaccountsforapproximately20%ofthedose.Theplasmaeliminationhalf-lifeof

eltrombopagisapproximately21-32hours.

 

Pharmacokinetic interactions

Basedonahumanstudywithradiolabelledeltrombopag,glucuronidationplaysaminorroleinthemetabolismof

eltrombopag.HumanlivermicrosomestudiesidentifiedUGT1A1andUGT1A3astheenzymesresponsibleforeltrombopag

glucuronidation.EltrombopagwasaninhibitorofanumberofUGTenzymesin vitro.Clinicallysignificantdruginteractions

involvingglucuronidationarenotanticipatedduetolimitedcontributionofindividualUGTenzymesintheglucuronidationof

eltrombopag.

 

Approximately21%ofaneltrombopagdosecouldundergooxidativemetabolism.Humanlivermicrosomestudiesidentified

CYP1A2andCYP2C8astheenzymesresponsibleforeltrombopagoxidation.EltrombopagdoesnotinhibitorinduceCYP

enzymesbasedonin vitro andin vivo data(seesection4.5).

 

In vitro studiesdemonstratethateltrombopagisaninhibitoroftheOATP1B1transporterandaninhibitoroftheBCRP

transporterandeltrombopagincreasedexposureoftheOATP1B1andBCRPsubstraterosuvastatininaclinicaldruginteraction

study(seesection4.5).Inclinicalstudieswitheltrombopag,adosereductionofstatinsby50%wasrecommended.

 

Eltrombopagchelateswithpolyvalentcationssuchasiron,calcium,magnesium,aluminium,seleniumandzinc(seesections4.2

and4.5).
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In vitro studiesdemonstratedthateltrombopagisnotasubstratefortheorganicaniontransporterpolypeptide,OATP1B1,but

isaninhibitorofthistransporter(IC50valueof2.7μM[1.2μg/ml]).In vitro studiesalsodemonstratedthateltrombopagisa

breastcancerresistanceprotein(BCRP)substrateandinhibitor(IC50valueof2.7μM[1.2μg/ml]).

 

Special patient populations

 

Renal impairment

Thepharmacokineticsofeltrombopaghavebeenstudiedafteradministrationofeltrombopagtoadultpatientswithrenal

impairment.Followingadministrationofasingle50mgdose,theAUC0-∞ofeltrombopagwas32%to36%lowerinpatients

withmildtomoderaterenalimpairment,and60%lowerinpatientswithsevererenalimpairmentcomparedwithhealthy

volunteers.Therewassubstantialvariabilityandsignificantoverlapinexposuresbetweenpatientswithrenalimpairmentand

healthyvolunteers.Unboundeltrombopag(active)concentrationsforthishighlyprotein-boundmedicinalproductwerenot

measured.Patientswithimpairedrenalfunctionshoulduseeltrombopagwithcautionandclosemonitoring,forexampleby

testingserumcreatinineand/orurineanalysis(seesection4.2).Theefficacyandsafetyofeltrombopaghavenotbeen

establishedinpatientswithbothmoderatetosevererenalimpairmentandhepaticimpairment.

 

Hepatic impairment

Thepharmacokineticsofeltrombopaghavebeenstudiedafteradministrationofeltrombopagtoadultpatientswithhepatic

impairment.Followingtheadministrationofasingle50mgdose,theAUC0-∞ofeltrombopagwas41%higherinpatientswith

mildhepaticimpairmentand80%to93%higherinpatientswithmoderatetoseverehepaticimpairmentcomparedwith

healthyvolunteers.Therewassubstantialvariabilityandsignificantoverlapinexposuresbetweenpatientswithhepatic

impairmentandhealthyvolunteers.Unboundeltrombopag(active)concentrationsforthishighlyprotein-boundmedicinal

productwerenotmeasured.

 

Theinfluenceofhepaticimpairmentonthepharmacokineticsofeltrombopagfollowingrepeatadministrationwasevaluated

usingapopulationpharmacokineticanalysisin28healthyadultsand714patientswithhepaticimpairment(673patientswith

HCVand41patientswithchronicliverdiseaseofotheraetiology).Ofthe714patients,642werewithmildhepaticimpairment,

67withmoderatehepaticimpairment,and2withseverehepaticimpairment.Comparedtohealthyvolunteers,patientswith

mildhepaticimpairmenthadapproximately111%(95%CI:45%to283%)higherplasmaeltrombopagAUC(0-t)valuesand

patientswithmoderatehepaticimpairmenthadapproximately183%(95%CI:90%to459%)higherplasmaeltrombopag

AUC(0-t)values.

 

Therefore,eltrombopagshouldnotbeusedinITPpatientswithhepaticimpairment(Child-Pughscore≥ 5)unlesstheexpected

benefitoutweighstheidentifiedriskofportalvenousthrombosis(seesections4.2and4.4).ForpatientswithHCVinitiate

eltrombopagatadoseof25mgoncedaily(seesection4.2).

 

Race

TheinfluenceofEast-Asianethnicityonthepharmacokineticsofeltrombopagwasevaluatedusingapopulation

pharmacokineticanalysisin111healthyadults(31East-Asians)and88patientswithITP(18East-Asians).Basedonestimates

fromthepopulationpharmacokineticanalysis,East-AsianITPpatientshadapproximately49%higherplasmaeltrombopag

AUC(0-t)valuesascomparedtonon-East-AsianpatientswhowerepredominantlyCaucasian(seesection4.2).

 

TheinfluenceofEast-/Southeast-Asianethnicityonthepharmacokineticsofeltrombopagwasevaluatedusingapopulation

pharmacokineticanalysisin635patientswithHCV(145East-Asiansand69Southeast-Asians).Basedonestimatesfromthe

populationpharmacokineticanalysis,East-/Southeast-Asianpatientshadapproximately55%higherplasmaeltrombopag

AUC(0-t)valuesascomparedtopatientsofotherraceswhowerepredominantlyCaucasian(seesection4.2).

 

Gender

Theinfluenceofgenderonthepharmacokineticsofeltrombopagwasevaluatedusingapopulationpharmacokineticanalysis

in111healthyadults(14females)and88patientswithITP(57females).Basedonestimatesfromthepopulation

pharmacokineticanalysis,femaleITPpatientshadapproximately23%higherplasmaeltrombopagAUC(0-t)ascomparedto

malepatients,withoutadjustmentforbodyweightdifferences.

 

Theinfluenceofgenderoneltrombopagpharmacokineticswasevaluatedusingpopulationpharmacokineticsanalysisin635

patientswithHCV(260females).Basedonmodelestimate,femaleHCVpatienthadapproximately41%higherplasma

eltrombopagAUC(0-t)ascomparedtomalepatients.

 

Age
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Theinfluenceofageoneltrombopagpharmacokineticswasevaluatedusingpopulationpharmacokineticsanalysisin28

healthysubjects,673patientswithHCV,and41patientswithchronicliverdiseaseofotheraetiologyrangingfrom19to74

yearsold.TherearenoPKdataontheuseofeltrombopaginpatients≥ 75years.Basedonmodelestimate,elderly(≥ 65years)

patientshadapproximately41%higherplasmaeltrombopagAUC(0-t)ascomparedtoyoungerpatients(seesection4.2).

 

Paediatric population (aged 1 to 17 years)

Thepharmacokineticsofeltrombopaghavebeenevaluatedin168paediatricITPpatientsdosedoncedailyintwostudies,

TRA108062/PETITandTRA115450/PETIT-2.Plasmaeltrombopagapparentclearancefollowingoraladministration(CL/F)

increasedwithincreasingbodyweight.TheeffectsofraceandsexonplasmaeltrombopagCL/Festimateswereconsistent

betweenpaediatricandadultpatients.East-/Southeast-AsianpaediatricITPpatientshadapproximately43%higherplasma

eltrombopagAUC(0-t)valuesascomparedtonon-Asianpatients.FemalepaediatricITPpatientshadapproximately25%

higherplasmaeltrombopagAUC(0-t)valuesascomparedtomalepatients.

 

ThepharmacokineticparametersofeltrombopaginpaediatricpatientswithITPareshowninTable10.

 

Table11Geometricmean(95%CI)steady-stateplasmaeltrombopagpharmacokineticparametersinpaediatricpatientswith

ITP(50mgoncedailydosingregimen)

Age
Cmax

(µg/ml)

AUC(0-t)

(µg.hr/ml)

12to17years(n=62)
6.80

(6.17,7.50)

103

(91.1,116)

6to11years(n=68)
10.3

(9.42,11.2)

153

(137,170)

1to5years(n=38)
11.6

(10.4,12.9)

162

(139,187)

Datapresentedasgeometricmean(95%CI).AUC(0-t)andCmaxbasedonpopulationPKpost-hocestimates

5.3 Preclinical safety data

Safety pharmacology and repeat-dose toxicity

Eltrombopagdoesnotstimulateplateletproductioninmice,ratsordogsbecauseofuniqueTPOreceptorspecificity.Therefore,

datafromtheseanimalsdonotfullymodelpotentialadverseeffectsrelatedtothepharmacologyofeltrombopaginhumans,

includingthereproductionandcarcinogenicitystudies.

 

Treatment-relatedcataractsweredetectedinrodentsandweredoseandtime-dependent.At≥ 6timesthehumanclinical

exposureinadultITPpatientsat75mg/dayand3timesthehumanclinicalexposureinadultHCVpatientsat100mg/day,

basedonAUC,cataractswereobservedinmiceafter6weeksandratsafter28weeksofdosing.At≥ 4timesthehumanclinical

exposureinITPpatientsat75mg/dayand2timesthehumanexposureinHCVpatientsat100mg/day,basedonAUC,

cataractswereobservedinmiceafter13weeksandinratsafter39weeksofdosing.Atnon-tolerateddosesinpre-weaning

juvenileratsdosedfromDays4-32(approximatelyequatingtoa2-year-oldhumanattheendofthedosingperiod),ocular

opacitieswereobserved(histologynotperformed)at9timesthemaximumhumanclinicalexposureinpaediatricITPpatients

at75mg/day,basedonAUC.However,cataractswerenotobservedinjuvenileratsgiventolerateddosesat5timesthehuman

clinicalexposureinpaediatricITPpatients,basedonAUC.Cataractshavenotbeenobservedinadultdogsafter52weeksof

dosingat2timesthehumanclinicalexposureinadultorpaediatricITPpatientsat75mg/dayandequivalenttothehuman

clinicalexposureinHCVpatientsat100mg/day,basedonAUC).

 

Renaltubulartoxicitywasobservedinstudiesofupto14daysdurationinmiceandratsatexposuresthatweregenerally

associatedwithmorbidityandmortality.Tubulartoxicitywasalsoobservedina2-yearoralcarcinogenicitystudyinmiceat

dosesof25,75and150mg/kg/day.Effectswerelesssevereatlowerdosesandwerecharacterisedbyaspectrumof

regenerativechanges.Theexposureatthelowestdosewas1.2or0.8timesthehumanclinicalexposurebasedonAUCinadult

orpaediatricITPpatientsat75mg/dayand0.6timesthehumanclinicalexposureinHCVpatientsat100mg/day,basedon

AUC.Renaleffectswerenotobservedinratsafter28weeksorindogsafter52weeksatexposures4and2timesthehuman

clinicalexposureinadultITPpatientsand3and2timesthehumanclinicalexposureinpaediatricITPpatientsat75mg/day

and2timesandequivalenttothehumanclinicalexposureinHCVpatientsat100mg/day,basedonAUC.

 

Hepatocytedegenerationand/ornecrosis,oftenaccompaniedbyincreasedserumliverenzymes,wasobservedinmice,rats

anddogsatdosesthatwereassociatedwithmorbidityandmortalityorwerepoorlytolerated.Nohepaticeffectswere

observedafterchronicdosinginrats(28weeks)andindogs(52weeks)at4or2timesthehumanclinicalexposureinadultITP
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patientsand3or2timesthehumanclinicalexposureinpaediatricITPpatientsat75mg/dayand2timesorequivalenttothe

humanclinicalexposureinHCVpatientsat100mg/day,basedonAUC.

 

Atpoorlytolerateddosesinratsanddogs(> 10or7timesthehumanclinicalexposureinadultorpaediatricITPpatientsat75

mg/dayand>4timesthehumanclinicalexposureinHCVpatientsat100mg/day,basedonAUC),decreasedreticulocyte

countsandregenerativebonemarrowerythroidhyperplasia(ratsonly)wereobservedinshort-termstudies.Therewereno

effectsofnoteonredcellmassorreticulocytecountsafterdosingforupto28weeksinrats,52weeksindogsand2yearsin

miceorratsatmaximallytolerateddoseswhichwere2to4timeshumanclinicalexposureinadultorpaediatricITPpatientsat

75mg/dayand≤ 2timesthehumanclinicalexposureinHCVpatientsat100mg/day,basedonAUC.

 

Endostealhyperostosiswasobservedina28-weektoxicitystudyinratsatanon-tolerateddoseof60mg/kg/day(6timesor4

timesthehumanclinicalexposureinadultorpaediatricITPpatientsat75mg/dayand3timesthehumanclinicalexposurein

HCVpatientsat100mg/day,basedonAUC).Therewerenobonechangesobservedinmiceorratsafterlifetimeexposure(2

years)at4timesor2timesthehumanclinicalexposureinadultorpaediatricITPpatientsat75mg/dayand2timesthehuman

clinicalexposureinHCVpatientsat100mg/day,basedonAUC.

 

Carcinogenicity and mutagenicity

Eltrombopagwasnotcarcinogenicinmiceatdosesupto75mg/kg/dayorinratsatdosesupto40mg/kg/day(exposuresup

to4or2timesthehumanclinicalexposureinadultorpaediatricITPpatientsat75mg/dayand2timesthehumanclinical

exposureinHCVpatientsat100mg/day,basedonAUC).Eltrombopagwasnotmutagenicorclastogenicinabacterial

mutationassayorintwoin vivo assaysinrats(micronucleusandunscheduledDNAsynthesis,10timesor8timesthehuman

clinicalexposureinadultorpaediatricITPpatientsat75mg/dayand7timesthehumanclinicalexposureinHCVpatientsat

100mg/day,basedonCmax).Inthein vitro mouselymphomaassay,eltrombopagwasmarginallypositive(< 3-foldincreasein

mutationfrequency).Thesein vitro andin vivo findingssuggestthateltrombopagdoesnotposeagenotoxicrisktohumans.

 

Reproductive toxicity

Eltrombopagdidnotaffectfemalefertility,earlyembryonicdevelopmentorembryofoetaldevelopmentinratsatdosesupto

20mg/kg/day(2timesthehumanclinicalexposureinadultoradolescent(12-17yearsold)ITPpatientsat75mg/dayand

equivalenttothehumanclinicalexposureinHCVpatientsat100mg/day,basedonAUC).Alsotherewasnoeffecton

embryofoetaldevelopmentinrabbitsatdosesupto150mg/kg/day,thehighestdosetested(0.3to0.5timesthehuman

clinicalexposureinITPpatientsat75mg/dayandHCVpatientsat100mg/day,basedonAUC).However,atamaternallytoxic

doseof60mg/kg/day(6timesthehumanclinicalexposureinITPpatientsat75mg/dayand3timesthehumanclinical

exposureinHCVpatientsat100mg/day,basedonAUC)inrats,eltrombopagtreatmentwasassociatedwithembryolethality

(increasedpre-andpost-implantationloss),reducedfoetalbodyweightandgraviduterineweightinthefemalefertilitystudy

andalowincidenceofcervicalribsandreducedfoetalbodyweightintheembryofoetaldevelopmentstudy.Eltrombopag

shouldbeusedduringpregnancyonlyiftheexpectedbenefitjustifiesthepotentialrisktothefoetus(seesection4.6).

Eltrombopagdidnotaffectmalefertilityinratsatdosesupto40mg/kg/day,thehighestdosetested(3timesthehuman

clinicalexposureinITPpatientsat75mg/dayand2timesthehumanclinicalexposureinHCVpatientsat100mg/day,based

onAUC).Inthepre-andpost-nataldevelopmentstudyinrats,therewerenoundesirableeffectsonpregnancy,parturitionor

lactationofF0femaleratsatmaternallynon-toxicdoses(10and20 mg/kg/day)andnoeffectsonthegrowth,development,

neurobehaviouralorreproductivefunctionoftheoffspring(F1).EltrombopagwasdetectedintheplasmaofallF1ratpupsfor

theentire22hoursamplingperiodfollowingadministrationofmedicinalproducttotheF0dams,suggestingthatratpup

exposuretoeltrombopagwaslikelyvialactation.

 

Phototoxicity

In vitro studieswitheltrombopagsuggestapotentialphototoxicityrisk;however,inrodentstherewasnoevidenceof

cutaneousphototoxicity(10or7timesthehumanclinicalexposureinadultorpaediatricITPpatientsat75mg/dayand5times

thehumanclinicalexposureinHCVpatientsat100mg/day,basedonAUC)orocularphototoxicity(≥ 4timesthehuman

clinicalexposureinadultorpaediatricITPpatientsat75mg/dayand3timesthehumanclinicalexposureinHCVpatientsat

100mg/day,basedonAUC).Furthermore,aclinicalpharmacologystudyin36subjectsshowednoevidencethat

photosensitivitywasincreasedfollowingadministrationofeltrombopag75mg.Thiswasmeasuredbydelayedphototoxic

index.Nevertheless,apotentialriskofphotoallergycannotberuledoutsincenospecificpreclinicalstudycouldbeperformed.

 

Juvenile animal studies

Atnon-tolerateddosesinpre-weaningrats,ocularopacitieswereobserved.Attolerateddoses,noocularopacitieswere

observed(seeabovesubsection'Safetypharmacologyandrepeat-dosetoxicity').Inconclusion,takingintoaccountthe

exposuremarginsbasedonAUC,ariskofeltrombopag-relatedcataractsinpaediatricpatientscannotbeexcluded.Thereare

nofindingsinjuvenileratstosuggestagreaterriskoftoxicitywitheltrombopagtreatmentinpaediatricvs.adultITPpatients.
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6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core

Cellulose,microcrystalline

Mannitol

Povidone

Isomalt(E953)

Calciumsilicate

Sodiumstarchglycolate

Magnesiumstearate

 

Tablet coating

Hypromellose

Titaniumdioxide(E171)

Ironoxidered(E172)

Ironoxideyellow(E172)

Triacetin

6.2 Incompatibilities

Notapplicable.

6.3 Shelf life

2years

6.4 Special precautions for storage

Thismedicinalproductdoesnotrequireanyspecialstorageconditions.

6.5 Nature and contents of container

oPA/Al/PVC-Alblisterspackedinboxescontaining10,14,28,30or84film-coatedtablets,unit-doseblisterspackedinboxes

containing1x10,1x14,1x28,1x30or1x84film-coatedtablets. 

Μultipackscontaining84(3packsof28)film-coatedtablets.

 

Notallpacksizesmaybemarketed.

6.6 Special precautions for disposal and other handling

Anyunusedmedicinalproductorwastematerialshouldbedisposedofinaccordancewithlocalrequirements.

7 MARKETING AUTHORISATION HOLDER

RowexLtd

Newtown

Bantry

Co.Cork

Ireland

8 MARKETING AUTHORISATION NUMBER

PA0711/345/002
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