
Study ET－A－008－00was a phase10Pen－1abel，nOn－randomised，dose－eSCalatlng multicenterstudy  
enro11ing12patientswithpediatricre什actorysolidtumours（datanotshown）．DefinitiveconcIusions  
CannOtbedrawnglVentherelativelysmallsamplesizeofpaediatricpatientsineachdosegroup．  

●  Pharmacokineticinteractionstudies  

CYP3A4isthemainCYPenzymeresponsiblefbrthehepaticmetabolismoftrabectedinatclinically  
relevantconcentrations・Therefbre，CO－administrationwithpotentinducersorinhibitorsofCYP3A4is  

expectedtoreduceorincrease，reSpeCtively，theplasmaconcentrationsoftrabectedin．Trabectedin  
metabolism was markedly diminished by chemicalinhibitors of CYP3A4（ketoconazole and  
troleandomycin）andselectiveinhibitoryantibodiesdirectedtowardsthisenzymeinvitro．  

Weeklyadmin】istrationofO・3toO・65mg／m20ftrabectedinasa3－hourinfusion（Withdexamethasone  
PrOPhylaxis）to patients with cancer had minimalimpact on thein vivo activity ofthe CYP3A4  
enZyme・  

Apharmacokineticstudyofliposomaldoxorubicinandtrabectedinhasbeenconducted（datanot  
Shown）．  

Pharmacodynamies  

●  Mechanism ofaction   

Noclinicalstudiesonthemechanismofactionoftrabectedinhavebeensubmitted．   

・ PrimaryarLdSecondarypharmacology  

Noclinicalstu（1iesontheprlmaryandsecondaryphamacolgyoftrabectedinhavebeensubmitted．  

DiscussiononCliniealPharmacology  

Systemic exposure afler administration as a24hour constant rateintravenousinfusionis dose  
proportionalatdosesuptoandincludingl・8mg／m2・TrabectedinpharmacokineticproⅢeisconsistent  
Withamultiple－COmPartmentdispositionmodel・  

Fo1lowlngintravenous administration，trabectedin demonstrates a high apparent volume of  
distribution，COnSistentwithextensivetissueandplasmaproteinbinding（94to98％oftrabectedinin  
plasmaisprotein bound）・Thedistributionvolume alsteady stateoftrabectedinin human su叫ects  

exceeds50001．  

Clinicallysignificanteffectsofrace／ethnicityonthepharmacokineticsoftrabectedinarenotexpected  
and，therefore，doseaqjustmentsarenotrecommendedatthe moment．Nevertheless，theapplicant  
COmmitedtoanalysetheinnuenceofraceonpharmacokineticswhenthedataoftheongoingPhase3  
StudyET743－OVA－301inovariancancerbeavailable・  

Pharmacokinetlicsinchildrenhavenotbeenestablished．  

Cytochrome P4503A4is the m叫Or CytOChrome P450isozyme responsible fbr the oxidative  
metabolismofl［rabectedinatclinicallyrelevantconcentrations・OtherP450enzymesmaycontributeto  
metabolism．Trabectedin does notinduce orinhibit mqorcytochrome P450enzymes．Trabectedin  
metabolism was markedly diminished by chemicalinhibitors of CYP3A4（ketoconazole and  
troleandomycin）andselectiveinhibitoryantibodiesdirectedtowardsthisenzyme．Chemicalinhibitors  
and／orantibodiesofotherCYPenzymeshadnoef詣ct・  

Trabectedin was administered as al－，3－，24－，Or72－hour constant rate，intravenousinfusion．  

Maximum concentrations of trabectedinin plasma were typically observed either during or  
immediately prlOr tO the end of theinfusion・The drug concentrations then declinedin a  
multiexponentialmanner upon cessation oftheintravenousinfusion．Initia11y，a marked and rapid  
declineinpIasmaconcentrationswasobservedwhichwasfbllowedbymoreprolongeddistribution  
and terminal phases. 

Thepharmacokineticsoftrabectedin，WithrespecttoplasmaCmaxandAUC，aredose－PrOpOrtional  

Whenadministeredasa24－houror3－hourintravenousinfusionwithinthe clinica11y relevantdose  
range‥Furtherrnore，itisagreedthatassessmentsofdose－prOPOrtionalpharmacokineticsfbrothertime  
POlntSaredeemedto beinconclusive・Itisconsideredlikely thatonlylittleornoaccumulation of  
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trabectedininpIasmawilloccuruponrepeatadministrationofトhouror3－hourinfusionsat3－Week  
intervals．  

LittlernOaCCumulationwasapparentintheplasmaconcentrationsoftrabectedinwhenl・5mg／m2  
WaS glVen aS a24－hourinfusion every 3 weeks．In agreement with this，Simulated plasma  

COnCentration－timepronlesalsopredictedminimalaccumulationoftrabectedinfbllowIngthisdosing  
reglmen  

The clearance oftrabectedinin whole bJoodis approximately35L／h Thus，trabectedin may be  
Class浦edasdrugwithamoderateextractionratio．VariabilityinthephamlaCOkineticsoftrabectedin  
WaSmOderatetolarge．Thiscannotbeascribedtoonefactorincludinggender，agebodyweight，body  
Surface area，plasma clearance，Or meaSureS Ofhepaticfunction．The difftrence demonstratedin  
Centra）volumeindistributionassociatedtogendershouldbeconsideredwithoutclinicalrelevance  

Thedistributionvolumeatsteadystateoftrabectedininhumanpatientsexceeds5000．Theseresults  
SuggeSttrabectedindistributesextensiveIyintoperipheraltissues（OutSidethecentralcompartment）・  

TrabectedinisextensivelymetaboJized．RenaleJiminationofunchangedtrabectedininhumansislow  
（1essthanl％），Theterminalhalflliftislong（population value ofthe terminalelimination phase：  
180－hr）．AReradoseofradiolabelledtrabectedinadministeredtocancerpatients，faecaImean（SD）  
recoveryoftotalradioactivityis58％（17％），andurinarymean（SD）recoveryis5．8％（1．73％）・Based  

Onthepopu）ationestimatefbrplasmaclearanceoftrabectedin（31．51nl）andbIood／plasmaratio（0・89），  
the clearance oftrabectedinin whole bloodis approximately35Ⅰ／h．This valueis approximately  
One－halftherateofhumanhepaticbloodnow．Thusthetrabectedinextractionratiocanbeconsidered  
moderate．Theinter－patientvariabilityofthepopulationestimatefbrplasmacIearanceoftrabectedin  

WaS51％andintra－patientvariabilitywas28％．  

A population pharmacokinetic analysisindicated that the plasma clearance oftrabectedinis not  
innuencedbyチge（range19－83years），Orgender・Theeffbctsofraceandethnicityontrabectedin  

PharmacokinetlCShavenotbeenstudied・  

Thereis no relevantinfluence ofrenalfunction measured by creatinine clearance on trabectedin  
PharmacokineticswithintherangeOfvalues（≧34．4ml／min）presentinthepatientsincludedinthe  
Clinicalstudies．Nodataareavailableinpatientswithacreatinineclearanceoflessthan34．4ml／min．  
Thelowrecovery（＜9％inallstudiedpatients）oftotalradioactivityintheurineafterasingledoseof  
L4c－】abelled trabectedinindicatesthat renalimpalrmenthaslittleinnuence onthe elimination of  
trabectedinoritsmetabolites．  

Although the population analysis showed no relationship between the serum liver enzymes 
COnCentrations and the plasmaclearance oftrabectedin，SyStemic exposure to trabectedinmay be  
increasedinpatientswithhepaticimpairment；thereforeclosemonitoringoftoxicityiswarranted・  

Clinicalemcacy  

・ Doseresponsestudy（ies）  

lnthenrstapplication，fburphaseIstudiesinpatientswithsolidtumourswereprovided（ET－A・001，  
PMA－002－95，ET－A－003－95andET－A－004－97）．Thesestudiesevaluateddi脆rentschedules（1，3，24  
and72hourinfusionsweekly，eVery21daysandlhourinfusionfbr5daysina21daycycle）・Do㌍S  

evaluated rangedfrom50to1800ドg／m2every three weeks・DLT were thrombocytopenla，  
PanCytOpenia，fatigue，lethargy，emeSis，rhabdomyolysisandhepatotoxicity．MTDforboth3hand24  
hourinfusionswerel．8mg．Thelhand72hinfusionaJreglmeSWereCOnSideredlessapproprlatefbr  
furtherphaseHstudies，Inthisapplication，anadditionalstudy（ET－A－005－99）wasprovided・This  
Studytested3hourinfusionsweeklyforthreeweeksinfburweekcyclesatdosesrangingffom300to  
650pg／m2weekly，in31patients・DLTwereneutropenia，hepatotoxicityandrhabdomyolysisandthe  
MTDwas650Llg／m2．AntitumouractivitywasOnlyevaluatedinstudyET－A－004－97（72hinfusion）  
andET－A－005－99．   

・ Mainstudy（ies）  

Arandomized，multicenter，Open－labe）studyofYondelis（ET－743Ecteinascidin）administeredby2  
difftrent schedules（Weekly fbr30f4weeks vs．q3weeks）in su叫ects withloca11y advanced or  
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metastaticliposarcomaorleiomyosarcomafbllowlngtreatmentWithananthracyclineandifbsfamide  
（ET743－STS－201）・  

METHODS   

．ヾJJJ．（こハげJ／、小′′′卜  

乃eαJ〝7e〃J∫  

川中・J′、い  

The study was orlglna］1y designed to select the most approprlate SChedule fbrfurther testlng・  

Followingpro■toCOlamendment，theo叫ective wastocomparethetimeto progression（TTP）after  
treatmentwith trabectedin，administered on two dif詣rent treatment schedulesin patientswith  

liposarcomaorleiomyosarcoma（L－SarCOmaS）whohadbeenpreviouslytreatedwithananthracycline  
andifbsfamide．  

川JJ．・り′′い川小血／・、、  
Theinitialprimarye用cacyendpointwasthepointestimate（95％CI）forclinicalbenefit，aCOmPOSite  
rateofcon吊rmedCRorPRorSDlastingfbratleast24weeks．IfthetrueCIinicalbenentratewasless  
than20％（140r fbwer patients achieving clinicalbene爪t），this wouldlead to not recommending  
further evaluation of the dose reglmen・Alternatively，further development would have been  
recommendedif150rmOrepatientsachievedclinicalbenefit．  

PromlSlngpreliminarydescrlPtlVedatawerepubliclydisclosedduringanoralpresentationatthe2004  
annualmeetingoftheAmericanSocietyofClinicalOncology（ASCO）・Theseearlydescriptivedatain  
80evaluablepatientssuggestedthattheq3wk24－hreglmenmightbemoreefncaciousthantheqwk3－  
hschedule．Moreover，theseearlydataalsosuggestedthattheqwk3－hschedulewasactiveinthis  
clinicalsettlng．Thisledtoextensionofthestudyexpandingthesamplesizeinordertoallowafbrmal  
COmparison between the two trabectedin schedules，Changlngthe endpointto time to progression  
（TTP）．Crossover斤om one treatment schedule to the altemate was a1lowedin patients after  
PrOgreSSivediseasetothetreatmentasslgnedbyrandomization・  

Secondaryendpointsincludedtoestimatetherateanddurationofbestoverallo句ectiveresponse，tO  
COmpareprOgreSSion一正eesurvival（PFS）andoverallsurvival（OS），tOCharacterizethesafttyprOfile，  
andtoestimate≡thepharmacokineticsoftrabectedin・  

TTPwascalculatedastimebetweendateofrandomization（inET743－STS－201randomizedstudy）or  
nrstdose（inthesingle－armStudies）anddateofdiseaseprogression・Patientswhowereprogression一  
介eeatthetimeofdatacut－0ffordiedwithoutdiseaseprogressionineachstudywerecensoredatthe  
dateofthelasttumorassessment．TTPwasassessedbyindependentreview・  

PFSwascalculatedastimebetweendateofrandomization（inET743－STS－201randomizedstudy）or  
nrstdose（innon－randomizedinitialstudies）anddateofdiseaseprogressionordeath・Patientswho  
wereprogression－freeatthetimeofdatacut－Offineachstudywerecensoredatthedateofthelast  
tumor assessrnLent・PFS was assessed byindependent review・OS was calculated between date of  
randomization（inET743－STS－201randomizedstudy）ornrstdose（intheinitialstudies）anddateof  
death・Allpatientswhodied，regardlessofthecauseofdeath，WereCOnSideredtohavehadanevent・  

0句ectiveresponsewasgradedaccordingtoRECIST・  

一ヾ、州／心、たl・  

Theinitialsamplesizeoftheorlglnalstudywas45patientsineachstudyarm・Thesamplesizewas  
recalculatedwiththe protocolamendment・With260evaluablepatientsandtheobservationof217  
TTPevents（nnalanalysis），thestudywouldhavegreaterthan90％powertodetectaminimumof  
60％improvernentinrnedianTTPata2－Sided5％slgnincance）evel・  

尺α〃（滋）椚ねαJわれ・  

Su切ectswerecentrallyasslgnedtoeitherarminal‥1ratiobypermuted－blockrandomisationand  
WereStrat描edaccordingtoECOGstatus（0－1）・  
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／仙人／巾ヾ／／机ハ打／J、ヾノ  

Itwasan open－1abe）study，although ablindedindependentradiologlCalreviewpane）oftumour  
assessmentsandanIDMCwereinstituted．   

∫JαJ∫∫JわαJ椚eJカ0（ね  

ThefinaIversionoftheSAPisdatedFebruary3rd，2006・Apparently，thedatabasefbrtheinterim  
ana】ysis（lockedaftercut－0ffdatethe31May2005）wasp）annedtobemadeavailab）etothesponsor  
On13February2006．In August O5，theIDMC conducted an analysIS On theinterim data and  
recommendedtoadvisepatientssti11undertreatmentandprogression一打ee，tOCrOSSOVer什omtheqwk  
totheq3wkarm．TheefncacyevidenceisbasedontheprospectiveIyplannedinterimanalysisofthe  
amendedstudy，Whichwastohappenwhen150TTPeventshadtakenplace．ThefinalanaZysisistobe  
Perfbrmedwhen217eventstakeplace，WithalphaO．25fbreachana）ysis．TTPwastobecompared  
usInga2－Sidedun－Strat摘edlog－ranktest．TheKaplan－Meiermethodwouldbeusedtoestimatethe  
distributionfunctionsfbreach treatmentarm．The efftctofbaseline prognostic factorsontime－tO－  
event endpoints wastobeanalysedusingCoxregression models．Theprlmary analysISWaStObe  
basedontumourassessmentfromtheindependentradiolog］Calreviewonthe”allrandomisedset”・  

Thedateofprogressionwastobeasslgnedbasedonthetimeofthefirstevidenceofprogression・  
Su句ectswhowerelosttofbllow－upOrWhowerestillbeingtreatedwithoutdocumentedDPwereto  
becensoredatthetimeofthelasttumourassessment．Apparently，nOimputationofmissingdatawas  
perfbrmedfbrtheprlmaryanalysis．ApatientwasconsideredtohaveamisslngtumOuraSSeSSmentif  
anassessmentwasnotperfbrmedwithinl．5weeksofthescheduledassessment．However，theimpact  

OfpotentialmisslngtumOuraSSeSSmentOnthe TTPanalysISWaStO beexamined by2imputation  
analyses．lnthenrstone，themidpointofthelast2assessmentdatesonorprlOrtOthedocumented  
diseaseprogressionweretobeusedtoimputethedateofDP．Inthesecondone，aPredetermined  
SChedule would be used．A TTPanalysisbased ontheimputed datawasto be performed．Inthis  
analysIS，alJprogressionandcensoringdatesweretobeimputedbytheircorrespondingscheduled  
tumourassessmentdates．  
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Recruitmentstartedon12May2003．ByAugust2004（Whenthem往ioramendmentwasperfbrmed），  
146patients had already been recruited，and by cut－Offdate（May2005）266patients had been  
randomized．  

（I＝〃．／～八・J＝／J／Jハ‖′．（l・  

EligibilityeチCePtionswerenotedin22patients（16・4％）inqwk3－handin13（9・8％）intheq3wk24－h  

aml・DeviatlOnSregardingefflcacyassessmentsweredetectedinasimilarnumberofpatientsineach  
treatmentarm（approximately9％）・  

βα∫ピタ∫〃e（ねJ〟  

Demographicbaselinedata，includingage，SeemtObeevenlydistributedamongtreatmentarms・In  
general，there were no evidentimbalances regarding EOCG status，tinle frominitialdiagnosis，  

histoIogy orhistopathologlCalgrade，tumOurSize，1iverorlungmetastasis，OrPreVioustreatments・  
Virtuallya11patientshadreceivedbothanthracyclinesandifbsfamide・Informationregardingnextline  
therapyhasnotbeenprovided・  
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DemographiccharaCteristics  
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Primarytumour・）ocationandhistology  
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PatientswereenrolledintheUS（n＝181），Russia（n＝26），Canada（n＝24），France（n＝17），1taly（n＝8），  
Australia（n＝4），Belgium（n＝3）andSpain（n＝3）・  

＼－…IJ／Ⅵ・、JJ＝（いl・l／  

The“all－randomised’’setwasusedfbrtheprimaryanaLysis（n＝266）・  
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Resultsfbrtheprlmaryandmainefncacysecondaryendpointsareshowninthefollowlngtablesand  
石gures・Forvisualcomparison，thedataonL－SarCOmaPOPulationtreatedwith24－hreglmenq3wkfbr  
theinitialphaseIIstudies（ET－B－005－98，ET－B－008－98，ET－B－017－99）arealsoprovided（N＝100，  
seesupportiveStudiesinthesectiononClinicalEfncacy）・  

TimetoProgreSSion  
TimetoProgression（lntegratedL－SarCOmaPopuLation）  
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Kaplan－MeierofTimetoProgression（IntegmtedL－SarCOmaPopu）ation）  
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OverallSurvivaI  
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0vera11RespomseRate  

Therewereno（‥Ompleteresponsesaccordingtotheindependentreview・Overal1responserateswere  
lowwhereasthe SDrateswereinthe30％－50％range・TherateofPDas best response was  
COnSistentlybelow50％inallthreesetofpatients・Ofnote，95％confidenceintervalsfbrPR，SDand  
PDoverlap．  
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BestOvera）lResponse（IntegratedL－SarCOmaPopulation）  
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AnUpdatedClinicalStudyReportwassubmittedincludinganumberofnewstatisticalanalyses．The  
keyefflcacyresultoftheET743－STS－20lstudy，i．e．，thefinalTTPprimaryanalysISPerindependent  

review，aSSeSSedatcut－Ofrdate31May2006，Showsstatisticallysignincantdifftrencesfavourlngthe  
q3wk24－h regime（logdrank p＝0・0302；Signincancelevelfbr206progression events after alpha  
Spendinga4justmentfbreseenintheStatisticalAnalysisPlan，P＝0．0340）．Theresultsaresummarised  
inTab）eXXX．DifftrentTTPsensitivityanalyseswereconductedtoassesstheimpactofdifftrent  
methods ofa4judication ofprogressionin case ofmissing evaluations（data not shown）．These  

SenSitivityanalysesconsistentlyshowedsimilarrelativeriskreductionsineachassessmentforpatients  
treatedin the q3wk24－h arm．The results were statistically sign浦cantin the prlmary，prOtOCOl－  
SpeCinedanalysisofTTPaswe11asinthem毎Orityofsensitivityanalyses．   

Summary of finaIresults fbr the prlmary efricacy endpoint：time to progression as per  
independentreview（ET743－STS－20lstudy）  

qwk3－h   q3wk24－h   LR★（p－Value）HR★  

E作cacyvariables  （n＝134）   （n＝136）   （p－Yalue）   

TTP，mOnths（independentreview）  
Numberofevents，n（％）Median（95％  102（7（i．1％）  104（76．5％）3．7   
CI）NoPDat3months，％（95％CI）No  2．3（2．0－3．5）  （2．ト5．4）53．4％   

PDat6months，％（95％CI）   45．1％（36．3－  （44．6－62．2％）  ．LR：4．698  

53．9％）27．3％  37．2％（2S．4－   （p＝0・0302）＊＊HR：  

（19．0－35．6％）  46．0％）   0．734（p＝0．0320）‥   

DatafbrTTPareshownforallrandomisedpatients．＋LogrankandHRq3wk24－hvs．qwk3－hgroup．＊＊Thelevelof  
Significance（log－rank）tobereachedfbr206eventsafteralphaspendinga句ustmentwas＝0．0340・CI，  
COnfidenceinterval；HR，hazardratio；LR，log－rank；PD，prOgreSSivedisease；TTP，timetoprogression．   

InamultivariateanalysISlnCludingallavai1ablevariables，theknownprognosticfactorsformetastatic  
STSemergedasindependentprognosticfactors．lnamultivariatemodel，thestatisticallysign摘cant  
treatmentefftctwasconfirmed（HR＝0．680；p＝0・0174）．  

The results of the difftrent time－tO－eVent analyses（TTP，PFS and OS）conductedin the all  
randomised，a11treated and connrmed L－SarCOma data sets demonstrated a consistent pattem of  
treatmentbenefitfavouringtheq3wk24－htrabectedinregimen（datanotshown）．  

Therewerenostatistica11ysignificantdif托rencesinTTPoutcomespre－VS．pOSt－amendment・TheHRs  
renectingthegreaterbenefitassociatedwiththeq3wk24－hreglmeOVertheqwk3－hreglmeWere  
virtuallyidenticalinbothcohorts（0．729vs．0・738）andconsistentwiththeHRofO・7340btainedin  
theintention－tO－treat（1TT）populationof270randomisedpatients．  
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Tumourshrinkageofanymagnitudeassessedbyindependentreviewwasachievedby50・5％  
Ofpatientstreatedwiththetrabectedinq3wk24－hreglmeaSCOrnParedto32・4％ofpatients  
treatedwithtrabectedinqwk3－h．   

The sponsor was asked to submit an updated exploratory survivalanalysis（including an analysis  
CenSOringpatientsattimeofcross－OVertOthealtemativeregimen）．Atthemostrecentcut－Ofrdate（25  
May2007），atOtalof206deathshadbeenreportedinallrandomisedpatients（lastdeathrecordedon  

19Apri12007）‥106deathsintheqwk3－harmandlOOdeathsintheq3wk24－harm・Themedian  
fbllow－uPWaS30・Omonths（95％CI，25・0－36・6months）intheq3wk24－harmand27・9months（95％  

CI，23．6－37．3months）intheqwk3－ham（P＝0．7838）．Fo什y－threepatients（32．1％）crossedover丘om  

theqwk3－htotheq3wk24－harm，mOStOfthem（29patients）afterprogressionofthedisease・Only  

Sixpatients（4・4％）crossedover什omtheq3wk24－htotheqwk3－harm，a1lofthemafterdisease  
PrOgreSSion・Additiona10SanalyseshavebeendonebycensorlngPatientsatthetimeofcrossoverto  
thealternativen・abectedinreglme．CensorlngOfpatientsattimeofcrossovertothealternativereglme  
increasedthedif鞄renceinoverallsurvivalbetweentreatmentarms（datanotshown）．Thesurvivalat  

12monthswasintherangeof48．5－51．4％intheqwk3－harmandintherangeof60．2－66．7％inthe  
q3wk24－harm・Inthisexploratory analyses，animprovementinoneyearsurvivalwithtrabectedin  

q3wk24－hwasobservedinthe“a】lrandomised’’populationandthemostimportantef托ct wasfbund  
inthe”alltreated’’and“confirmedL－SarCOma”populations（datanotshown）．   

● Analysisperfbrmedacrosstrials（POOledanalysesandmeta－analysis）  

The applicant provided a separate analysis，fbr patients withliposarcoma orleyomiosarcoma  
COmPared to patients with other kinds of STS・Comparison of e用cacy data obtainedin the  
ET743－STS－201study vs．pooIed datafrom three previous phaseIItrials with the q3wk24－h  

trabectedinreglme  

ET74ユーSTS－201  

interimd且tajト05＿200‘  

Pooled血IapreYious  
h且SeIIsIudies  3wk24－h  

3wk24－h  Tota］  L－Sar亡OmaS Non－L－Sar亡OmaS  Total  

134  り2  266  100  8二‡  183  

TTP   
Mtdian（mon仙s）  

NoPDat3mon仙5（％）  

NoPDユー‘months（％）  

21  38  う0  34  】9  2．7  

（l．9－36）   （2ト54）   

461  5二；l  

（359－5（I，4） （429－633）   
28．9  571  

（ヱトう8）   （1フーヨ9）  り6－う0）  （17－35）   

497  517  400  465  

（425－569） （41ふ618）   （290－510）   （390－539）   

329  250  191  22 4 
】5，9－288  り90－387  （264－478  （256－402）  161－339）  97－284）   

PFS   
M亡dian（months）  

PFS＞3months（％）  

PFS＞‘mol川hs（％）   

25  27  18  23  

（20－36）   （17－37）  （15－29）  （16－32）   

477  488  383  44 O 

21  う5  

（19－34）   （20－45）   

45，1  502  

（403－601） （407－547） （う88－587）   （278－488）   （368－51う）  

346  う0（）  236  】90  215  
（245－447） （2j7－う75） （】5ト32り  （10ト280）   （】55－277）  

（う52－550）   

2（）．9  

（176－362）  

OS   
ルIedian（monthさi）  

％AliYea暮12months  

％AliYe且t24months   

lう4  t12  87  1033 

（】トト159） （9l－け2）  （57－139）   （87－139）   

554  49，3  452  475  

118  1677 

（89－149）  （12．2－nr）   

494  6l，6  

（う79－609） （50．5－726） （474－635） （う95－592）   （う44－560）   （402－548）  

NA  NA  NA  34．7  228  293  

（253－442）  1j6－3Ⅰ9  226－〕6．0  

10  40  25  120  24  77  

64－20．0）  （03－g4）   （4．3－12．5）  （00－55）   （l．ト99）   （08－58）  

Datashownareperlndependentrev】eWlnbrackets，95％confIdencelnterVa】s（CI）▲nr，uPPerltmltnOtreaChed L－SarCOmaS，L］POSarCOma  

orle］OmyOSarCOma；NA，nOtaVa．lable，RR，ObIeCtlVereSPOnSerate，OS，0Vera蔓IsurvIVal；PFS．progresslOn－fTeeSurVIVal，，ITP，t］metO  

PrOgreSSlOn   

・ Clinicalstudiesinspecialpopulations  

Nospec抗cstudieshavebeenperfbrmedinspecialpopulations・Childrenwere notincludedinthe  
PIVOtalstudy・Twelvepatientsaged≦16wereenro】1edwithintwophaseIIstudies・  

Thirty－five（13・2％）patientsover65wereincludedinthepivotaltrial・1nthe SPCitisstatedthat  

plasmaclearanceanddistributionvolumeisnotinnuencedbyage，SOthesameinitialdoseshouldbe  
recommendedinelderlypatients・  

Conventionalrestrictions ofliverfunction parameters were usedin the pIVOtaltrial．In addition，  

Patientswithactiveviralhepatitis，Chronic］iverdiseaseorcreatinineabovetheULNwereexcluded  
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fromthepivotaltrial・Approximate］y15％ofpatientsineachtreatmentarmhadhepaticmetastasisat  
baseline．  

・ Supportivestudy（ies）  

Results丘om phaseII，nOn－COmParative studies ET－B－005－98，ET－B－008－98and ET－B－017－99are  

PrOVidedassupportiveevidence・ThesestudiesincIudedSTSpatientswithupto2priortreatments，  

measurabledisease，WHOPS＜2，adequatehematologic，hepaticandrenalfunction．Trabectedinwas  
administeredwiththesameq3wk24－hdoseandreglmeandthepopulationwassimi1arinthesethree  
Studies（patientswithSTSafterfailureofpreviouschemotherapy），althoughfbrstudyO17，PDwasnot  
afbrmalrequirerT）entfbreligibility・Evaluationswereperfbrmedevery6weeks．Theprimaryendpoint  

WaSRRaccordingtothe WHOcriteria．IntheprovidedanalysIS，patientswithGISTand Ewing’s  
SarCOmaWereeXCluded（6patients）．Resultsaresummarisedinthefbllowingtable．  

Results of haseIIuncontrolledstudies  

ET－B－005－98  ET－B－005－9＄  ET－B－008－98  ET－B－00S－98  ET－B－O17－99  TotaJ  

00ledd山風  

n  44  55  23  27  34  1S3  

RR（％）  9．1  10．9  0  う7  8．8  7．7  
（2．5－2l．7）   （4ト22．3）   （0－Ⅰ4．8）   （09－】90）   （】9－237）   （4．ユー】2．5）  

TTP   
Median（mo爪仙s）  

NoPDat3months（％）  

NoPDaI占mo爪暮IIS（％）   

j．Ⅰ  29  19  
（2．0－39）  り．8－4．6）  （l．5－3．9）   

52．6  49，7  476   

2．2  16  2．7  
（13－50）   （l．3－55）  （17・3．5）   

44．4  34．6  4（i．5  

（36．8－685） （36ユー63．1） （261－692） （257－63．2）  り8，0－51．3）   （390－53．9）   

20．5  2j．7  26．5  259  】6．2  22．4  

7．4－335）  （115－3（i．0  69－4（i．0）  94－42．5）   （2．5－298  15．9－288  

PFS   
Median（monIhs）  

PFS＞3months（％）  

PFS＞‘momths（％）  

2．6  29  1．9  2．2  】．6  2．3  

（1．4－3．7）   （Ⅰ8－4（i）   （1．5－3．9）   

455  49．7  4】4  

（30．7－60，2） （363－63．り  （20ふ620）   
17．7  237  230  
（6．2－29．1）  （l15－360）   （54－40．7）  

（13－5．0）   （1．3－2．8）  （l（i－3．2）   

44．4  338  44，0  
（25．7－63．2） （176－50．0） （36．g－51．3）   

259  17．6  215  
（9．4－42．5）   （4．2－30．9）   （15．3－277）  

OS   

Median（mon仙s）  

％Aliveat12months  

％Aliv亡at24mon‡hs  

87  139  12．9  10．7  12．6  10．3  

（5．5－117）   （89－19．4）   

34】  53．8  
（20．ト481） （405－67．1）   
18．2  32 5 

（6．9－266）   

52．2  
（8．l－242）   （8．7－13．9）   

55．9  47．5  
（39．2－72．6）  （40．2－54．8）   
35．3  29．3  

（4．2－け2）   

424  

（31．8－726） （23．ト6l．6）   
391  25．4  

19．8－45．2  】9．2－59．り  226－36．0）  19，2－5l．4   

Datashownareperlndeperldentrev】eWLInbrackets，95％con椚denceintervals（CI）・005TA＝nrStCOhortorpretreatedSTSpatlentSln  
ET－B－005－98study OO5－C：SeCOndcohortorpretreatedSTSpatlentSlntheET－B－005－98study．00S（l）：mOderatelypre－treatedSTSpatients  

（＜2sing】eagentsoroりeCOrnbinationregime））nET－B－008－98study・00＄（2）‥eXtenS】VeIypreTtreatedSTSpatlentS（≧3d）fftrentsingleagents  
Or＞1cornbinationreg．me，OrOneCOmbinationandon？OrTlOreヲingleagents）inET－BTOO8－98study・ThefinalreportsofthesethreephaselI  
tria）shadatotalof189patlentS．Forthecurrentanalys．s，SIXPatlentSWereeXCIuded：fourwithG）STinET－B－008－98study（3］namOO8（】）  
andoneinarmOO8（2），and2patientswithEwing’ssarcomainET－B－017－99study RR，O句ectiveresponserate；OS，OVera11survIVal，PFS，  
PrOgreSSion一片eesurvival；TTl），timetoprogression  

● Discussiononclinicalefncacy  

The main study evaluated the e用cacy and saftty oftrabectedin，administered by two2difftrent  
treatment reglmenSin 266 patients withlocally advanced or metastaticleiomyosarcoma or  
liposarcoma（L－SarCOma）whose disease had relapsed orbecome refractory aftertreatmentwithan  
anthracycline andifosfamide that had been glVen eitherin combination orin sequence．The  
distributions ofdemographic characteristicswere wel）balancedinthetwo study groups，Thetwo  
Study groups were wellbalanced regardingimportant prognostic variables e・g・age，ECOG  
PerfbmlanCeStatuS（PSscoreofOorl），histology（liposarcomaorleimyosarc？ma），histopathoIogical  

tumorgrade，PreSenCeOflivermetastases，bulkydiseaseandtimefromdiagnosIStOtreatment．  

TheinterimanalysispresentedshowedamedianTTP（accordingtotheindependentreview）of2．1  
months（95％CI，1．9－3．6months）intheqwk3－hgroupand3．8months（95％CI，2．1－5．4months）in  
theq3wk24－hgroup（log－rankp＝0．0382），Whichrepresentsaclinicallysign摘cantdifftrence・These  
results were not statistical1y significant at the5％1evelafter considering the alpha spending  
aqjustement．However，COnSistenttrendswereobservedfbrothertime－dependentvariab）es（PFSand  

OS）．  

Theupdatedanalysesprovided凡Irtherevidencetosupporttheexistenceofasignほcantdifftrencein  
termsofTTPandPFS．Thefhrtheranalysesdidnotsuggestsign浦cantef托ctsonOSbutthismightbe  
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