
duetocross－OVer，althoughsomesupportcamefrom exploratoryanalysesofOScensorlngPatients  

befbrecross－OVer．  

ThennalstudyreportconflrmstheconclusionsftomtheinterimanalysISPrOVidedintheinitialMAA．  
TrabectedinhasadeflniteantitumouractivityinpatientswithSTSwhethertheqwk3－hortheq3wk  
24－hreglmenSareuSed・ThelatterreglmenSeemStObetheoptlmalonesupportedbyrobustTTPand  
PFSdataassessedbyanindependentreviewpanel・Theresultsofthestudyinthesetimedependent  
Variableareregardedasstronglyconsistentacrossthedif悔rentsensitivityanalysescarriedoutbythe  
ApplicantaspertheCHMPrequestandconflrmedinthennalstudyresults．  

TherewereanumberofmethodologlCaldeficienciesthathamperedtheassessmentoftheefncacyof  
trabectedininthetreatmentofSTS．CruCialaspectsincludedthetimlngandsponsor’saccesstodataat  
thetimeofprotocolamendmentleadingtoachangeoftheprimaryendpoint．Althoughthedecisionto  
amend to protocoIwas data－driven，Sufficient reassuranceis providedin the exploratory analyses  
PreSentedtoindicatethattheconclusionsasregardsaclinicallysignincantefftctonTTPstillhold・  

CIinical safety 

・ Patientexposure  

Followingthemostrecentupdate，theassessmentoftheclinicalsafetyofYondelisisbasedondata  
fromclinicaltrialsof569patientstreateduptoApri12007withtherecommendedtreatmentreglmen  
in severalcancertypeSincludingsofttissue sarcoma，breast cancer，OSteOSarCOma，OVarian cancer，  
GIST，melanorna and renalcarCinoma．This databaseis used as the basis fbr the descrlPt10n Of  
undesirablee舵ctsintheSPC．Theassessmentofclinicalsafttyhasalsoincluded the”integrated  
Safttydatabase”fortheinitialsafttysummary，COnSistingofatotaloflO18cancerpatientsreceiving  
trabectedinin phaseIIclinicalstudies（5‖ ofwhom had received trabectedin at the proposed  
SChedule）．Alargerseriesalsodescribedincludesany patientswithadvancedmalignanciesthathad  
beentreatedwithtrabectedin（asof31May2005，3087patients）．Updatedsafttydatabaseshavealso  
beenprovidedduringtheprocedure（datanotshown）．  

The median number of cyclesinitiated was2（rangel－38；mean3．83）fbr patients receiving  
trabectedinintheintegratedsafttydatabase・Theヮーediandurationofexposure，WaS8・4weeks（ran号e  

2－125・9；mean14・31weeks）・ThemediancumulatlVetrabectedindosewas3．50mg／m2forpatientsln  
theintegratedsafetydatabaseandvery 

． 

late－Stage Palliation．Single－agenttrabectedinq3wk24－h has been consistently administered across  
Studiesfbr60rmOreCyClesin24％ofpatients，100rmOreCyClesin6％ofpatients，andsomepatients  
receivingtreatmentfbrmorethan2years（themaximumtreatmentdurationwas125．9weeksinone  
Patienttreatedwithq3wk24－hschedule）．  

●  Adversee＼′entS  

Concemlngthe569patientsdatabase，apprOXimately91％ofpatientscanbeexpectedtohaveadverse  
reactionsofanygrade・Around40％ofpatientsareexpectedtohaveadversereactionsofgrade30r4  
SeVerity．Themostcommonadversereactionsofanyseveritygradewerenausea，fatigue，VOmiting，  
anorexia，neutrOPenia，andincreasesinAST／ALT．  

Adverse reactions 

The丘equencies ofthe adverse reactions reported be）ow are c】assined as very common（≧1／10），  
COmmOn（≧l／100to＜l／10）anduncommon（≧1／1000to＜1／100）．  

Thetablebelowdisplaystheadversereactionsreportedin≧l％ofpatientsaccordingtothestandard  
MedDRAsystemorganclass・Bothadverseeventsandlaboratoryvalueshavebeenusedtoprovide  
斤equencies．Withineachfrequencygrouplng，undesirableefftctsarepresentedinorderofdecreaslng  
SerlOuSneSS．   

Mostfrequentadversereactions  

For Blood and Lymphatic system and Hepatobiliary disorders（Seelaboratory findings）．Nausea，  
VOmitlng，diarrhoeaandconstlPation：NauseaandvomitlngWererePOrtedin63and38．5％ofpatients  

respeCtively．Grade3－4nauseaandvomitlngWererepOrtedin6％and6．5％ofpatients，reSpeCtively．  
Grade3－4diarrhoeaandconstlPationwerereportedinlessthanl％ofpatients．Stomatitis：Grade3－4  
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mucositiswasreportedinIessthanl％ofthepatients・Fatigue／Asthenia：Grade3－4fhtigue／asthenia  
OCCurredin9andl％ofpatientsrespectively・Anorexia＝Grade3－4anorexiaoccurredinlessthanl％  

Ofthepatients．Dyspnoea：Grade3－4dyspnoeareportedastrabectedinrelatedoccurredin2％ofthe  
Patients．Alopecia：Alopeciawasreportedinapproximately3％ofa】】patients，Ofwhichthem毎ority  
WaSgradelalopecia・  

SystemOrgan   AdversereactioIISrePOrtedin≧1％ofpatientsinclinicaltrialsatthe   

Cla5S   recommendedregime（1．5mg／m2，24bourinfusionevery3weeks（24－hq3wk）7   

Investigations   VeryCommom  
B）00dcreatinephosphokinaseincreased，Bloodcreatinineincreased，Bloodalbumin  

decreased  
Common  

Weightdecreased   

Bloodand   VeryCommon   
LymphaticSystem  Neutropenia，Thrombocytopenia，Anaemia，Leukopenia   

Disorders   Co■mmOn  

Febrileneutropenia   

NervousSystem  VeryComm州   
Disorders   Headache  

Common  
Peripheralsensoryneuropathy，Dysgeusia，Dizziness，Paraesthesia   

Respiratory，   Common   

Thoracic and Dyspnoea，Cough   
Mediastinal  
Disorders  

Gastrointestinal   Veり7Common   
disorders   Vomiting，Nausea，Constlpation  

Common  

Diarrhoea，Stomatitis，Abdominalpain，Dyspepsia，Upperabdominalpain   

Skinand   Common   

Subcutaneous  Al0peCia   
TissueDisorders  

MuscuJoskeletal  Common   

and Connective Myalgia，Arthralgia，Backpain   
TissueDisorders  

Metabolismand  VeryCommom   
NutritionDisorders  Anorexia  

Commom  

Dehydration，Decreasedappetite，Hypokalaemia   

1nfbctionsand   Common   

lnftstations   Infection   

VascularDisorders  Common  
Hypotension，Flushing   

GeneralDisorders  VeryCommon   
andAdministration  Fatigue，Asthenia   
SiteConditions   Common  

Pyrexia，Oedema，Oedemaperipheral，IQiectionsitereaction   

Hepatobiliary   VeりrCommom   
Disorders   Hyperbi）irubinemia，Alanineaminotransftraseincreased，Aspartateaminotransfbrase  

increased，Bloodalkalinephosphataseincreased，Gamma－glutamyltransfヒrase  

increased   
Psychiatric   Common   

Disorders   Insomnia   

Intheintegratedsafttydatabase，between49％and57％ofpatientsexperiencedGrade3－4AEs，Of  

Whichapproximatelytwo－thirdswereconsideredrelatedtostudydrug・ThemostcommonAEsina113  
groupswerenausea，fatigue，VOmitlng，andconstipation・Themostfrequentdrug－relatedGrade3－4  
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AEsinthiscalegory were neutropenia，tranSaminaseeIevations，nauSea，fhtigue，aSthenia，VOmltlng，  
andthrombocytopenia・  

Drug－relatedGrade30r4AEsin≧1％of－PatientsinEitherTreatmentGroupbyPreftrred   

Term（Integratedsafbtydatabase）  
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・ Seriousadverseevent／deaths／othersignincantevents  

Theoverallfrequencyofpatientswith≧lSAEregardLessofgradeandcausalityattributionwas28％  
andwassimi1aracrossrmens（27％－29％）・ThemostftequentSAEswerealsosimilarfbrthe3  
reglmenS‥dyspnea，VOmltlng，nauSea，PyreXia，and abdominalpain・Deep vein thrombosis had a  
frequencyof3％intheq3wk24－hgroupbutonlyl％intheqwk3－hgroupandnoneintheq3wk3－h  
group・AtotalDflO％ofpatientshaddrug－relatedSAEs，withanincidenceintheq3wk24－hgroup  
（7％）whichwasabouthalfthatintheq3wk3－hgroup（13％）．Drug－relatedSAEsthatoccurredin  
morethanonepatientintheq3wk24－hgroupwerenausea（2％），VOmiting（2％），neutrOpenia（1％），  
andpyrexia（l％）・Atotalof8％ofpatientshaddrug－relatedGrade3－4SAEs；theincidencewas  
approximately2－fbldhigherintheq3wk3－hgroup（12％）comparedtotheqwk3－h（7％）andq3wk  
24－h（6％）groups・  
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Drug－reIatedSAEsin≧l％ofPatjen暮SjnanyDoseGroupbyPrefbrredTerm（AvajJabIedata  

population）  
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Intheintegrateddatabase，OflO18treatedpatients，29（3％）diedinassociationwithanAEoccurring  
duringtreatmentorwithin30daysofthelastdoseoftreatment．Simi1arpercentofpatientsineach  
group（q3wk24hl・8％，qWk3hl・0％，q3wk3hl．5％）diedinassociationwithAEsthatwereassessed  
bytheinvestlgatOrtOberelatedtostudydrug・Inthe569patientsdatabase，fataladversereactions  

haveoccurredinl．9％ofpatients．Theywereoftentheresultofacombinationofeventsincluding  
pancytopenia，ftbrileneutropenia，SOmeOfthemwithsepsis，hepaticinvoIvement，renalfailureand  
rhabdomyolysIS．  

● Laboratory貞ndings  

〟小血両／山′：l、J由れんJ・．ヾ  

Inthe569patientsdatabasetransientgrade3increasesofaspartateaTinotransftrase（AST）and  
alanineaminotransfむase（ALT）wereobservedin38％and44％ofthepatlentSandgrade4elevations  
in3％and7％ofthepatients，reSPeCtively．Themediantimetoreachthepeakvalueswas5daysfbr  
bothASTandALT．MostofthevalueshaddecreasedtogradelorresoIvedbyday14－15．Grade3  
elevationsofASTandALToccurredin12％and20％ofcyclesrespectively．Grade4elevationsof  
ASTandALToccurredinl％and2％ofcyclesrespectively．MosttransaminaseelevatioれSimproved  
togradelortopre－retreatmentlevelswithin15days，andlessthan2％ofcycleshadrecoverlngtlmeS  

longerthan25days．ALT and ASTincreases did not fbllow a cumulative pattern but showed a  
tendencytowardslesssevereelevationsovertime．Gradeslto2bilirubinincreaseswereobservedin  
23％of the patients．Grade3 hyperbilirubinemia occurredinl％of patients．Bilirubin peaks  
approximately a week after onset and resoIves approximately two weeks a魚er onset．Clinical  
maniftstationsofseverehepatic叫uryWereunCOmmOnwithalowerthanl％incidenceofindividual  
SlgnS and symptomsincludingJaundice，hepatomegaly orliver pain．Mortalityin the presence of  

hepaticinjuryoccurredinlessthanl％ofpatients．  

InacompJeteddrug？mbinationPhaseIstudy（ET743－USA－11），8patientsvolunteeredtoundergo  

liverbiops．es・AllpatlentShadbeentreatedwithacombinationofpegylatedliposomaldoxorubicin  
andtrabectedinl．1mg／m2withdexamethasoneprophylaxis．Biopsy石ndingswereconsistentwitha  
non－alcoholicsteatohepatitis，withseverityrangingftomminimaIsteatosistomoderatesteatosiswith  
fibrosis．Pre－andposttreatmentbiopsleSShowednochangesin3cases．Onepatienthadminimalpost－  

treatmentsteatosis．Nomitochondrialabnormalitiesorstellatecellactivationwereobserved．  
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／／、ソりtJ／り／′∫しリトJ／／－・＼・J、・Jハ  

1n the569patients database neutropeniaoccurredin77％ofpatients・Grade3and4neutropenia  
occurredin26％and24％ofpatientsrespectively．TheanalysISPerCyCleshowedthatneutropeniaof  
grade3and40CCurredinapproximately19％and8％ofcyc）esrespectively・Febrileneutropenia  
occurredin2％ofpatientsandin＜1％ofcycles．Neutropeniafbllowedapredictablepatternofrapid  
onset and reversibility，and was rare）y associated with ftverorinftction・1n theintegrated saftty  
database severL patients（1％）in the q3wk24－h schedule had a grade 3－4inftctious episode  

COnCOmitantwithgrade3－4neutropenia・  

Grade3and4thrombocytopeniaoccurredinll％and2％ofpatientsrespectively．TheanalysISPer  
CyCleshowedthatthrombocytopeniaofgrade3and40CCurredinapproximately3％and＜l％of  
CyClesrespectively・Bleedingeventsassociatedtothrombocytopeniaoccurredin＜1％ofpatients・  

Anaemiaoccurredin93％ofpatientsalthough46％ofpatientswereanaemicatbaseline．Grade3and  
4anaemia occurredinlO％and3％ofpatients respectively・The analysIS Per CyCle showed that  
anaemiaofgrade3and40CCurredinapproximately3％andl％ofcyclesrespectively・  

Asummaryofhematologicaltoxicityintheintegratedsafetydatabaseisprovidedinthefo1lowing  
table．Most patientsin each group had hematologlCaltoxicities ofsome kind duringtrabectedin  
treatment．NCICTCGrade3－4hematologlCaltoxicitieswerehighestfbrneutrophilsandWBCand  
Werehigherinl＝heq3wk24－hgroupthanintheother2groups・  

HematoJogic・alTestsbyWorstOn－treatmentToxicityGrade（Integratedsafbtydatabase）  
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CPKelevationsofanygradewereobservedin26％ofpatients・Grade30r4increasesofCPKwere  
observedin4％ofpatients．CPKincreasesinassociationwithrhabdomyolysISWererePOrtedinless  
thanl％ofpatientS・  

Secondary rnyelodysp）asia and acuteleukemia were observedin 3 patients with advanced  
malignanciesthathadbeentreatedwithtrabectedin（asof31May2005，3087patients）・Thediagnosis  
occurred a魚er administration of2，12，and14trabectedin treatment cycles・Al13patients who  
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developedacute myeloidIeukemiahad exposuretodoxorubicin，and20fthesepatientshad prlOr  
radiationtherapy．  

● Safbtyinspecialpopulations  

Therewerenoclinicallyrelevantdif詣rencesintheincidenceofAEs，drug－relatedAEs，AEsleading  
todiscontinuation，OrdeathsacrossthefbIIowlnggrOuPS：  

●  TypeofCancer：L－SarCOma，nOn－L－SarCOma，Othercancers（q3wk24－honly）  

●  Age：＜65，≧65，  

・   Gender：Ma）e，Female．  

●  Race，Region（US，Canada，Europe），Others，BMI，ECOG・  

The saftty Of trabectedinin pregnant orlactating women has not been established・Whether  
trabectedinissecretedinmilkhasnotbeendeterminedinanimalsnorinhumans．  

Onepregnancyoccurredina22－year－01dwomanwithosteosarcomawhowasrece）Vlngtrabectedin  
l・3mg／m2asa24－hinfusionevery3weeks undercompassionate－uSe・Studymedication㌣aS  
discontinuedafter4cyclesoftreatment，andthepregnancywasterminatedat20weeks’gestat）On・  
Uponautopsy，thefttus’pathologywasnonnal・  

● Safttyrelatedtodrug－druginteractionsandotherinteractions  

NoformalanaJysesofdrug－drugOrdrug－diseaseinteractionswereconducted．  

●  Discontinuationduetoadverseevents  

Inthe q3wk24－hgroup，67％patients did not requlre any dose reduction，While7％hadldose  
reduction，22％had2dosereductions，and4％had30rmOredosereductions．Theqwk3－handthe  
q3wk3－h reglmenS required more dose reductions．Most dose reductions were the result of  
nonhematologic toxicity，Whereas hemato10gic toxicity represented only 2％ to 9％ and the  
COmbinationofbothtoxicitiesonlyl％．Intheq3wk24－hgroup56％ofpatientsrequiredl（25％），2  
（8％），Or30rmOre（24％）treatmentcycledelaysofanylength．Mostofthosedelaysweretheresultof  
hematologictoxicity（35％），10％wereduetononhematologictoxicity，and10％wereduetoother  
reasons・Themostcommonreasonfordiscontinuationwasdiseaseprogression（66％）；8％ofpatients  
discontinued treatmentin associationwith AEs．There were no clinically noteworthy difftrences  
betweentreatmentgroupswithrespecttoreasonsfordiscontinuation．   

● Postmarketingexperience   

Noneavailable．   

・ Discussiononclinicalsaftty  

Significant hematologica］and hepatic toxicityhas been observed，althoughtoxicitywaS uSually  
reversibJeand cumulativetoxicity has notbeen observed．The proposedposoIogy clearlycauseS a  
higherincidence ofhematologlC and hepatic toxicity than the othertreatment reglmen．The most  
POmmOnGrade3－4AEsintheq3wk24－hdosegroupwereip9reaSedALT（12％），neutrOpenia（12％），  

1nCreaSedAST（8％），anddyspnea，fatigue，nauSea，andvomltlng（7％each）．ThemostfrequentSAEs  
Weredyspnea，VOmiting，nauSea，PyreXia，and abdominalpain．LivertoxicityuSually presentingas  
transaminitis and neutropenia are considered to be the two doselimiting toxicities．Mortality  
associatedwithhepaticinjuryhasbeenrare（＜1％）．  

The developmentofrhabdomyolysis（associated with deathin5patients（0．5％），in theintegrated  
Safttydatabase）isofconcernandtheadherencetothetreatmentcriteriainpart4．20fthe SPCis  
essential．  

TheresuJtsregardingdosereductions，CyCledelaysandtreatmentdiscontinuationsconfirmthatthe  
proposed posologyis close to the threshold where am毎Orityofpatients would experience dose  

limltlngtOXicity．  
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TheApplicanthasprovidedupdatedsafttydatawithacut－OffdateofApri130th，2007（Originalcut－Off  
dateMay3lSt2005）．Overa11，thesafetydatabasehasbeenincreasedwithdatafrom1403additional  
patients，Whilsttheintegratedsafttydatabase（Patientsincludedinclinicaltria）sreceivingtrabectedin  
atdosesand schedules considered most relevant bythe applicant），has been updatedwith146new  
patients・Theupdatedsafetydataprovidedappearedtobeconsistentwiththoseprovidedintheinitial  
applicatjon（dal二anOtShown）・  

It can be consi［dered that the safety profile has been reasonably characterised・Altogetheravailable  

saftty data showed that desplte being manageable，the toxIClty Of trabectedinis undoubtedly  
signincant・Trabectedin’ssafttyproflleappearstobesimilartootherantineoplastic（i・e・SeVereand  
丘equentAE，inthecontextofalift－threateningdisease），eSPeCiallyregardinggeneralstateconditions  
（asthenia，anOr・eXia），nauSeaand vomiting，Orhaematologicaltoxicity・Updateson hepatotoxic data  
havebeenprovided・HepatotoxicityaPPearStObeoneoftrabectedin’sn10StrelevantAEandoccurs  
more ftequentlLy with the q3wk24－h arm・The exact mechanism of叫uryis stillnot clear・  
Considerableincreasesinliverenzymesarevery frequent，areaPParentlytransient，nOn－Cumulative  

and，eSPeCia11ytakinglntOaCCOunttheseverltyOfthedisease，adequatelymanagedbydose・Forthe  
time being，alowincidence ofsymptomatic hepatic disease withfrankliverlrリurylS repOrted・  
HepatotoxIClty andrhabdomyolysIS appeartObemanageableby restrictions，mOnitorlngand dose  
adjustments．Some ofthese AE willneed to be c）osely fbllowed by pharmacovlgilance activities  
duringpost－marketing・  

Adequateinfbrmationisp？videdintheSPCaboutposologyandmethodofadministration（SeeSPC  
section4．2）andinstructlOnS On reCOnStitution and dilution of the medicinalproduct befbre  
administration（SeetheSPCsection6・6）・  

Allpatientsshouldreceive20mgofdexamethasoneintravenously30minutesprlOrtOYondelis；nOt  
only as anti－eTnetic prophylaxis，but also becauseit appears to provide hepatoprotective effbcts・  
Additionalanti・・emeticsmaybeadministeredasneeded・  

Thefbllowlng（：riteriaarerequiredtoallowtreatmentwithYondelis：  

Absoluteneutrophilcount（ANC）≧1，500／mm3  

Platelet（ニOunt≧100，000／mm3  

Bilirubir）≦upperlimitofnormal（ULN）  

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

Albumin≧25g／1．  

Alanineaminotransftrase（ALT）andAspartateaminotransfbrase（AST）≦2・5xULN  

CreatinineclearanCe≧30ml／min  

Creatinephosphokinase（CPK）≦2・5ULN  

Haemoglobin≧9g／dl  

ThesamecriteriaasaboveshouldbemetprlOrtOre－treatment．Otherwisetreatmentshouldbedelayed  
fbrupto3weeksuntilthecriteriaaremet・  

Additionalmonitorlng Of haematologlCalparameters bilirubin，alkaline phosphatase and  
aminotransftrasesandCPKshouldoccurweeklyduringthenrsttwocyclesoftherapy，andatleast  
oncebetweentreatmentsinsubsequentcycles．  

Thesamedoseshouldbegivenfbra11cyclesprovidedthatnograde3－4toxicitiesareseenandthatthe  
Patientfu1nlsthere，treatmentCriteria・  

Priortore－treal＝ment，Patientsshouldfu1filthebaselinecriteriadennedabove・7fanyofthefbllowlng  
eventsoccuratanytimebetweencycles，thedosemustbereducedto一・2mg／m2fbrsubsequentcycles‥  

Neutropenia＜500／mm31astingfbrmorethan5daysorassociatedwithftverorinfbction  

Thrombocytopenia＜25，000／mm3  
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IncreaseofbiIirubin＞ULNand／oralkalinephosphatase＞2．5xULN  

Increaseofaminotransftrases（ASTorALT）＞2．5xULNwhichhasnotrecoveredbyday21  

Anyothergrade30r4adversereactions（SuChasnausea，VOmiting，fatigue）  

Onceadose has been reduced becauseoftoxIClty，dose escalationinthesubsequentcyc（esis not  
recommended．IfanyofthesetoxicitiesreappearinsubsequentcyclesinapatientexhibitingcIinicaI  
benent，thedosemaybefurtherreducedtolmg／m2・1ntheeventthatfurtherdosereductionsare  
necessary，treatmentdiscontinuationshouldbeconsidered．  

lnclinicaltriaIs，therewerenopre－de丘nedlimitstothenumberofcyclesadministered．Treatment  

COntinuedwhilstclinicalbenefltwasnoted．Trabectedinhasbeenadministeredfor60rmOreCyClesin  
24％ofpatientstreatedwiththeproposeddoseandschedule．Thisreglmehasbeenusedfbrupto  
38cycles・Nocumulativetoxicitieshavebeenobservedinpatientstreatedwithmultiplecycles・  

八′し・l山／′●ん・ハ〟山肌  

Thesafヒtyandefficacyoftrabectedininpaediatricpatientshasnotyetbeenestablished．Therefbre，  
this medicinalproduct should not be usedin children and adolescents untilfurther data become  
available．  

／几ん′・（リー1〟山山  

Nospecincstudiesinelderlypatientshavebeenperfbrmed．Overal118％ofthelO18patientsinthe  
integratedsafttyanalysiswereover65years．Norelevantdifftrencesinthesafbtyprofilewereseenin  
thispatientpopulation・ItseemsthatpJasmaclearanceanddistributionvolumeoftrabectedinarenot  

innuenced by age．Therefbre，dose a4justments based unlquely on age criteria are not routinely  
recommended．  

タロJfe〃／∫W油f〝甲α∫rgd力甲α〟cノわ〃CJわ〃  

Nostudieswiththeproposedreglmehavebeenconductedinpatientswithliverdysfunction．Thus，  
data are not available to recommend alower startlng doseinpatientswith hepaticimpalrment．  
Howeverspecialcautionisadvisedanddosea4justmentSmightbenecessaryinthesepatientssince  
SyStemicexposureisprobablyincreasedandtheriskofhepatotoxicitymightbeincreased・Patients  
withelevatedbilirubinshouldnotbetreatedwithYondelis（SeeSeCtion4．4），  

ハ′JんⅥJ川一山J血／－し〟…／′●し・仙〟／i…しイJ＝〃  

Studiesincludingpatientswithsevererenalinsufficiency（Creatinineclearance＜30ml／min）havenot  
beenconductedandtherefbreYondelisshouldnotbeusedinthispatientpopulation（SeeSeCtion4・4）．  
Consideringthepharmacokineticcharacteristicsoftrabectedin（SeeSeCtion5．2），nOdoseaqjustments  
arewarrantedinpatientswithmi1dormoderaterenalimpalrment．  

Yondelisiscontraindicated（SeeSPCsection4・3）inpatientswithhyperseヮsitivitytotrabectedinorto  

anyoftheexclplentS，COnCurrentSeriousoruncontrolledinftction，inpatlentSWhoarebreastfteding  

（SeeSeCtionSPC4．6），Orincombinationwithye1lowfもvervaccine（SeeSPCsection4．4）  

AdequatewarnlngSarePrOVidedintheSPCsection4．4．Patientsmustmeetspecificcriteriaonhepatic  
function parameters to start treatment with Yondelis．Since systemic exposure to trabectedinis  
probablyincreased due to hepaticimpairment and because the risk ofhepatotoxicitymight be  
increased，patientswith clinically relevantliverdiseases，SuCh as activechronic hepatitis，muSt be  

Closelymonitored．Dosea4justmentmaybenecessary．Patientswithelevatedbilirubinshouldnotbe  
treatedwithtrabectedin（SeeSPCsection4．2）．Creatinineclearancemustbemonitoredpriortoand  

duringtreatment．Trabectedin should not beusedin patients with creatinine clearance＜30ml／min  
（SeeSPCsection4．2）．Grades3or4neutropeniaandthrombocytopeniaassociatedwithtrabectedin  
therapyhavebeenverycommonlyreported．Afu11bloodce11countincludingdifftrentialandplatelet  
COuntShouldbeperfbrmedatbase】ine，Weeklyforthenrsttwocyclesandthenoncebetweencycles  
（See SPC section4．2）・Patients whodevelopfiver shouldpromptly seekmedicalattention・Ifthis  
OCCurS，aCtive supportive therapy should be startedimmediately．Anti－emetic prophylaxiswith  
dexamethasoneshouldbeadministeredtoallpatients（SeeSPCsection4．2）．Trabectedinshouldnotbe  
usedinpatientswithCPK＞2．5ULN（SeeSPCsection4．2）・Rhabdomyolysishasbeenuncommonly  
reported，uSuallyin associationwith myelotoxicity，SeVereliverfunctiontestabnormalities and／or  
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renalfailure・Therefbre，CPKshouldbecloselymonitoredwheneverapatientmaybeexperienclng  
anyofthesetoxicities・lfrhabdomyolysISOCCurS，SuPpOrtivemeasuressuchasparenteralhydration，  
urinealkalinizationanddialysisshouldbepromptlyestablished，aSindicated．TreatmentwithYondelis  

Shouldbediscontinueduntilfullrecovery・Reversibleacuteincreasesinaspartateaminotransftrase  
（AST）andalarLキneaminotransftrase（ALT）havebeenreportedinmostpatients・Yondelisshouldnot  
be usedin patlentS With elevated bilirubin．Patientswithincreasesin AST，ALT and alkaline  

Phosphatasebetweencyclesmaynecessitatedosereduction（seeSPCsection4．2）．Theuseofcentral  

VenOuS 

． 

Co－administratjLOnOfYondeliswithpotentinhibitorsoftheenzymeCYP3A4shouldbeavoided（See  

SPCsection4・5）・1fthisisnotpossible，Closemonitoringoftoxicitiesarerequiredanddosereductions  
oftrabectedin should be considered．Caution should be takenifactive substances associated with  
hepatotoxicityorrhabdomyolysis（e．g．statins），areadministeredconcomitantlywithtrabectedin，Since  
the risk ofthese toxicities may beincreased・Combination oftrabectedin with phenytoin orlive  
attenuatedvaccinesisnotrecommended（SeeSPCsection4．3）．  

Theconcomitant useoftrabectedin with alcohoIshould beavoided（See SPC section4．5）．Menin  

ftrtileageandwomenofchildbearingpotentialmustuseefftctivecontraceptionduringtreatmentand  
3monthsthereafterfbrwomenandimmediatelyinfbrmthetreatlngPhysicianifapregnancyoccurs，  
and5monthsaRertreatmentfbrmen（SeeSPCsection4．6）．  

1nteractionswil［hothermedicinalproductsandotherfbrmsofinteractionareadequatelydescribedin  
theSPC（SeeSPCsection4・5）・1nvivointeractionstudieshavenotbeenperfbmled．Sincetrabectedin  

ismetabolisedmainlybyCYP3A4，CO－administrationofsubstancesthatinhibitthisisoenzymee・g・  
ketoconazoIe，fluconazole ritonavir or clarithromycln COuld decrease metabolism andincrease  
trabectedinconcentrations・lfsuchcombinationsareneeded，Closemonitoringoftoxicitiesisrequired  
（See SPC seclion4・4）・Likewise co－administration with potentinducers of this enzyme（e．g．  
rifampicin，phenorbarbital，SaintJohn’sWort）maydecreasethesystemicexposuretotrabectedin．  

AIcohoIconsurnptionshouldbeavoidedduringtreatmentwithtrabectedinduetothehepatotoxicityof  
theproduct（SeeSPCsection4・4）・Preclinicaldatahavedemonstratedthattrabectedinisasubstrateto  

P－gP・ConcomitantadministrationofinhibitorsofPgp，e・g．CyClosporine and verapamil，may alter  
trabectedindistributionand／orelimination・Therelevanceofthisinteractione．g．CNStoxicityhasnot  
beenestablished．Cautionshouldbetakeninsuchsituations．  

AdequateinfoTTnation has beenincludedinthe SPC concemingpregancyandlactation（see SPC  
SeCtion4．6）．Nosufficientclinicaldataonexposedpregnanciesareavailable．However，basedonits  

knownmechanismofaction，trabectedinmaycauseseriousbirthdeftctswhenadministeredduring  
PregnanCy・Trabectedinshould notbeusedduringpregnancyunlessclearlynecessary・Ifitisused  

duringpregnancy，thepatientmustbeinfbrmedofthepotentialrisktothefoetus（SeeSPCsection5．3）  
andbemonitoredcarefu11y・Tftrabectedinisusedattheendofpregnancy，pOtentialadversereactions  

Should be monitored carefu11yin the newborns・Menin fbr［ile age and women ofchildbearing  
POtentialmustuseefftctivecontraceptionduringtreatmentand3monthsthereafterfbrwomenand  
immediatelyinfbrmthetreatingphysicianifapregnancyoccurs（SeeSPCsection5．3）and5months  
aftertreatmentformen（See SPC section4．4）．Trabectedin can have genotoxic efftcts．Advice on  
COnSerVationofspermshouldbesoughtpr10rtOtreatmentbecauseofthepossibilityofirreversible  
infヒrtilityduetotherapywithYondelis・Ifpregnancyoccursduringtreatmentthepossibilityofgenetic  
COunSellingshouldbeconsidered・Geneticcounse11inglSalsorecommendedfbrpatientswishingto  
have children aftertherapy．1tis not known whether trabectedinis excretedin human milk．The  

excretion oftrabectedininmi1k has not been studiedin animals・BreasトftedinglS COntraindicated  

duringtreatmentand3monthsthereafter（SeeSPCsection4．3）．  

NostudiesontheefftctsoftheabilitytOdriveandtousemachineshavebeenperfbrrned．However，  
fatigueand／orastheniahavebeenreportedinpatientsreceivlngtrabectedin．Patientswhoexperience  
anyoftheseeventsduringtherapyshouldnotdriveoroperatemachines（SeeSPCsection4．7）．  

Thereislimited data on the effects oftrabectedin overdose．The m往IOr anticlpated toxicities are  
gastrointestinal，bone marrow suppression and hepatic toxiclty・Thereis no specific antidote fbr  
trabectedincurrentlyavailable・Intheeventofanoverdose，Patientsshouldbecloselymonitoredand  

SymPtOmaticsupportivecaremeasuresinstitutedasrequired（SeeSPCsection4．9）．  

㊥EMEA2007  33／37   



5． Pharmacovigilance  

Detai］eddescriptioJ）OfthePharmacovigi1ancesystem  

TheCHMPconsideredthatthePharmacovigi1anCe SyStemaSdescribed bytheapplicantfu1fllsthe  
IegislativerequlrementS．  

RiskManagementplan  

The MAA submitted a risk management plan（RMP）．The updated version of the RMPisin  
accordancewiththeEU－RMPtemplateinmostrelevantaspects．Infbrmationonpatientexposurehas  
been updated．Data on most relevantidentined risks，including hepatoxicity，CPK  
elevations／rhabdornyolysIS，neutrOpenia，thrombocytopenia，anaemia，inftctions，myelodysplasiaand  
AML，emeSis andlocalinfusionshas been updated．New】yidentified potentialrisks which arose  
during the procedure，including pancreatic，renal，retinaland cardiovascular toxicities have been  

added．Noadditionalmeasuresfbrthesepotentialrisksaredeemednecessaryatthisstageotherthan  
those proposed bytheapplicant（routinepharmacovigi1ance measuresand monitoringofcurrently  
OngOingclinicaldata）．  

Safttyandefficacyoftrabectedininpatientsunder18hasnotbeenestablished．TheMAHaddressed  
the potentialrisk ofoffllabeluse，Whichis consideredlow by the appIicant due to the controI  
CytOtOXicsareexposedto．ThismatterisreflectedintheSPC．  

SummaryOftheriskmana  gementplam   

Sa鮎けissue   Proposed  Proposedriskminimisationactivities   
Pharmacovigi1ance  

a（：tivities  

PotentiaJriskinoff－1abelpaediatric  RoutinePharmacovlgilance  RiskminimisationbySPC．YondeJisisnotindicatedforpaediatric   
uSe．  use（SPCsection4．2） 
Riskoraccidenta】   RoutinePharmacov）gilance  RiskminimisationbySPC．Patientsofbothgendersaretoavoid   
ExposuTetOtrabectedininuteruS  COnCePtion（4．6）．Contraindication：Breast－feeding（4．3）．   

Riskinpatientswithsevererena暮  RoutinePharmacovlgilance  RiskminimisationbySPC．Notrecommendedinpatientswithsevere   
impa汀ment renalimpairment（4．2）．TreatmenIcrlteriaincludesrena）functiontest  

（4．2）．Waming（4．4）．Renaleventsarelabelledasuncommon（4．8）．   
Riskin patients with hepatic  RoutinePharmacov）gilance  Risk minimisation by SPC．Strict treatment criteriainc）ude   
impa】rment evaluationofLFTs．ReguJarmonitorlngOfLFTSisrequired・Dose  

ad）uStmentguidelinesprovidedincaseofLFTsabnorma】ities（4．2） 
SpeCialcautionrecommendedfbrpatientswithimpairedhepatic  
functioninsection4・2LWaming＝treatmentShou】dnotbeglVenif  
bilirubiniselevated（4．4）．Hepaticevents】abel）edinsection4．8．   

Hepaticreactions   RoutinePharmacovIgilance  Risk minimisation by SPC，Strict treatment criteriainc）ude  
evaluationofLFTs．RegularmonitorlngOfLFTSisrequired・Dose  
aqJuStmentguidehnesprovidedincaseofLFTsabnorTTIa】ities（4．2） 
Specialcautionin patients withimpairedliver function（4．2）．  
Wamings二AST／ALTelevations，treatmentShouldnotbeglVenif  
bilinJbiniselevated（4．4）．Hepaticeventslabe‖edinsection4．8．   

Neutropenia and infection RoutinePharmacovlgilance  Rjsk minimisation by SPC．Strict treatment criteriaincIude  
neutrophiltestL Regular monitorlng required・Dose a4luStment  
guidelinesprovidedincaseofhaernatologyabnorTnalities（4・2） 
Contraindication：Ongoingseriousoruncontro］Jedinftction（4．3） 
Wamingofneutropeniaandadviceiffヒveroccurs（4・4）LNeutropenia  
andneutropenicfヒvereventsarelabe）1edasexpected（4．8） 

Thrombocytopenja／bleedjng   RoutjnePharmacovlgl】ance  RiskminimisationbySPC．StTicttreatmentcriteriaincludep）atelets  
tests．Regularmonitorlng required・Dosea4JuStmentguideIines  
PrOVidedincaseofhaematologyabnormalities（4．2），Wamingof  
thrombocytopenia（4．4）．Thrombocytopeniaislabel）edasexpeCted  
（48） 

Anaemia   RoutinePharmacovlgilance  Risk rninimisation by SPC．Strict treatrnent criteriaincIude  
haemoglobintest．Regularmonitonngrequired・Doseaq】uStment  
guideJinesprovidedincaseofhaemato】ogyabnomlalities（4．2）．  
AnaerniaisIabe）ledasexpected（4．8）．   

CPKe）evations／RhabdomyolysIS  RoutinePharmacov）gjlance  RiskminimisationbySPC．StricttreatmentcriteriaincJudeCPKtest  
（4．2）．Wamingofrhabdomyo）ysisandsevere CPKeIevatjonsL  
ChnicalcontextinwhichitappearsandrecommendationsforcJinical  
measuresareprovided（4．4），CPK血creasesandrhatdomyolysisare  
Iabelledasexpecled（4．8）．   

Emesis   RoutinePharmacovlgllance  RiskminimisationbySPC．Preventiveanti，emeticprophylaxisis  
required（4．2）．Nauseaandvomitingarelabelledasexpected（4．8）．   

DYSPnOea   RoutinePharmacovigilance  RiskminimisationbySPC．桝spnoeaislabelledasexected（4・8） 
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10nS RoutlnePharmacovlg．Lance  RiskmlnimisatjonbySPC，Administrattonviaacentralvenousline  
JSreCOmmendedinsections4，2 HandlIngPreCaUt．OnSglVenin  
sectjon66 

M】  RoutinePharmacov】gIlance  RoutjnePV（partlCularattentionw川bepaidtopublication  
OfthistYPeOrCaSeSintheTTledicaLtiterature） 

RoutinePharmaco、′1gl）ance  RiskminimisationbySPCsection4．4  
CreatinIne Clearance must be monitoTed pr10r tO and during  
tTeatrnentTrat）eCtedlnShouldnotbeusedinpatientswithcreat】nine  
Clearance＜30ml／min（SeeSeCtion4．2）  

RoutlnePharTT）aCOV】gilance  None   

l丹   RoutinePharmacovigl）ance  None  
RoutinePharmacov吻1ance  None   

lt  

uct5 

（  

PreParatlOn血struCtionsareprovided）ntheSPC．Recommended  
measuresincaseofoverdoseareprovjdedinsection4．9   

r  

PerSOnnel（42）lnstruct）OnSforaseptjcpreparatjonoftheivinfusion  
andforappropriatedjsposalareprovided（6．6） 

RoutinePhaTmaCOVlgIlance  TheSPCsetstherecommendeduseanddisposa】ortheproduct 
e  RoutinePharmacovlg）Iance  Theapprovedtherapeuticindicationsareindicatedinsect10n4・l 

Theproductistobeusedbyspecializedpersonnel（4▲2）andisunder  
PreSCnPtlOn 

LocahnfusIOnreaCt  

MyeIodysplasla／A  

Renaltox】Cl吋  

Pancreat】C tOXICl  

CardlOVaSCu）artox】C  

RetlnaltoxICl  

Potent】at rlSk or  

othermedic）naI  

Potentlal fbr m  
［nCludlngOVerdose  

Potentlal for tr 
ln托ct10uSagent  

Potentlalforrn］SuSe  

Potentla）foro汗・lab  

The CHMP，having considered the data submittedin the application，is ofthe oplnion that no  
additionalriskminimisationactivitiesarerequiredbeyondthoseincludedintheproductinfbrmation・  

6．  Overallconclusions，riskJbenentassessmentandrecommendation  

qualiけ  

Trabectedin wasinitial1y obtainedbyisolationfrom Ecteinascidiaturbinatabutwas subsequently  
producedsynthLetically，Whichresultedinadecreaseinthelevelofimpurities・TheexcIPlentSuSedin  
thepreparationLOftheproductwerechosenbasedonthephysico－Chemicalpropertiesoftheactive  
substanceandtheintendedrouteofadministration（intravenous），Whichprecludedtheuseofseveral  
exclplentS・Thl≡reSults showed that both the active substance and the finished product can be  
manufacturedreproducibly・Thisindicatesthattheproductshouldhaveasatisfactoryandunifbrm  
perfbrmanceirLtheclinic・AtthetimeoftheCHMPopinion，therewereminorunresoIvedquality  
issueshavingmoimpactontheBenefit／Riskratiooftheproduct・TheApplicantgaveaLetterof  
UndertakingandcommittedtoresoIvetheFolIowUpMeasuresaftertheoplmOn，withinanagreed  
timeframe．  

Non－ClinicaIpharmacoIogyandtoxicoIogy  

TrabectedinbindstotheminorgrooveofDNA，bendingthehelixtothem叫OrgrOOVe・Thisbindingto  
DNAtriggersacascadeofeventsaffectingseveraltranscrlptionfactors，DNAbindingproteins，and  
DNArepalrPathways，reSultinglnperturbationofthecellcycle・Trabectedinhasbeenshowntoexert  
antiproliftrativein vitro andin vivo activityagainst a range ofhuman tumour celllines and  
experimentaltumours，includingmalignanciessuchassarcoma，breast，nOn－Sma11celllung，OVarian  
andmelanoma．  

Preclinicaldataindicate that trabectedin haslimited efftct on the cardiovascular，reSPlratOry and  
centralnervoussystematexposuresbelowthetherapeuticclinicalrange，intermsofAUC・  

TheefftctsoftrabectedinoncardiovascularandresplratOryfunctionhavebeeninvestlgatedinvivo  
（anesthetisedCynomolgusmonkeys）・Alhourinfusionschedulewasselectedtoattainmaximum  
plasmalevels（Cmaxvalues）intherangeofthoseobservedintheclinic・Theplasmatrabectedinlevels  

attainedwerelO．6±5．4（Cmax），higherthanthosereachedinpatients afterinfusionof1500pg／m2fbr  
24（Cmaxofl．8j＝1．1ng／ml）and simi1artothose reachedafteradministration ofthesamedoseby  
3hourinfusion（CmaxoflO．8土3．7ng／ml）・  

Myelosupressi（）nandhepatoxicitywereidentifiedastheprimarytoxicityfortrabectedin・Findings  
observedincluded haematopoietic toxicity（SeVereleukopenia，anaemia，andlymphoid and bone  
marrowdepletion）aswellasincreasesinliverfunctiontests，hepatoce11ulardegeneration，intestinal  
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epithelialnecrosis，andseverelocalreactionsattheiniectionsite．RenaltoxicologlCalflndingswere  
detectedin multi－CyCle toxicity studies conductedin monkeys．These findings were secondary to  
SeVereloca）reactionattheadministrationsite，andtherefbreuncertainlyattributabletotrabectedin；  

however，Caution must be guaranteedin theinterpretation ofthese renal貞ndings，and treatment－  
relatedtoxicitycannotbeexcluded．  

Trabectedinisgenotoxicbothinvitroandinvivo．Long－termCarCinogenicitystudieshavenotbeen  
perfbrmed．  

Fertility studies with trabectedin were not perfbrmed butlimited histopathologlCalchanges were  
Observedinthegonadsintherepeatdosetoxicitystudies．Consideringthenatureofthecompound  
（CytOtOXicandmutagenic），itisJikelytoaf托ctthereproductivecapacity・  

Emcacy  

Theefncacyandsafbtyoftrabectedinisbasedinarandomisedtrialinpatientswithlocallyadvanced  
Or metaStaticliposarcoma orleiomyosarcoma，Whose disease had progressed or relapsed after  
treatmentwithatleastanthracyclinesandifbsfamide．Inthistrialtrabectedinwasadministeredeither  
atl・5mg／m2asa24－hourintravenousinfusionevery3weeksoratO・58mg／m2weeklyasa3－hour  
intravenousinfusionfor3－Weeksofa4－Weekcycle．TheprotocoIspeC摘ednnaltimetoprogression  
（TTP）analysisshoweda26．6％reductionintherelativeriskofprogressionforpatientstreatedinthe  

24－h q3wk group（Hazard Ratio＝0．734C10．554－0・974）・Median TTP values were3・7months  
（Cl：2．1－5．4m）in the24－h q3wk group and2．3months（CI：2・0－3・5m）in the3－h qwk group  
（P＝0．0302）．Nosignificantdifftrences weredetectedinoverallsurvival（OS）．MedianOSwiththe  
24－h q3wk regime was13．9months（CI：12．5－18・6）and60．2％ofpatients were alive atlyear  

（CI：52．0－68．5％）．Additionalefncacydataareavailable什om3single一armPhaseIItrialswithsimi1ar  
populationstreatedwiththesamereglme．ThesetriaIsevaluatedatotaloflOOpatientswithlipoand  
leiomyosarcomaand83patientswithothertypeSOfsarcoma．  

S浦和  

ThesafttydatabaseisfbrmedbylO18patients，Whichconstitutedthe“integratedsafttydatabase”for  
theinitialsaftty summary．Nofurther saftty signals had beenident摘edin the2000additionally  
exposed patients when theinitialdocuments were submitted．Updates on renal，panCreatic，  

OPhtalmologlCaland cardiac，tOXicity have been providedfor the1200patients who have been  
exposedtotrabectedinsincethen．  

ThemostcoヮmonAEsinaI13treatmentgroupswerenausea（60％），fatigue（50％），VOmiting（35％），  

andconstipatlOn（18％）．Themostcommon（≧5％）Grade3－4AEsintheq3wk24－hdosegroupwere  
increasedALT（12％），neutrOpenia（12％），increasedAST（8％），anddyspnea，fatigue，nauSea，and  
VOmiting（7％each）．TheincidenceofincreasedALT（12％vs・9％）neutropenia（12％vs・6％）and  

increasedAST（8％vs．3％）wasconsistentlyhigherintheproposedq3wk24－hdosegroup．  

Livertoxicityusuallypresentingastransaminitisandneutropeniaareconsideredtobethetwodose  
limltlngtOXicities．A considerably highernumber ofpatientsinthe proposed q3wk24－h reglmen  

developedgrade3（41％vs．12％）andgrade4（7％vs．0％）1ivertoxicity（ALT－elevations）compared  
totheqwk3－hamlOfthepivotalstudy．Asimilarpattemofincreasedtoxicityintheproposedq3wk  
24－htreatmentarmwasobservedfbrotherliverfunctiontestslikeASTandbilirubin．  

Hematologica）toxicitywassubstantia11yandconsistentlyhigherintheq3wk24－hgroupcomparedto  
theqwk3－hgroup：grade3／4anemia（13％／4％vs．4％／1％），grade3／4neutropenia（27％／22％vs．  
8％／1％）andgrade3／4platelets（20％／4％vs．3％／＜l％）．Theincidenceofgrade3／4bleedingwas  
rare（approximatelyl％）・  

4％ofpatientsdevelopedftbrileneutropeniaintheproposedq3wk24－hreglmenCOmparedtoless  
thanl％intheqwk3－hgroup．The斤equencywaslowerinStudyET743－STS－201，Whereitwasl・6％  
ineachtreatmentarm．  

CPKelevationsofanygradebasedonlaboratoryvalueswereobservedin20％ofpatients，regardless  
Ofthe dosing regimen．The development ofrhabdomyolysis（associatedwith deathin5patients  
（0．5％），intheintegratedsafbtydatabase）isofconcem．  
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From the saftty database the adverse reactions reportedin clinicaItrials have been approprlately  
describedinthe SummaryofProductCharacteristics．Havingconsideredthesafetv concemsinthe  
rjsk management plan，the CHMP considered that the proposed activities describedin section3・5  
adequatelyaddressedthese・  

●  Userconsultation  

Readabilityteslこinghasbeenconductedandthereadabilityofthepackageleafletisadequate・Some  
aspects regarding the understanding of theleaflet，however，Willrequlre COnnrmation through  
additionaldataandwi11beassessedasafolIow－upmeaSure．  

Risk－benefita5iSeSSment  

ThepIVOtalstudyfailedtofbrmaIlydemonstratestatisticalsignificanceinitsprlmaryO叫ectiveatthe  
interimanalysISaSdeflnedintheorlglnalprotocoIbutshowsadifftrencebetweenthetwotreatment  
armsfavorlngtheproposedposologyofq3wk24－h．ThedifftrencewasobservedintermsofTTP，and  
despltemethodologicalweaknessesinthetrialdesignandconduct，anumberofsensitivityanalyses  
and updated a】nalyses support this conclusion・Secondary endpoints，including PFS and overa11  
Survival，andpreviousphaseIIstudiesalsosupportthedemonstrationofbenefltinthisindication・  

【deaIly，Yondelisshouldhavebeencomparedinanadequatelydesignedandanalysedrandomisedtrial  
tobestcareorinvestlgatOr’schoice．Unfbrtunately，adirectcomparisonoftheefflcacyoftrabectedin  
comparedtobestcareorinvest7gatOr，schoiceisnotpossiblebecausenointernalcontrolamhasbeen  
usedinthe pIVOtalstudy・Theapplicant hasclaimedthat acomparisonto best supportivecareis  
COnSideredverydifflcultinthispatientpopulation．  

Adequate exploratory data should be made available toidentifypatients that are mostlikely to  
respond・Thepopulationofsofttissuesarcoma patientsafterfhilureofanthracyclinesandifbsfamide  
is considered to be heterogenous and clinicale用cacy data fbr Yondelis are mainly based on L－  
sarcoma．Sti11，individualsubpopulationsareconsideredtoorarefbradequatelypoweredrandomized  
controlled trials to be conducted against best supportive care to explore fhctors associated with  
responsetotreatmentwithinreasonabletime・Thus，duetotherarltyOfthediseasetheCHMPhas  
consideredthatthe marketingauthorisationcouldbegrantedunderexceptlOnalcircumstances．The  
applicanthascommittedtoexplorefurtherthepopulationthatmightbenefitmostftomthetreatment  
asaspecincobligation・  

The available saftty data showed that the toxicityOftrabectedinis undoubtedly signincant but  
manageable・A risk management plan was submitted・The CHMP、having considered the data  
submitted，WaSOftheopinionthatroutinephamacovigilancewasadequatetomonitorthesafttyof  
theproduct．  

Similaritywithauthorisedorphanmedicinalproducts  
TheCHMPisoftheoplnlOnthatYondelisisnotsimilartoGlivecorSutentwithinthemeaningof  
Article30fCommission Regulation（EC）No．847／200，due to difftrencesin the struCture and  
mechanismofaction．   

Recommendation  

Based on the CHMP review ofdata on quality，Saftty and efflcacy，the CHMP considered by  
consensusthattherisk－benefitbalanceofYondelisinthe“treatmentofpatientswithadvancedsoft  
tissuesarcoma，afterfai】ureofanthracycIinesandifbsfhmide，OrWhoareunsuitedtoreceivethese  
agents；efficacydataarebasedmainlyonliposarcomaandleiomyosarcomapatients：’wasfavourable  
and therefore recommended the grantlng Of the marketing authorisation under exceptlOnal  
ClrCumStanCeS．  

And  

Inaddition，theCHMP，withreftrencetoArticle80fRegulationECNo141／2000，COnSidersYondelis  
nottobesimilar（asdefinedinArticle30f－CommissionRegulationECNo．847／2000）toGlivecor  
Sutentfbrthesametherapeuticindication．  
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