
Stomatitis：Grade3－4mucositiswasreportedinlessthanl％ofthepatients・   

FbligueAs（henlla：Grade3－4fatigue／astheniaoccurredin9andl％ofpatientsrespectively．   

Anorexia：Grade3－4anorexiaoccurredinlessthanl％ofthepatients．   

CPKelevationsandrhabdo′りノ0恒is：CPKelevationsofanygradewereobservedin26％ofpatients．  
Grade30r4increasesof－cpKwereobservedin4％ofpatients．CPKincreasesinassociationwith  
rhabdomyolysIS・WererePOrtedinlessthanl％ofpatients，   

身v，nOea：Grade3－4dyspnoeareportedastrabectedinrelatedoccurredin2％ofthepatients．   

AIQPeCia：Alopeciawasreportedinapproximately3％ofallpatients，Ofwhichthem叫OrltyWaSgrade  
lalopecia．   

4．9  0verdose   

Thereislimiteddataontheeffectsoftrabectedinoverdose・Them叫Orantic］Patedtoxicitiesare  
gastrointestinal，bonemarrowsuppressionandhepatictoxicity・Thereisnospecincantidotefbr  
trabectedincurrentlyavailable．Intheeventofanoverdose，patientsshouldbecloselymonitoredand  
SymPtOmaticsupportivecaremeasuresinstitutedasrequired・  

5． PIIARMACOLOGICALPROPERTIES   

5．1 Pharmacodynamicproperties   

Pharmacotherapeuticgroup‥Antineoplasticagent，ATCcode：LOICXOl．   

Mechanismofaction   

TrabectedinbindstotheminorgrooveofDNA，bendingthehelixtothem年IOrgrOOVe．Thisbindingto  
DNAtriggersacascadeofeventsa晩ctingseveraltranscnptionfactors，DNAbindingproteins，and  
DNArepalrpathways，reSultinglnPerturbationofthecellcycle・Trabectedinhasbeenshowntoexert  
antiproliftrativeinvitroandinvivoactivityagainstarangeofhumantumource111inesand  
experimentaltumours，includingmalignanciessuchassarcoma，breast，nOn－Smallcelllung，OVarian  
andmelanoma．   

Clinical勒   

Theefficacyandsafbtyoftrabectedinisbasedinarandomisedtrialinpatientswithlocallyadvanced  
OrmetaStaticliposarcomaorleiomyosarcoma，Whosediseasehadprogressedorrelapseda魚er  
treatmentwithatleastanthracyclinesandifbsfhmide．lnthistrialtrabectedinwasadministeredeither  
atl・5mg／m2asa24－hourintravenousinfusionevery3weeksoratO・58mg／m2weeklyasa3－hour  
intravenousinfusionfbr3－Weeksofa4－Weekcycle．TheprotocoIspeCifiedfinaltimetoprogression  
（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＝0．0302）．Nosignificantdifftrencesweredetectedinoverallsurvival（OS）．MedianOSwiththe  
24－hq3wkregimewas13．9months（Cl：12・5－18・6）and60・2％ofpatientswerealiveatlyear  
（Cl：52．0－68．5％）・   

Additionalefncacydataareavai1ablefrom3single－armPhaseIItrialswithsimi1arpopulationstreated  

withthesamereglme．ThesetrialsevaluatedatotaloflOOpatientswithlipoandleiomyosarcomaand  
83patientswithothertypeSOfsarcoma・  
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Thismedicinalproducthasbeenauthorisedunder”ExceptlOnalCircumstances”．Thismeansthatdue  
totherarityofthediseaseithasnotbeenpossibletoobtaincompleteinfbrmationonthismedicinal  
PrOduct・   

TheEuropeanMedicinesAgency（EMEA）wi1】reviewanynewinfbrmationwhichmaybecome  
availableeveryyearandthisSPCwiIlbeupdatedasnecessary．   

5．2 Phamacokinetkproperties   

Systemicexposureafteradministrationasa24hourconstantrateintravenousinfusionisdose  
proportionalatdosesuptoandincludingl・8mg／m2・Trabectedinpharmacokineticprofileisconsistent  
withamultiple－COmparhentdisposltlOnmOdel．  

FollowingintravnOuSadministration，trabectedindemonstratesahighapparentvolumeof  
distribution，COnSIStentwithextensivetissueandplasmaproteinbinding（94to98％oftrabectedinin  

Plasmaisproteinbound）．ThedistributionvolumeatsteadystateoftrabectedininhumanSubjects  
exceeds50001．   

CytochromeP4503A4isthemqjorcytochromeP450isozymeresponsiblefortheoxidative  
metabolismoftrabectedinatclinicallyrelevantconcentrations．OtherP450enzymesmaycontributeto  
metabolism．Trabectedindoesnotinduceorinhibitm勾orcytochromeP450enzymes．   

Renaleliminationofunchangedtrabectedininhumansislow（1essthanl％）．Theterminalhalf－1iftis  
Iong（POPulationvalueoftheterminaleliminationphase：180－hr）．Afteradoseofradiolabelled  
trabectedinadministeredtocancerpatients，faecalmean（SD）recoveryoftotalradioactivityis  
58％（17％），andurinarymean（SD）recoveryis5．8％（1．73％）．Basedonthepopulationestimatefbr  
plasmaclearanceoftrabectedin（31・51几）andblood／plasn！aratio（0・89），theclearanCeOftrabectedinin  

Wholebloodisapproximately351／hThisvalueisapproxlmatelyone－halftherateofhumanhepatlC  
bloodnow．Thusthetrabectedinextractionratiocanbeconsideredmoderate．Theinter－patient  

variabilityofthepopulation邑stimatefbrplasmaclearanceoftrabectedinwas51％andintra－patient  
Variabilitywas28％．   

SDeCialDODulations   

Apopulationpharmacokineticanalysisindicatedthattheplasmaclearanceoftrabectedinisnot  
innuencedbyage（range19－83years），Orgender．Thee舵ctsofraceandethnicityontrabectedin  
pharmacokineticshavenotbeenstudied．   

〟〃／一高′・l・l／′・川上叶Ji仙・J／り＝   

Thereisnorelevantinfluenceofrenalfunctionmeasuredbycreatinineclearanceontrabectedin  
pharmaCOkineticswithintherangeOfvalues（≧34．4ml／min）presentinthepatientsincludedinthe  
Clinicalstudies．Nodataareavailableinpatientswithacreatinineclearanceoflessthan34．4ml／min・  
Thelowrecovery（＜9％inallstudiedpatients）oftotalradioactivityintheurineafterasingledoseof  
14c－1abelledtrabectedinindicatesthatrenalimpalrmenthaslittleinnuenceontheeliminationof  
trabectedinoritsmetabolites．   

〟町庸J・し・l川し7－【JJん・／…し仙′J   

Althoughthepopulationanalysisshowednorelationshipbetweentheserumliverenzymes  
COnCentrationsandtheplasmaclearanceoftrabectedin，SyStemicexposuretotrabectedinmaybe  
increasedinpatientswithhepaticimpaimlent；thereforec）osemonitoringoftoxicityiswarranted．  
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5．3 Preclinicalsafbtydata   

Preclinicaldataindicatethattrabectedinhaslimitedeffectonthecardiovascular，reSPlratOryand  
CentralnervoussystematexposuresbetowthetherapeuticcJinicaJrange，intermsofAUC．   

TheeffectsoftrabectedinoncardiovascularandresplratOryfunctionhavebeeninvestlgatedinvivo  
（anesthetisedCynomolgusmonkeys）．Alhourinfusionschedu）ewasselectedtoattainmaximum  

PJasmaJeveZs（CmaxvaJues）intherangeofthoseobservedinthec】injc．Theplasmatrabectedjnlevels  
attainedwerelO・6±5・4（Cmax），higherthanthosereachedinpatients afterinfusionof1500pg／m2fbr  

24（Cmaxofl・8土l・1ng／ml）andsimilartothosereachedaReradministrationofthesamedoseby  

3hourinfusion（CmaxoflO．8j＝3．7ng／m））．   

Myelosupressionandhepatoxicitywereident浦edastheprimarytoxicityfortrabectedin．Findings  
Observedincludedhaematopoietictoxicity（SeVereleukopenia，anaemia，andlymphoidandbone  
marrowdepletion）aswellasincreasesinliverfunctiontests，hepatoce11ulardegeneration，intestinal  
epithelialnecrosis，andseverelocalreactionsatthe両ectionsite．RenaltoxicologlCa用ndingswere  

detectedinmulti－CyCletoxicitystudiesconductedinrnonkeys・Thesenndingsweresecondaryto  
SeVerelocalreactionattheadministrationsite，andtherefbreuncertainlyattributabletotrabectedin；  
however，Cautionmustbeguaranteedintheinterpretationoftheserenalfindings，andtreatment－related  

toxicity cannot be excluded. 

Trabectedinisgenotoxicbothinvitroandinvivo・Long－termCarCinogenicitystudieshavenotbeen  

performed．   

Fertjljtystudieswithtrabectedinwerenotperfbrmedbutlimitedhistopathologicalchangeswere  
Observedinthegonadsintherepeatdosetoxicitystudies・Consideringthenatureofthecompound  
（CytOtOXicandmutagenic），itislikelytoafftctthereproductivecapacity．  

6． PHARNLACEUTICALPARTICULARS   

6．1 Listofexcipients   

Sucrose．   

Potassiumdihydrogenphosphate・   

Phosphoricacid（fbrpH－a4justment）・   

Potassiumhyd7－OXide（fbrpH－adjustment）．   

6．2 Incompatibilities   

Yondelismustnotbemixedordilutedwithothermedicinalproductsexceptthosementionedin  
section6．6．  

6．3 Shelrlifb   

Unopenedvials：24months・   

Afterreconstitution，Chemicalandphysicalstabilityhasbeendemonstratedfor30hoursupto25OC．   

FromamicrobiologlCalpolntOfview，thereconstitutedsolutionshouldbedilutedandused  
immediately・Ifnotdilutedandusedimmediately，1n－uSeStOragetimesandconditionsprlOrtOuSeOf  
thereconstitutedproductaretheresponsibilityoftheuserandwouldnormallynotbelongerthan24  
hoursat20Cto80C，unlessreconstitutionhastakenplaceincontrolledandvalidatedaseptlC  
conditions．  
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Afterdilution，Chemicalandphysicalstabilityhasbeendemonstratedfbr30hoursupto250C・   

6．4 SpeCiaIprecautionslbrstorage   

Storeinare什igerator（2OC－8OC）．   

ForstorageconditiorlSOfthereconstitutedanddilutedmedicinalproduct，SeeSeCtion6．3．   

6．5 Natureandcontentsofcontainer   

YondelisissuppliedinaTypeIcolourlessglassvialwithabromobutylrubberstoppercoveredwith  
analuminiumflip－0ffseal．   

Eachvialcontainslmgoftrabectedin．   

Eachoutercartoncontainsonevial．   

6・6 SpeCialprecautionsfbrdisposaJandotherhandling   

Pret）arationfbrintravenousinfusion   

ApproprlateaSePtlCteClmiquesmustbeused．Yondelismustbereconstitutedandfurtherdilutedprior  
toinfusion．Eachvialcontaininglmgoftrabectedinisreconstitutedwith20mlofsteri1ewaterfbr  
idections．ThesolutionobtainedhasaconcentrationofO．05mg／mlandisfbrsingle－useOnly．   

血ゞけ捉√わ那ノわrreco那／ブナ加わ〃   

Asynngeisusedtoirtject20mlofsterilewaterforiniectionsintothevial．Shakethevialuntil  
COmPletedissolution．Thereconstitutedsolutionresultsinaclear，COlourlessorslightlyyellowish  
SO）ution，eSSentiallyfreeofvisibleparticles・   

ThisreconstitutedsolutioncontainsO．05mg／mloftrabectedin．Ttrequiresfurtherdilutionandisfbr  
Slngle－uSeOnly   

血！J川CJわ那ノわr（ガJ加わ〃   

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

Volume（ml）＝旦墨△（m2）xindividua】dose（m廷／rn2）  

0．05mg／ml   

BSA＝BodySurfaceArea   

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

Ifcentralvenousaccessisnotftasibleandaperipheralvenouslinehastobeused，thereconstituted  
SOlutionshouldbeaddedtoaninfusionbagcontaining≧l，000mlofdiluent（SOdiumchloride  
9mg／mi（0．9％）solutionfbrinfusionorglucose50mg／ml（5％）solutionforinfusion）・   

ParenteralsolutionsshouldbeinspeCtedvisuallyfbrparticlespr10rtOadministration・Oncethe  
infusionisprepared，itshouldbeadministeredimmediately・  
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1nstruCtionsforhandlin巳anddisposal   

Yondelisisacytotoxicanticancermedicinalproductand，aSWithotherpotentiallvtoxiccompounds，  
Cautionshouldbeexercisedduringhandling・Proceduresfbrproperhandlinganddisposalofcytotoxic  
medicinalproductsmustbefbllowed・Personnelshouldbetrainedinthecorrecttechniquesto  
reconstituteanddilutethemedicinalproductandshouldwearprotectiveclothingincludingmask，  
gogglesandglovesduringthereconstitutionanddilution．Pregnantstaffmustbeexcluded斤om  

WOrkingwiththisrnedicinalproduct．   

Accidentalcontactwiththeskin，eyeSOrmuCOuSmembranesmustbetreatedimmediatelywith  
copious amounts of water. 

AnyunusedproductorwastematerialshouldbedisposedofinaccordancewithlocalrequlrementSfbr  
CytOtOXicmedicinalproducts・   

NoincompatibilitieshavebeenobservedbetweenYondelisandpolyvinylchloride（PVC）and  
POlyethylene（PE）bagsandtubing，andtitaniumimplantablevascularaccesssystems．  

7． MARKETINGAUTHORISATIONHOLDER   

PharmaMar，S．A．  
Avda．delosReyesl，PoligonolndustrialLaMina  
28770ColmenarViqjo（Madrid）  

Spain  

8． MARKETINGAUTHORISATIONNUMBER（S）  

9． DATEOFFIRSTAUTHORISATION／RENEWALOFTHEAUTHORISATION  

10． DATEOFREVIS10NOFTHETEXT  
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ANNEXII  

MANUFACTURING AUTHORISATlON HOLDER 

RESPONSIBLEFORBATCIIRELEASE  

CONDITIONSOFTHEMARKETINGAUTHORISATION  

SPECIFICOBLIGATIONSTOBEFULFILLEDBYTIIE  

MARKETINGAUTHORISATIONHOLDER  

A．  
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A． MANUFACTURINGAUTHORISATIONHOLI）ERRESPONSIBLEFORBATCH  

RELEASE  

NameandaddressofthemanufacturerresDOnSiblefbrbatchrelease  

PharmaMarS．A．  

PoligonolndustrialLaMina  

Avda．delosReyes，1  

E－28770ColmenarVi亘o  

Madrid  

Spain  

B． CONDITIONSOFTHEMARKETINGAUTHORISATION  

● CONDITIONSORRESTRICTIONSREGARDINGSUPPLYANDUSEIMPOSEDON  
THEMARKETINGAUTHORISATIONHOLDER   

Medicinalproductsu句ecttorestrictedmedicalprescription（SeeAnnexT：SummaryofProduct  

Characteristics．，SeCtion4．2）．  

● CONI）ITIONSORRESTRICTIONSWITHREGARDTOTHESAFEAND  
EFFECTrVEUSEOFTHEMEDICINALPRODUCT   

Notapplicable・  

● OTHER（：ONDITIONS   

／ソ刷・仙いハ申／・〃h＼・、い／＝り  

TheMAHmustensurethatthesystemofpharmacovlgi1ance，aSdescribedinversionl．Opresentedin  
Modulel．8．1．（〕ftheMarketingAuthorisationApplication，isinplaceandfunctioningbeforeand  

Whilsttheproductisonthemarket・   

月f∫たAね〃αge抑ビ〃JアJα〃  

TheMAHcommitstoperfbrmlngthestudiesandadditionalpharmacovlgi1anceactivitiesdetailedin  
thePharmacovigilancePlan，aSagreedinversion3・00ftheRiskManagementPlan（RMP）presented  

inModulel．8．2．oftheMarketingAuthorisationApplicationandanysubsequentupdatesoftheRMP  

agreed by the CHMP. 

AspertheCliMPGuidelineonRiskManagementSystemsfbrmedicinalproductsfbrhumanuse，the  
updatedRMPshouldbesubmittedatthesametimeasthenextPeriodicSafttyUpdateReport  
（PSUR）．   

tnaddition，anuPdatedRMPshouldbesubmitted   
・WhennewinfbrmationisreceivedthatmayimpactonthecurrentSafttySpeciflcation，  

PharmacovlgilancePlanorriskminimisationactivities   
・Within60daysofanimportant（pharmacovigilanceorriskminimisation）mi1estonebeing  

reached   

・AttherequestoftheEMEA  
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C． SPECIFICOBLIGATIONSTOBEFULFILLEDBYTHEM仏RKETING  

AUTHORISATIONHOLDER   

TheMarketingAuthorisationHoldersha11comp）etethefbJIowlngPrOgrammeOfstudieswithinthe  
SpeCifiedtimeframe，theresultsofwhichsha11formthebasisoftheannua】reassessmentofthe  

benefit／riskpro創e．   

Clinicalaspects‥   

To conductfurtherinvestigationsin order to elucidate whetherpredictors ofresponse to  
Yondelisin patients with soft tissue sarcoma can beidentified，This shouldinclude a  
PrOpOSaltoassesstheefncacyandsafbtyofYondelisinasub－grOuPOfpatientswithmyxoid  
Iiposarcomaandwi】lbesubmittedtotheEMEAby4Q2007．  
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ANNEXIII  

LABELLINGANDPACKAGELEAFLET  
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A．LABELLING   



PARTICULARSTOAPPEARONTHEOUTERPACKAGING   

Outercarton－LO・25mgvial  

1． NAMEOFTHEMEDICINALPRODUCT  

YondelisO．25mgpowderfbrconcentratefbrsolutionfbrinfusion  
Trabectedin  

2． STATEMENTOFACTIVESUBSTANCE（S）  

EachvialcontainsO．25mgoftrabectedin．  
1mlofreconstitutedsolutioncontainsO・05mgoftrabectedin・  

3． LISTOFEXCIPIENTS  

AIsocontains：SuCrOSe，pOtaSSiumdihydrogenphosphate，Phosphoricacidandpotassiumhydroxide．  
Seepackageleafletfbrfurtherinfbrmation・  

4． PHARMCEUTICALFORMANDCONTENTS  

Powderfbrconcentratefbrsolutionfbrinfusion  
lvialofO．25mgtrabectedin  

5． METHODANI）ROUTE（S）OFAI）MINISTRATION  

Forintravenoususeafterreconstitutionandfurtherdilution．  
Readthepackageleafletbefbreuse．  

6． SPECIALWARNINGTHATTHEMEDICINALPRODUCTMUSTtiESTOREI）OUT  

OFTHEREACHANDSIGHTOFCHILDREN  

Keepoutofthereachandsightofchildren・  

7． OTHERSPECIALWARNING（S），IFNECESSARY  

＄． EXPIRYDATE  

EXP：‡MM／YYYY‡  
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9． SPECIALSTORAGECONDITIONS  

Storeinarefrigerator・Forstorageconditionsfbrthereconstitutedanddilutedsolutions，Stethe  

packageleaflet・  

10． SPECIALPRECAUTIONSFORDISPOSALOFUNUSEDMEDICINALPRODUCTS  

ORWASTEMATERIALSI）ERⅣEDFROMSUCHMEDICINALPRODUCTS，IF  

APPROPRIATE  

Cytotoxicproduct・Discardanyunusedproductorwastemateria）inaccordancewithlocal  
requ）rementS・  

11． NAMEANDADDRESSOFTHEMARKETINGAUTHORISATIONHOLDER  

PharmaMar，S．A．  
Avda．delosReyesI  
Pol．lnd．LaMina  

28770ColmenarV画o（Madrid）  
Spain  

12．MARKETINGAUTHORISATIONNtJMBER（S）  

EU／0／00／000／000  

13． BATCHⅣUM旧ER  

Lot：‡number）  

14． GENERALCLASSIFICATIONFORSUPPLY  

Medicinalproductsu叫ecttomedicalprescrlptlOn．  

15．INSTRUCTIONSONUSE  

16．INFORMATIONINBRAILLE  

Just摘cationfornotincludingBrai11eaccepted．  
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MINIMUMPARTICULARSTOAPPEARONSMALLIMMEDIATEPACKAGINGUNITS   

Viallabel－0．25mgvia】  

1・ NAMEOFTHEMEDICINALPRODUCTANDROUTE（S）OFADMINISTRATION  

YondelisO．25mgpowderfbrconcentratefbrsoIutionfbrinfhsion  
Trabectedin  
IV use 

2． METHOI）OFADMINISTRATION  

3．  EXPIRYDATE  

EXP：〈MM／YYYY）  

4．  BATCHNUMBER  

Lot：（number）  

5． CONTENTSBYWEIGHT，BYVOLUMEORBYUNIT  

0．25mgtrabectedin  

‘．  OTHER   
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PARTICULARSTOAPPEARONTHEOUTERPACKAGING   

Ou暮ercarton－lmgvial  

l． NAMEOFTHE MEI）ICINALPRODUCT  

Yondelislmgpowderfbrconcentratefbrsolutionforinfusion  
Trabectedin  

2． STATEMENTOFACTIVESUBSTANCE（S）  

Eachvialcontainslmgoftrabectedin．  
lmlofreconstitutedsolutioncontainsO．05mgoftrabectedin．  

3．  LISTOFEXCIPIENTS  

AIsocontains：SuCrOSe，POtaSSiumdihydrogenphosphate，Phosphoricacidandpotassiumhydroxide．  
Seepackageleanetfbrfurtherinfbrmation．  

4． PHARMACEUTICALFORMANDCONTENTS  

Powderforconcentratefbrsolutionforinfusion  

lvialoflmgtrabectedin  

5． METHODANDROUTE（S）OFADMINISTRATION  

Forintravenoususeafterreconstitutionandfurtherdilution．  
Readthepackageleanetbeforeuse．  

6． SPECIALWARNINGTHATTHEMEI）ICINALPRODUCTMUSTBESTOREDOUT  

OFTHEREACHANDSIGHTOFCHILDREN  

Keepoutofthereachandsightofchildren・  

7． OTHERSPECIALWARNING（S），IFNECESSARY  

8． EXPIRYDATE  

EXP：〈MM／YYYY）  
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9． SPECIALSTORAGECONI）ITIONS  

Storeinarefrigerator．Forstorageconditionsfbrthereconstitutedanddilutedsolutions，Seethe  

packageleaflet，  

10． SPECIALPRECAUTIONSFORDISPOSALOFUNUSEDMEI）ICINALPRODUCTS  

ORWASTEMATERIALSDERIVEDFROMSUCHMEDICINALPRODUCTS，IF  

APPROPRIATE  

Cytotoxicproduct．Discardanyunusedproductorwastematerialinaccordancewithlocal  
requlrementS・  

11． NAMEANDADDRESSOFTHEMRKETINGAUTHORISATIONHOLDER  

PharmaMar，S．A．  

Avda．delosReyesI  
Pol．Ind．LaMina  

28770ColmenarViqio（Madrid）  

Spain  

12． MARKETINGAUTHORISATIONNUMBER（S）  

EU／0／00／000／000  

13． BATCHNUMBER  

Lot：（number）  

14． GENERALCLASSIFICATIONFORSUPPLY  

Medicinalproductsu叫ect・tOmedicalprescrlptlOn．  

15．INSTRUCT10NSONUSE  

16．INFORMATIONINBRAILLE  

Just浦cationfbrnotincludingBrailleaccepted．  
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MINIMUMPARTICULARSTOAPPEARONSMALLIMMEDIATEPACKAGINGUNITS   

Viallabel－lmgviaJ  

1． NAMEOFTHEMEDICINALPRODUCTANDROUTE（S）OFADMINISTRATION  

YondeJislmgpowderfbrconcentrateforsolutionfbrinfusion  
Trabectedin  
IV use 

2． METHODOFADMINISTRATION  

3． EXPIRYI）ATE  

EXP：（MM／YYYY）  

4． BATCHNUMBER  

Lot：（number）  

5． CONTENTSBYWEIGHT，BYVOLUMEORBYUNIT  

1mgtrabectedin  

6．  OTHER  
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B．PACKAGE LEAFLET  
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PACKAGELEAFLET：INFORMATIONFORTHEUSER   

YondeIisO・25mgpowderforconcentratefbrsolutionfbrinfusion  

Yondelislmgpowderfbrconcentratetbrsolutionfbrinfusion  
Trabectedin  

ReadalIofthisleafLetcarefu11ybcforeyoustartusirlgthismedicine・  

Keepthisleanet．Youmayneedtoreaditagaln．  
1fyouhaveanyfurtherquestions，aSkyourdoctor．  
1fanyofthesideeffbctsgetsserious，Orifyounoticeanysideefftctsnotlistedinthisleaflet，  
please tell your doctor. 

Imthisleane暮：  

1． WhatYondelisisandwhatitisusedfor  

2・ BefbreyouareglVenYondelis  
3． HowtouseYondelis  
4． Possiblesideefftcts  
5． HowtostoreYondelis  

6． Furtherinformation  

1． WHATYONDELISISANDWHATITISUSEDFOR   

Yondelisisanantトcancermedicinethatworksbypreventlngthetumourcellsfrommultiplying．   

YondelisisusedforthetreatmentofpatientswithadvancedsofttissuesarCOma，Whenprevious  
medicineshavebeenunsuccessfu1orthepatientsareunsuitedtoreceivethem．Softtissuesarcomaisa  
malignantdiseasethatstartssomewhereintheso魚tissues，SuChasthemuscles，fatorothertissues（for  
examplecartilagesorvessels）・  

2． BEFOREYOUAREGIVENYONDELIS  

DomotuseYondelis：  

ifyouareallergic（hypersensitive）totrabectedinoranyoftheotheringredientsofYondelis  
ifyouhaveanyseriousinfbctions   
ifyouarebreast－fteding   
ifyouwi1Jreceiveye1lowfbvervaccine．   

TakespecialcarewithYondelis：   

Yondelismustnotbeusedifyouhavesevereliverorkidneydamage．Tellyourdoctorifyouknowor  
SuSPeCtthatyouhaveanyJiverorkidneyproblemsbefbrestartlngthetreatmentwithYondelis．   

Youshouldseekmedicalattentionimmediatelyifanyofthefo1lowlngCOnditionsappear：   

・IfyoudevelopaftverasYondelismaycauseside－ef托ctsafftctingyourbloodandliver・  
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● lfyoustillftelsick，VOmitorareunabletodrinkftuidsandtherefbrepasslessurinedespitebeing   
glVenanti－Sicknessmedicines・   

・Ifyouexperienceseveremusclepainasitcou）dbeasignofrhabdomyolysis（damagetothe  
muscles，SeeSeCtion4）．   

Yondelismustnotbeusedinchildrenandadolescentssincesafbtyandefficacyhavenotyetbeen  
studied in this age group. 

Using other mRdicines 

PleasetelIyourdoctorifyouplantotake，aretakingorhaverecentlytakenanyothermedicines，  
includingmedicinesobtainedwithoutaprescrlPtlOn，VaCCinesandherbalmedicines・   

YournustnotuseYondelisiryouwi11receiveyellowfevervaccineanditisnotrecommendedthat  
youuseYondelisifyouwi11receiveavaccinecontainlnglivevirusparticles・Theef詣ctofmedicines  
containingphenytoin（fbrepilepsy）maybedecreasedifgiventogetherwithYondelisandthisis  
therefbrenotrecommended．   

Ifyouuseothermedicines，yOumayneedtobecloselymonitoredastheeffectsofYondelismightbe  
decreased（exarnplesaremedicinescontainingrifampicin（fbrbacterialinfections），Phenobarbital（for  
epilepsy）orSt・・John’sWort（伽ericumpe所）ra（um，herbalmedicinefordepression））orincreased  
（examplesaremedicinescontainingketoconazoleorfluconazole（fbrfungalinftctions），ritonavir（fbr  
HIVinftction），Clarithromycin（forbacterialinftctions），Ciclosporin（inhibitthedefensivesystemof  
thebody）orverapamil（fbrhighbloodpressureandheartconditions））asaresult・   

lfyouaregivenamedicinethatmightcausedamagetotheliverortothemuscles（rhabdomyolysis），  
youmayneedtobecloselymonitoredwhenuslngYondelistogetherwiththismedicine，aStherecould  
beanincreasedriskofdamage．Medicinescontainingstatins（fbrloweringcholesterollevelsand  
preventingcardiovasculardisease）isanexampleofmedicinesthatmaycausemuscledamage・   

UsingYondeliswithbodanddrink   

AIcohoIconsumptlOnmuStbeavoidedduringtreatmentwithYondelisasthismayharmtheliver・   

Pregnancyandbreast－fbeding   

Pregnancy  
YoushouldnotuseYondelisifyouarepregnantorifyou／yourpartneraretrylngtObecomepregnant  
asYondelismayharmtheunbornbaby・1fyouarepregnantoryouthinkyoumaybepregnant，yOu  
musttellyourdoctorimmediately・ThedoctormayprescribeYondelisduringpregnancylnCertain  
circumstances．   

AdequatecontraceptlVePreCautionsmustbeusedbymeninfbrtileageandwomenofchildbearing  
potentialwhenreceivingYondelisandfbr3monthsfbllowlngtheendoftreatmentfbrwomenand5  

monthsfb1lowlngtheendoftreatmentformen・Ifapregnancyshouldoccuryoumusttellyourdoctor  
immediatelyandgeneticcounselling－SreCOmmendedsinceYondeliscancausegeneticdamage・   

Geneticcounse11inglSalsorecommendedforpatientswishingtohavechildrenaftertherapy・Male  
patientsshouldseekadviceonconservationofspermprlOrtOtreatmentbecauseoftheriskof  
irreversibleinfi：rtilityduetotherapywithYondelis．  
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Breast－ftedinE  
Yondelismustnotbegiventopatientswhoarebreast－feeding．TherefbreyounluStStOPbreast－feeding  
befbreyoustartyourtreatmentandyoumustnotbeginbreast－feedingagalnuntilyourdoctorhas  
conflrmedthatノitissafbtodoso．   

Drivingandusingmachjnes   

DuringyourtreatmentwithYondelisyoumay丘eltiredandexperiencealossofstrength．Donot  
driveoruseanytOOIsormachinesifyouareexperienclnganyOfthesesideefftcts．   

ImportantinfbrmationaboutsomeoftheingredientsofYondelis   

Thismedicinecontainspotassium，1essthanlmmol（39mg）pervial，andcantherefbrebeconsidered  
asessentiaJly”potassium－free”．  

3． HOWTOUSEYONI）ELIS   

Yondelisisg）VentOyOuunderthesupervisionofaphysicianexperiencedintheuseofchemotherapy・  
1tsuseshouldbeconflnedtoqualifiedoncologlStSOrOtherhealthproftssionalsspecialisedinthe  
administrationofcytotoxicmedicines．  

Theusua）dosヲisl・5mg／m2ofbodysuthcearea・Duringthetreatmentperiod，yOurdoctorwi11  
Carefu11ymonltOryOuanddecidethemostapproprlatedosageofYondelistoglVetOyOu・   

BefbreitisglVentOyOu，Yondelisisreconstitutedanddilutedandthenputintoadripbagfbr  
intravenoususe・EverytimeyouareglVenYondelis，itwi11takeabout24hoursfbrallofthesolution  
to enter your blood. 

InordertoavoidirritationatthesiteofirtjectionitisrecommendedthatYondeIisisglVentOyOu  
throughacentralvenousline．   

Youwi11begivenmedicinebefbreandasneededduringthetreatmentwithYondelisinorderto  
PrOteCtyOurliverandtoreducetheriskofsideefftctssuchasftelingsick（nausea）andvomiting・   

TheinfusionisglVentOyOueVery3weeks．   

Thelengthofyourwholetreatmentperiodwi11dependonyourprogressandhowwellyouftel・Your  
dbCtOrwilltellyouhowlongyourtreatmentmaylast・Ifyouhaveanyfurtherquestionsontheuseof  
thismedicine，aSkyourdoctor．  

4． POSSIBLESIDE EFFECTS   

Likeal1medicines，Yondeliscancausesideefftcts，althoughnoteverybodygetsthem．   

Ifyouarenotsurewhatthesideefftctsbeloware，yOuShouldaskyourdoctortoexplainthemtoyou  
inmoredetail，   

Ve画）：   
●  Youmay：  

● fヒeltired  

・ftelshortofbreath（dyspnoea）  

・bruisemoreeasily  

● havenosebleeds  
・bemorepronetoinftctions．AninfbctioncouldalsoglVeyOuaraisedtemperature・  
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／／いり′・／l・・・，トJ・・〃＝・イ′／い・、川′／中り小…‥／川／l／、l・l・いりt・・／′∴′／l〟′し・′鮎り∫／州ル／∴仇イー、   

Yourdoctormayrequirebloodtestsincertainsituationsinordertoavoidthatyoudevelop  
damagetothemuscles（rhabdomyolysis）・Inveryseverecasesthiscouldleadtokidneyfhilure・  
†＝＝J＝／・げ／川しl、川・′－し〃川、しイり川′り、州、／…′八八‥ヰ〃八・証・・′／りJJ川J両川〃仙・・／」爪イl、   

YoucouIdhaveincreasedlevelsoftheyellowplgmentbilirubininthebloodwhichmightcause  
jaundice（aye1lowingoftheskin，muCOuSmembranesandeyes）・   

Youmayexperienceheadacheandalossofstrength・   

Youmayalsoloseyourappetite，ftelsick（nausea）orvomit，andbecomeconstipated・餌γOu  
、′′／／八一両（－▲ 

、 

・ Yourdoctorwillorderregularbloodteststodetectanyabnormalitiesintheblood・   

Common（occuTrin巳inatleastlinlOOpatients）：   

・ Youmayhavefbver．餌γOuhavearaisedfeTTPeratureyOuShouldseekmedicala（tention  
山〃仇・、／信J．イl、   

・ Youcou】dalsofbelpaininyourback，muSClesandjoints・Therecouldbedamagetoyour  
nerveswhichmayresultinmusclepaln，Weaknessandnumbness・Youcouldexperiencegeneral  
swellingorswellingofthelimbsandasensationofcreeplngOntheskin・   

●  YoumayexperlenCediarrhoea，lossofwater丘omthebody，innammationofthemouth   
（StOmatitis），Painintheabdomen，Weightloss，digestivediscomfbrtandachangeinyoursense  
oftaste．   

・ Youcouldhavecoughing．   

・ Youmaylosehair（alopeCia）・   

・ YoucouIdalsoexpenenCedizziness，SleeplngprOblems，lowbloodpressureandnushing・   

・ Youmayhaveareactionatthesiteofinjection   

／ト〃汀り／J／い、J〟t・〃八・ト．L・〃、、・．ソ・いい川・ブナl川川・直し・∴J′t＝Ji／l・川l・し小ノい／／ハ／1．／血〃浴／∴J／んィィイ…、l・  

Je／Jγ0灯（わcわr・  

5． HOWTOSTOREYONDELIS   

Keepoutofthereachandsightofchildren・   

DonotuseYondelisaftertheexpirydatewhichisstatedonthecartonandtheviallabelafterEXP・  
Theexpirydatereftrstothelastdayofthatmonth・   

Storeinarefrigerator（20C－80C）・   

Infbrmationonin－uSeStabilityofthereconstitutedanddilutedsolutionsisincludedinthesectionfbr  
medicalandhealthcareproftssjonals．  
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6． FURTHERINFORMATION  

WhatYondeliscontains：  

Theactivesubstanceistrabectedin．  

YondelisO・25mg：EachvialcontainsO．25mgoftrabectedin  
Yondelislmg：Eachvialcontainslmgoftrabectedin．  

Theotheringredientsaresucrose，POtaSSiumdihydrogenphosphate，phosphoricacid（fbr  
PH－aqjustment）andpotassiumhydroxjde（forpH一叫iustment）．   

WhatYondelislookslikeaJ）dcontentsofthepack   

Yondelisisapowderforconcentratefbrsolutionfbrinfusion．Thepowderhasawhitetooff・White  
COlourandcomesinaglassvial．   

EachcartoncontainslvialofeitherO．25mgorlmgoftrabectedin．   

MarketingAuthorisatioJ）HolderandManufhcturer：   

PharmaMar，S．A．  

Avda．delosReyesI  
PoIigonoIndustrialLaMina  
28770ColmenarViqio（Madrid）  
Spain   

Tel：＋34918466000  
Fax：＋34918466001   

Foranyinfbrmationaboutthismedicine，pleasecontacttheMarketingAuthorisationHolder．   

Thisleafletwaslastapprovedin（MM／YYYY）   

Thismedicinehasbeenauthorisedunder“ExceptionaJCircumstances”．Thismeansthatbecauseofthe  
rarityOfthisdiseaseithasbeenimpossib］etogetcompleteinfbrmationonthismedicine．   

TheEuropeanMedicinesAgency（EMEA）wi1lreviewanynewinfbrmationonthemedicineevery  
yearandthisleanetwi11beupdatedasnecessary．  

Thefbllowlnginfbrmationisintendedfbrmedicalorhealthcareproftssionalson】y：   

Instructionsfbruse－preParatioJl，handlinganddisposal   

ApproprlateprOCeduresfbrproperhandlinganddisposalofcytotoxicmedicinesmustbefb1lowed．  
AnyunusedmedicineorwastematerialshouldbedisposedofinaccordancewithlocalrequlrementS  
fbrcytotoxicmedicines・   

YoushouldhavereceivedtrainingonthecorrecttechniquestoreconstituteanddiluteYondelisand  
youshouIdwearprotectiveclothinglnCludingmask，gOgglesandglovesduringthereconstitutionand  
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dilution．Accidentalcontactwiththeskin，eyeSOrmuCOuSmembranesmustbetreatedimmediately  
withcop10uSamOuntSOfwater・Youshouldnotworkwiththismedicineifyouarepregnant・   

Preparationforintravenousinfhsion：   

Yondelismustbereconstitutedand丘Irtherdilutedpriortoinfusion（Seealsosection3）・AFPrQPriate  
・ハ甘血石・し／…り・′ハ′′り・、′／・川、ハ／   

Yondelismustnotbeadministeredasamixturewithothermedicinesinthesameinfhsionapart什om  
thediluent．NoincompatibilitieshavebeenobservedbetweenYondelisandpolyviny）chloride（PVC）  
andpolyethylene（PE）bagsandtubing，andtitaniumimpIantablevascularaccesssystems・   

血∫け〟CJわ〃∫わ′・reC血   

YbndelisO．25mg：lqject5mlofsterilewaterfbrin」eCtionsintothevial・   

†bndelislmg：lnject20mlofsterilewaterfbrinJeCtionsintothevial・   

Asyrlngeisusedtoirtiectthecorrectamountofsterilewaterfbriniectionsintothevial・Shakethevial  
untilcompletedissolution・Thereconstitutedsolutionresultsinaclear，COlourlessorslightlyyellowish  
SOlution，eSSentia11yfreeofvisibleparticles・   

ThisreconstitutedsolutioncontainsO．05mg／mloftrabectedin．1trequiresfurtherdilutionandisfor  

Slngle－uSeOnly・   

布∫J用Cわ〃∫わ＝カブ扉われ   

Dilutethereconstitutedsolutionwithsodiumchloride9mg／ml（0．9％）solutionfbrinfusionorglucose  
50mg／ml（5％）solutionfbrinfusion・Calculatetherequiredvolumeasfb1lows：  

Volume（ml）＝BSA（m21xindividualdose（mdm2）  

0．05mg／ml   

BSA＝BodySurfaceArea   

Withdrawtheappropnateamountofsolution丘omthevial・1fadministrationistobemadeviaa  

centralvenousline，addthereconstitutedsolutiontoaninfusionbagcontainlng≧500mlofdiluent  
（SOdiumchloride9mg／ml（0・9％）solutionfbrinfusionorglucose50mg／ml（5％）solutionfbr  
inmsion）．   

1fcentralvenousaccessisnotfeasibleandaperipheralvenouslinehastobeused，addthe  
reconstitutedsolutiontoaninfusionbagcontaining≧1，000mlofdiluent（SOdiumchloride9mg／ml  
（0．9％）solutionfbrinfusionorglucose50mg／ml（5％）solutionfbrinfusion）・   

lnspecttheparenteralsolutionvisuallyforparticlesprlOrtOadministration・Oncetheinfusionis  
prepared，itshouldbeadministeredimmediately・   

In－uSeStabilitvofthesolutions：   

尺eco〝∫J～J〟Jed∫0／〟Jわ〃．・  

Afterreconstitution，Chemicalandphysicalstabilityhasbeendemonstratedfor30hoursupto250C・   

FromamicrobiologlCalpolntOfview，thereconstitutedsolutionshouldbedilutedandused  
immediately・7fnotdilutedandusedimmediately，1n－uSeStOragetimesandconditionspr10rtOuSeOf  
thereconstitutedsolutionaretheresponsibilityoftheuserandwouldnomla11ynotbelongerthan  
24hoursat20Cto80C，unlessreconstitutionhastakenplaceincontrolledandvalidatedaseptlC  
conditions．  
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β∫／祝Jed∫OJ〟Jわ〃．・  

A魚erdilution，Chemicalandphysicalstabi）ityhasbeendemonstratedfbr30hoursupto25OC・  
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