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ANNEXI  

SUMMARYOFPRODUCTCHARACTERISTICS   



1． NAMEOFTHE MEDICINALPRODUCT   

Yonde］isO．25mgpowderfbrconcentrateforsolutionfbrinfusion．  

2． Qt］ALITATIVEANDQUANTITATⅣECOMPOSITION   

EachvialcontainsO．25mgoftrabectedin．   

1mlofreconstitutedsolutioncontainsO．05mgoftrabectedin．   

Excipients：   

Eachvialcontains2mgofpotassiumandO．1gofsucrose．   

Forafu111istofexcIPlentS，SeeSeCtion6．l．  

3．  PIIAR刈【ACEUTICALFORM  

Powderfbrconcentratefbrsolutionforinfusion．   

Whitetooff－Whitepowder．  

4． CLINICALPARTICULARS   

4．1 Therapcuticindications   

YondeJisisindicatedfbrthetreatmentofpatientswithadvancedsofttissuesarcoma，afterfailureof  
anthracyclinesandifbsfamide，OrWhoareunsuitedtoreceivetheseagents．E用cacydataarebased  
mainlyonliposarcomaandleiomyosarcomapatients．   

4．2 Posologyandmethodofadmi11istration   

YondelismustbeadministeredunderthesuperVisionofaphysicianexperiencedintheuseof  
Chemotherapy．ItsuseshouldbeconnnedtoqualifiedoncologlStSOrOtherhealthproftssionals  
SpeCialisedintheadministrationofcytotoxicagents．  

Therecommendeddoseisl・5mg／m2bodysurfacearea，administeredasanintravenousinfusion㌣er  
24hourswithathree－WeekintervalbetweencycJes．AdministrationthroughacentralvenouslinelS  
StrOnglyrecommended（SeeSeCtion6．6）．   

Al1patientsmustreceive20mgofdexamethasoneintravenously30minutesprlOrtOYondelis；nOt  
Onlyasanti－emeticprophyJaxis，butalsobecauseitappearstoprovidehepatoprotectiveefftcts．  
Additionalantトemeticsmaybeadministeredasneeded．   

ThefbllowlngCriteriaarerequiredtoa1lowtreatmentwithYondelis：  

Absoluteneutrophilcount（ANC）≧1，500／mm3  

Plateletcount≧100，000／mm3  

Bilirubin≦upperlimitofnormal（ULN）  

Alkalinephosphatase≦2・5ULN（COnSiderhepaticisoenzymes5－nuCleotidaseorGGT，ifthe  
elevationcou】dbeosseousinorigin）．  

Albumin≧25g／I．  

Alanineaminotransftrase（ALT）andAspartateaminotransftrase（AST）≦2．5xULN  
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Creatinineclearance≧30ml／min  

Creatinephosphokinase（CPK）≦2・5ULN  

HaemogLobin≧9g／dl   

Thesamecriteriaasabovemustbemetpr10rtOre－treatment，Otherwisetreatmentmustbedelayedfbr  
upto3weeksuntilthecriteriaaremet・   

AdditionalmonitorlngOfhaematologlCa）parametersbjlirubin，alkalinephosphatase、  
aminotransftrasesandCPKshou】doccurweeklyduringthefirsttwocyclesoftherapy，andatleast  

OnCebetweentreatmentsinsubsequentcycles・   

Thesamedoseshouldbegivenfbral1cyclesprovidedthatnograde3－4toxicitiesareseenandthatthe  
Patientfu1filsthere－treatmentCriteria・   

Doseadiustmentsdurin巳treatment   

Priortore－trealment，PatientsmustfuⅢlthebaselinecriteriadefinedabove・Ifanyofthefollowlng  
eventsoccuratanytimebetweencycles，thedosemustbereducedtol・2mg／m2fbrsubsequentcycles‥  

Neutropenla＜500／mm31astingfbrmorethan5daysorassociatedwithfもverorinftction  
Thrombocytopenla＜25，000／mm3  
Increaseofbilirubin＞ULNand／oralkalinephosphatase＞2・5xULN  

Increaseofaminotransftrases（ASTorALT）＞2．5xULNwhichhasnotrecoveredbyday21  
Anyothergrade30r4adversereactions（SuChasnausea，VOmiting，fatigue）   

Onceadosehasbeenreducedbecauseoftoxicity，doseescalationinthesubsequentcyclesisnot  

recommended．Ifanyofthesetoxicitiesreappearinsubsequentcyclesinapatientexhibitingclinical  
benefit，thedosemaybe丘Irtherreducedtolmg／m2・1ntheeventthatfurtherdosereductionsare  
necessary，treatmentdiscontinuationshouldbeconsidered・   

Durationoftreatment   

Inclinicaltrials，therewerenopre－definedlimitstothenumberofcyclesadministered・Treatment  
continuedwhilstclinicalbene丘twasnoted．Trabectedinhasbeenadministeredfbr60rmOreCyClesin  
1680utOf569（29．5％）patientstreatedwiththeproposeddoseandschedule・Thisregimehasbeen  
usedfbrupto38cycles・Nocumulativetoxicitieshavebeenobservedinpatientstreatedwithmultiple  
CyC】es・   

SDecial Datient populations 

ハ情／／、JJ′・／l・／川／．川、   

Thesafttyandefncacyoftrabectedininpaediatricpatientshavenotyetbeenestablished・Therefbre，  
thismedicinalproductmustnotbeusedinchildrenandadolescentsuntilfurtherdatabecome  
available．   

／・ソ．人・′・小ハ刷上佑   

Nospecincstudiesinelderlypatientshavebeenperformed・Overal120％ofthel164patientsinthe  
integratedsafttyanalysiswereover65years・NorelevantdifftrencesinthesafttyproⅢewereseenin  
thispatientpopulation・ttSeemSthatplasmaclearanceanddistributionvolumeoftrabectedinarenot  
influencedbyage．Therefbre，doseadjustmentsbaseduniquelyonagecriteriaarenotroutinely  
recommended．   



几血川‥＝信叫－．Jれl／／照一」／／‘・／刷し・／／＝〃   

Nostudieswiththeproposedreglmehavebeenconductedinpatientswithliverdysfunction．Thus，  
dataarenotavailabletorecommendalowerstartingdoseinpatientswithhepaticimpalrment．  
However，SpeCialcautionisadvjsedanddosea叫ustmentsmaybenecessaryinthesepatientssince  
SyStemicexposureisprobablyincreasedandtheriskofhepatotoxicitymightbeincreased．Patients  
WithelevatedbilirubinmustnotbetreatedwithYonde）is（SeeSeCtion4．4）．   

／’り／ん′侶両Jい叩血′●し・l／′●t・仙〟／i仙・J／＝〃   

Studjesincludingpatientswithsevererena）insufficiency（CreatininecIearance＜30mi／min）havenot  
beenconductedandtherefbreYondelismustnOtbeusedinthispatientpopulation（SeeSeCtion4．4）．  
Consideringthepharmacokineticcharacteristicsoftrabectedin（SeeSeCtion5．2），nOdoseaqjustments  
arewarrantedinpatientswithmildormoderaterenalimpalrment．   

Forinstructionsonreconstitutionanddilutionofthemedicinalproductbefbreadministration，See  
SeCtion6．6．  

4．3 Comtraimdications  

HyperSenSitivitytotrabectedinortoanyoftheexcipients  
Concurrentseriousoruncontrolledinfbction  

Breast－fteding（SeeSeCtion4．6）  

Combinationwithyellowftvervaccine（SeeSeCtion4．4）   

4．4 SpecialwarnlngSandprecautionsfbruse   

Het）aticimDairment   

PatientsmustmeetspeCinccriteriaonhepaticfunctionparameterstostarttreatmentwithYondelis．  
Sincesystemicexposuretotrabectedinisprobablyincreasedduetohepaticimpalrmentandtherefore  
theriskofhepatotoxicitymightbeincreased，patientswithclinicallyrelevantliverdiseases，SuChas  
activechronichepatitis，muStbecloselymonitoredandthedoseaqjustedifneeded．Patientswith  
elevatedbilirubinmustnotbetreatedwithtrabectedin（SeeSeCtion4．2）．   

RenalimDairment   

CreatinineclearanCemuStbemonitoredpriortoandduringtreatment．Trabectedinmustnotbeusedin  
Patientswithcreatinineclearance＜30ml／min（SeeSeCtion4．2）．   

Neutropenia and thrombocvtoDenia 

Grades30r4neutropeniaandthrombocytopeniaassociatedwithtrabectedintherapyhavebeenvery  
COmmOnlyreported．Afu11bloodcellcountincJudingdif龍rentialandplateletcountmustbe  
performedatbaseline，Weeklyforthenrsttwocyclesandthenoncebetweencycles（SeeSeCtion4．2）．  
Patientswhodevelopfbvershouldpromptlyseekmedicalattention．Ifthisoccurs，aCtivesupportive  
therapyshouldbestartedimmediately．   

NauseaandvomitinE   

Anti－emeticprophylaxiswithdexamethasonemustbeadministeredtoallpatients（seesection4．2）．   

RhabdomvoIYSisandsevereCPKelevations（＞10xULNI   

TrabectedinmustnotbeusedinpatientswithCPK＞2．5ULN（SeeSeCtion4．2）．RhabdomyoIysishas  
beenuncommonlyreported，uSuallyinassociationwithmyelotoxicity，SeVereliverfunctiontest  
abnormalitiesand／orrenalfailure．Therefbre，CPKshouldbecloselymonitoredwheneverapatient  
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maybeexperienclnganyOfthesetoxicities・IfrhabdomyolysISOCCurS，SuPPOrtivemeasuressuchas  

Parenteralhydration，urinealkalinisationanddialysISShouldbepromptlyestablished，aSindicated．  
TreatmentwithYondelisshouldbediscontinueduntilthepatientfullyrecovers．   

CautionshouldbetakenifmedicinaJproductsassociatedwithrhabdomyolysis（e．g．statins），are  
administeredconcomitantlywithtrabectedin，SincetheriskofrhabdomyolysISmaybeincreased   

LiverFunctionTest（LFTlabnormalities   

Reversibleacuteincreasesinaspartateaminotransferase（AST）andalanineaminotransftrase（ALT）  
havebeenreportedinmostpatients．Yondelismustnotbeusedinpatientswithelevatedbilirubin．  
PatientswithincreasesinAST，ALTandalka］inephosphatasebetweencyclesmaynecessitatedose  
reduction（SeeSeCtion4．2）．   

Tniectionsiter   

Theuseofcentralvenousaccessisstronglyrecommended（SeeSeCtion4・2）．Patientsmaydevelopa  
POtentiallyseverelrUeCtionsitereactionwhentrabectedinisadministeredthroughaperipheralvenous  
line．  

Others  

Co－administrationofYondeliswithpotentinhibitorsoftheenzymeCYP3A4shouldbeavoided（See  
SeCtion4．5）．Ifthisisnotpossible，Closemonitoringoftoxicitiesarerequiredanddosereductionsof  

trabectedinshouldbeconsidered．   

Caution should be takenif medicinalproducts associatedwith hepatotoxicity are administered  
COnCOmitantlywithtrabectedin，Sincetheriskofhepatotoxicitymaybeincreased．   

ConcomitantuseoftrabectedinwithphenytoinmayreducephenytoinabsorptlOnleadingtoan  
exacerbationofconvulsions．Combinationoftrabectedinwithphenytoinorliveattenuatedvaccinesis  
notrecommendedandwithyellowftvervaccineisspecificallycontraindicated（SeeSeCtions4．3and  
4．5）．   

Theconcomitantuseoftrabectedinwithalcoholmustbeavoided（SeeSeCtion4．5）．   

Meninftrtileageandwomenofchildbearingpotentialmustuseefftctivecontraceptionduring  
treatmentand3monthstherea魚erfbrwomenandimmediatelyinfbrmthetreatlngphysicianifa  
PregnanCyOCCurS，and5monthsaftertreatmentfbrmen（SeeSeCtion4．6）・   

Thismedicinecontainspotassium，1essthanlmmol（39mg）pervial、i・e・eSSentia11y“potassium－free’’．   

4．5 Interaclionwithothermedicinalproductsandotherfbrmsofinteraction   

Effbctsofothersubstancesontrabectedin   

h7Vivointeractionstudieshavenotbeenperfbrmed．Sincetrabectedinismetabolisedmainlyby  
CYP3A4，CO－administrationofsubstancesthatinhibitthisisoenzymee．g．ketoconazole，nuCOnaZOle  

ritonavirorclarithromyclnCOulddecreasemetabolismandincreasetrabectedinconcentrations．1fsuch  
COmbinationsareneeded，Closemonitoringoftoxicitiesisrequired（SeeSeCtion4．4）．Likewise  

CO－administratjonwithpotentinducersofthisenzyme（e．g．rifhmpicin，Phenorbarbital，SaintJohn’s  
Wort）maydecreasethesystemicexposuretotrabectedin．   

AIcohoIconsumptlOnmuStbeavoidedduringtreatmentwithtrabectedinduetothehepatotoxICltyOf  
themedicinalproduct（SeeSeCtion4．4）．   



PreclinicaldatahavedemonstratedthattrabectedinisasubstratetoP－gP．Concomitantadministration  
Ofinl1ibitorsofPgp，e．g．CyClosporineandverapami1，mayaItertrabectedindistributionand／or  

elimination．Therelevanceofthisinteractione．g．CNStoxicityhasnotbeenestablished．Caution  

shouldbetakeninsuchsituations．   

4．‘ Pregnancyandlactation   

Pregnancy   

Nosufficientclinicaldataonexposedpregnanciesareavailable．However，basedonitsknown  
mechanismofaction，trabectedinmaycauseseriousbirthdeftctswhenadministeredduring  
pregnancy．Trabectedinshouldnotbeusedduringpregnancyunlessclearlynecessary．Ifitisused  
duringpregnancy，thepatientmustbeinfbrmedofthepotentialrisktothefoetus（SeeSeCtion5．3）and  
bemonitoredcarefu11y．Iftrabectedinisusedattheendofpregnancy，pOtentialadversereactions  
Shouldbemonitoredcare丘111yinthenewborns．   

Fe叫   

Meninfヒrtileageandwomenofchildbearingpotentialmustuseef龍ctivecontraceptionduring  
treatmentand3monthstherea魚erfbrwomenandimmediatelyinfbrmthetreatlngphysicianifa  
pregnancyoccurs（SeeSeCtion5．3）and5monthsaftertreatmentfbrmen（SeeSeCtion4．4）・   

Trabectedincanhavegenotoxicefftcts．Adviceonconservationofspermshouldbesoughtpriorto  
treatmentbecauseofthepossibi】ityofirreversibleinftrtilityduetotherapywithYondelis．  
Ifpregnancyoccursduringtreatmentthepossibilityofgeneticcounse11ingshouldbeconsidered・  
GeneticcounsellinglSalsorecommendedfbrpatientswishingtohavechildrenaftertherapy・   

Lactation  

Itisnotknownwhethertrabectedinisexcretedinhumanmilk．Theexcretionoftrabectedininmilk  
hasnotbeenstudiedinanimals．Breast－fbedinglSCOntraindicatedduringtreatmentand3months  
thereafter（SeeSeCtion4．3）．   

4．7 EfTbctsonabilitytodriveandusemachines   

Nostudiesontheefftctsoftheabilitytodriveandtousemachineshavebeenperfbrmed・However，  
fatigueand／orastheniahavebeenreportedinpatientsrecelVlngtrabectedin・Patientswhoexperience  
anyoftheseeventsduringtherapymustnOtdriveoroperatemachines．   

4．8 Undesirableefrbcts   

Unlessotherwisespecified，thefbllowingsafttypronleofYondelisisbasedontheevaluationin  
Clinicaltrialsof569patientstreateduptoApri12007withtherecommendedtreatmentreglmein  
SeVeralcancertypeSincludingso魚tissuesarcoma，breastcancer，OSteOSarCOma，OVariancancer，GIST，  
melanomaandrenalcarcinoma．   

Approximately91％ofpatientscanbeexpectedtohaveadversereactionsofanygrade．Around40％  
Ofpatientsareexpectedtohaveadversereactionsofgrade30r4severity・Themostcommonadverse  
reactionsofanyseveritygradewerenausea，fatigue，VOmiting，anOreXia，neutrOPenia，andincreasesin  
AST／ALT．   



Fataladversereactionshaveoccurredinl・9％ofpatients．Theywereoftentheresultofacombination  

Ofeventsincludingpancytopenia，febrileneutropenia，SOmeOfthemwithsepsis，hepaticinvoIvement，  
renalfailureandrhabdomyolys）S．   

Adversereactions   

The什equenciesoftheadversereactionsreportedbelowareclassifiedasverycommon（≧l／10），  
COrnmOn（≧1／100to＜1／10）anduncommon（≧1／1000to＜l／100）．   

Thetablebelowdisplaystheadversereactionsreportedin≧1％ofpatientsaccordingtothestandard  
MedDRAsysternorganclass・Bothadverseeventsandlaboratoryvalueshavebeenusedtoprovide  
frequencies・Withineachftequencygrouplng，undesirableeffectsarepresentedinorderofdecreaslng  
SerlOuSneSS，  

rgam   Adversereactionsreportedin≧1％ofpatientsinclinicaltrialsatthe  

recLommendedregime11．5mg／m2，24hourinfusionevery3weeks（24－hq3wk）1   

．OnS   VeryCommom  
Bloodcreatinephosphokinaseincreased，Bloodcreatinineincreased，Bloodalbumin  

decreased  
Common  

Weightdecreased   

VeryCommon  
：System     Neutropenia，Thrombocytopenia，Anaemia，Leukopenia  

Common  

Febrileneutropenia   

ystem  VeryCommon  
Headache  
Commotl  

Peripheralsensoryneuropathy，Dysgeusia，Dizziness，Paraesthesia   

y，  Common  
Lnd  Dyspnoea，Cough   
11  

e  VeryCommon  
Vomitlng，Nausea，ConstlPation  

Common  

Diarrhoea，Stomatitis，Abdominalpain，Dyspepsia，Upperabdominalpain   

Common  

:OUS Alopecia   
orders  

こeletal  Common   

さCtive  Myalgia，Arthralgia，Backpain   
orders  

nan（i   VeryCommon   
）isorders  Anorexia  

Common  

Dehydration，Decreasedappetite，Hypokalaemia   

and   Common   

S   Infbction   

）isorders  Common  
Hypotension，Flushing   

isorders  VeryCommon   
11Stration  Fatigue，Asthenia   
tions   Common  

Pyrexia，Oedema，Oedemaperipheral，Iniectionsitereaction   

System O 
Class  

1nvestlgati  

Nervous S 

Disorders  

lRespiratory 
lThoracic 

Mediastina  

Disorder・S  

Gastrointe 

disorders  

Skin and 

Subcutane  

TissueDis  

Musculosk  

andConne  

Tissue Dis 

Metabolism  

Nutrition  

Inftctions  

Inftstation  

Vascular D 

and  Admin   

SiteCondi   



SystemOrgaIl   Adversereactionsreportedin≧l％ofpatientsinclinicaItrialsatthe   
Class   recommendedregime11．5mg／m2，24botIrinfusionevery3weeks（24－hq3wk）1   

Hepatobiliary   VeryCommon   
Disorders   Hyperbilirubinemia，Alanineaminotransftraseincreased，Aspartateaminotransftrase  

increased，Bloodalkalinephosphataseincreased，Gamma－glutamyltransfbrase  
increased   

Psychiatric   Common   

Disorders   Insomnia   

Most frequent adverse reactions 

／〃州．／‘仙／／．．l、叩－／Jし山∴、．l、ヾJ‖〃l／八川nん′・．、   

NeutroDenia：NeutropenlaOCCurredin77％ofpatients．Grade3and4neutropeniaoccurredin26％  

and24％ofpatientsrespeCtively）．TheanalysisperCyCleshowedthatneutropeniaofgrade3and4  

0CCurredinapproximately19％and8％ofcyclesrespectivelyFebrileneutropenlaOCCurredin2％of  

patientsandin＜1％ofcyc）es．   

Neutropeniafo1lowedapredictablepatternofrapidonsetandreversibi】ity，andwasrarelyassociated  
withftverorinftction．   

T77rOmbocvtoDenia：Grade3and4thrombocytopeniaoccurredinll％and2％ofpatients  
respeCtively．Theanalysispercycleshowedthatthrombocytopeniaofgrade3and40CCurredin  
approximately3％and＜1％ofcycJesrespeCtively．Bleedingeventsassociatedtothrombocytopenia  
OCCurredin＜1％ofpatients・  

Anaemia：Anaemiaoccurredin93％ofpatientsalthough46％ofpatientswereanaeIicatbaseline・  

Grade3and4anaemiaoccurredinlO％and3％ofpatientsrespectlVely．TheanalysISperCyCle  
Showedthatanaemiaofgrade3and40CCurredinapproximately3％andl％ofcyclesrespectively．   

／J叩l〟り／－／／叫Il／山肌人・ハ   

ASTuLTincrew Transient grade3increases ofaspartate aminotransftrase（AST）and alanine  
aminotransftrase（ALT）wereobservedin38％and44％ofthepatientsandgrade4elevationsin3％  
and7％ofthepatients，reSpeCtively．Themediantimetoreachthepeakvalueswas5daysforboth  
ASTandALT．MostofthevalueshaddecreasedtogradelorresoIvedbyday14－15（SeeSeCtion4．4）．  
Grade3elevations ofAST and ALT occurredin12％and20％ofcycles respeCtively・Grade4  
elevations ofAST and ALT occurredinl％and2％ofcycles respeCtlVely．Most traruaminase  
elevationsimprovedtogradelortopre－retreatmentlevelswithin15days，andlessthan2％ofcycles  

hadrecoverlngtlmeSlongerthan25days．ALTandASTincreasesdidnotfo1lowacumulativepattern  
butshowedatendencytowardslesssevereelevationsovertime．   

・仇′Derbilirubinemia：Gradeslto2bilirubinincreaseswereobservedin23％ofthepatients・Grade3  
hyperbilirubinemiaoccurredinl％ofpatients．Bilirubinpeaksapproximatelyaweeka魚eronsetand  
resoIvesapproximatelytwoweeksafteronset．   

Clinicalmaniftstationsofseverehepaticinjurywereuncommonwithalowerthanl％incidenceof  
individualsignsandsymptomsincludingjaundice，hepatomegalyorliverpain．Mortalityinthe  

presenceofhepatlC叩uryOCCurredinlessthanl％ofpatients．   

Otheradversereactions  

肋〟∫紺，VO椚f血g，訪αrr／70eαα〃dco〃∫ゆαJわ〃．●肋〟∫eαα〃dv（）刑fJ′喝Werer甲OrJed～〃∂jα〝djβ．J％  

Qfi）atientsre平eCtive少Grade3－4nauseaandvomitingwerereportedin6％and6．5％ofpatients，  
respective］y．Grade3－4diarrhoeaandconsゆationwererqportedin1essthanl％ofpatients．   



S10matilis：Grade3－4mucositiswasreportedinlessthanl％ofthepatients・   

Fb（fgueAsthenia：Grade3－4fhtigue／astheniaoccurredin9andl％ofpatientsrespectively・   

Anorexia：Grade3－4anorexiaoccurredinlessthanl％ofthepatients．   

CPKeleva（ionsandrhabdo町）ノ0恒is：CPKelevationsofanygradewereobservedin26％ofpatients・  
Grade30r4increasesofCPKwereobservedin4％ofpatients．CPKincreasesinassociationwith  
rhabdomyolyslSWererePOrtedinlessthanl％ofpatients・   

LbLV）nOea：Grade3－4dyspnoeareportedastrabectedinrelatedoccurredin2％ofthepatients・   

Alqpecia：AlopeCiawasreportedinapproximately3％ofallpalients，Ofwhichthem毎oritywasgrade  
lalopeCia・   

4．9 0verdose   

Thereislimiteddataontheefftctsoftrabectedinoverdose．ThemqorantlCIPatedtoxicitiesare  
gastrointestinal，bonemarrowsuppressionandhepatictoxicity・ThereisnospeCificantidotefbr  
trabectedincurrentlyavailable．1ntheeventofanoverdose，Patientsshouldbecloselymonitoredand  
symptomaticsupportivecaremeasuresinstitutedasrequired・  

5． PHARMACOLOGICALPROPERTIES   

5．1 Pharmacodynamicproperties   

Phamacotherapeuticgroup：Antineoplasticagent，ATCcode：LOICXOl・   

Mechanism of action 

TrabectedinbindstotheminorgrooveofDNA，bendingthehelixtothemqorgroove・Thisbindingto  
DNAtriggersacascadeofeventsaffectingseveraItrarucnptionfactors，DNAbindingproteins，and  
DNArepalrpathways，reSultinglnperturbationofthecellcycJe・Trabectedinhasbeenshowntoexert  
antiprolifヒrativeinvitroandinvivoactivityagainstarangeofhumantumourcelllinesand  
experimentaltumours，includingmalignanciessuchassarcoma，breast，nOn－Smallcel11ung，OVarian  
andmelanoma．   

Clinicale用c∝土   

Theefficacyandsafetyoftrabectedinisbasedinarandomisedtrialinpatientswithlocallyadvanced  
ormetastaticliposarcomaorleiomyosarcoma，Whosediseasehadprogressedorrelapsedafter  
treatmentwithatleastanthracyclinesandifbsfamide・lnthistrialtrabectedinwasadministeredeither  
atl・5mg／m2asa24－hourintravenousinfusionevery3weeksoratO・58mg／m2weeklyasa3－hour  
intravenousinfusionfbr3－Weeksofa4－Weekcycle．TheprotocoIspeCified蔦naltimetoprogression  
（TTP）analysisshoweda26．6％reductionintherelativeriskofprogressionfbrpatientstreatedinthe  
24－hq3wkgroup（HazardRatio＝0・734CIO・554－0・974）・MedianTTPvalueswere3・7months  
（CI：2．1－5．4m）inthe24－hq3wkgroupand2・3months（CI＝2・0－3・5m）inthe3－hqwkgroup  
（P＝仇0302）．Nosignificantdifftrencesweredetectedinoverallsurvival（OS）・MedianOSwiththe  

24－hq3wkregimewas13．9months（CI‥12・5－18・6）and60・2％ofpatientswerealiveatlyear  
（CI：52．0－68．5％）・   

Additionalefncacydataareavailable什om3single－armPhaseIltrialswithsimilarpopu】ationstreated  
withthesamereglme・ThesetrialsevaluatedatotaloflOOpatientswithlipoandleiomyosarcomaand  
83patientswithothertypesofsarcoma・   



Thismedicinalproducthasbeenauthorisedunder“ExceptlOnalCircumstances”．Thismeansthatdue  
totherarityofthediseaseithasnotbeenpossibletoobtaincompleteinfbrmationonthismedicinal  
PrOduct．   

TheEuropeanMedicinesAgency（EMEA）wi11reviewanynewinfbl111ationwhichmaybecome  
availableeveryyearandthisSPCwillbeupdatedasnecessary・   

5．2 Pharmacokineticproper扇田   

Systemicexposureafteradministrationasa24hourconstantrateintravenousinfusionisdose  
proportionalatdosesuptoandincludingl・8mg／m2・Trabectedinpharmacokineticpro用eisconsistent  
withamultiple－COmPartmentdisposltlOnmOdel．  

Followingintrav？nOuSadministration，trabectedindemonstratesahighapparentvoIumeof  

distribution，COnSIStentwithextensivetissueandplasmaproteinbinding（94to98％oftrabectedinin  

plasmaisproteinbound）・Thedistributionvolumeatsteadystateoftrabectedininhumansu句ects  
exceeds50001．   

CytochromeP4503A4isthemqjorcytochromeP450isozymeresponsiblefortheoxidative  
metaboJismoftrabectedinatclinica11yrelevantCOnCentrations．OtherP450enzymesmqycontributeto  
metabolism．Trabectedindoesnotinduceorinhibitm叫OrCytOChromeP450enzymes．   

Renaleliminationofunchangedtrabectedininhumansislow（1essthanl％）．Theterminalhalf二1ifbis  
long（popu）ationvalueoftheteminaleliminationphase：180－hr）．Afteradoseofradiolabe11ed  

trabectedinadministeredtocancerpatients，faecalmean（SD）recoveryoftotalradioactivityis  
58％（17％），andurinarymean（SD）recoveryis5．8％（1．73％）．Basedonthepopulationestimatefor  
plasmaclearanceoftrabectedin（31．51nl）andblood／plasmaratio（0．89），theclearanCeOftrabectedinin  
Wholebloodisapproximately351nl・Thisvalueisapproximatelyone－halftherateofhumanhepatlC  
bloodnow．Thusthetrabectedinextractionratiocanbeconsideredmoderate．Theinter－patient  
Variabilityofthepopulationestimateforplasmaclearanceoftrabectedinwas51％andintra－patient  
VariabilityWaS28％．   

SDeCialDODulations   

Apopulationpharmacokineticanalysisindicatedthattheplasmaclearanceoftrabectedinisnot  
infIuencedbyage（range19－83years），Orgender・Theefftctsofraceandethnicityontrabectedin  
pharmacokineticshavenotbeenstudied．   

／′′りU〟、し・l／′・川り／ノ〟仙・／／＝〃   

Thereisnorelevantinfluenceofrenalfunctionmeasuredbycreatinineclearanceontrabectedin  
Pharmacokineticswithintherangeofvalues（≧34．4ml／min）presentinthepatientsincludedinthe  
Clinicalstudies．Nodataareavailableinpatientswithacreatinineclearanceof）essthan34．4ml／min・  
The）owrecovery（＜9％inallstudiedpatients）oftotalradioactivityintheurineafterasingledoseof  
】4 c－labe11edtrabectedinindicatesthatrenalimpalrmenthaslittleinfluenceontheeliminationof  
trabectedinoritsmetabolites．   

／叩Uれ・‘〃呵川／〔・／i仙・んい′～   

AJthoughthepopulationanaIysisshowednorelationshipbetweentheserumliverenzymes  
COnCentrationsandtheplasmaclearanceoftrabectedin，SyStemicexposuretotrabectedinmaybe  
increasedinpatientswithhepaticimpairment；therefbreclosemonitoringoftoxicityiswarranted・  

10   



5．3 Preelinicalsafttydata   

Preclinica】dataindicatethattrabectedinhaslimitedeffectonthecardiovascular，reSPlratOryand  
Centralnervoussystematexposuresbelowthetherapeuticclinicalrange，intemsofAUC．   

TheefftctsoftrabectedinoncardiovascularandresplratOryfunctionhavebeeninvestlgatedinvivo  
（anesthetisedCynomolgusmonkeys）．Alhourinfusionschedulewasselectedtoattainmaximum  

PlasmaleveIs（Cmaxvaiues）intherangeofthoseobservedintheclinic．Theplasmatrabectedinlevels  
attainedwerelO．6±5・4（Cmax），higherthanthosereachedinpatients afterinfusionof1500ト1g／m2for  
24（Cmaxofl・8j＝1・lng／ml）andsimi1artothosereachedafteradministrationofthesamedoseby  

3hourinfusiorl（Cmaxof10・8土3．7ng／ml）．   

Myelosupressi（）nandhepatoxicitywereidentifiedastheprimarytoxicityfbrtrabectedin．Findings  
Observedincludedhaematopoietictoxicity（SeVereleukopenia，anaemia，andlymphoidandbone  
marrowdepletion）aswe11asincreasesinliverfunctiontests，hepatocel）ulardegeneration，intestina）  
epithelialnecrosis，andseverelocalreactionsattheirtjectionsite・RenaltoxicologlCalfindingswere  
detectedinmu】ti－CyCletoxicityStudiesconductedinmonkeys．Thesefindingsweresecondaryto  
SeVerelocalreactionattheadministrationsite，andthereforeuncertainlyattributabletotrabectedin；  
however，Cautionmustbeguaranteedintheinterpretationoftheserenalnndings，andtreatment－related  
toxicity cannot be excluded. 

Trabectedinisgenotoxicbothinvi［roandinvivo・Long－termCarCinogenicityStudieshavenotbeen  

perfbrmed．   

Fertilitystudieswithtrabectedinwerenotperfbrmedbutlimitedhistopathologicalchangeswere  
ObservedinthegonadsintherepeatdosetoxICltyStudies・Consideringthenatureofthecompound  
（cytotoxicandmutagenic），itislikelytoafftctthereproductivecapacity．  

6． PHARMACEUTICALPARTICULARS   

6．1 ListoreこXCipients   

Sucrose．   

Pota5Siurndihydrogenphosphate．   

Phosphoricacid（fbrpH－adjustment）．   

Potassiumhydroxide（fbrpH－adjustment）．   

6・2 Incompatibilities   

Yondelismustmotbemixedordilutedwithothermedicinalproductsexceptthosementionedin  
section6．6．  

‘．3  Shelfli鮎   

Unopenedvials‥24months・   

Afterreconstitution，Chemicalandphysicalstabilityhasbeendemonstratedfbr30hoursupto250C．   

Fromamicrobiolog）CalpolntOfview，thereconstitutedsolutionshouldbedilutedandused  

immediately・Tfnotdilutedandusedimmediately，1n－uSeStOragetimesandconditionsprlOrtOuSeOf  
thereconstitutedproductaretheresponsibilityoftheuserandwouldnormallynotbelongerthan24  
hoursat20Cto80C，unlessreconstitutionhastakenplaceincontrolledandvalidatedaseptlC  
COnditjons．  
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Afterdilution，Chemicalandphysicalstabilityhasbeendemonstratedfor30hoursupto250C．   

6．4 SpecialprecautionsIbrs暮Orage   

Storeinarefrigerator（20C－8OC）．   

Forstorageconditionsofthereconstitutedanddilutedrnedicinalproduct，SeeSeCtion6・3．   

6．5 Natureandcontentsofcontainer   

YondelisissuppliedinaTypelcolourlessglassvialwithabromobutylrubberstoppercoveredwith  
analuminiumflip－0ffseal．   

Eachvialcontains0．25mgoftrabectedin．   

Eachoutercartoncontainsonevial．   

6．6 SpeciaIprecautionsfbrdisposalandotherhandIing   

PTeDarationfbrintravenousinfusion   

Appropnateasepticteclmiquesmustbeused．Yondelismustbereconstitutedandfurtherdilutedprior  
toinfusion．EachvialcontainingO．25mgoftrabectedinisreconstitutedwith5mIofsterilewaterfor  
irtiections．ThesolutionobtainedhasaconcentrationofO．05mg／mlandisforsingle－uSeOnly．   

〟M／・肌・／ん岨、れ′・′・し・し・＝〃・、J仙J／り〃   

Asyrlngeisusedtoirtiect5mlofsteri1ewaterforirtjectionsintothevial．Shakethevialuntil  
COmPJetedissolution・Thereconstitutedsolutionresultsinaclear，COlourlessorslightlyyellowish  
SOlution，eSSentially什eeofvisibleparticles．   

ThisreconstitutedsolutioncontainsO．05mg／mloftrabectedin．1trequiresfurtherdilutionandisfor  
Slngle－uSeOnly   

山＼／／・仇イノ‖〃．りりJ・l〟／川木肌   

Thereconstitutedsolutionshouldbedilutedwithsodiumchloride9mg／ml（0．9％）solutionfor  
infusionorglucose50mg／ml（5％）solutionfbrinfusion．Therequiredvolumeshouldbecalculatedas  
fbllows：   

Volume（ml）＝塾生（m21xindividualdose（mE／m21  
0・05mg／mI   

BSA＝BodySurfaceArea   

TheapproprlateamOuntOfsolutionshouldbewithdrawnfromthevialandaddedtoaninfusionbag  
COntaining≧500mlofdiluent（SOdiumchloride9mg／ml（0．9％）solutionforinfusionorglucose  
50mg／ml（5％）solutionfbrinfusion）ifadministrationistobemadethroughacentralvenousline．   

Ifcentralvenousaccessisnotfbasibleandaperipheralvenouslinehastobeused，thereconstituted  
SOlutionshouldbeaddedtoaninfusionbagcontaining≧1，000mlofdiluent（SOdiumchIoride  
9mg／ml（0．9％）solutionfbrinfusionorglucose50mg／m）（5％）solutionfbrinfusion）．   

ParenteralsolutionsshouldbeinspeCtedvisuallyfbrparticlespnortoadministration．Oncethe  
infusionisprepared，itshouldbeadministeredimmediately．  
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Instructionsforhandlin巳anddisposal   

YondelisisacytotoxicanticancermedicinaIproductand，aSWithotherpotentiallytoxiccompounds，  

Cautionshouldbeexercisedduringhandling．Proceduresfbrproperhand】inganddisposalofcytotoxic  
medicinalproductsmustbefbllowed．Personnelshouldbetrainedinthecorrecttechniquesto  
reconstituteanddilutethemedicinalproductandshouldwearprotectiveclothinglnCludingmask，  
gogg）esandglovesduringthereconstitutionanddilution・Pregnantstafrmustbeexcludedfナom  

WOrkingwiththismedicinalproduct．   

Accidentalcontactwiththeskin，eyeSOrmuCOuSmembranesmustbetreatedimmediatelywith  
COp10uSamOuntSOfwater．   

Anyunusedproductorwastemateria】shou】dbedisposedofinaccordancewithlocalrequlrementSfbr  
cytotoxic medil:inal products. 

Noincompatib圭1itieshavebeenobservedbetweenYondelisandpolyvinylchloride（PVC）and  
POlyethylene（PE）bagsandtubing，andtitaniumimplantablevascularaccesssystems・  

7． MARKETINGAUTHORISATIONHOLDER  

PharmaMar，S，A．  
Avda．delosRく：yeSl，PolfgonolndustrialLaMina  
28770Co）menarViqjo（Madrid）  
Spain  

8． MARKETINGAUTHORISATIONNUMBER（S）  

9． DATEOFFIRSTAUTHORISATION／RENEWALOFTHEAUTHORISATION  

10． DATEOFREVISIONOFTHETEXT  
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1． NAMEOFTHE MEDICINALPRODUCT   

Yondelislmgpowderfbrconcentratefbrso）utionfbrinfusion．  

2． Qt］AuTATⅣEANDQUANTITATIVECOMPOSITION   

Eachvialcontainslmgoftrabectedin．   

1mlofreconstitutedsolutioncontainsO．05mgoftrabectedin．   

Excipients：   

Eachvialcontains8mgofpotassiumandO．4gofsucrose．   

Forafu111istofexcipients，SeeSeCtion6．1．  

3． PHARM【ACEUTICALFORM  

Powderfbrconcentratefbrsolutionforinfusion．   

Whitetoofflwhitepowder．  

4． CLINICALPARTICULARS   

4．1 Therapeuticindications   

Yondelisisindicatedforthetreatmentofpatientswithadvancedsof［tissuesarcoma，a魚erfailureof  
anthracyclinesandifbsfamide，OrWhoareunsuitedtoreceivetheseagents．Efficacydataarebased  
mainlyonliposarcomaandleiomyosarcomapatients．   

4．2 PosoIogyandmethodofadministration   

Yondelismustbeadministeredunderthesupervisionofaphysicianexperiencedintheuseof  
Chemotherapy．ItsuseshouldbeconnnedtoqualinedoncologlStSOrOtherhealthproftssionals  
SpeCialisedintheadministrationofcytotoxicagents．  

Therecommendeddoseisl・5mg／m2bodysurfacearea，administeredasanintravenousinfusion㌣er  
24hourswithathree－Weekintervalbetweencycles．AdministrationthroughacentralvenouslinelS  
StrOnglyrecommended（SeeSeCtion6．6）．   

A）1patientsmustreceive20mgofdexamethasoneintravenously30minutespr10rtOYondelis；nOt  
Onlyasanti－emeticprophylaxis，butalsobecauseitappearstoprovidehepatoprotectiveefftcts．  
AdditionaZanti－emeticsmaybeadministeredasneeded．   

ThefbllowlngCriteriaarerequiredtoallowtreatmentwithYondelis：  

Absoluteneutrophilcount（ANC）≧1，500／mm3  
Plateletcount≧100，000／mm3  

Bilirubin≦upperlimitofnormal（ULN）  

Alkalinephosphatase≦2．5ULN（COnSiderhepaticisoenzymes5－nuCleotidaseorGGT，ifthe  
elevationcouldbeosseousinorigin）．  

Albumin≧25g／l．  

Alanineaminotransftrase（ALT）andAspartateaminotransftrase（AST）≦2．5xULN  
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Creatinineclearance≧30ml／min  

Creatinephosphokinase（CPK）≦2・5ULN  

HaemogLobin≧9g／dl   

ThesamecriteriaasabovemustbemetprlOrtOre－treatment．Otherwisetreatmentmustbedelayedfbr  
upto3weeksuntilthecriteriaaremet・   

AdditionalmonitorlngOfhaematologlCa】parametersbilirubin，alkalinephosphatase、  
aminotransferasesandCPKshouldoccurweeklyduringthefirsttwocyclesoftherapy，andatleast  
oncebetweentreatmentsinsubsequentcycles．   

Thesamedoseshouldbegivenfbral1cyclesprovidedthatnograde3－4toxicitiesareseenandthatthe  
Patientfu1filsthere－treatmentCriteria・   

Posea叫ustmentsdurin巳treatment   

Priortore－treatment，Patientsmustft11filthebaselinecriteriadefinedabove・Ifanyofthefbllowlng  
eventsoccuratanytimebetweencycles，thedosemustbereducedtol・2mg／m2fbrsubsequentcycles：  

Neutropenia＜500／mm31astingfbrmorethan5daysorassociatedwithftverorinfection  
Thrombocytopenia＜25，000／mm3  
Increaseofbilirubin＞ULNand／oralkalinephosphatase＞2・5xULN   
Increaseofaminotransftrases（ASTorALT）＞2．5xULNwhichhasnotrecoveredbyday21  
Anyothergrade30r4adversereactions（SuChasnausea，VOmiting，fatigue）   

Onceadosehasbeenreducedbecauseoftoxicity，doseescalationinthesubsequentcyclesisnot  
recommended・lfanyofthesetoxicitiesreappearinsubsequentcyclesinapatientexhibitingclinical  
benefit，thedosemaybefurtherreducedtolmg／m2・1ntheeventthatfurtherdosereductionsare  
necessary，treatmentdiscontinuationshouldbeconsidered・   

Durationoftreatment   

lnclinica＝rials，therewerenopre－de石nedlimitstothenumberofcyclesadministered・Treatment  
continuedwhilstclinicalbenentwasnoted．Trabectedinhasbeenadministeredfor60rmOreCyClesin  
1680utOf569（29．5％）patientstreatedwiththeproposeddoseandschedule・Thisregimehasbeen  
usedfbrupto38cycles・Nocumulativetoxicitieshavebeenobservedinpatientstreatedwithmultiple  
CyCles．   

SDeCialDatientpopulatioru   

ハ侶〟り什Jり・l′Jん州ヾ   

Thesafttyandefficacyoftrabectedininpaediatricpatientshavenotyetbeenestablished・Therefore，  

thismedicinalproductmustnotbeusedinchildrenandadolescentsuntilfurtherdatabecome  
availab］e．   

／：ソ〟げ／り川／川J、   

Nospeciflcstudiesinelderlypatientshavebeenperfomled・Overal120％ofthel164patientsinthe  
integratedsafttyanalysiswereover65years・Norelevantdifftrencesinthesafttypronlewereseenin  
thispatientpopulation・Itseemsthatplasmaclearanceanddistributionvolumeoftrabectedinarenot  
influencedbyage．Therefbre，doseadjustmentsbasedunlquelyonagecriteriaarenotroutinely  
recommended．  
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／’しJJ／しり山＝〟ん血／一高′－l・l〃八rl仙・／〃仇イ晶～   

Nostudieswiththeproposedreg］mehavebeenconductedinpatientswithIiverdysfunction．Thus，  
dataarenotavailabletorecommendalowerstartingdoseinpatientswithhepaticimpalrment．  
However，SpeCialcautionisadvisedanddosea可ustmentsmaybenecessaryinthesepatientssince  
SyStemicexposureisprobabIyincreasedandtheriskofhepatotoxicitymightbeincreased．Patients  
witheJevatedbilirubinmustnotbetreatedwithYondelis（SeeSeCtion4．4）．   

／，．J／／川J川油／′叩刷′・l・l／′∵〃l′／ノ川打Jん椚   

Studiesincludingpatientswithsevererenalinsu用ciency（Creatinineclearance＜30ml／min）havenot  
beenconductedandtherefbreYondelismustnotbeusedinthispatientpopulation（SeeSeCtion4．4）．  
Consideringthepharmacokineticcharacteristicsoftrabectedin（SeeSeCtion5．2），nOdoseaqjustments  
areWarrantedinpatientswithmi1dormoderaterenalimpalrment．   

ForinstruCtionsonreconstitutionanddilutionofthemedicinalproductbefbreadministration，See  
SeCtion6．6．  

4．3  Contraindications  

Hypersensitivitytotrabectedinortoanyoftheexcipients  
ConcurrentseriousOrunCOntrO11edinftction  

Breast－fteding（SeeSeCtion4．6）  

Combinationwithyellowfbvervaccine（SeeSeCtion4．4）   

4．4 SpeciaJwarnlngSandprecautionsforuse   

HeDaticimDairment   

PatientsmustmeetspeCinccriteriaonhepaticfunctionparameterstostarttreatmentwithYondelis・  
Sincesystemicexposuretotrabectedinisprobablyincreasedduetohepaticimpalrmentandtherefbre  
theriskofhepatotoxicitymightbeincreased，Patientswithclinicallyrelevantliverdiseases，SuChas  
activechronichepatitis，mustbecloselymonitoredandthedoseaqjustedifneeded．Patientswith  
elevatedbilirubinmustnotbetreatedwithtrabectedin（SeeSeCtion4．2）．   

Rena‖mpairment   

Creatinineclearancemustbemonitoredpriortoandduringtreatment．TrabectedinmustnOtbeusedin  
patientswithcreatinineclearance＜30ml／min（SeeSeCtion4．2）．   

Neutropenia町Idthrombocytopenね   

Grades30r4neutropenlaandthrombocytopenlaaSSOCiatedwithtrabectedintherapyhavebeenvery  
COmmOnIyreported．Afu11bloodce11countincludingdifftrentialandplateletcountmustbe  
perfbrmedatbaseline，Weeklyfbrthe頁rsttwocyclesandthenoncebetweencycIes（SeeSeCtion4・2）・  
Patientswhodeve）opftvershouldpromptlyseekmedicalattention．1fthisoccurs，aCtivesupportive  
therapyshouldbestartedimmediately．   

Nauseaandvomitin巳   

Anti－emeticprophylaxiswithdexamethasonemustbeadministeredtoallpatients（SeeSeCtion4・2）・   

RhabdomvoIvsisandsevereCPKeJevations（＞10xULN）   

TrabectedinmustnOtbeusedinpatientswithCPK＞2．5ULN（SeeSeCtion4．2）．Rhabdomyolysishas  
beenuncommonlyreported，uSuallyinassociationwithmyelotoxicity，SeVereliverfunctiontest  
abnormalitiesand／orrenalfailure・Therefbre，CPKshouldbecloselymonitoredwheneverapatient  
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maybeexpertenClnganyOfthesetoxicities・1frhabdomyolysISOCCurS，SuPPOrtivemeasuressuchas  
parenteralhydration，urinealkalinisationanddialysISShouldbepromptlyestablished，aSindicated・  
TreatmentwithYondelisshouldbediscontinueduntilthepatientfhllyrecovers．   

Cautionshouldbetakenif－medicinalproductsassociatedwithrhabdomyolysis（e・g・Statins），are  
administeredconcomitantIywithtrabectedin，SincetheriskofrhabdomyolysISmaybeincreased   

LiverFunctionTest（LFTlabnormalities   

Reversibleacuteincreasesinaspartateaminotransftrase（AST）andalanineaminotransftrase（ALT）  
havebeenreportedinmostpatients・Yondelismustnotbeusedinpatientswithelevatedbilirubin・  
PatientswithincreasesinAST，ALTandalkalinephosphatasebetweencyclesmaynecessitatedose  
reduction（SeeSeCtion4．2）．   

lniection site reactions 

Theuseofcentralvenousaccessisstronglyrecommended（SeeSeCtion4・2）・Patientsmaydevelopa  
potentiallyseverelrUeCtionsitereactionwhentrabectedinisadministeredthroughaperipheralvenous  
line．  

Others   

Co－administrationofYondeliswithpotentinhibitorsoftheenzymeCYP3A4shouldbeavoided（See  
section4．5）．Lfthisisnotpossible，Closemonitoringoftoxicitiesarerequiredanddosereductionsof  
trabectedinshouldbeconsidered．   

Caution should be takenif medicinalproducts associated with hepatotoxicity are administered  
concomitantlywithtrabectedin，Sincetheriskofhepatotoxicitymaybeincreased・   

Concomitantuseoftrabectedinwithphenytoinmayreducephenytoinabsorpt10nleadingtoan  
exacerbationofconvulsions．Combinationoftrabectedinwithphenytoinorliveattenuatedvaccinesis  
notrecommendedandwithye1lowftvervaccineisspecificallycontraindicated（SeeSeCtions4・3and  
4．5）．   

Theconcomitantuseoftrabectedinwithalcoholmustbeavoided（SeeSeCtion4．5）．   

Meninfbr（ileageandwomenofchildbearingpotentialmustuseefftctivecontraceptlOnduring  
treatmentand3monthsthereafterfbrwomenandimmediatelyinfbrmthetreatlngPhysicianifa  
pregnancyoccurs，and5monthsaftertreatmentfbrmen（SeeSeCtion4・6）・   

Thismedicinecontainspotassium，1essthanlmmol（39mg）pervial，i・e・eSSentially“potassium－free”・   

4．5 Interactionwithothermedicinalproductsandotherbrmsofinteraction   

Efftctsofothersubstancesontrabectedin   

lnvivointeractionstudieshavenotbeenperfbrmed．Sincetrabectedinismetabolisedmainlyby  
CYP3A4，CO－administrationofsubstancesthatinhibitthisisoenzymee．g．ketoconazole，nuCOnaZOle  
ritonavirorclarithromyclnCOulddecreasemetabolismandincreasetrabectedinconcentrations・Ifsuch  
combinationsareneeded，Closemonitoringoftoxicitiesisrequired（SeeSeCtion4・4）・Likewise  
co－administrationwithpotentinducersofthisenzyme（e・g・rifampICin，phenorbarbital，SaintJohn’s  
Wort）maydecreasethesystemicexposuretotrabectedin・   

AIcohoIconsumptionmustbeavoidedduringtreatmentwithtrabectedinduetothehepatotoxicityof  
themedicinalproduct（SeeSeCtion4・4）・  
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PreclinicaldatahavedemonstratedthattrabectedinisasubstratetoP－gp．Concomitantadministration  

Ofinl1ibitorsofPgp，e．g．CyClosporineandverapamil，mayaltertrabectedindistributionand／or  

elimination．Therelevanceofthisinteractione．g．CNStoxicityhasnotbeenestablished．Caution  
shouldbetakeninsuchsituations．   

4．6 Pregnancyandlactatio瓜   

Pregnan叩   

Nosufncientc）inicaldataonexposedpregnanciesareavai1able．However，basedonitsknown  
mechanismofaction，trabectedinmaycauseseriousbirthdefbctswhenadministeredduring  
pregnancy・Trabectedinshouldnotbeusedduringpregnancyunlessc）earlynecessary．Ifitisused  
duringpregnancy，thepatientmustbeinfbrmedofthepotentialrisktothefbetus（SeeSeCtion5．3）and  
bemonitoredcarefu11y．1ftrabectedinisusedattheendofpregnancy，POtentiaIadversereactions  
Shouldbemonitoredcarefullyinthenewborns・   

Fe叫   

Meninfbr［ileageandwomenofchildbearingpotentialmustuseefftctivecontraceptionduring  
treatmentand3monthsthereafterforwomenandimmediatelyinfbrmthetreatlngphysicianifa  
PregnanCyOCCurS（SeeSeCtion53）and5monthsaftertreatmentfbrmen（SeeSeCtion4・4）．   

Trabectedincanhavegenotoxicefftcts．AdviceonconservationofspermShouldbesoughtpriorto  
treatmentbecauseofthepossibiIityofirreversibleinftrtilityduetotherapywithYondelis．  
Ifpregnancyoccursduringtreatmentthepossibilityofgeneticcounsellingshouldbeconsidered．  
Geneticcounse11inglSalsorecommendedfbrpatientswishingtohavechildrenaftertherapy．   

Lactation  

ltisnotknownwhethertrabectedinisexcretedinhumanmilk．Theexcretionoftrabectedininmilk  
hasnotbeenstudiedinanimals．Breast－ftedinglSCOntraindicatedduringtreatmentand3months  
thereafter（SeeSeCtion4．3）．   

4．7 Effbctsonabilitytodrivcandusemachjnes   

Nostudiesontheeffヒctsoftheabilitytodriveandtousemachineshavebeenperformed．However，  
fatigueand／orastheniahavebeenreportedinpatientsreceivingtrabectedin．Patientswhoexperience  
anyoftheseeventsduringtherapymustnotdriveoroperatemachines・   

4．8  Undesirablec恥cts   

Unlessotherwisespecified，thefbllowingsafttyprofileofYondelisisbasedontheevaluationin  
CJinicaltrialsof569patientstreateduptoApri12007withtherecommendedtreatmentreglmein  
SeVeralcancertypesincludingsofttissuesarcoma，breastcancer，OSteOSarCOma，OVariancancer，GIST，  
melanomaandrenalcarcinoma．   

Approximately91％ofpatientscanbeexpeCtedtohaveadversereactionsofanygrade・Around40％  
Ofpatientsareexpectedtohaveadversereactionsofgrade30r4severity・Themostcommonadverse  
reactionsofanyseveritygradewerenausea，fatigue，VOmiting，anOreXia，neutrOpenia，andincreasesin  
AST／ALT．  
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Fataladversereactionshaveoccurredinl．9％ofpatients・TheywereoRentheresultofacombination  

ofeventsincludingpancytopenia，febrileneutropenia，SOmeOfthemwithsepsis，hepaticinvoIvement，  

renalfhilureandrhabdomyolysIS．   

Adversereactions   

Thefrequenciesoftheadversereactionsreportedbelowareclassifiedasverycommon（≧l／10），  
common（≧1／100to＜1／10）anduncommon（≧1／1000to＜1／100）．   

Thetablebelowdisplaystheadversereactionsreportedin≧1％ofpatientsaccordingtothestandard  
MedDRAsystemorganclass・Bothadverseeventsand】aboratoryvalueshavebeenusedtoprovide  
h・equenCies・Withineachfrequencygrouplng，undesirablee能ctsarepresentedinorderofdecreas】ng  
SerlOuSneSS，  

「gam   Adversereactionsreportedin≧1％ofpatien暮SincIinicaltrialsatthe  

recommendedregime［1．5mg／m2，24hourinfusionevery3week5（24－hq3wk）1   

OnS   VeryCommon  
Bloodcreatinephosphokinaseincreased，Bloodcreatinineincreased，Bloodalbumin  

decreased  

Common  
Weightdecreased   

VeryCommon  
＝System     Neutropenia，Thrombocytopenia，Anaemia，Leukopenia  

Common  
Febrileneutropenia   

yStem  VeryCommon  
Headache  
Common  
Peripheralsensoryneuropathy，Dysgeusia，Dizziness，Paraesthesia   

y，  Commom  
nd  Dyspnoea，Cough   
al 

1   VeけCommon  
Vomiting，Nausea，Constlpation  

Commom  

Diarrhoea，Stomatitis，Abdominalpain，Dyspepsia，Upperabdominalpaln   

Common  

:OUS Alopecia   
orders  

1  Common   

:ctive Myalgia，Arthralgia，Backpain   
orders  

m  VelTCommom   
）isorders  Anorexia  

Common  

Dehydration，Decreasedappetite，Hypokalaemia   

Common   
S   lnftction   

）isorders  Common  
Hypotension，Flushing   

isorders  VeけCommon   

llStration  Fatigue，Asthenia   
tions   Common  

Pyrexia，Oedema，Oedemaperipheral，Iniectionsitereaction   

System  
Class  

Jnvestlgati  

Respiratory  
Thoracic  

Mediastin  

Disorders  

Gastrointes  

disorders  

Skin and 

Subcutaneol 

Tissue Dis 

Musculosk  

and  Connel 

Tissue Dis 

Metabolism 

Nutrition  

lnfヒctions  

lnftstation  

Vascular D 

and Admin 

SiteCondi   
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SystemOrgan   Adversereactionsreportedin≧1％ofpatientsincJinicaltrialsatthe   
Class   recommendedregime［l．5mg／m2，24hourinfusionevery3weeks（24－hq3wk）1   

Hepatobiliary   VeryCommon   
Disorders   Hyperbilirubinemia，Alanineaminotransftraseincreased，Aspartateaminotransftrase  

increased，Bloodalkalinephosphataseincreased，Gamma－glutamyltransfbrase  
increased   

Psychiatric   Common   

Disorders   Insomnia   

Most丘ecIuentadversereactions   

〃／川一l／り仙／／・．1ソ丹心／ん・、、lⅥり〃l山＝′止′●・、－   

NeutroDenia：NeutropenlaOCCurredin77％ofpatients・Grade3and4neutropeniaoccurredin26％  
and24％ofpatientsrespeCtively），Theanalysispercycleshowedthatneutropeniaofgrade3and4  
0CCurredinapproximately19％and8％ofcyclesrespectivelyFebriJeneutropeniaoccurredin2％of  
Patientsandin＜1％ofcycles．   

NeutropeniafbllowedapredictablepatternOfrapidonsetandreversibi】ity，andwasrarelyassociated  
withftverorinfヒction．   

ThrombocvtoDenia：Grade3and4thrombocytopeniaoccurredin‖％and2％ofpatients  
respectively．TheanalysisperCyCleshowedthatthrombocytopeniaofgrade3and40CCurredin  
approximately3％and＜1％ofcyclesrespeCtively・Bleedingeventsassociatedtothrombocytopenia  
OCCurredin＜1％ofpatients．  

鹿Anaemiaoccurredin93％ofpatientsalthough46％ofpatientswerearneヮーicatbaseline・  

Grade3and4anaemiaoccurredinlO％and3％ofpatientsrespeCtively．TheanalysISperCyCle  
Showedthatanaemiaofgrade3and40CCurredinapproximately3％andl％ofcyclesrespectively・   

／中畑両／山′：l・lノ山れ山・．、   

ASTuLTincreqg Transient grade3increases ofaspartate aminotransftrase（AST）and alanine  
aminotrarlSftrase（ALT）wereobservedin38％and44％ofthepatientsandgrade4elevationsin3％  
and7％ofthepatients，reSpeCtlVely・Themediantimetoreachthepeakvalueswas5daysfbrboth  
ASTandALT．MostofthevalueshaddecreasedtogradelorresoIvedbyday14－15（SeeSeCtion4・4）・  
Grade3elevations ofAST and ALT occurredin12％and20％ofcyc］es respeCtlVe】y．Grade4  
e）evations ofAST and ALT occurredin1％and2％ofcycles respeCtlVely．Most transaminase  
elevationsimprovedtogradelortopreィetreatmentlevelswithin15days，andlessthan2％ofcycles  
hadrecovenngtimeslongerthan25days．ALTandASTincreasesdidnotfbllowacumulativepattern  
butshowedatendencytowardslesssevereelevationsovertime．   

仇Derbilirubinemia：Gradeslto2bilirubinincreaseswereobservedin23％ofthepatients．Grade3  
hyperbilirubinemiaoccurredinl％ofpatients．Bilirubinpeaksapproximatelyaweekafteronsetand  
resoIvesapproximatelytwoweeksafteronset．   

ClinicalmanifbstationsofseverehepaticlrリuryWereunCOmmOnwithalowerthanl％incidenceof  
individualsignsandsymptomsincludingjaundice，hepatomegalyorliverpain．Mortalityinthe  
PreSenCeOfhepaticlrtluryOCCurredinlessthan1％ofpatients・   

Otheradversereactions  

．＼－‘…≠lい川前J叫い山／・タイ軌・州′Jt／しい〃、叶りJ高′仁＼こ…・、・l・l＝仙／…′扇／巾（llし〃′・リー・両t∴／血∧Iil仙／ふり一一い  
qfba（ien（Sre5PeCtiveb，．Grade3－4nauseaandvomitingwerereportedin6％and6・5％ofpatients，  

respectively．Grade3－4diarrhoeaandcons坤ationwererqpor（edinlessthanl％ofpatients・  
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