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SummaryofProductCharacteristics

1NAMEOFTHEMEDICINALPRODUCT

SunitinibBluefish50mghardcapsules

2QUALITATIVEANDQUANTITATIVECOMPOSITION

Eachcapsulecontains50mgofsunitinib.

 

Forthefulllistofexcipients,seesection6.1.

3PHARMACEUTICALFORM

Hardcapsule

 

Hardcapsule withcaramelcapandcaramelbody,printedwithwhiteink'SB50'andwhitelineonthebodyandcontaining

yellowtoorangegranules,withanominallengthofapproximately19mm.

4CLINICALPARTICULARS

4.1Therapeuticindications

 Gastrointestinal stromal tumour (GIST)

SunitinibBluefishisindicatedforthetreatmentofunresectableand/ormetastaticmalignantgastrointestinalstromaltumour

(GIST)inadultsafterfailureofimatinibtreatmentduetoresistanceorintolerance.

 

Metastatic renal cell carcinoma (MRCC)

SunitinibBluefishisindicatedforthetreatmentofadvanced/metastaticrenalcellcarcinoma(MRCC)inadults.

 

Pancreatic neuroendocrine tumours (pNET)

SunitinibBluefishisindicatedforthetreatmentofunresectableormetastatic,well-differentiatedpancreaticneuroendocrine

tumours(pNET)withdiseaseprogressioninadults.

4.2Posologyandmethodofadministration

TherapywithSunitinibBluefishshouldbeinitiatedbyaphysicianexperiencedintheadministrationofanticanceragents.

 

Posology

ForGISTandMRCC,therecommendeddoseofSunitinibBluefishis50mgtakenorallyoncedaily,for4consecutiveweeks,

followedbya2-weekrestperiod(Schedule4/2)tocompriseacompletecycleof6weeks.

 

ForpNET,therecommendeddoseofSunitinibBluefishis37.5mgtakenorallyoncedailywithoutascheduledrestperiod.

 

Dose adjustments

 

Safety and tolerability

ForGISTandMRCC,dosemodificationsin12.5mgstepsmaybeappliedbasedonindividualsafetyandtolerability.Dailydose

shouldnotexceed75mgnorbedecreasedbelow25mg.

 

ForpNET,dosemodificationin12.5mgstepsmaybeappliedbasedonindividualsafetyandtolerability.Themaximumdose

administeredinthePhase3pNETstudywas50mgdaily.

 

Doseinterruptionsmayberequiredbasedonindividualsafetyandtolerability.

 

CYP3A4 inhibitors/inducers
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Co-administrationofsunitinibwithpotentCYP3A4inducers,suchasrifampicin,shouldbeavoided(seesections4.4and4.5).If

thisisnotpossible,thedoseofsunitinibmayneedtobeincreasedin12.5mgsteps(upto87.5mgperdayforGISTandMRCC

or62.5mgperdayforpNET)basedoncarefulmonitoringoftolerability.

 

Co-administrationofsunitinibwithpotentCYP3A4inhibitors,suchasketoconazole,shouldbeavoided(seesections4.4and

4.5).Ifthisisnotpossible,thedoseofsunitinibmayneedtobereducedtoaminimumof37.5mgdailyforGISTandMRCCor

25mgdailyforpNET,basedoncarefulmonitoringoftolerability.

 

SelectionofanalternativeconcomitantmedicinalproductwithnoorminimalpotentialtoinduceorinhibitCYP3A4shouldbe

considered.

 

Special populations

 

Paediatric population

ThesafetyandefficacyofSunitinibBluefishinpatientsbelow18yearsofagehavenotbeenestablished.

 

Currentlyavailabledataaredescribedinsections4.8,5.1,and5.2butnorecommendationonaposologycanbemade.

 

Elderly

Approximatelyone-thirdofthepatientsinclinicalstudieswhoreceivedsunitinibwere65yearsofageorover.Nosignificant

differencesinsafetyorefficacywereobservedbetweenyoungerandolderpatients.

 

Hepatic impairment

Nostartingdoseadjustmentisrecommendedwhenadministeringsunitinibtopatientswithmildormoderate(Child-Pugh

classAandB)hepaticimpairment.Sunitinibhasnotbeenstudiedinsubjectswithsevere(Child-PughclassC)hepatic

impairmentandthereforeitsuseinpatientswithseverehepaticimpairmentcannotberecommended(seesection5.2).

 

Renal impairment

Nostartingdoseadjustmentisrequiredwhenadministeringsunitinibtopatientswithrenalimpairment(mild-severe)orwith

end-stagerenaldisease(ESRD)onhaemodialysis.Subsequentdoseadjustmentsshouldbebasedonindividualsafetyand

tolerability(seesection5.2).

 

Method of administration

SunitinibBluefishisfororaladministration.Itmaybetakenwithorwithoutfood.

 

Ifadoseismissed,thepatientshouldnotbegivenanadditionaldose.Thepatientshouldtaketheusualprescribeddoseon

thefollowingday.

4.3Contraindications

Hypersensitivitytotheactivesubstanceortoanyoftheexcipientslistedinsection6.1.

4.4Specialwarningsandprecautionsforuse

Co-administrationwithpotentCYP3A4inducersshouldbeavoidedbecauseitmaydecreasesunitinibplasmaconcentration

(seesections4.2and4.5).

 

Co-administrationwithpotentCYP3A4inhibitorsshouldbeavoidedbecauseitmayincreasetheplasmaconcentrationof

sunitinib(seesections4.2and4.5).

 

Skin and tissue disorders

Patientsshouldbeadvisedthatdepigmentationofthehairorskinmayoccurduringtreatmentwithsunitinib.Otherpossible

dermatologicaleffectsmayincludedryness,thicknessorcrackingoftheskin,blisters,orrashonthepalmsofthehandsand

solesofthefeet.

 

Theabovereactionswerenotcumulative,weretypicallyreversible,andgenerallydidnotresultintreatmentdiscontinuation.

Casesofpyodermagangrenosum,generallyreversibleafterdiscontinuationofsunitinib,havebeenreported.Severecutaneous

reactionshavebeenreported,includingcasesoferythemamultiforme(EM),casessuggestiveofStevens-Johnsonsyndrome

(SJS)andtoxicepidermalnecrolysis(TEN),someofwhichwerefatal.IfsignsorsymptomsofSJS,TEN,orEM(e.g.,progressive
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skinrashoftenwithblistersormucosallesions)arepresent,sunitinibtreatmentshouldbediscontinued.IfthediagnosisofSJS

orTENisconfirmed,treatmentmustnotberestarted.InsomecasesofsuspectedEM,patientstoleratedthereintroductionof

sunitinibtherapyatalowerdoseafterresolutionofthereaction;someofthesepatientsalsoreceivedconcomitanttreatment

withcorticosteroidsorantihistamines(seesection4.8).

 

Haemorrhage and tumour bleeding

Haemorrhagicevents,someofwhichwerefatal,reportedinclinicalstudieswithsunitinibandduringpost-marketing

surveillancehaveincludedgastrointestinal,respiratory,urinarytract,andbrainhaemorrhages(seesection4.8).

 

Routineassessmentofbleedingeventsshouldincludecompletebloodcountsandphysicalexamination.

 

Epistaxiswasthemostcommonhaemorrhagicadversereaction,havingbeenreportedforapproximatelyhalfofthepatients

withsolidtumourswhoexperiencedhaemorrhagicevents.Someoftheepistaxiseventsweresevere,butveryrarelyfatal.

 

Eventsoftumourhaemorrhage,sometimesassociatedwithtumournecrosis,havebeenreported;someofthesehaemorrhagic

eventswerefatal.

 

Tumourhaemorrhagemayoccursuddenly,andinthecaseofpulmonarytumours,maypresentassevereandlife-threatening

haemoptysisorpulmonaryhaemorrhage.Casesofpulmonary

haemorrhage,somewithafataloutcome,havebeenobservedinclinicaltrialsandhavebeenreportedinpost-marketing

experienceinpatientstreatedwithsunitinibforMRCC,GIST,andlungcancer.

SunitinibBluefishisnotapprovedforuseinpatientswithlungcancer.

 

Patientsreceivingconcomitanttreatmentwithanticoagulants(e.g.,warfarin,acenocoumarole)maybeperiodicallymonitored

bycompletebloodcounts(platelets),coagulationfactors(PT/INR),andphysicalexamination.

 

Gastrointestinal disorders

Diarrhoea,nausea/vomiting,abdominalpain,dyspepsia,andstomatitis/oralpainwerethemostcommonlyreported

gastrointestinaladversereactions;oesophagitiseventshavebeenalsoreported(seesection4.8).

 

Supportivecareforgastrointestinaladversereactionsrequiringtreatmentmayincludemedicinalproductswithantiemetic,

antidiarrhoeal,orantacidproperties.

 

Serious,sometimesfatalgastrointestinalcomplicationsincludinggastrointestinalperforationwerereportedinpatientswith

intra-abdominalmalignanciestreatedwithsunitinib.

 

Hypertension

Hypertensionhasbeenreportedinassociationwithsunitinib,includingseverehypertension(>200mmHgsystolicor110

mmHgdiastolic).Patientsshouldbescreenedforhypertensionandcontrolledasappropriate . Temporarysuspensionis

recommendedinpatientswithseverehypertensionthatisnotcontrolledwithmedicalmanagement.Treatmentmaybe

resumedoncehypertensionisappropriatelycontrolled(seesection4.8).

 

Haematological disorders

Decreasedabsoluteneutrophilcountsanddecreasedplateletcountswerereportedinassociationwithsunitinib(seesection

4.8).Theaboveeventswerenotcumulative,weretypicallyreversible,andgenerallydidnotresultintreatmentdiscontinuation.

NoneoftheseeventsinthePhase3studieswerefatal,butrarefatalhaematologicalevents,includinghaemorrhageassociated

withthrombocytopeniaandneutropenicinfections,havebeenreportedduringpost-marketingsurveillance.

 

Anaemiahasbeenobservedtooccurearlyaswellaslateduringtreatmentwithsunitinib.

 

Completebloodcountsshouldbeperformedatthebeginningofeachtreatmentcycleforpatientsreceivingtreatmentwith

sunitinib(seesection4.8).

 

Cardiac disorders

Cardiovascularevents,includingheartfailure,cardiomyopathy,leftventricularejectionfractiondeclinetobelowthelowerlimit

ofnormal,myocarditis,myocardialischaemiaandmyocardialinfarction,someofwhichwerefatal,havebeenreportedin

patientstreatedwithsunitinib.Thesedatasuggestthatsunitinibincreasestheriskofcardiomyopathy.Nospecificadditional

riskfactorsforsunitinib-inducedcardiomyopathyapartfromthedrug-specificeffecthavebeenidentifiedinthetreated

patients.Usesunitinibwithcautioninpatientswhoareatriskfor,orwhohaveahistoryof,theseevents(seesection4.8).
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Patientswhopresentedwithcardiaceventswithin12monthspriortosunitinibadministration,suchasmyocardialinfarction

(includingsevere/unstableangina),coronary/peripheralarterybypassgraft,symptomaticcongestiveheartfailure(CHF),

cerebrovascularaccidentortransientischaemicattack,orpulmonaryembolismwereexcludedfromallsunitinibclinicalstudies.

Itisunknownwhetherpatientswiththeseconcomitantconditionsmaybeatahigherriskofdevelopingsunitinib-relatedleft

ventriculardysfunction.

 

Physiciansareadvisedtoweighthisriskagainstthepotentialbenefitsofsunitinib.Patientsshouldbecarefullymonitoredfor

clinicalsignsandsymptomsofCHFwhilereceivingsunitinibespeciallypatientswithcardiacriskfactorsand/orhistoryof

coronaryarterydisease.BaselineandperiodicevaluationsofLVEFshouldalsobeconsideredwhilethepatientisreceiving

sunitinib.Inpatientswithoutcardiacriskfactors,abaselineevaluationofejectionfractionshouldbeconsidered.

 

InthepresenceofclinicalmanifestationsofCHF,discontinuationofsunitinibisrecommended.Theadministrationofsunitinib

shouldbeinterruptedand/orthedosereducedinpatientswithoutclinicalevidenceofCHFbutwithanejectionfraction<50%

and>20%belowbaseline.

 

QT interval prolongation

ProlongationofQTintervalandTorsadedepointeshavebeenobservedinsunitinib-exposedpatients.QTinterval

prolongationmayleadtoanincreasedriskofventriculararrhythmiasincludingTorsadedepointes.

 

SunitinibshouldbeusedwithcautioninpatientswithaknownhistoryofQTintervalprolongation,patientswhoaretaking

antiarrhythmicsormedicinalproductsthatcanprolongQTinterval,orpatientswithrelevantpre-existingcardiacdisease,

bradycardia,orelectrolytedisturbances.ConcomitantadministrationofsunitinibwithpotentCYP3A4inhibitorsshouldbe

limitedbecauseofthepossibleincreaseinsunitinibplasmaconcentrations(seesections4.2,4.5and4.8).

 

Venous thromboembolic events

Treatment-relatedvenousthromboemboliceventswerereportedinpatientswhoreceivedsunitinibincludingdeepvenous

thrombosisandpulmonaryembolism(seesection4.8).Casesofpulmonaryembolismwithfataloutcomehavebeenobserved

inpostmarketingsurveillance.

 

Arterial thromboembolic events

Casesofarterialthromboembolicevents(ATE),sometimesfatal,havebeenreportedinpatientstreatedwithsunitinib.The

mostfrequenteventsincludedcerebrovascularaccident,transientischaemicattack,andcerebralinfarction.Riskfactors

associatedwithATE,inadditiontotheunderlyingmalignantdiseaseandage>65years,includedhypertension,diabetes

mellitus,andpriorthromboembolicdisease.

 

Aneurysms and artery dissections

Theuseofvascularendothelialgrowthfactor(VEGF)pathwayinhibitorsinpatientswithorwithouthypertensionmaypromote

theformationofaneurysmsand/orarterydissections.Beforeinitiatingsunitinib,thisriskshouldbecarefullyconsideredin

patientswithriskfactorssuchashypertensionorhistoryofaneurysm.

 

Thrombotic microangiopathy (TMA)

ThediagnosisofTMA,includingthromboticthrombocytopaenicpurpura(TTP)andhaemolyticuraemicsyndrome(HUS),

sometimesleadingtorenalfailureorafataloutcome,shouldbeconsideredintheoccurrenceofhaemolyticanaemia,

thrombocytopenia,fatigue,fluctuatingneurologicalmanifestation,renalimpairment,andfever.Sunitinibtherapyshouldbe

discontinuedinpatientswhodevelopTMAandprompttreatmentisrequired.ReversaloftheeffectsofTMAhasbeen

observedaftertreatmentdiscontinuation(seesection4.8).

 

Thyroid dysfunction

Baselinelaboratorymeasurementofthyroidfunctionisrecommendedinallpatients.Patientswithpre-existinghypothyroidism

orhyperthyroidismshouldbetreatedasperstandardmedicalpracticepriortothestartofsunitinibtreatment.Duringsunitinib

treatment,routinemonitoringofthyroidfunctionshouldbeperformedevery3months.Inaddition,patientsshouldbe

observedcloselyforsignsandsymptomsofthyroiddysfunctionduringtreatment,andpatientswhodevelopanysignsand/or

symptomssuggestiveofthyroiddysfunctionshouldhavelaboratorytestingofthyroidfunctionperformedasclinically

indicated.Patientswhodevelopthyroiddysfunctionshouldbetreatedasperstandardmedicalpractice.

 

Hypothyroidismhasbeenobservedtooccurearlyaswellaslateduringtreatmentwithsunitinib(seesection4.8).

 

Pancreatitis
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Increasesinserumlipaseandamylaseactivitieswereobservedinpatientswithvarioussolidtumourswhoreceivedsunitinib.

Increasesinlipaseactivitiesweretransientandweregenerallynotaccompaniedbysignsorsymptomsofpancreatitisin

subjectswithvarioussolidtumours(seesection4.8).

 

Casesofseriouspancreaticevents,somewithfataloutcome,havebeenreported.Ifsymptomsofpancreatitisarepresent,

patientsshouldhavesunitinibdiscontinuedandbeprovidedwithappropriatesupportivecare.

 

Hepatotoxicity

Hepatotoxicityhasbeenobservedinpatientstreatedwithsunitinib.Casesofhepaticfailure,somewithafataloutcome,were

observedin<1%ofsolidtumourpatientstreatedwithsunitinib.Monitorliverfunctiontests(alaninetransaminase[ALT],

aspartatetransaminase[AST],bilirubinlevels)beforeinitiationoftreatment,duringeachcycleoftreatment,andasclinically

indicated.Ifsignsorsymptomsofhepaticfailurearepresent,sunitinibshouldbediscontinuedandappropriatesupportivecare

shouldbeprovided(seesection4.8).

 

Renal function

Casesofrenalimpairment,renalfailureand/oracuterenalfailure,insomecaseswithfataloutcome,havebeenreported(see

section4.8).

 

Riskfactorsassociatedwithrenalimpairment/failureinpatientsreceivingsunitinibincluded,inadditiontounderlyingRCC,

olderage,diabetesmellitus,underlyingrenalimpairment,cardiacfailure,hypertension,sepsis,dehydration/hypovolaemia,and

rhabdomyolysis.

 

Thesafetyofcontinuedsunitinibtreatmentinpatientswithmoderatetosevereproteinuriahasnotbeensystematically

evaluated.

 

Casesofproteinuriaandrarecasesofnephroticsyndromehavebeenreported.Baselineurinalysisisrecommended,and

patientsshouldbemonitoredforthedevelopmentorworseningofproteinuria.Discontinuesunitinibinpatientswithnephrotic

syndrome.

 

Fistula

Iffistulaformationoccurs,sunitinibtreatmentshouldbeinterrupted.Limitedinformationisavailableonthecontinueduseof

sunitinibinpatientswithfistulae(seesection4.8).

 

Impaired wound healing

Casesofimpairedwoundhealinghavebeenreportedduringsunitinibtherapy.

 

Noformalclinicalstudiesoftheeffectofsunitinibonwoundhealinghavebeenconducted.Temporaryinterruptionofsunitinib

therapyisrecommendedforprecautionaryreasonsinpatientsundergoingmajorsurgicalprocedures.Thereislimitedclinical

experienceregardingthetimingofreinitiationoftherapyfollowingmajorsurgicalintervention.Therefore,thedecisionto

resumesunitinibtherapyfollowingamajorsurgicalinterventionshouldbebaseduponclinicaljudgmentofrecoveryfrom

surgery.

 

Osteonecrosis of the jaw (ONJ)

CasesofONJhavebeenreportedinpatientstreatedwithSunitinibBluefish.Themajorityofcaseswerereportedinpatients

whohadreceivedpriororconcomitanttreatmentwithintravenousbisphosphonates,forwhichONJisanidentifiedrisk.

CautionshouldthereforebeexercisedwhenSunitinibBluefishandintravenousbisphosphonatesareusedeither

simultaneouslyorsequentially.

 

Invasivedentalproceduresarealsoanidentifiedriskfactor.PriortotreatmentwithSunitinibBluefish,adentalexaminationand

appropriatepreventivedentistryshouldbeconsidered.Inpatientswhohavepreviouslyreceivedorarereceivingintravenous

bisphosphonates,invasivedentalproceduresshouldbeavoidedifpossible(seesection4.8).

 

Hypersensitivity/angioedema

Ifangioedemaduetohypersensitivityoccurs,sunitinibtreatmentshouldbeinterruptedandstandardmedicalcareprovided

(seesection4.8).

 

Seizures

Inclinicalstudiesofsunitinibandfrompostmarketingsurveillance,seizureshavebeenreported.Patientswithseizuresand

signs/symptomsconsistentwithposteriorreversibleleukoencephalopathysyndrome(RPLS),suchashypertension,headache,
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decreasedalertness,alteredmentalfunctioningandvisualloss,includingcorticalblindness,shouldbecontrolledwithmedical

managementincludingcontrolofhypertension.Temporarysuspensionofsunitinibisrecommended;followingresolution,

treatmentmayberesumedatthediscretionofthetreatingphysician(seesection4.8).

 

Tumour lysis syndrome (TLS)

CasesofTLS,somefatal,havebeenrarelyobservedinclinicaltrialsandhavebeenreportedinpostmarketingsurveillancein

patientstreatedwithsunitinib.RiskfactorsforTLSincludehightumourburden,pre-existingchronicrenalinsufficiency,oliguria,

dehydration,hypotension,andacidicurine.Thesepatientsshouldbemonitoredcloselyandtreatedasclinicallyindicated,and

prophylactichydrationshouldbeconsidered.

 

Infections

Seriousinfections,withorwithoutneutropenia,includingsomewithafataloutcome,havebeenreported.Uncommoncasesof

necrotisingfasciitis,includingoftheperineum,sometimesfatal,havebeenreported(seesection4.8).

 

Sunitinibtherapyshouldbediscontinuedinpatientswhodevelopnecrotisingfasciitis,andappropriatetreatmentshouldbe

promptlyinitiated.

 

Hypoglycaemia

Decreasesinbloodglucose,insomecasesclinicallysymptomaticandrequiringhospitalisationduetolossofconsciousness,

havebeenreportedduringsunitinibtreatment.Incaseofsymptomatichypoglycaemia,sunitinibshouldbetemporarily

interrupted.Bloodglucoselevelsindiabeticpatientsshouldbecheckedregularlyinordertoassessifantidiabeticmedicinal

product'sdosageneedstobeadjustedtominimisetheriskofhypoglycaemia(seesection4.8).

 

Excipients

SunitinibBluefishcapsulescontainlessthan1mmolsodium(23mg),whichisessentially'sodium-free'.

4.5Interactionwithothermedicinalproductsandotherformsofinteraction

Interactionstudieshaveonlybeenperformedinadults.

 

Medicinal products that may increase sunitinib plasma concentrations

Effect of CYP3A4 inhibitors

Inhealthyvolunteers,concomitantadministrationofasingledoseofsunitinibwiththepotentCYP3A4inhibitorketoconazole

resultedinanincreaseofthecombined[sunitinib+primarymetabolite]maximumconcentration(Cmax)andareaunderthe

curve(AUC0-∞)valuesof49%and51%,respectively.

 

AdministrationofsunitinibwithpotentCYP3A4inhibitors(e.g.,ritonavir,itraconazole,erythromycin,clarithromycin,grapefruit

juice)mayincreasesunitinibconcentrations.

 

CombinationwithCYP3A4inhibitorsshouldthereforebeavoided,ortheselectionofanalternateconcomitantmedicinal

productwithnoorminimalpotentialtoinhibitCYP3A4shouldbeconsidered.Ifthisisnotpossible,thedoseofsunitinibmay

needtobereducedtoaminimumof37.5mgdailyforGISTandMRCCor25mgdailyforpNET,basedoncarefulmonitoring

oftolerability(seesection4.2).

 

Effect of Breast Cancer Resistance Protein (BCRP) inhibitors

LimitedclinicaldataareavailableontheinteractionbetweensunitinibandBCRPinhibitorsandthepossibilityofaninteraction

betweensunitinibandotherBCRPinhibitorscannotbeexcluded(seesection5.2).

 

Medicinal products that may decrease sunitinib plasma concentrations

Effect of CYP3A4 inducers

Inhealthyvolunteers,concomitantadministrationofasingledoseofsunitinibwiththeCYP3A4inducerrifampicinresultedina

reductionofthecombined[sunitinib+primarymetabolite]CmaxandAUC0-∞valuesof23%and46%,respectively.

 

AdministrationofsunitinibwithpotentCYP3A4inducers(e.g.,dexamethasone,phenytoin,carbamazepine,rifampicin,

phenobarbitalorherbalpreparationscontainingSt.John'sWort/Hypericumperforatum)maydecreasesunitinibconcentrations.

CombinationwithCYP3A4inducersshouldthereforebeavoided,orselectionofanalternateconcomitantmedicinalproduct,

withnoorminimalpotentialtoinduceCYP3A4shouldbeconsidered.Ifthisisnotpossible,thedoseofsunitinibmayneedto

beincreasedin12.5mgincrements(upto87.5mgperdayforGISTandMRCCor62.5mgperdayforpNET),basedoncareful

monitoringoftolerability(seesection4.2).
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4.6Fertility,pregnancyandlactation

Contraception in males and females

Womenofchildbearingpotentialshouldbeadvisedtouseeffectivecontraceptionandavoidbecomingpregnantwhile

receivingtreatmentwithSunitinibBluefish.

 

Pregnancy

Therearenostudiesinpregnantwomenusingsunitinib.Studiesinanimalshaveshownreproductivetoxicityincludingfoetal

malformations(seesection5.3).SunitinibBluefishshouldnotbeusedduringpregnancyorinwomennotusingeffective

contraception,unlessthepotentialbenefitjustifiesthepotentialrisktothefoetus.IfSunitinibBluefishisusedduring

pregnancyorifthepatientbecomespregnantwhileontreatmentwithSunitinibBluefish,thepatientshouldbeapprisedofthe

potentialhazardtothefoetus.

 

Breast-feeding

Sunitiniband/oritsmetabolitesareexcretedinratmilk.Itisnotknownwhethersunitiniboritsprimaryactivemetaboliteis

excretedinhumanmilk.Becauseactivesubstancesarecommonlyexcretedinhumanmilkandbecauseofthepotentialfor

seriousadversereactionsinbreast-feedinginfants,womenshouldnotbreast-feedwhiletakingSunitinibBluefish .

 

Fertility

Basedonnonclinicalfindings,maleandfemalefertilitymaybecompromisedbytreatmentwithsunitinib(seesection5.3).

4.7Effectsonabilitytodriveandusemachines

SunitinibBluefishhasminorinfluenceontheabilitytodriveandusemachines.Patientsshouldbeadvisedthattheymay

experiencedizzinessduringtreatmentwithsunitinib.

4.8Undesirableeffects

Summary of the safety profile

Themostseriousadversereactionsassociatedwithsunitinib,somefatal,arerenalfailure,heartfailure,pulmonaryembolism,

gastrointestinalperforation,andhaemorrhages(e.g.,respiratorytract,gastrointestinal,tumour,urinarytract,andbrain

haemorrhages).Themostcommonadversereactionsofanygrade(experiencedbypatientsinRCC,GIST,andpNET

registrationaltrials)includeddecreasedappetite,tastedisturbance,hypertension,fatigue,gastrointestinaldisorders(i.e.

diarrhoea,nausea,stomatitis,dyspepsia,andvomiting),skindiscolouration,andpalmar-plantarerythrodysaesthesiasyndrome.

Thesesymptomsmaydiminishastreatmentcontinues.Hypothyroidismmaydevelopduringtreatment.Haematological

disorders(e.g.,neutropenia,thrombocytopenia,andanaemia)areamongstthemostcommonadversedrugreactions.

 

Fataleventsotherthanthoselistedinsection4.4aboveorinsection4.8belowthatwereconsideredpossiblyrelatedto

sunitinibincludedmulti-systemorganfailure,disseminatedintravascularcoagulation,peritonealhaemorrhage,adrenal

insufficiency,pneumothorax,shock,andsuddendeath.

 

Tabulated list of adverse reactions

AdversereactionsthatwerereportedinGIST,MRCC,andpNETpatientsinapooleddatasetof7,115patientsarelistedbelow,

bysystemorganclass,frequencyandgradeofseverity(NCI-CTCAE).Post-marketingadversereactionsidentifiedinclinical

studiesarealsoincluded.Withineachfrequencygrouping,undesirableeffectsarepresentedinorderofdecreasingseriousness.

 

Frequenciesaredefinedas:verycommon(≥1/10);common(≥1/100to<1/10);uncommon(≥1/1,000to<1/100);rare

(≥1/10,000to<1/1,000);veryrare(<1/10,000);notknown(cannotbeestimatedfromtheavailabledata).

 

Table1.Adversereactionsreportedinclinicaltrials

Systemorganclass Verycommon Common Uncommon Rare Notknown

Infectionsand

infestations
 

Viralinfectionsa

Respiratoryinfectionsb,*

Abscessc,*

Fungalinfectionsd

Urinarytractinfection

Skininfectionse

Sepsisf,*

Necrotisingfasciitis*

Bacterialinfectionsg
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Bloodand

lymphaticsystem

disorders

Neutropoenia

Thrombocytopoenia

Anaemia

Leukopoenia

Lymphopoenia Pancytopenia

Thrombotic



microangi

opathyh,*

 

Immunesystem

disorders
    Hypersensitivity

Angioede

ma
 

Endocrine

disorders
Hypothyroidism   Hyperthyroidism Thyroiditis  

Metabolismand

nutritiondisorders
Decreasedappetitei

Dehydration

Hypoglycaemia
 

Tumour

lysis

syndrome

*

 

Psychiatric

disorders
Insomnia Depression      

Nervoussystem

disorders

Dizziness

Headache

Tastedisturbancej

Neuropathyperipheral

Paraesthesia

Hypoaesthesia

Hyperaesthesia

Cerebral

haemorrhage*

Cerebrovascular

accident*

Transientischaemicattack

Posterior

reversible

encephalo

pathy

syndrome

*

 

Eyedisorders  

Periorbitaloedema

Eyelidoedema

Lacrimationincreased

     

Cardiacdisorders  

Myocardial

ischemiak,*

Ejectionfraction

decreasedl

Cardiacfailure

congestive

Myocardial

infarctionm,*

Cardiacfailure*

Cardiomyopathy*

Pericardialeffusion

Electrocardiogram

QTprolonged

Left

ventricular

failure*

Torsade

depointes

 

Vasculardisorders Hypertension

Deepveinthrombosis

Hotflush

Flushing

Tumour

haemorrhage*
 

Aneurysms

andartery

dissections*

Respiratory,

thoracicand

mediastinal

disorders

Dyspnoea

Epistaxis

Cough

Pulmonaryembolism*

Pleuraleffusion*

Haemoptysis

Dyspnoeaexertional

Oropharyngealpainn

Nasalcongestion

Nasaldryness

Pulmonary

haemorrhage*

Respiratoryfailure*

   

Gastrointestinal

disorders

Stomatitiso

Abdominalpainp

Vomiting

Diarrhoea

Dyspepsia

Nausea

Constipation

Gastro-oesophageal

refluxdisease

Dysphagia

Gastrointestinal

haemorrhage*

Oesophagitis*

Abdominaldistension

Abdominaldiscomfort

Rectalhaemorrhage

Gingivalbleeding

Mouthulceration

Proctalgia

Cheilitis

Haemorrhoids

Glossodynia

Oralpain

Drymouth

Gastrointestinal

perforationq,*

Pancreatitis

Analfistula

Colitisr

   



HealthProductsRegulatoryAuthority

03March2023 CRN00CSQ2 Page9of23

Flatulence

Oraldiscomfort

Eructation

Hepatobiliary

disorders
   

Hepaticfailure*

Cholecystitiss,*

Hepaticfunction

abnormal

Hepatitis  

Skinand

subcutaneous

tissuedisorders

Skindiscolourationt

Palmar-plantar

erythrodysaesthesia

syndrome

Rashu

Haircolourchanges

Dryskin

Skinexfoliation

Skinreactionv

Eczema

Blister

Erythema

Alopecia

Acne

Pruritus

Skin

hyperpigmentation

Skinlesion

Hyperkeratosis

Dermatitis

Naildisorderw

 

Erythema

multiform

e*

Stevens-J

ohnson

syndrome

*

Pyoderma

gangreno

sum

Toxic

epidermal

necrolysis*

 

Musculoskeletal

andconnective

tissuedisorders

Paininextremity

Arthralgia

Backpain

Musculoskeletalpain

Musclespasms

Myalgia

Muscularweakness

Osteonecrosisofthejaw

Fistula*

Rhabdom

yolysis*

Myopathy

 

Renalandurinary

disorders
 

Renalfailure*

Renalfailureacute*

Chromaturia

Proteinuria

Haemorrhage

urinarytract

Nephrotic

syndrome
 

Generaldisorders

andadministration

siteconditions

Mucosalinflammation

Fatiguex

Oedemay

Pyrexia

Chestpain

Pain

Influenzalikeillness

Chills

Impairedhealing    

Investigations  

Weightdecreased

Whitebloodcellcount

decreased

Lipaseincreased

Plateletcount

decreased

Haemoglobin

decreased

Amylaseincreasedz

Aspartate

aminotransferase

increased

Alanine

aminotransferase

increased

Bloodcreatinine

increased

Bloodpressure

increased

Blooduric

Bloodcreatine

phosphokinase

increased

Bloodthyroid

stimulating

hormoneincreased

   

 

* Includingfatalevents.

Thefollowingtermshavebeencombined:
a Nasopharyngitisandoralherpes.
b Bronchitis,lowerrespiratorytractinfection,pneumonia,andrespiratorytractinfection.
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c Abscess,abscesslimb,analabscess,gingivalabscess,liverabscess,pancreaticabscess,perinealabscess,perirectalabscess,

rectalabscess,subcutaneousabscess,andtoothabscess.
d Oesophagealcandidiasisandoralcandidiasis.
e Cellulitisandskininfection.
f Sepsisandsepsisshock.
g Abdominalabscess,abdominalsepsis,diverticulitis,andosteomyelitis.
h Thromboticmicroangiopathy,thromboticthrombocytopenicpurpura,andhaemolyticuraemicsyndrome.
i Decreasedappetiteandanorexia
j Dysgeusia,ageusia,andtastedisturbance.
k Acutecoronarysyndrome,anginapectoris,anginaunstable,coronaryarteryocclusion,andmyocardialischaemia.
l Ejectionfractiondecreased/abnormal.
m Acutemyocardialinfarction,myocardialinfarction,andsilentmyocardialinfarction.
n Oropharyngealandpharyngolaryngealpain.
o Stomatitisandaphtousstomatitis.
p Abdominalpain,abdominalpainlower,andabdominalpainupper.
q Gastrointestinalperforationandintestinalperforation.
r Colitisandcolitisischaemic.
s Cholecystitisandacalculouscholecystitis.
t Yellowskin,skindiscolouration,andpigmentationdisorder.
u Dermatitispsoriasiform,exfoliativerash,rash,rasherythematous,rashfollicular,rashgeneralised,rashmacular,rash

maculo-papular,rashpapular,andrashpruritic.
v Skinreactionandskindisorder.
w Naildisorderanddiscolouration.
x Fatigueandasthenia.
y Faceoedema,oedema,andoedemaperipheral.
z Amylaseandamylaseincreased.

 

Description of selected adverse reactions

Infections and infestations

Casesofseriousinfection(withorwithoutneutropenia),includingcaseswithfataloutcome,havebeenreported.Casesof

necrotisingfasciitis,includingoftheperineum,sometimesfatal,havebeenreported(seealsosection4.4).

 

Blood and lymphatic system disorders

DecreasedabsoluteneutrophilcountsofGrade3and4severities,respectively,werereportedin10%and1.7%ofpatientson

thePhase3GISTstudy,in16%and1.6%ofpatientsonthePhase3MRCCstudy,andin13%and2.4%ofpatientsonthePhase

3pNETstudy.DecreasedplateletcountsofGrade3and4severities,respectively,werereportedin3.7%and0.4%ofpatients

onthePhase3GISTstudy,in8.2%and1.1%ofpatientsonthePhase3MRCCstudy,andin3.7%and1.2%ofpatientsonthe

Phase3pNETstudy(seesection4.4).

 

Bleedingeventswerereportedin18%ofpatientsreceivingsunitinibinaPhase3GISTstudyvs17%ofpatientsreceiving

placebo.Inpatientsreceivingsunitinibfortreatment-naïveMRCC,39%hadbleedingeventsvs11%ofpatientsreceiving

interferon-α(IFN-α).Seventeen(4.5%)patientsonsunitinibversus5(1.7%)patientsonIFN-αexperiencedGrade3orgreater

bleedingevents.Ofpatientsreceivingsunitinibforcytokine-refractoryMRCC,26%experiencedbleeding.Bleedingevents,

excludingepistaxis,werereportedin21.7%ofpatientsreceivingsunitinibinthePhase3pNETstudycomparedto9.85%of

patientsreceivingplacebo(seesection4.4)

 

Inclinicaltrials,tumourhaemorrhagewasreportedinapproximately2%ofpatientswithGIST.

Immune system disorders

Hypersensitivityreactions,includingangioedema,havebeenreported(seesection4.4).

 

Endocrine disorders

Hypothyroidismwasreportedasanadversereactionin7patients(4%)receivingsunitinibacrossthe2cytokine-refractory

MRCCstudies;in61patients(16%)onsunitiniband3patients(<1%)intheIFN-αarminthetreatment-naïveMRCCstudy.

 

Additionally,thyroid-stimulatinghormone(TSH)elevationswerereportedin4cytokine-refractoryMRCCpatients(2%).Overall,

7%oftheMRCCpopulationhadeitherclinicalorlaboratoryevidenceoftreatment-emergenthypothyroidism.Acquired

hypothyroidismwasnotedin6.2%ofGISTpatientsonsunitinibversus1%onplacebo.InthePhase3pNETstudy

hypothyroidismwasreportedin6patients(7.2%)receivingsunitinibandin1patient(1.2%)onplacebo.
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Thyroidfunctionwasmonitoredprospectivelyin2studiesinpatientswithbreastcancer;sunitinibisnotapprovedforusein

breastcancer.In1study,hypothyroidismwasreportedin15(13.6%)patientsonsunitiniband3(2.9%)patientsonstandardof

care.BloodTSHincreasewasreportedin1(0.9%)patientonsunitinibandnopatientsonstandardofcare.Hyperthyroidism

wasreportedinnosunitinib-treatedpatientsand1(1.0%)patientreceivingstandardofcare.Intheotherstudyhypothyroidism

wasreportedinatotalof31(13%)patientsonsunitiniband2(0.8%)patientsoncapecitabine.BloodTSHincreasewas

reportedin12(5.0%)patientsonsunitinibandnopatientsoncapecitabine.Hyperthyroidismwasreportedin4(1.7%)patients

onsunitinibandnopatientsoncapecitabine.BloodTSHdecreasewasreportedin3(1.3%)patientsonsunitinibandno

patientsoncapecitabine.T4increasewasreportedin2(0.8%)patientsonsunitiniband1(0.4%)patientoncapecitabine.T3

increasewasreportedin1(0.8%)patientonsunitinibandnopatientsoncapecitabine.Allthyroid-relatedeventsreportedwere

Grade1-2(seesection4.4).

 

Metabolism and nutrition disorders

AhigherincidencerateofhypoglycaemiaeventswasreportedinpatientswithpNETincomparisontoMRCCandGIST.

Nevertheless,mostoftheseadverseeventsobservedinclinicalstudieswerenotconsideredrelatedtostudytreatment(see

section4.4).

 

Nervous system disorders

Inclinicalstudiesofsunitinibandfrompostmarketingsurveillance,therehavebeenfewreports(<1%),somefatal,ofsubjects

presentingwithseizuresandradiologicalevidenceofRPLS.Seizureshavebeenobservedinpatientswithorwithout

radiologicalevidenceofbrainmetastases(seesection4.4).

 

Cardiac disorders

Inclinicaltrials,decreasesinleftventricularejectionfraction(LVEF)of≥20%andbelowthelowerlimitofnormalwere

reportedinapproximately2%ofsunitinib-treatedGISTpatients,4%ofcytokine-refractoryMRCCpatients,and2%of

placebo-treatedGISTpatients.TheseLVEFdeclinesdonotappeartohavebeenprogressiveandoftenimprovedastreatment

continued.Inthetreatment-naïveMRCCstudy,27%ofpatientsonsunitiniband15%ofpatientsonIFN-αhadanLVEFvalue

belowthelowerlimitofnormal.Twopatients(<1%)whoreceivedsunitinibwerediagnosedwithCHF.

 

InGISTpatients'cardiacfailure','cardiacfailurecongestive',or'leftventricularfailure'werereportedin1.2%ofpatientstreated

withsunitiniband1%ofpatientstreatedwithplacebo.InthepivotalPhase3GISTstudy(N=312),treatment-relatedfatal

cardiacreactionswerereportedin1%ofpatientsoneacharmofthestudy(i.e.sunitinibandplaceboarms).InaPhase2study

incytokine-refractoryMRCCpatients,0.9%ofpatientsexperiencedtreatment-relatedfatalmyocardialinfarctionandinthe

Phase3studyintreatment-naïveMRCCpatients,0.6%ofpatientsontheIFN-αarmand0%ofpatientsonthesunitinibarm

experiencedfatalcardiacevents.InthePhase3pNETstudy,1(1%)patientwhoreceivedsunitinibhadtreatment-relatedfatal

cardiacfailure.

 

Vascular disorders

 

Hypertension

Hypertensionwasaverycommonadversereactionreportedinclinicaltrials.Thedoseofsunitinibwasreducedorits

administrationtemporarilysuspendedinapproximately2.7%ofthepatientswhoexperiencedhypertension.Sunitinibwasnot

permanentlydiscontinuedinanyofthesepatients.Severehypertension(>200mmHgsystolicor110mmHgdiastolic)was

reportedin4.7%ofpatientswithsolidtumours.Hypertensionwasreportedinapproximately33.9%ofpatientsreceiving

sunitinibfortreatment-naïveMRCCcomparedto3.6%ofpatientsreceivingIFN-α.Severehypertensionwasreportedin12%of

treatment-naïvepatientsonsunitiniband<1%ofpatientsonIFN-α.Hypertensionwasreportedin26.5%ofpatientsreceiving

sunitinibinaPhase3pNETstudy,comparedto4.9%ofpatientsreceivingplacebo.Severehypertensionwasreportedin10%

ofpNETpatientsonsunitiniband3%ofpatientsonplacebo.

 

Venous thromboembolic events

Treatment-relatedvenousthromboemboliceventswerereportedinapproximately1.0%ofpatientswithsolidtumourswho

receivedsunitinibonclinicaltrials,includingGISTandRCC.

 

Sevenpatients(3%)onsunitinibandnoneonplaceboinaPhase3GISTstudyexperiencedvenousthromboembolicevents;5

ofthe7wereGrade3deepvenousthrombosis(DVT)and2wereGrade1or2.Fourofthese7GISTpatientsdiscontinued

treatmentfollowingfirstobservationofDVT.

 

Thirteenpatients(3%)receivingsunitinibinthePhase3treatment-naïveMRCCstudyand4patients(2%)onthe2

cytokine-refractoryMRCCstudieshadvenousthromboemboliceventsreported.Nineofthesepatientshadpulmonary

embolisms;1wasGrade2and8wereGrade4.EightofthesepatientshadDVT;1withGrade1,2withGrade2,4withGrade3,
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and1withGrade4.Onepatientwithpulmonaryembolisminthecytokine-refractoryMRCCstudyexperienceddose

interruption.

 

Intreatment-naïveMRCCpatientsreceivingIFN-α,6(2%)venousthromboemboliceventswerereported;1patient(<1%)

experiencedaGrade3DVTand5patients(1%)hadpulmonaryembolisms,allwithGrade4.

 

Venousthromboemboliceventswerereportedfor1(1.2%)patientinthesunitinibarmand5(6.1%)patientsintheplacebo

arminthePhase3pNETstudy.TwoofthesepatientsonplacebohadDVT,1withGrade2and1withGrade3.

 

NocaseswithfataloutcomewerereportedinGIST,MRCC,andpNETregistrationalstudies.Caseswithfataloutcomehave

beenobservedinthepostmarketingsurveillance.

 

Casesofpulmonaryembolismwereobservedinapproximately3.1%ofpatientswithGISTandinapproximately1.2%of

patientswithMRCC,whoreceivedsunitinibinPhase3studies.NopulmonaryembolismwasreportedforpatientswithpNET

whoreceivedsunitinibinthePhase3study.Rarecaseswithfataloutcomehavebeenobservedinthepostmarketing

surveillance.

 

Patientswhopresentedwithpulmonaryembolismwithintheprevious12monthswereexcludedfromsunitinibclinicalstudies.

 

InpatientswhoreceivedsunitinibinPhase3registrationalstudies,pulmonaryevents(i.e.dyspnoea,pleuraleffusion,

pulmonaryembolism,orpulmonaryoedema)werereportedinapproximately17.8%ofpatientswithGIST,inapproximately

26.7%ofpatientswithMRCCandin12%ofpatientswithpNET.

 

Approximately22.2%ofpatientswithsolidtumours,includingGISTandMRCC,whoreceivedsunitinibinclinicaltrials

experiencedpulmonaryevents.

 

Gastrointestinal disorders

Pancreatitishasbeenobserveduncommonly(<1%)inpatientsreceivingsunitinibforGISTorMRCC.Notreatment-related

pancreatitiswasreportedinthePhase3pNETstudy(seesection4.4).

 

Fatalgastrointestinalbleedingwasreportedin0.98%ofpatientsreceivingplacebointheGISTPhase3study.

 

Hepatobiliary disorders

HepaticdysfunctionhasbeenreportedandmayincludeLiverFunctionTestabnormalities,hepatitis,orliverfailure(seesection

4.4).

 

Skin and subcutaneous tissue disorders

Casesofpyodermagangrenosum,generallyreversibleafterdiscontinuationofsunitinib,havebeenreported(seealsosection

4.4).

 

Musculoskeletal and connective tissue disorders

Casesofmyopathyand/orrhabdomyolysis,somewithacuterenalfailure,havebeenreported.Patientswithsignsorsymptoms

ofmuscletoxicityshouldbemanagedasperstandardmedicalpractice(seesection4.4).

 

Casesoffistulaformation,sometimesassociatedwithtumournecrosisandregression,insomecaseswithfataloutcomes,have

beenreported(seesection4.4).

 

CasesofONJhavebeenreportedinpatientstreatedwithsunitinib,mostofwhichoccurredinpatientswhohadidentifiedrisk

factorsforONJ,inparticular,exposuretointravenousbisphosphonatesand/orahistoryofdentaldiseaserequiringinvasive

dentalprocedures(seealsosection4.4).

 

Investigations

Datafromnonclinical(in vitro andin vivo)studies,atdoseshigherthantherecommendedhumandose,indicatedthat

sunitinibhasthepotentialtoinhibitthecardiacactionpotentialrepolarisationprocess(e.g.,prolongationofQTinterval).

 

IncreasesintheQTcintervaltoover500msecwerereportedin0.5%,andchangesfrombaselineinexcessof60msecwere

reportedin1.1%ofthe450solidtumourpatients;bothoftheseparametersarerecognisedaspotentiallysignificantchanges.

Atapproximatelytwicetherapeuticconcentrations,sunitinibhasbeenshowntoprolongtheQTcFinterval(Fridericiacorrected

QTinterval).
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QTcintervalprolongationwasinvestigatedinatrialin24patients,ages20-87years,withadvancedmalignancies.Theresults

ofthisstudydemonstratedthatsunitinibhadaneffectonQTcinterval(definedasameanplacebo-adjustedchangeof>10

msecwitha90%confidenceinterval[CI]upperlimit>15msec)attherapeuticconcentration(Day3)usingthewithin-day

baselinecorrectionmethod,andatgreaterthantherapeuticconcentration(Day9)usingbothbaselinecorrectionmethods.No

patientshadaQTcinterval>500msec.AlthoughaneffectonQTcFintervalwasobservedonDay3at24hourspostdose(i.e.,

attherapeuticplasmaconcentrationexpectedaftertherecommendedstartingdoseof50mg)withthewithin-daybaseline

correctionmethod,theclinicalsignificanceofthisfindingisunclear.

 

UsingcomprehensiveserialECGassessmentsattimescorrespondingtoeithertherapeuticorgreaterthantherapeutic

exposures,noneofthepatientsintheevaluableorintent-to-treat(ITT)populationswereobservedtodevelopQTcinterval

prolongationconsideredas"severe"(i.e.equaltoorgreaterthanGrade3byCommonTerminologyCriteriaforAdverseEvents

[CTCAE]version3.0).

 

Attherapeuticplasmaconcentrations,themaximumQTcFinterval(Frederica'scorrection)meanchangefrombaselinewas9

msec(90%CI:15.1msec).Atapproximatelytwicetherapeuticconcentrations,themaximumQTcFintervalchangefrom

baselinewas15.4msec(90%CI:22.4msec).Moxifloxacin(400mg)usedasapositivecontrolshoweda5.6msecmaximum

meanQTcFintervalchangefrombaseline.NosubjectsexperiencedaneffectontheQTcintervalgreaterthanGrade2(CTCAE

version3.0)(seesection4.4).

 

Long-term safety in MRCC

Thelong-termsafetyofsunitinibinpatientswithMRCCwasanalysedacross9completedclinicalstudiesconductedinthe

first-line,bevacizumab-refractory,andcytokine-refractorytreatmentsettingsin5,739patients,ofwhom807(14%)were

treatedfor≥2yearsupto6years.Inthe807patientswhoreceivedlong-termsunitinibtreatment,mosttreatment-related

adverseevents(TRAEs)occurredinitiallyinthefirst6months–1yearandthenwerestableordecreasedinfrequencyovertime,

withtheexceptionofhypothyroidism,whichgraduallyincreasedovertime,withnewcasesoccurringoverthe6yearperiod.

ProlongedtreatmentwithsunitinibdidnotappeartobeassociatedwithnewtypesofTRAEs.

 

Paediatric population

ThesafetyprofileofsunitinibhasbeenderivedfromaPhase1dose-escalationstudy,aPhase2open-labelstudy,aPhase1/2

single-armstudyandfrompublicationsasdescribedbelow.

 

APhase1dose-escalationstudyoforalsunitinibwasconductedin35patientscomprisedof30paediatricpatients(aged3

yearsto17years)and5youngadultpatients(aged18to21years),withrefractorysolidtumours,themajorityofwhomhada

primarydiagnosisofbraintumour.Allstudyparticipantsexperiencedadversedrugreactions;mostoftheseweresevere

(toxicitygrade≥3)andincludedcardiactoxicity.Themostcommonadversedrugreactionsweregastrointestinal(GI)toxicity,

neutropenia,fatigue,andALTelevation.Theriskofcardiacadversedrugreactionsappearedtobehigherinpaediatricpatients

withpreviousexposuretocardiacirradiationoranthracyclinecomparedtothosepaediatricpatientswithoutpreviousexposure.

Inthesepaediatricpatientswithoutpreviousexposuretoanthracyclinesorcardiacirradiation,themaximumtolerateddose

(MTD)hasbeenidentified(seesection5.1).

 

Aphase2open-labelstudywasconductedin29patientscomprisedof27paediatricpatients(aged3yearsto16years)and2

youngadultpatients(aged18yearsto19years)withrecurrent/progressive/refractoryhigh-gradeglioma(HGG)or

ependymoma.TherewerenoGrade5adversereactionsineithergroup.Themostcommon(≥10%)treatment-relatedadverse

eventswereneutrophilcountdecreased(6[20.7%]patients)andhaemorrhageintracranial(3[10.3%]patients).

 

APhase1/2single-arm,studywasconductedin6paediatricpatients(aged13yearsto16years)withadvancedunresectable

GIST.Themostfrequentadversedrugreactionswerediarrhoea,nausea,WBCcountdecreased,neutropenia,andheadachein3

(50.0%)patientseach,primarilyGrade1or2inseverity.Fouroutof6patients(66.7%)experiencedGrade3-4

treatment-relatedadverseevents(Grade3hypophosphataemia,neutropenia,andthrombocytopeniain1patienteachanda

Grade4neutropeniain1patient).Therewerenoseriousadverseevents(SAEs)orGrade5adversedrugreactionsreportedin

thisstudy.Inboththeclinicalstudyandthepublications,thesafetyprofilewasconsistentwiththeknownsafetyprofilein

adults.

 

Reporting of suspected adverse reactions

Reportingsuspectedadversereactionsafterauthorisationofthemedicinalproductisimportant.Itallowscontinued

monitoringofthebenefit/riskbalanceofthemedicinalproduct.Healthcareprofessionalsareaskedtoreportanysuspected

adversereactionsviathenationalreportingsystem:

HPRAPharmacovigilance
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Website:www.hpra.ie

4.9Overdose

ThereisnospecificantidoteforoverdosewithSunitinibBluefishandtreatmentofoverdoseshouldconsistofgeneral

supportivemeasures.Ifindicated,eliminationofunabsorbedactivesubstancemaybeachievedbyemesisorgastriclavage.

Casesofoverdosehavebeenreported;somecaseswereassociatedwithadversereactionsconsistentwiththeknownsafety

profileofsunitinib.

5PHARMACOLOGICALPROPERTIES

5.1Pharmacodynamicproperties

Pharmacotherapeuticgroup:Antineoplasticagents,proteinkinaseinhibitors;ATCcode: L01EX01

 

Mechanismofaction

SunitinibinhibitsmultipleRTKsthatareimplicatedintumourgrowth,neoangiogenesis,andmetastaticprogressionofcancer.

Sunitinibwasidentifiedasaninhibitorofplatelet-derivedgrowthfactorreceptors(PDGFRαandPDGFRβ),VEGFreceptors

(VEGFR1,VEGFR2,andVEGFR3),stemcellfactorreceptor(KIT),Fms-liketyrosinekinase-3(FLT3),colonystimulatingfactor

receptor(CSF-1R),andtheglialcell-linederivedneurotrophicfactorreceptor(RET).Theprimarymetaboliteexhibitssimilar

potencycomparedtosunitinibinbiochemicalandcellularassays.

 

Clinical efficacy and safety

TheclinicalsafetyandefficacyofsunitinibhasbeenstudiedinthetreatmentofpatientswithGISTwhowereresistantto

imatinib(i.e.,thosewhoexperienceddiseaseprogressionduringorfollowingtreatmentwithimatinib)orintoleranttoimatinib

(i.e.,thosewhoexperiencedsignificanttoxicityduringtreatmentwithimatinibthatprecludedfurthertreatment),thetreatment

ofpatientswithMRCC,andthetreatmentofpatientswithunresectablepNET.

 

Efficacyisbasedontime-to-tumourprogression(TTP)andanincreaseinsurvivalinGIST,onprogression-freesurvival(PFS)

andobjectiveresponserates(ORR)fortreatment-naïveandcytokine-refractoryMRCCrespectively,andonPFSforpNET.

 

Gastrointestinal stromal tumours

Aninitialopen-label,dose-escalationstudywasconductedinpatientswithGISTafterfailureofimatinib(medianmaximum

dailydose800mg)duetoresistanceorintolerance.Ninety-sevenpatientswereenrolledatvariousdosesandschedules;55

patientsreceived50mgattherecommendedtreatmentSchedule4weekson/2weeksoff("Schedule4/2").

 

Inthisstudy,themedianTTPwas34.0weeks(95%CI:22.0,46.0).

 

APhase3,randomised,double-blind,placebo-controlledstudyofsunitinibwasconductedinpatientswithGISTwhowere

intolerantto,orhadexperienceddiseaseprogressionduringorfollowingtreatmentwithimatinib(medianmaximumdailydose

800mg).Inthisstudy,312patientswererandomised(2:1)toreceiveeither50mgsunitiniborplacebo,orallyoncedailyon

Schedule4/2untildiseaseprogressionorwithdrawalfromthestudyforanotherreason(207patientsreceivedsunitiniband

105patientsreceivedplacebo).TheprimaryefficacyendpointofthestudywasTTP,definedasthetimefromrandomisationto

firstdocumentationofobjectivetumourprogression.Atthetimeoftheprespecifiedinterimanalysis,themedianTTPon

sunitinibwas28.9weeks(95%CI:21.3,34.1)asassessedbytheinvestigatorand27.3weeks(95%CI:16.0,32.1)asassessedby

theindependentreviewandwasstatisticallysignificantlylongerthantheTTPonplaceboof5.1weeks(95%CI:4.4,10.1)as

assessedbytheinvestigatorand6.4weeks(95%CI:4.4,10.0)asassessedbytheindependentreview.Thedifferenceinoverall

survival(OS)wasstatisticallyinfavourofsunitinib[hazardratio(HR):0.491;(95%CI:0.290,0.831)];theriskofdeathwas2times

higherinpatientsintheplaceboarmcomparedtothesunitinibarm.

 

Aftertheinterimanalysisofefficacyandsafety,attherecommendationoftheindependentDataandSafetyMonitoringBoard

(DSMB),thestudywasunblindedandpatientsontheplaceboarmwereofferedopen-labelsunitinibtreatment.

 

Atotalof255patientsreceivedsunitinibintheopen-labeltreatmentphaseofthestudy,including99patientswhowere

initiallytreatedwithplacebo.

 

Theanalysesofprimaryandsecondaryendpointsintheopen-labelphaseofthestudyreaffirmedtheresultsobtainedatthe

timeoftheinterimanalysis,asshowninTable2:

 

http://www.hpra.ie/
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Table2.GISTsummaryofefficacyendpoints(ITTpopulation)

 Double-blind treatment a     

 Median (95% CI)  Hazard ratio 

Placebo cross-over groupb 
Endpoint

 

sunitinib

 

placebo

 

(95% CI)

 

p-value

Primary      

TTP (weeks)      

Interim 27.3 (16.0, 32.1) 6.4 (4.4, 10.0) 0.329 (0.233, 0.466) < 0.001 -

Final 26.6 (16.0, 32.1) 6.4 (4.4, 10.0) 0.339 (0.244, 0.472) < 0.001
10.4 (4.3,

22.0)

Secondary      

PFS (weeks)c      

Interim 24.1 (11.1, 28.3) 6.0 (4.4, 9.9) 0.333 (0.238, 0.467) < 0.001 -

Final 22.9 (10.9, 28.0) 6.0 (4.4, 9.7) 0.347 (0.253, 0.475) < 0.001 -

ORR (%)d      

Interim 6.8 (3.7, 11.1) 0 (-) NA 0.006 -

Final 6.6 (3.8, 10.5) 0 (-) NA 0.004
10.1 (5.0,

17.8)

OS (weeks)e      

Interim - - 0.491 (0.290, 0.831) 0.007 -

Final 72.7 (61.3, 83.0) 64.9 (45.7, 96.0) 0.876 (0.679, 1.129) 0.306 -
 

 

Abbreviations:CI=confidenceinterval;ITT=intent-to-treat;NA=notapplicable;ORR=objectiveresponse

rate;OS=overallsurvival;PFS=progression-freesurvival;TTP=time-to-tumourprogression.
a Resultsofdouble-blindtreatmentarefromtheITTpopulationandusingcentralradiologistmeasurement,asappropriate.
b Efficacyresultsforthe99subjectswhocrossedoverfromplacebotosunitinibafterunblinding.Baselinewasresetat

cross-overandefficacyanalyseswerebasedoninvestigatorsassessment.
c TheinterimPFSnumbershavebeenupdatedbasedonarecalculationoftheoriginaldata.
d ResultsforORRaregivenaspercentofsubjectswithconfirmedresponsewiththe95%CI.
e Mediannotachievedbecausethedatawerenotyetmature.

 

MedianOSintheITTpopulationwas72.7weeksand64.9weeks(HR:0.876;95%CI:0.679,1.129;p=0.306),inthesunitiniband

placeboarms,respectively.Inthisanalysis,theplaceboarmincludedthosepatientsrandomisedtoplacebowhosubsequently

receivedopenlabelsunitinibtreatment.

 

Treatment-naïve metastatic renal cell carcinoma

APhase3,randomised,multi-centre,internationalstudyevaluatingtheefficacyandsafetyofsunitinibcomparedwithIFN-αin

treatment-naïveMRCCpatientswasconducted.Sevenhundredandfiftypatientswererandomised1:1tothetreatmentarms;

theyreceivedtreatmentwitheithersunitinibinrepeated6-weekcycles,consistingof4weeksof50mgdailyoral

administrationfollowedby2weeksofrest(Schedule4/2),orIFN-α,administeredasasubcutaneousinjectionof3millionunits

(MU)thefirstweek,6MUthesecondweek,and9MUthethirdweekandthereafter,on3non-consecutivedayseachweek.

 

Themediandurationoftreatmentwas11.1months(range:0.4-46.1)forsunitinibtreatmentand4.1months(range:0.1-45.6)

forIFN-αtreatment.Treatment-relatedseriousadverseevents(TRSAEs)werereportedin23.7%ofpatientsreceivingsunitinib

andin6.9%ofpatientsreceivingIFN-α.However,thediscontinuationratesduetoadverseeventswere20%forsunitiniband

23%forIFN-α.Doseinterruptionsoccurredin202patients(54%)onsunitiniband141patients(39%)onIFN-α.Dose

reductionsoccurredin194patients(52%)onsunitiniband98patients(27%)onIFN-α.Patientsweretreateduntildisease

progressionorwithdrawalfromthestudy.TheprimaryefficacyendpointwasPFS.Aplannedinterimanalysisshoweda

statisticallysignificantadvantageforsunitiniboverIFN-α,inthisstudy,themedianPFSforthesunitinib-treatedgroupwas47.3

weeks,comparedwith22.0weeksfortheIFN-α-treatedgroup;theHRwas0.415(95%CI:0.320,0.539;p-value<0.001).Other

endpointsincludedORR,OS,andsafety.Coreradiologyassessmentwasdiscontinuedaftertheprimaryendpointhadbeen

met.Atthefinalanalysis,theORRasdeterminedbytheinvestigator'sassessmentwas46%(95%CI:41%,51%)forthesunitinib

armand12.0%(95%CI:9%,16%)fortheIFN-αarm(p<0.001).

 

SunitinibtreatmentwasassociatedwithlongersurvivalcomparedtoIFN-α.ThemedianOSwas114.6weeksforthesunitinib

arm(95%CI:100.1,142.9)and94.9weeksfortheIFN-αarm(95%CI:77.7,117.0)withahazardratioof0.821(95%CI:0.673,

1.001;p=0.0510byunstratified
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log-rank).

 

TheoverallPFSandOS,observedintheITTpopulation,asdeterminedbythecoreradiologylaboratoryassessment,are

summarisedinTable3.

 

Table3. Treatment-naïvemRCCsummaryofefficacyendpoints(ITTpopulation)

Summaryofprogression-freesurvival

Sunitinib

(N=375)

IFN-

(N=375)

Subjectdidnotprogressordie[n(%)] 161(42.9) 176(46.9)

Subjectobservedtohaveprogressedordied[n(%)] 214(57.1) 199(53.1)

PFS(weeks)  

Quartile(95%CI)  

25% 22.7(18.0,34.0) 10.0(7.3,10.3)

50% 48.3(46.4,58.3) 22.1(17.1,24.0)

75% 84.3(72.9,95.1) 58.1(45.6,82.1)

Unstratifiedanalysis  

Hazardratio(sunitinibversusIFN-) 0.5268

95%CIforhazardratio (0.4316,0.6430)

p-valuea <0.0001

Summaryofoverallsurvival  

Subjectnotknowntohavedied[n(%)] 185(49.3) 175(46.7)

Subjectobservedtohavedied[n(%)] 190(50.7) 200(53.3)

OS(weeks)  

Quartile(95%CI)  

25% 56.6(48.7,68.4) 41.7(32.6,51.6)

50% 114.6(100.1,142.9) 94.9(77.7,117.0)

75% NA(NA,NA) NA(NA,NA)

Unstratifiedanalysis  

Hazardratio(sunitinibversusIFN-) 0.8209

95%CIforhazardratio (0.6730,1.0013)

p-valuea 0.0510

Abbreviations:CI=confidenceinterval;INF-α=interferon-alfa;ITT=intent-to-treat;N=numberofpatients;NA=notapplicable;

OS=overallsurvival;PFS=progression-freesurvival.
a Froma2-sidedlog-ranktest.

 

Cytokine-refractory metastatic renal cell carcinoma

APhase2studyofsunitinibwasconductedinpatientswhowererefractorytopriorcytokinetherapywithinterleukin-2or

IFN-α.Sixty-threepatientsreceivedastartingdoseof50mgsunitiniborally,oncedailyfor4consecutiveweeksfollowedbya

2-weekrestperiod,tocompriseacompletecycleof6weeks(Schedule4/2).TheprimaryefficacyendpointwasORR,basedon

ResponseEvaluationCriteriainSolidTumours(RECIST).

 

Inthisstudytheobjectiveresponseratewas36.5%(95%CI:24.7%,49.6%)andthemedianTTPwas37.7weeks(95%CI:24.0,

46.4).

 

Aconfirmatory,open-label,single-arm,multi-centrestudyevaluatingtheefficacyandsafetyofsunitinibwasconductedin

patientswithMRCCwhowererefractorytopriorcytokinetherapy.Onehundredand6patientsreceivedatleastone50mg

doseofsunitinibonSchedule4/2.

 

TheprimaryefficacyendpointofthisstudywasORR.SecondaryendpointsincludedTTP,durationofresponse(DR)andOS.

 

InthisstudytheORRwas35.8%(95%CI:26.8%,47.5%).ThemedianDRandOShadnotyetbeenreached.

 

Pancreatic neuroendocrine tumours

AsupportivePhase2,open-label,multi-centrestudyevaluatedtheefficacyandsafetyofsingle-agentsunitinib50mgdailyon

Schedule4/2inpatientswithunresectablepNET.Inapancreaticisletcelltumourcohortof66patients,theprimaryendpointof

responseratewas17%.
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ApivotalPhase3,multi-centre,international,randomised,double-blind,placebo-controlledstudyofsingle-agentsunitinibwas

conductedinpatientswithunresectablepNET.

 

Patientswererequiredtohavedocumentedprogression,basedonRECIST,withintheprior12monthsandwererandomised

(1:1)toreceiveeither37.5mgsunitiniboncedailywithoutascheduledrestperiod(N=86)orplacebo(N=85).

 

TheprimaryobjectivewastocomparePFSinpatientsreceivingsunitinibversuspatientsreceivingplacebo.Otherendpoints

includedOS,ORR,PROs,andsafety.

 

Demographicswerecomparablebetweenthesunitinibandplacebogroups.Additionally,49%ofsunitinibpatientshad

non-functioningtumoursversus52%ofplacebopatientsand92%ofpatientsinbotharmshadlivermetastases.

 

Useofsomatostatinanalogueswasallowedinthestudy.

Atotalof66%ofsunitinibpatientsreceivedpriorsystemictherapycomparedwith72%ofplacebopatients.Inaddition,24%of

sunitinibpatientshadreceivedsomatostatinanaloguescomparedwith22%ofplacebopatients.

 

AclinicallysignificantadvantageininvestigatorassessedPFSforsunitiniboverplacebowasobserved.ThemedianPFSwas

11.4monthsforthesunitinibarmcomparedto5.5monthsfortheplaceboarm[hazardratio:0.418(95%CI:0.263,0.662),

p-value=0.0001];similarresultswereobservedwhenderivedtumourresponseassessmentsbaseduponapplicationofRECIST

toinvestigatortumourmeasurementswereusedtodeterminediseaseprogression,asshowninTable4.Ahazardratio

favouringsunitinibwasobservedinallsubgroupsofbaselinecharacteristicsevaluated,includingananalysisbynumberof

priorsystemictherapies.Atotalof29patientsinthesunitinibarmand24intheplaceboarmhadreceivednopriorsystemic

treatment;amongthesepatients,thehazardratioforPFSwas0.365(95%CI:0.156,0.857),p=0.0156.Similarly,among57

patientsinthesunitinibarm(including28with1priorsystemictherapyand29with2ormorepriorsystemictherapies)and61

patientsintheplaceboarm(including25with1priorsystemictherapyand36with2ormorepriorsystemictherapies),the

hazardratioforPFSwas0.456(95%CI:0.264,0.787),p=0.0036.

 

AsensitivityanalysisofPFSwasconductedwhereprogressionwasbaseduponinvestigator-reportedtumourmeasurements

andwhereallsubjectscensoredforreasonsotherthanstudyterminationweretreatedasPFSevents.Thisanalysisprovideda

conservativeestimateofthetreatmenteffectofsunitinibandsupportedtheprimaryanalysis,demonstratingahazardratioof

0.507(95%CI:0.350,0.733),p=0.000193.ThepivotalstudyinpancreaticNETwasterminatedprematurelyatthe

recommendationofanindependentdrugmonitoringcommitteeandtheprimaryendpointwasbaseduponinvestigator

assessment,bothofwhichmayhaveaffectedtheestimatesofthetreatmenteffect.

 

Inordertoruleoutbiasintheinvestigator-basedassessmentofPFS,aBICRofscanswasperformed;thisreviewsupportedthe

investigatorassessment,asshowninTable4.

 

Table4-pNETefficacyresultsfromthePhase3study

 

Efficacyparameter sunitinib(N=86) Placebo (N=85) HazardRatio(95%CI) p-value

Progression-free survival [median, 11.4 5.5 0.418

0.0001a  months (95% CI)] by Investigator
(7.4, 19.8)  (3.6, 7.4)  (0.263, 0.662) 

Assessment

Progression-free survival [median, 12.6 5.4 0.401

0.000066a    

months (95% CI)] by derived 

tumour

(7.4, 16.9)    (3.5, 6.0)    (0.252, 0.640)   response assessment based upon

application of RECIST to

investigator tumour assessments

Progression-free survival [median, 12.6 5.8 0.315

0.000015a   
months (95% CI)] by blinded

(11.1, 20.6)   (3.8, 7.2)   (0.181, 0.546)  independent central review of

tumour assessments

Overall survival [5 years follow-up] 38.6 29.1 0.730
0.0940a 

[median, months (95% CI)] (25.6, 56.4) (16.4, 36.8) (0.504, 1.057)

Objective response rate [%, (95% 

CI)]

9.3

(3.2, 15.4)
0 NA 0.0066b
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Abbreviations:CI=confidenceinterval;N=numberofpatients;NA=notapplicable;pNET=pancreaticneuroendocrinetumours;

RECIST=responseevaluationcriteriainsolidtumours.
a 2-sidedunstratifiedlog-ranktest
b Fisher'sExacttest

 

Figure1.Kaplan-MeierplotofPFSinthepNETPhase3study

 

Numberofsubjectsatrisk

sunitinib 86 52 34 20 15 4 2

placebo 85 42 20 9 2 2 2

 

Abbreviations:CI=confidenceinterval;N=numberofpatients;PFS=progression-freesurvival;pNET=pancreaticneuroendocrine

tumours.

 

OSdatawerenotmatureatthetimeofthestudyclosure[20.6months(95%CI:20.6,NR)forthesunitinibarmcomparedtoNR

(95%CI:15.5,NR)fortheplaceboarm,hazardratio:0.409(95%CI:0.187,0.894),p-value=0.0204].Therewere9deathsinthe

sunitinibarmand21deathsintheplaceboarm.

 

Upondiseaseprogression,patientswereunblindedandplacebopatientswereofferedaccesstoopen-labelsunitinibina

separateextensionstudy.Asaresultoftheearlystudyclosure,remainingpatientswereunblindedandofferedaccessto

open-labelsunitinibinanextensionstudy.Atotalof59outof85patients(69.4%)fromtheplaceboarmcrossedovertoopen

labelsunitinibfollowingdiseaseprogressionorunblindingatstudyclosure.OSobservedafter5yearsoffollow-upinthe

extensionstudyshowedahazardratioof0.730(95%CI:0.504,1.057).

 

ResultsfromtheEuropeanOrganisationforResearchandTreatmentofCancerQualityofLifeQuestionnaire(EORTCQLQ-C30)

showedthattheoverallglobalhealth-relatedqualityoflifeandthe5functioningdomains(physical,role,cognitive,emotional,

andsocial)weremaintainedforpatientsonsunitinibtreatmentascomparedtoplacebowithlimitedadversesymptomatic

effects.

 

APhase4multinational,multi-centre,single-arm,open-labelstudyevaluatingtheefficacyandsafetyofsunitinibwas

conductedinpatientswithprogressive,advanced/metastatic,well-differentiated,unresectablepNET.

 

Onehundredsixpatients(61patientsinthetreatment-naïvecohortand45patientsinthelater-linecohort)receivedtreatment

withsunitiniborallyat37.5mgonceadayonacontinuousdailydosing(CDD)schedule.

 

Theinvestigator-assessedmedianPFSwas13.2months,bothintheoverallpopulation(95%CI:10.9,16.7)andinthe

treatment-naïvecohort(95%CI:7.4,16.8).
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Paediatric population

Experienceontheuseofsunitinibinpaediatricpatientsislimited(seesection4.2).

 

APhase1dose-escalationstudyoforalsunitinibwasconductedin35patientscomprisedof30paediatricpatients(aged3

yearsto17years)and5youngadultpatients(aged:18yearsto21years),withrefractorysolidtumours,themajorityofwhom

wereenrolledwithaprimarydiagnosisofbraintumour.Dose-limitingcardiotoxicitywasobservedinthefirstpartofthestudy

whichwasthereforeamendedtoexcludepatientswithpreviousexposuretopotentiallycardiotoxictherapies(including

anthracyclines)orcardiacradiation.Inthesecondpartofthestudy,includingpatientswithprioranticancertherapybut

withoutriskfactorsforcardiactoxicity,sunitinibwasgenerallytolerableandclinicallymanageableatthedoseof15mg/m2

daily(MTD)onSchedule4/2.Noneofthesubjectsachievedcompleteresponseorpartialresponse.Stablediseasewas

observedin6patients(17%).OnepatientwithGISTwasenrolledatthe15mg/m2doselevelwithnoevidenceofbenefit.The

observedadversedrugreactionsweresimilaroveralltothoseseeninadults(seesection4.8).

 

APhase2open-labelstudywasconductedin29patientscomprisedof27paediatricpatients(aged3yearsto16years)and2

youngadultpatients(aged18yearsto19years)withHGGorependymoma.Thestudywasclosedatthetimeofplanned

interimanalysisduetothelackofdiseasecontrol.MedianPFSwas2.3monthsintheHGGgroupand2.7monthsinthe

ependymomagroup.MedianoverallOSwas5.1monthsintheHGGgroupand12.3monthsintheependymomagroup.The

mostcommon(≥10%)reportedtreatment-relatedadverseeventsinpatientsinbothgroupscombinedwereneutrophilcount

decreased(6patients[20.7%])andhaemorrhageintracranial(3patients[10.3%])(seesection4.8).

 

EvidencefromaPhase1/2studyoforalsunitinibconductedin6paediatricpatientswithGISTaged13yearsto16yearswho

receivedsunitinibonSchedule4/2,atdosesrangingbetween15mg/m2dailyand30mg/m2daily,andavailablepublished

data(20paediatricoryoungadultpatientswithGIST)indicatedthatsunitinibtreatmentresultedindiseasestabilizationin18

of26(69.2%)patients,eitherafterimatinibfailureorintolerance(16patientswithstablediseaseoutof21),ordenovo/after

surgery(2patientswithstablediseaseoutof5).InthePhase1/2study,stablediseaseanddiseaseprogressionwasobservedin

3outof6patientseach(1patientreceivedneoadjuvantand1patientreceivedadjuvantimatinib,respectively).Inthesame

study,4outof6patients(66.7%)experiencedGrade3-4treatment-relatedadverseevents(Grade3hypophosphataemia,

neutropenia,andthrombocytopeniain1patienteachandaGrade4neutropeniain1patient).Inaddition,thepublications

reportedthefollowingGrade3adversedrugreactionsexperiencedby5patients:fatigue(2),gastrointestinaladversedrug

reactions(includingdiarrhoea)(2),haematologicadversedrugreactions(includinganaemia)(2),cholecystitis(1),

hyperthyroidism(1),andmucositis(1).

 

Apopulationpharmacokinetic(PK)andpharmacokinetic/pharmacodynamic(PK/PD)analysiswasconductedwiththescopeto

extrapolatethePKandkeysafetyandefficacyendpointsofsunitinibinpaediatricpatientswithGIST(aged:6yearsto17years).

ThisanalysiswasbasedondatacollectedfromadultswithGISTorsolidtumoursandfrompaediatricpatientswithsolid

tumours.Basedonthemodellinganalyses,theyoungerageandlowerbodysizedidnotappeartoaffectnegativelythesafety

andefficacyresponsestosunitinibplasmaexposures.Sunitinibbenefit/riskdidnotappeartobenegativelyaffectedby

youngerageorlowerbodysize,andwasmainlydrivenbyitsplasmaexposure.

 

TheEMAhaswaivedtheobligationtosubmittheresultsofstudieswithsunitinibinallsubsetsofthepaediatricpopulationfor

thetreatmentofkidneyorrenalpelviscarcinoma(excludingnephroblastoma,nephroblastomatosis,clearcellsarcoma,

mesoblasticnephroma,renalmedullarycarcinoma,andrhabdoidtumourofthekidney)(seesection4.2).

 

TheEMAhaswaivedtheobligationtosubmittheresultsofthestudieswithsunitinibinallsubsetsofthepaediatricpopulation

forthetreatmentofgastroenteropancreaticneuroendocrinetumours(excludingneuroblastoma,neuroganglioblastoma,and

phaeochromocytoma)(seesection4.2).

5.2Pharmacokineticproperties

ThePKofsunitinibwereevaluatedin135healthyvolunteersand266patientswithsolidtumours.ThePKweresimilarinall

solidtumourspopulationstestedandinhealthyvolunteers.

 

Inthedosingrangesof25to100mg,theareaundertheplasmaconcentration-timecurve(AUC)andCmaxincrease

proportionallywithdose.Withrepeateddailyadministration,sunitinibaccumulates3-to4-foldanditsprimaryactive

metaboliteaccumulates7-to10-fold.Steady-stateconcentrationsofsunitinibanditsprimaryactivemetaboliteareachieved

within10to14days.ByDay14,combinedplasmaconcentrationsofsunitinibanditsactivemetaboliteare62.9-101ng/ml,

whicharetargetconcentrationspredictedfrompreclinicaldatatoinhibitreceptorphosphorylationinvitroandresultin

tumourstasis/growthreductioninvivo.Theprimaryactivemetabolitecomprises23%to37%ofthetotalexposure.No
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significantchangesinthePKofsunitinibortheprimaryactivemetaboliteareobservedwithrepeateddailyadministrationor

withrepeatedcyclesinthedosingschedulestested.

 

Absorption

Afteroraladministrationofsunitinib,Cmaxaregenerallyobservedfrom6to12hours-timetomaximumconcentration(tmax)

postadministration.

 

Foodhasnoeffectonthebioavailabilityofsunitinib.

 

Distribution

In vitro,bindingofsunitinibanditsprimaryactivemetabolitetohumanplasmaproteinwas95%and90%,respectively,withno

apparentconcentrationdependence.Theapparentvolumeofdistribution(Vd)forsunitinibwaslarge,2230L,indicating

distributionintothetissues.

 

Metabolic interactions

Thecalculatedin vitro KivaluesforallcytochromeP450(CYP)isoformstested(CYP1A2,CYP2A6,CYP2B6,CYP2C8,CYP2C9,

CYP2C19,CYP2D6,CYP2E1,CYP3A4/5,andCYP4A9/11)indicatedthatsunitinibanditsprimaryactivemetaboliteareunlikelyto

inducemetabolism,toanyclinicallyrelevantextent,ofotheractivessubstancesthatmaybemetabolisedbytheseenzymes.

 

Biotransformation

SunitinibismetabolisedprimarilybyCYP3A4,theCYPisoformwhichproducesitsprimaryactivemetabolite,desethylsunitinib,

whichisthenfurthermetabolisedbythesameisoenzyme.

 

Co-administrationofsunitinibwithpotentCYP3A4inducersorinhibitorsshouldbeavoidedbecausetheplasmalevelsof

sunitinibmaybealtered(seesections4.4and4.5).

 

Elimination

Excretionisprimarilyviafaeces(61%),withrenaleliminationofunchangedactivesubstanceandmetabolitesaccountingfor

16%oftheadministereddose.Sunitinibanditsprimaryactivemetabolitewerethemajorcompoundsidentifiedinplasma,

urine,andfaeces,representing91.5%,86.4%,and73.8%ofradioactivityinpooledsamples,respectively.Minormetabolites

wereidentifiedinurineandfaeces,butgenerallywerenotfoundinplasma.Totaloralclearance(CL/F)was34-62L/h.

Followingoraladministrationinhealthyvolunteers,theeliminationhalf-livesofsunitinibanditsprimaryactivedesethyl

metaboliteareapproximately40-60hoursand80-110hours,respectively.

 

Co-administration with medicinal products that are BCRP inhibitors

In vitro,sunitinibisasubstrateoftheeffluxtransporterBCRP.InstudyA6181038theco-administrationofgefitinib,aBCRP

inhibitor,didnotresultinaclinicallyrelevanteffectontheCmaxandAUCforsunitinibortotaldrug(sunitinib+metabolite)

(seesection4.5).Thisstudywasamulti-centre,open-label,Phase1/2studyexaminingthesafety/tolerability,themaximum

tolerateddose,andtheantitumouractivityofsunitinibincombinationwithgefitinibinsubjectswithMRCC.ThePKofgefitinib

(250mgdaily)andsunitinib(37.5mg[Cohort1,n=4]or50mg[Cohort2,n=7]dailyona4-weeksonfollowedby2weeks-off

schedule)whenco-administeredwasevaluatedasasecondarystudyobjective.ChangesinsunitinibPKparameterswereofno

clinicalsignificanceanddidnotindicateanydrug-druginteractions;however,consideringtherelativelylownumberofsubjects

(i.e.N=7+4)andthemoderate-largeinterpatientvariabilityinthepharmacokineticparameters,cautionneedstobetaken

wheninterpretingthePKdrug-druginteractionfindingsfromthisstudy.

 

Special populations

 

Hepatic impairment

Sunitinibanditsprimarymetabolitearemainlymetabolisedbytheliver.Systemicexposuresafterasingledoseofsunitinib

weresimilarinsubjectswithmildormoderate(Child-PughClassAandB)hepaticimpairmentcomparedtosubjectswith

normalhepaticfunction.Sunitinibwasnotstudiedinsubjectswithsevere(Child-PughClassC)hepaticimpairment.

 

StudiesincancerpatientshaveexcludedpatientswithALTorAST>2.5xULN(upperlimitofnormal)or>5.0xULNifdueto

livermetastasis.

 

Renal impairment

PopulationPKanalysesindicatedthatsunitinibapparentclearance(CL/F)wasnotaffectedbycreatinineclearance(CLcr)within

therangeevaluated(42-347ml/min).Systemicexposuresafterasingledoseofsunitinibweresimilarinsubjectswithsevere

renalimpairment(CLcr<30ml/min)comparedtosubjectswithnormalrenalfunction(CLcr>80ml/min).Althoughsunitinib
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anditsprimarymetabolitewerenoteliminatedthroughhaemodialysisinsubjectswithESRD,thetotalsystemicexposureswere

lowerby47%forsunitiniband31%foritsprimarymetabolitecomparedtosubjectswithnormalrenalfunction.

 

Weight, performance status

PopulationPKanalysesofdemographicdataindicatethatnostartingdoseadjustmentsarenecessaryforweightorEastern

CooperativeOncologyGroup(ECOG)performancestatus.

 

Gender

Availabledataindicatethatfemalescouldhaveabout30%lowerapparentclearance(CL/F)ofsunitinibthanmales:this

difference,however,doesnotnecessitatestartingdoseadjustments.

 

Paediatric population

Experienceontheuseofsunitinibinpaediatricpatientsislimited(seesection4.2).PopulationPKanalysesofapooleddataset

fromadultpatientswithGISTandsolidtumoursandpaediatricpatientswithsolidtumourswerecompleted.Stepwisecovariate

modellinganalyseswereperformedtoevaluatetheeffectofageandbodysize(totalbodyweightorbodysurfacearea)aswell

asothercovariatesonimportantPKparametersforsunitinibanditsactivemetabolite.Amongageandbodysizerelated

covariatestested,agewasasignificantcovariateonapparentclearanceofsunitinib(theyoungertheageofthepaediatric

patient,thelowertheapparentclearance).Similarly,bodysurfaceareawasasignificantcovariateontheapparentclearanceof

theactivemetabolite(thelowerthebodysurfacearea,thelowertheapparentclearance).

 

Furthermore,basedonanintegratedpopulationPKanalysisofpooleddatafromthe3paediatricstudies(2paediatricsolid

tumourstudiesand1paediatricGISTstudy;ages:6yearsto11yearsand12yearsto17years),baselinebodysurfacearea

(BSA)wasasignificantcovariateonapparentclearanceofsunitinibanditsactivemetabolite.Basedonthisanalysis,adoseof

approximately20mg/m2dailyinpaediatricpatients,withBSAvaluesbetween1.10and1.87m2,isexpectedtoprovideplasma

exposurestosunitinibanditsactivemetabolitecomparable(between75and125%oftheAUC)tothoseinadultswithGIST

administeredsunitinib50mgdailyonSchedule4/2(AUC1233ng.hr/mL).Inpaediatricstudies,thestartingdoseofsunitinib

was15mg/m2(basedontheMTDidentifiedinthePhase1dose-escalationstudy,seesection5.1),whichinpaediatricpatients

withGISTincreasedto22.5mg/m2andsubsequentlyto30mg/m2(nottoexceedthetotaldoseof50mg/day)basedon

individualpatientsafety/tolerability.Furthermore,accordingtothepublishedliteraturesinpaediatricpatientswithGIST,the

calculatedstartingdoserangedfrom16.6mg/m2to36mg/m2,increasedtodosesashighas40.4mg/m2(notexceedingthe

totaldoseof50mg/day).

5.3Preclinicalsafetydata

Inratandmonkeyrepeated-dosetoxicitystudiesupto9-monthsduration,theprimarytargetorganeffectswereidentifiedin

thegastrointestinaltract(emesisanddiarrhoeainmonkeys);adrenalgland(corticalcongestionand/orhaemorrhageinrats

andmonkeys,withnecrosisfollowedbyfibrosisinrats);haemolymphopoieticsystem(bonemorrowhypocellularityand

lymphoiddepletionofthymus,spleen,andlymphnode);exocrinepancreas(acinarcelldegranulationwithsinglecellnecrosis);

salivarygland(acinarhypertrophy);bonejoint(growthplatethickening);uterus(atrophy);andovaries(decreasedfollicular

development).Allfindingsoccurredatclinicallyrelevantsunitinibplasmaexposurelevels.Additionaleffectsobservedinother

studiesincluded:QTcintervalprolongation,LVEFreductionandtesticulartubularatrophy,increasedmesangialcellsinkidney,

haemorrhageingastrointestinaltractandoralmucosa,andhypertrophyofanteriorpituitarycells.Changesintheuterus

(endometrialatrophy)andbonegrowthplate(physealthickeningordysplasiaofcartilage)arethoughttoberelatedtothe

pharmacologicalactionofsunitinib.Mostofthesefindingswerereversibleafter2to6weekswithouttreatment.

 

Genotoxicity

Thegenotoxicpotentialofsunitinibwasassessedin vitro andin vivo.Sunitinibwasnotmutagenicinbacteriausingmetabolic

activationprovidedbyratliver.Sunitinibdidnotinducestructuralchromosomeaberrationsinhumanperipheralblood

lymphocytecellsin vitro. Polyploidy(numericalchromosomeaberrations)wasobservedinhumanperipheralblood

lymphocytesin vitro,bothinthepresenceandabsenceofmetabolicactivation.Sunitinibwasnotclastogenicinratbone

marrowin vivo. Themajoractivemetabolitewasnotevaluatedforgenotoxicpotential.

 

Carcinogenicity

Ina1-month,oralgavagedose-rangefindingstudy(0,10,25,75,or200mg/kg/day)withcontinuousdailydosinginrasH2

transgenicmice,carcinomaandhyperplasiaofBrunner'sglandsoftheduodenumwereobservedatthehighestdose(200

mg/kg/day)tested.

 

A6-month,oralgavagecarcinogenicitystudy(0,8,25,75[reducedto50]mg/kg/day),withdailydosingwasconductedin

rasH2transgenicmice.Gastroduodenalcarcinomas,anincreasedincidenceofbackgroundhaemangiosarcomas,and/orgastric
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mucosalhyperplasiawereobservedatdosesof≥25mg/kg/dayfollowing1-or6-monthsduration(≥7.3timestheAUCin

patientsadministeredtherecommendeddailydose[RDD]).

 

Ina2-yearratcarcinogenicitystudy(0,0.33,1,or3mg/kg/day),administrationofsunitinibin28-daycyclesfollowedby7-day

dose-freeperiodsresultedinincreasesintheincidenceofphaeochromocytomasandhyperplasiaintheadrenalmedullaof

maleratsgiven3mg/kg/dayfollowing>1yearofdosing(≥7.8timestheAUCinpatientsadministeredtheRDD).Brunner's

glandscarcinomaoccurredintheduodenumat≥1mg/kg/dayinfemalesandat3mg/kg/dayinmales,andmucouscell

hyperplasiawasevidentintheglandularstomachat3mg/kg/dayinmales,whichoccurredat≥0.9,7.8,and7.8timestheAUC

inpatientsadministeredtheRDD,respectively.Therelevancetohumansoftheneoplasticfindingsobservedinthemouse

(rasH2transgenic)andratcarcinogenicitystudieswithsunitinibtreatmentisunclear.

 

Reproductive and developmental toxicity

Noeffectsonmaleorfemalefertilitywereobservedinreproductivetoxicitystudies.However,inrepeated-dosetoxicitystudies

performedinratsandmonkeys,effectsonfemalefertilitywereobservedintheformoffollicularatresia,degenerationof

corporalutea,endometrialchangesintheuterus,anddecreaseduterineandovarianweightsatclinicallyrelevantsystemic

exposurelevels.Effectsonmalefertilityinratwereobservedintheformoftubularatrophyinthetestes,reductionof

spermatozoainepididymides,andcolloiddepletioninprostateandseminalvesiclesatplasmaexposurelevels25timesthe

systemicexposureinhumans.

 

Inrats,embryo-foetalmortalitywasevidentassignificantreductionsinthenumberoflivefoetuses,increasednumbersof

resorptions,increasedpost-implantationloss,andtotallitterlossin8of28pregnantfemalesatplasmaexposurelevels5.5

timesthesystemicexposureinhumans.Inrabbits,reductionsingraviduterineweightsandnumberoflivefoetusesweredue

toincreasesinthenumberofresorptions,increasesinpost-implantationlossandcompletelitterlossin4of6pregnant

femalesatplasmaexposurelevels3timesthesystemicexposureinhumans.Sunitinibtreatmentinratsduringorganogenesis

resultedindevelopmentaleffectsat≥5mg/kg/dayconsistingofincreasedincidenceoffoetalskeletalmalformations,

predominantlycharacterisedasretardedossificationofthoracic/lumbarvertebraeandoccurredatplasmaexposurelevels5.5

timesthesystemicexposureinhumans.Inrabbits,developmentaleffectsconsistedofincreasedincidenceofcleftlipatplasma

exposurelevelsapproximatelyequaltothatobservedinclinic,andcleftlipandcleftpalateatplasmaexposurelevels2.7times

thesystemicexposureinhumans.

 

Sunitinib(0.3,1.0,3.0mg/kg/day)wasevaluatedinapre-andpostnataldevelopmentstudyinpregnantrats.Maternalbody

weightgainswerereducedduringgestationandlactationat≥1mg/kg/daybutnomaternalreproductivetoxicitywas

observedupto3mg/kg/day(estimateexposure≥2.3timestheAUCinpatientsadministeredtheRDD).Reducedoffspring

bodyweightswereobservedduringthepreweaningandpostweaningperiodsat3mg/kg/day.Nodevelopmenttoxicitywas

observedat1mg/kg/day(approximateexposure≥0.9timestheAUCinpatientsadministeredtheRDD).

6PHARMACEUTICALPARTICULARS

6.1Listofexcipients

Capsule content

Cellulose,microcrystalline

Mannitol(E421)

Croscarmellosesodium

PovidoneK-30

Magnesiumstearate

 

Capsule shell

Gelatin

Titaniumdioxide(E171)

Redironoxide(E172)

Yellowironoxide(E172)

Blackironoxide(E172)

 

White Printing ink

Shellac

Titaniumdioxide(E171)

Propyleneglycol(E1520)
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6.2Incompatibilities

Notapplicable

6.3Shelflife

3years

6.4Specialprecautionsforstorage

Storeintheoriginalpackageinordertoprotectfromlight

6.5Natureandcontentsofcontainer

 Whitehigh-densitypolyethylene(HDPE)bottlesclosedwithachildresistantwhiteopaquescrewcapof

high-densitypolyethylene(HDPE)withamultilayersealingpad.

 Whitehigh-densitypolyethylene(HDPE)bottlesclosedwithachildresistantwhiteopaquescrewcapof

high-densitypolyethylene(HDPE)withamultilayersealingpad;asilicageldesiccantcanisterisincludedinthe

primarycontainer.

 TransparentPVC/PCTFE/aluminiumblisters

 

Packsizes:28capsules

6.6Specialprecautionsfordisposal

Nospecialrequirementsfordisposal.

 

Anyunusedmedicinalproductorwastematerialshouldbedisposedofinaccordancewithlocalrequirements.
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BluefishPharmaceuticalsAB
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Sweden
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