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ANNEXI  

SUMMARY OF PRODUCT CHARACTERISTICS 



1．   NAMEOFTHEMEDICINALPRODUCT   

MEPACT4mgpowdcrfbrsuspensionforinfusion・  

2．   QUAuTATIVEANDQUANTITATⅣECOMPOSITION   

Onevialcontains4rngmifamurtide＊．  
Afterreconstitution，eaChmlofsuspenSioninthevialcontainsO．08mgmihmurtidc．   

＊lt）11ysyntheticanalogueofacomponentof坤COb（］Clerium岬・Cellwa11．   

Forafu111istofexclplCntS，SeeSCCtion6．1．  

3．  PHARMACEUTIC＾LFORM   

Powdcrfbrsuspensionfbrinfusion．   

Whitetoofflwlljlehomogcneouslyophiliscdpowder．  

4．   CLIN7C＾LPARTICULARS   

4，l Thcrapcuticindieations   

MEPACTisindjcatedinchi）dren，adolescentsandyoungadu］tsfbrtlletrCatmCntOrhigh－gmde  
rcsectablcnon－mCtaStaticosteosarcomaaftcrnlaCrOSCOp】CallycornpIctesurglCalrcsectioIl．Itis  
uscdincombinatioIIWitIIPOSt－OPerativemulti－agCntChemotherapy・Salbtyandcfficacyhavebeen  
assessedinstudicsofpatients2to30yearsofageatiI－itialdiagnosis（seescction5・1）・   

4．2 PosoIogyandmcttlOdofadministration   

MEPACTtreatmentshouldbeinitiatedalldsupervisedbyspecialistphysicia11SeXr）Criencedinthc  
diagnosisandtrealmentofosteosarcoma・   

lさ－、t－い畏  

Therccoml一一endeddoscofmifhmurtideforallpatientsis2mg／m2bodysurhcearea・ItsllOuldbe  
adminisleredasaqjuvaIlttherapyfo1lowlngreSeCtion：tWiceweeklyatleast3daysapartfbr  
12weeks，fbllowcdbyonce－WCekIytrealmentsfbranadditiona124wceksforatotalof  
48infbsionsin36wecks．   

ハJl・√J山ー高・J川k＝J・、  

ThesafttyandefficacyofMEPACThavcbcenestablislledinchi］dren丘oTntheagcof2years．It  
isnotrecoITlmendcdforuseinchildrcnbelowtheageof2ductoalackofdataonemcacyand  
Safbtyinthisagcgroup．   

且J（ね′■少pαJfe′7J∫  

Noneofthepalientstreatedintheosteosarcomastudieswere650rOlderandinthephaseIII  
randomiscdstudy，Onlypaticntsuptoage30yearswereincludcd．Therefbre，therearenot  
Su甜cientdatatorecommendtheuscofMEPACTinpatients＞30yearsof；1ge・   

ハ〟山出け油血／－－J仇・l／J∵〃り／岬／Jり）りJ／し・／ノ仙・／んりJ  

Thepharmacokineticsofmifamurtideinpatientswithrenalorhepaticimpalrmenthavenotbeen  
fbrnlallystudied．Caulionshouldbeusedinthesepatientsbecausedoseaqjustmentinfbrmationis  
notavailable．   



ContinuedmonitorlngOfthekidneyandliverfunctionisrecommendedifMEPACTisused  
beyondcompletionofchemotherapyuntilalltherapylSCOmPleted・   

Methodofadministration  
MEPACTmustbereconstituted，Ⅲteredusingthenlterprovidedandfurtherdilutedpriorto  
administration．Thereconstituted，filteredanddilutedsuspensionfbrinfusionisahomogenous，White  

tooff1white，OPaqueliposomalsusPenSion，丘eeofvisibleparticlesandfreeoffbamandlipidlumps．   

Afterreconstitution，nlteringuslngthenlterprovidedandfurtherdilution，MEPACTisadministered  
byintravenousinfusionoveraperiodoflhour・   

MEPACTmustnotbeadministeredasaboluslrリeCtion．   

Forfurtherinstructionsonreconstitution，filterlnguSlngthenlterprovidedanddilutionprlOrtO  
administration，SeeSeCtion6．6．   

4．3   Contraindications   

HyperSenSitivitytotheactivesubstanceortoanyoftheexcipients・   

Concurrentusewithciclosporinorothercalcineurininl1ibitors（SeeSeCtion4・5）．   

Concurrentusewithhigh－dosenon－SterOidalanti－inflammatOrydrugs（NSAIDs，CyClooxygenase  
inhibitors）（SeeSeCtion4．5）．   

4・4  Spccialwilrnint！SiIndpreeautionsforusc   

lミしいミlli…l＝lさし1iトItし・、＼  

InpaticntswithahistoryofasthmaorotherchronicobstruCtivepulmonarydisease，COnSideration  
ShouldbegiventoadministrationofbroncllOdilatorsonaprophylacticbasis・Twopaticntswith  
Pre－eXistlngaSthmadevelopedmildtomoderateresplratOrydistressassociatedwiththctreatment・  
Ifasevererespiratoryreactionoccurs，administrationofMEPACTshouldbediscontinuedand  
appropl-iate trcatmcnt initiatcd. 

NeutroDenia  
AdministrationofMEP＾CTwascommonlyassociatcdwilhtrarlSientneutropenla，uSuallywllCll  

usedincoruunctionwithchemothcrapy・Episodcsofneutropenicftvershou］dbemonitoredand  
managedappropriately．MEPACTmaybegivenduringpcriodsofneutropcnia，bLltSubseqtlCnt  
feverattributedtothctreatrncnlshouldbemonitoredclosely．FeverorchillsperSistingfbrmore  
than8llOurSafteradministrationofMEPACTshouldbcevaluatcdfbrpossiblesepsIS．   

短軸m肌山里reSpOnSe  

AssociationofMEPACTwithsignsofpronouncedinnammatoryresponse，includingpericarditis  
andpleuritis，WaSunCOmmOn・Itshouldbcusedwithcaulioninpatientswithahistoryof  
autoimrnune，innammatoryorotllerCOllagendiseascs．DuringMEPACTadministration，patients  
shouldbemonitorcdfbrunusualsiと主nSOrSymPtO）nS，SuChasatihritisorsynovltlS，St－ggeStiveof  
uncontrolledinnalnmatOryrCaCtions．   

Cardiovascular disorders 

Patienlswithahistoryofvenouslhrombosis，VaSCulitisorunslablecardiovasculardisorders  
Shouldbecloselymonitol・edduringMEPACTadministration．1fsymptomsarepcrsistentand  
WOrSenlng，administralionshouldbedelayedordiscontinued・HaemorrllageWaSObservedin  
animalsatveryhighdoses．Thesearenotexpectedattherecommcndeddose，howeverlnOnitorlng  
OfclottlngParameterSa且erthenrstdoseandonceagainanerseveraldosesisrecommended・   



Allernic reactions 

OccasionalallerglCreaCtionshavebcenassociatedwithMEPACTtreatment，includingrash，  
ShortnessofbreathandGrade4hypertension・Itmaybedifncu】ttodistinguishallerglCreaCtions  
斤omcxaggeratedinnammatoryresponses，butpatientsshouldbemonitoredfbrsignsofal】crglC  
reactions．  

Gaslrointestinal toxicity 
Nausea，VOmltIngandlossofappetiteareverycommonadvcrsereaclionstoMEP＾CT．  
GastrointestinaltoxicitymaybecxacerbatedwhenMEP＾CTisusedincombinationwilhl－igh  
dose，multi－agentChemotherapyandwasassociatedwithanincreaseduseofparenteraInutrition・   

4・5 IntcractionwjlholhcrmcdiciniIIproductsandothcrformsorintcraetion   

LimitcdstudicsoftheinteractionofMl三PACTwithchemothcrapyhavebeenconducted・＾1though  
lhesestudiesarenotconclusivc，tllereisnoevidenceofinterftrenceorMEPACTwiththe  
anti－tumOurCITbctsorchcmolherapyandviceversa．   

Ttjsrecommended10SeparatCtlleadmjnistrationtimesofMEPACTanddoxorubicinorother  

lipophilicmcdicinalproductsifusedinthesamechemotherapyreglmen・   

TheuseofMEP＾CTconcurrcnlIywithcjc】osporinorothercalcineurjIlinhibitorsis  

COntraindicatedductothcirhypolhesiscdefYbctonspIcnicmacrophagcsandmononuc7car  
pllagOCyticLt）nCtion（seesection4．3）．   

AIso，ithasbecndelTlOnSlratedinvitrothalhigh－doseNSATDs（cyclooxygenaseinhibitors）caTl  
blockthemacropl－agCaCtivatingef托ctofliposomalmifhmurtide・Therefbretheuseofhighqdosc  
NSATDsiscontraindicated（scesection4．3）．   

Becausemifhmurtideactsthroughstimulationoftheimmunesystem，thechronicorroutineuseof  
COrticosteroidsshouldbeavoidedduringtreatmentwithMEPACT．   

h7Vitrointeractionstudiesshowedthatliposomalandnon－）iposomalmifhnlurtidedonotinhibit  
themetabolicactivityofcytochromeP450inpooledhumanlivcrmicrosomes・Liposomaland  
non－1iposomalmifhmurtidedonotinducethemetabolicactivityortl－etranSCrlptlOnOfcytochrome  
P450inprimaryculturesoffreshlyisolatcdhumanhepatocytes．Miねmurtidcistherefbrenot  
expecledtoinleractwiththemetabolismofsubstancesthatarehcpaticcytochromeP450  
substrates．   

lnalargecontrolledrandomisedstudy，MEPACTusedatlherecommendeddoseandschedule  
WithotllermCdicjna］productsthathaveknownrcnal（Cisp］atin，ifbsねmide）orhepatic（high－dose  
metholrexatc，ifbsfhmide）toxicitiesdidnotexacerbatetllOSetOXicitiesandtherewasnoncedto  

adjustmiLbmurtidedose．   

4・6 Pregmancy；川dIact雨ion   

Pregnancy  
Therearenodata什omtheuseofmifamurtideinpregnantpatients．Animalstudiesareinsumcicnt  

withrespeCttOreprOductivetoxicity（SeeSeCtion5・3）・MEPACTshouldnotbeusedduring  

pregnancyandinwomcnnotuslngefftctivecontraception．   

Lactalion  

ItisunkJlOWnWhetllermifamurtideisexcretedinhumanmiTk．Theexcretionofmifamurtidein  
milkhasnotbeenstudiedinanimals．Adecisiononwhethertocontinue／discontinue  

breast－fbedingortocontinue／disconlinuetherapyshouldbemadetakinglntOaCCOuntthebenefit  
OfbreasトftedingtothechildandthebenentofMEPACTtherapytothewoman・   



4．7  EfftctsonabiJitytodriveandusemachines   

Nostudiesoftheefftctsontheabilitytodriveandusemachineshavebeenperbmled．Somevery  
COmmOnOrCOmmOnundesirableeffectsofMEPACTtreatment（SuChasdizziness，Vertigo，fatigue  
andblurredvision）mayhaveanefftctontheabilitytodriveandusemachines．   

4．8 Undesirableeffbcts   

Eachofthe248patientstreatedwithMEPACTduringtheearlyphaseslnglearmstudiesin  
Patientswithmostlyadvancedmalignanciesexperiencedatleastoneundesirablee胞ct・Manyof  
themostfrequentlyreportedundesirableefftctsasshowninthefollowlngSummarytableare  
thoughttoberelatedtothemechanismofactiol10fmifamurtide・Them年lOrltyOftheseevents  
WererePOrtedaseithermildormoderate・ThisprofileisconsistentwhethersummarlSlngallearly  
Studies（n＝248）oronlythosestudiesinosteosarcoma（n＝51）・Itislikelythatundesirableefftcts  
alsooccurredinthelargerandomisedstudy，buttheywerenotrecordedbecauseonlyseriousand  
lift－threatenlngadversereactionswerecollectedinthatstudy・   

Adversereactionsareclassifiedaccordjngtosystemorganclassandfrequency．Frequency  

groupingsaredennedaccordingtothefbllowingconventioIl：Verycommon（≧1／10），COmmOn  
（≧1／100to＜1／10）．Withineach倉equencygrouping，undesirableefftctsarepresentedinorderof  
decreaslngSeriousness・   

Tablel．Adversereactionsassoci軸岬1／100pntients  

／ノり．・．・J／＝〃＼J〃．／高／．、J．〟ハり／．J  

Common：  Sepsis，Cellulitis，naSOPharyngitis，Cathetersiteinfbction，upper  

resplratOrytrこlじtinfection，urinarytractinfection，Pharyngitis，HeT77eS  
S7n7Plexinfbction  

．、、．・バlハ…・、／川山L〃Jミ′J小曲ノし…J…りtl・′J∫t・し＝′∫・イし・い－Jい〃～ミりい叶、J  

ColnmOn：   Cancer pain 
／拓…／・仙／／l川／イ＝′／l・、IV＝＝l／・・…′・Jげ・ヾ  

Verycommon二   Anaemia  

Common：   Leukopenia，tlvombocytopenia，granulocytopenia  

ルねJαあoJf∫椚αJ7d〃7／／r∫血〃d∫OJ■（ねr∫  

Anorexia  

Dehydration，llyPOkalaemia，decreasedappetite   

Confusionalstate，depression，insomnia，anXiety   

Headachc，dizzincss  
Paraesthesia，hypoaesthcsia，tremOr，SOmnOlence，1ethargy   

Blurredvisio11  

Verycommon：  
Co】れmOn：  

ハ．いゾ止′什／t・t／／・＼川・t／′・ヾ  

Common：  

．＼1ソ・いりハ＼l、、＼／．〃J、／ハー≠∴J・．、・  

Verycommon：  
Commo11：  

／こl‥／J＼川・．人・rヾ  

Common：  

／∴甘、仙川巾ソ血J／Jふ・・ハ／げ・ヾ  

Vertigo，tinnitus，hearlngloss   

Tachycardia  

CyallOSis，PalpitatiollS   

Hypellension，hypotension  
Phlebitis，flushing，Pallor  

Co1111110n：  
CαJ′訪〟C詔∫Or（ゐJ・∫  

Vcryco1111110n：  
ComnlOIl：  

粕∫C〟Jαr（方∫Ordピr∫  

Verycommon：  
Commoll：  

月e平∫rd肋γ，′力0′■〟Cわα′7‘ブ′77ビd血・血αJd血）r‘fピ′■∫  

Dyspnoca，taChypnoea，COugh  

Pleurale爪1Sion，eXaCerbateddyspnoea，PrOductivecough，hacmor）tySIS，  
Wheezlng，ePIStaXis，eXertionaldyspnoea，Sinuscongestion，naSal  
COngeStion，Pharyngolaryngealpaln   

VelツCOrnmOn：  

Common：  



Gαゞか0わ1Je∫JJ〃（7／ゐor（ね柑   

Verycommon：  Vomiting，diarrhoea，COnStlPation，abdominalpaln，nauSea  
Common： Upperabdominalpain，dyspePSla，abdominaldistension，lower  

abdominal pain 
／／リーり／り／－／／山′：l・l／／…J・‘山、、ヾ  

Common：  Hepatic pain 
ふわ〃〟J7d∫〟占c〟／〟〃eOZげ〟∫∫！Jビ㌦．－〃r（おJT  

Verycommon：  Hyperhidrosis  
Common：  Rash，Pruritis，Crythema，alopeCia，dryskin  

肋∫C〟わ∫たど／eJ〟／αJ7dco〃〃eC／ルビ／∫∫∫～Je㌦∫Or（ブeJT   

Verycommon：  Myalgia，arthratgia，backpain，Painincxtremity  
Common：  Musclespasms，neCkpain，grOinpain，boncpaln，Shoulderpall一，Chest  

Wallpaln，mUSCuloskeletalsti爪1CSS  
JJ＝Jり／仙J…●山川：l・山川・‘山・．Y  

Common：  Haematuria，dysurla，POllakiuria  
凡㌍J■0〟〟C／ルe甲／ピ川〟〃d占rビ〟∫／血or（わr∫  

Common：   Dysmenorrhoea  
Ge〃ビr〃／〟′∫OJ・（わJ・．9〟〃d仇加了血′∫／用／わ〃∫′／ec（附加雨用   

Verycommon＝   Fcver，ChilIs，fhtigue，hypolhermia，Paln，malaise，aStl－enia，Chcstpain  
Common：   Periphcralocdema，Oedema，muCOSa＝nflammation，infhsionsite  

erythcma，infusionsitereaction，Cathctersitepa叫Chestdiscomlbrt，  
丘clin主星COld  

／J＝・叫押／／りノハ  

Common：   Weight decreased 
・ヾ＝・．1恒′／」川／仙、㌦し・り／／、′・り吊／〃圧．ヾ  

Common：   Post－prOCeduralpa】n   

BJoodandlvmDhaticsvslemdisorders  
AnaemiahasmostcommonlybeenreportedwhenMEPACTisusedincortIunCtionwith  
Chemolherapeuticagents・lnarandomisedcontrollcdtrial，theincidenceofmyeloidmalignancy  
（acuteI一一yeloidleukaemia／myelodysplasticsyndrome）wasthesameinpatienlsreチeiving  

MEPACTp］uschcmotherapyasinpatientsrcceivingonlychcmothcrapy（approxlmatCJy2．5％）．   

Mclabolismandnutritionaldisorders  
＾norexia（21％）wasverycommonlyreportedintrialsofMEPACTinlalestagecancerpalients．   

Ncrvous  

Consistentwitholhergeneralisedsymptoms，themostcommonncrvoussystcmdisordcrswerc  
headache（50％）anddizziness（17％）．   

Earand］abYrinthdisorders  
AJthoughhearinglossmaybeattributabletoototoxicchemothcrapy，1ikecisp］atin，itisunclear  
WhelherMEPACTincort）unCtionwithmulti－agentChemotherapymaylnCreaSellearlngloss・   

Ahigherpcrccntageofoqectiveandsubjectivehearinglosswasobservedovcrallinpatientswho  
receivcdMEP＾CTandchemotherapy（12％and7％，reSpeCtively）inthcphaseITTstudy（See  
Section5・1fbradescriptionofthetrial）comparedtothosepatientsthatreceivedonly  
Chemoll－erapy（7％andl％）・Allpatientsreceivedatotaldoseofcisplatinof480mg／1n2aspartof  
thcirinduction（neoaqjuvanl）and／ormaintcna11Ce（a叫uvant）chcmotherapyregimen、   

CardiacandvascuTardisorders  
Mild－mOderatetachycardia（50％），hypertension（26％）andhypotension（29％）werecommonly  
rcportedinunconlro）1cdtrialsofMEPACT．Oneseriousincidentofsubacutethrombosiswas  
reportcdinearlystudies，butnoseriouscardiaceventswereassociatedwilhMEPACTina7arge  
randomisedcontroJIcdtrial．   

i i 



ResDiratorvdisorders  
Respiratorydisorders，includingdyspnoea（21％），COugh（18％）andtachypnoea（13％）werevery  

COmmOnlyreported，andtwopatientswithpre－eXistlngaSthmadevelopedmildtomoderate  
respiratorydistressassociatedwithMEPACTtreatmentinaphaseIIstudy・   

Gastrointestinal disorders 

GastrointestinaldisorderswerefrequentlyassociatedwithMEPACTadministration，including  

nausea（57％）andvomiting（44％）inabouthalfofpatients，COnStipation（17％），dialThoea（13％）  
andabdominalpaln．   

Skinandsubcutaneousdisorders  

Hyperhidrosis（11％）wasverycommoninpatientsreceivingMEPACTinuncontrolledstudies．   

Musculoskeletalandcormectivetissuedisorders  

LowgradepainwascommoninpatientsreceivingMEPACT，includingmyalgia（31％），backpain  
（15％），eXtremitypain（12％）andartru－algia（10％）．   

Generaldisordersandadministrationsiteconditions  

ThemqjorityofpatientsexperieTCeChills（89％），fbver（85％）andfatigue（53％）・Tl－CSeare  

typicallymildtomodcrate，tranS】entinna血reandgenerallyrespondtopalliativetreatment（e．gリ  

paracetamolfbrfever）・Othergcneralisedsymptomsthatweretypica11ymildtonlOderateandvery  
COmmOnincludcdhypothern1ia（23％），malaisc（13％），Pain（15％），aStllenia（13％）andchestpain  

（11％）・Oedema，Chcstdiscomfbrt，localinfusiol10rCathctersitereactionsand‘feclingcold，were  
less丘equentlyreportedinthesepatients，mOStlywithlatestagemalignantdisease．   

InvestiEations  
IncreaseinbloodureaandbloodcreatininewasassociatedwithMEPACTuseinonepatientwith  
OSteOSarCOma．  

4．9  0verdose   

Nocaseofoverdosehasbcenreported・Themaximumtolerateddoseinpl－aSeIstudieswas4－  

6mg／m2withahighvariabilityofadverscreactions・SignsandsyTlptOmSthatwcreassocialcd  
witllhighcrdosesand／orweredosclimitingwerenotlifヒーthreatcnlng，andincltldcdftver，Chills，  
htigue，nauSea，VO］nltlng，hcadacheandhypo－OrhypertenSiorl．   

Intheeventofanoverdose，itisrecom■nendedthatapproprlateSuPr）Ortivetreatmelltbeinitiilted．  
Supportivemeasuresshouldbebasedo一一institutionalguidelinesandthcclinicalsymptoms  
Observed・Examplesincludcparacetamolforftver，Chi11sandheadacheandanti－emetics（Other  
thansleroids）fbrnauseaandvomiting．  

5．   PHARMACOLOGICALPROPERTTES   

5・1 Pharmi］COdyniImiepropcrties   

Pharmacolherapeuticgroup‥Othercytokinesandimmunomodulators，ATCcode：LO3AX15   

Mechanism ofaction 

Mifhmurtide（muramyltripeptidephosphalidylethanolamine，MTP－Pl三）isafu11ysynthetic  

derivativeofmuramyldipeptide（MDP）・thesmallestnatura11y－？CCurringきmmuncstimulatory  
COmPOnentOfcellwalls丘om坤cobaclerium5P・IthassimilarlmmunOStlmulatoryefftctsas  

naturalMDPwiththeadditionaladvantageofaloIlgerhalf二1ifeinplasma．MEP＾CTisa  
liposomalfbrmulationspecincallydesignedfbrinvivotargetlngtOmaCrOPhagesbyintravenous  
infusion．   



MTP－PEisaspec捕cligandofNOD2，areCCptOrfoundprimari1yonmonocytes，dendriticcells  
andmacrophages．MTP－PEisapotentactivatorofmonocytesandmacrophages．Activationof  
humanmacrophagesbyMEPACTisassociatedwitJIPrOductionofcytokines，incZudingtumour  
nccrosisfactor（TNF－α），interleukin－1（7L－】β），rL－6，IL－8，andlL－12andadhesionmolecules，  
including）ymphocytchlnCtion－aSSOCiatedantigen－1（LFA－1）andintercel】ularadhesionmo】ccule－  
1（lCAM－1）・hlVilro－1reatedhumanmonocyteskilledallogeneicandautologoustumorce11s  
（includingmclanoma，OVarian，COlon，andrenalcarcinoma），buthadnotoxicitytowardsnornla】  
CClls．  

hvivoadministrationofMEPACTrcsu）tedintheinhibitionoftumourgrowthinmouseandrat  
modelsoflungmetastasis，Skinandlivercancer，andfibrosarcoma．Signiflcantenhanccmentof  
discase一什eesurviva】wasaIsodemonstratedjnthetreatmentofdogosteosarcomaand  
hemangIOSarCOmaWithMEPACTasadjuvanttherapy．TheexactmechanismbywhichMEPACT  
activationofmonocytesandmacrophagesJeads10antitumouractivitylnanima）sandhumansis  
llOtyetknown．   

Clinica］safbtvandcfncacv  

T】1eSafttyor‖r）OSOmallnifhmurtidehasbeenassessedinmoretllan700patientswithvarious  
kindsandslagcsofcancerandin21healthyadu】tsu句ects（SeeSCCtion4．8）．   

Ml三P＾CTsignificantlyincreasedtheoveralIsurvivalofpatientswithncwly－diagnosedresectab】e  
high－gradcostcosarcomawhenusedincorリunCtionwithcombinationchemotherapywhen  
COl11Paredtochemotherapyalone，7narandomisedphascTI）studyof678paticnts（agerange什0111  
1．4to30．6years）withnewly－diagnosedrcsectabJchigh－gradeosctosarcoma，thcaddilionof  
a（UllVantMEP＾CTtochemotherapyeitherdoxorubicinc．splatinandmethotrexatewithorwithout  
ifbs†bmide  

rcsultedinarclativereductionintheriskofdcathof28％（P＝0．0313，hazardratio（HR）＝0．72  
【95％confldenceinterva7（Cl）：0．53，0．97］）．   

5．2  Pharmacokincticpropertics   

Anerintravenousadminislrationin21healthyadultsubiectsmifhmurtidewasclearedrapidly  
伽）mPlasma（minutcs），reSu］tinginavery］owp］asmaconcentraIionoftolal（1iposomaland丘ee）  
111ifhmurtide．TherneanAUCwas17．0＋／－4．71hxnMandCrnaxwas15．7十／－3．72nM．ln  

SCparatCStudyin14patients，meanSerumCOnCentration－timecurvesofto†a】andn・eemifhmurtide  
tllatWereaSSeSSedaftertheflrstjnfusionofMEP＾CTanda代eralastin丘ISionllor12weeks  

hlcr，WCrea】mostsuperImpOSableandthemeanAUCvaZuesofllle什eemifhmurtideaflertheflrst  
andJastinhlSionweresirni】ar．ThesedataindicatetllatneithertotaInor丘eemifhmurtide  

accumulatcdduringthctreatmentperiod．   

＾t6hoursaneriniectionofradiolabellcdliposomescontaining6mgl一一ifbmurtide，radioaclivity  
WaSfbundinliver，SPIcen，naSOPharynx，1hyroid，and，tOalesserextent，inlung・Theljposomes  
WerCPhagocytoscdbyccllsofthereticuloendolhclialsystern．ln20f4patientswilhlung  
mctastascs，radioaclivitywasassociatedwithlungmetastascs．Meanhalfllifbofradiolabe）1cd  
matcriaIwasbiphasicwitllanαphaseofabout15minutcsandaterminalhalfJlifbof  
approximately18hours．   

5・3  Preぐ1inicalsa化けdata   

Inscnsitivespecics（rabbitanddog）thehighestdailydoscofIiposomalmifamtJrtidethatdidnot  
CauSCadverscerftcIswasO・1mgn（g，COrreヲPOndingtol・2and2mg／m2，reSPeCtively・The  
no－adverse－effbct】cvelfbrMEPACTinanlmalscorrespondsroughlytothe2mg／m2recommcnd  
dosefbrhumans．   

Datafromasixmonthdogstudyofdailyintravenousiniectionsof11PtOO．5mgn（g（10mg／m2）  
MEPACTprovidean8－tO19－fbldcumulativeexposuresafttyrnarginfbrovcrttoxicityfbrthc  

intendedclinicaldoseinhumans．Mqjortoxicefftctsassociatedwiththesehighdailyand  
CumulativedosesofMEPACTweremainlyexaggeratedpharmaCOloglCalefftcts：PyreXia，SlgnSOf  
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PrOnOunCedinflammatoryresponsemarlifbstedassynovitis，bronchopneumonia，pericarditisand  
innammatorynecrosisoftheliverandbonemarrow．ThefbllowlngeVentSWerealsoobserved：  
haemorrhageandprolongationofcoagulationtimes，infarcts，mOrPhologicalchangesinthewa1lof  
Smallarteries，OedemaandcongestionofthecentralnervOuSSyStem，minorcardiacefftcts，and  
Slighthyponatraemia．MEPACTwasnotmutagenicanddidnotcauseteratogeniceffbctsinrats  
andrabbits．Embryotoxiceffectswereobservedonlyatmaternaltoxiclevels．   

Therewerenoresultsfromgeneraltoxicitystudiesthatsuggestedharmfu1efftctsonmaleor  
femalereproductiveorgans．Spec漬cstudiesaddresslngreprOductivefunction，Perinataltoxicity  
andcarcinogenicpotentialhavenotbeenperfbrmed・  

6．   PHARMACEUTICALPARTICULARS   

6．1 Listorexcipients   

l－Palmitoyト2－01eoyl－Sn－glycero－3－phosphocholine（POPC）  

l，2－Dioleoyトsn－glycero－3－PhosphoLLserinemonosodiumsalt（00PS）   

6．2 Incomp；ltibilities   

Thismedicinalproductmustnotbemixedwilhothermedicinalproductsexceptthoscmentioned  
insection6．6．  

6．3   ShelrIiIも   

l加、ll州eJJi．山車－＝、l】＝‥  

2years   

帥．■  
ChemicalandphysICalstabilityhasbecndcl一一OnSlratedlbr6l－OurSuPtO250C・   

Fromamicrobio］oglCZllpolntOfview，immedialeuseisrecommendcd．Ifnotusedimmcdiately，  
thereconstituted，filteredanddilutedsolutionin－uSeStOrageti】11eSandconditionspI◆）OrtOuSeOf  
thereconstitLltedproductaretllereSPOnSibilityoftllCuSCrandmustnotbelongcrthan6hoursat  
25OC．Donotstoreinarefrigeratorandしl（）nOt魚■eeZethesolution・   

6．4  Spceialprec；Iutionsforstor…］ge   

Storeinarefrigerator（20CL80C）．Donotn．eezc・  
Keepthevialintheoutercartoninorder10PrOteCt什omlight・   

Forstorageconditionsofthereconstitutedmcdicinalproduct，SeeSeCtion6・3・   

6．5 N；ltureilndcontentsofcontiliner   

50mltypeIglassvialwithagreybutylrubberstopper，aluminiumsealandplasticnip－Offcap，  
COntaining4mgofmifamurtide・   

Eachcartoncontainsonevialandoneslngle－uSe，nOn－PyrOgenic，1atex一打eesterileFilterfor  

MEPACTsuppliedinaPVCqgradeblister・   

6・6  SpecialprecnutionsfordisposalandotherhfIndling   

MEPACTmustbereconstituted，nlteredusingthefilterprovidedandfurtherdiluteduslngaSePtlC  
technique・   



Eachvialshouldbereconstitutedwith50mlofsodiumchloride9mg／ml（0．9％）solutionfor  
lltIeCtion・Anerreconstitution，eaChmlsuspensioninthevialcontainsO・08mgmif加一tJrtide・The  
VOlumeofreconstitutcdsuspenSioncorrespondingtotheca】cu）ateddoseisextracledlllrOughthe  
filterprovidedandhlrtherdilutedwithadditiona150mlsodiumchloride9mg／ml（0．9％）solution  
forinjeclionaccordingtothedelailedinstruCtionsshownbelow．   

tIlヽ叫し巫111トtl汀Pr叩；ll●こIti川lい】、Mlミ！，へ（いt、＿いrhlm＼・町輿Il事．＿i！！地   

肋／e′イαねpJ・OV∫虎d′′7紺C／りフαCねgピー  

● MEPACTpowdcrforsuspensionfbrinfusion（vial）  

● Fi］terfbrMEPACT   

lム〟げ／り／・、・ハ叩′／ハ㌧／／り／／′両ノり川／l信／－  

● Sodiumchloride9mg／ml（0・9％）solutionfbrirtjectioIl，EP／USPlOOmlbag  

● Oneslnglcuse600rlOOmlsterilesyrlngewithJuerlock  
● Twolllediunl（18）gaugcsterile呵ectioIlneedIcs   

ltisrccommcndedlhattl－CrCCOnStitutionoftheliposomalsuspcnsionshouldbeperfbrnledina  
laminarflowcabinctutilisingstcrileglovesusJngaSCPtlCteChn）que・   

Thelyophiliscdpowdershouldbeallowcdtoreachatempcraturebetweenapproximalcly200C－  
250Cprior10J．eCOnStilution，n11eringuslngthefiltcrprovidcdanddilution．T）1isshouldtakc  
approximalcly30minutcs．   

1・Thcc叩Ofthevialshot－1dberemovcdandthesloppercleanedusiIlganalcohoIpad．  
2・Thellltershouldberemovedn・Omtheblisterpack，aI－dtl－eCaPremOVedn・Omthcllllerspike・   
ThespikcshouldthcnbcinsertedintothcvialscptuITlnrmlyuntilseatcd．Thell）tcrlucr   
COnneCtOI’CaPShouldnotberelllOVedatthistime．  

3・TllClOOn11sodiumchloride9mg／m］（0・9％）solutionfbrirtiectionbag，needleandsyringe   
ShouldbcLlnPaCkcd（notprovidedintllCPaCk）．  

4・TlleSiteofllleSOdiumchloride9mg／mt（0．9％）solutionfor呵cctionbagwhcrethcnecdleis   
golng10beinsertedshouldbeswabbedwitha11alcohoIpad．  
5・UsinglllCnCed】eandsyringe，50mIorsodiumchloride9mg／ml（0・9％）so］utionfbriztjection   
ShouZdbewithdrawnfromthebag．  
6・Anerrcmovlngtl－CneCdle什omthcsyrlnge，lhesyrlngeShouldbeattachedtotl－efilterby   
OpeningthcfiJterluercoruleCtOrCaP（Figurel）．  

Figure 1 
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7・Thesodiumchloride9mg／ml（0・9％）solutionfor両ectionisaddedtothevialbyslow，firm   

depressionofthesyrlngePlunger・ThefilterandsyrlngemuStnOtberemovedfromthe  
Vialェ  

8・Thevialshouldbeallowedtostandundisturbedforoneminutetoensurethoroughhydration   
Ofthedrysubstance．  

9・ThevialshouldthenbeshakenvlgOrOuSlyfbroneminutewhilekeeplngthefilterand   
Syringeattached・Duringthistimetheliposomesarefbrmedspontaneously（Figure2）．  

Figure2   

10・Thedesireddosemaybewithdrawn丘olnthevialbyinvertlngthevialandslowlypulling   
backontlleSyringeplunger（Figure3）・EachmlrcconstitutedsuspensioncontainsO．08mg   

mifamurtide・Thevolumeofsuspensiontobewithdrawnfordosequantitiesiscalculatedas  
bllows二  

Volumetowithdraw＝［12・5xcalculateddose（mg）］ml  

Forconvenience，thefollowlngtableofconcordanceisprovided‥  

Dose   Volume   

1・Omg   12．5ml   

2・Omg   25ml   

3・Omg   37．5ml   

4・0111g   50ml  



Figure3   

11．ThesyrlngeShouldthenberemovedfiomthefilterandanewneedleplacedoI－thc   
suspcnsion－filledsyrlnge．Thebagi）tiectionsitesl－Ouldbewipedwitha－1alcohoIpadandthe   
suspensioninthesyrlngeShouldbeirjectedintotheorlglnalbagcontainlngtheremainlng   
50mlofsodiumchloride9mg／lnL（0．9％）solutionfbr叫ection（Figure4）・  

Figure4   

12・Thcbagshouldbegcntlyswirlcdtomixthesolution・  
13．PaticIltideTltification，1日1Canddateshouldbeaddedtothelabelonthebagco［ltaln］nglhe   
rcconstituted，貞1teredanddiluled】iposomalsuspensioIl・  
14・ChcmicalandphysICalin－uSeStabi】ityhasbccndemonstratedfor6hoursatroomlemperattlre   
（bctwcenapproxiI－1alcly200CL250C）・  
15．Fron－amicrobiologICalpolntOfview，lheproductshouldbeusedimmediatcly・1rnotused   
i1111一一ediately，1n－uSeStOragetimesandconditionspl・10rtOuSearetheresponsibililyortheuser   
andwou】dnormalIynotbelongcrthan6110urSa＝◆001111emperature・  
16・Theliposomalsuspensio）lisinfusedintravenouslyovcraboLltOnehot－r・   

川、丁叫、J／  

No special requirements. 

7．   M＾RKETINGAUTl1011ISATIONI－JOLDl王1i   

IDMPllaI・ma，S．A．  

47 rue de Chaillot 
75116Paris  
Frarlce 
Tel：＋33467558462  

Fax：＋33174900017  

8．   MARKETINGAUTTTORISATIONNUMl主ER（S）  

9．   DATEOFFIRSTAUTHORTSATION／RENEWALOFTHEAUTHORISATION  

10． D＾TEOFREVISIONOFTHETEXT  

Detai1edinfbrmationonthisproductisavailabIeon11－eWebsiteoftheEuropeanMedicines  
Agency（EMEA）  
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ANNEXII  

MANUFACTURING AUTHORISATION HOLDER 

RESPONSIBLE FOR BATCH RELEASE 

CONDITIONSOFTHEMARKETINGAUTHORISATlON  

A．  

B．  
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A． MANUFACTURINGAUTIIORISATIONHOLDERRESPONSIBLEFORBATCH  
RELEASE  

Nameandaddressorthemanu坤e   
IDMPharma，S．A．  

47ruedeChai1lot  
75116Paris  
Francc  

ll． CONI）ITIONSOFTlIEMARKETINGAUTIlO7uSAT10N  

● CONT）IT］ONSORRESTRICTIONSREGARl）INGSUPPLY＾NI）USE］M，POSJミDON  

TIIJミMARKETINGAUTr［ORTSAT10NHOLJ）ER   

Mcdicina］productsu句ecttorestrictedmcdicalprescription（SeeAnnexI：SummalツOfPl・OdtlCt  
Characteristics，SCCtion4．2）．   

● CONDITIONSORRESTRICTIONSWITlIREGARDTOT］TESAFEANl）  
EFFECT）VEUSEOFTHEMEl）TCINALPRODUCT   

Notapplicable・   

OTIIER CONDlTlONSNSS 

ノ功〟r椚αCOV′g′仏〃Ceり居Jβ…  

TheM＾HmtlStenSurCtllatthesystemofpharmacovigi】ance，aSdescribedinversionPOL／501vI  
PreSCI－tCdinModulel・8・1・OftheMarketing＾ull－OrisationApplicalioIl，isinplaccandlllnCtionlng  
belbreandwhilstthcprodtlCtisonthemarkel．   

ガムTたル払／7〟gピ〝7e〃JP／αJ7  

TheMAHcommitstopcrformlngthesludiesandadditionalpharmacovigilance；lCtivilicsdetailedin  
thePharmacovigi］anccPlan，aSagrCCdinversionPOL／500vlofthcRjskManagcmcntPlan（RMP）  
PreSCntCdinModulel・8・2・OftheMarkcting＾uthorisation＾pplicationandanysubsc（1L］entupdalesof  
theRMPagreedbytheCHMP．   

AspertheCHMPGuidelineonRiskManagementSystemsforl11edicinalpr（）ducts銃）Ⅰ・hl‖nanuSe，the  
updatedRMPshouldbesubmittedatthesametimeasthenextPcriodicSafbtyUr｝daleRepo■1  

（PSUR）．   

Inaddition，anuPdatedRMPshouldbesubmitted   
●WhcnnewinfonnationisreceivedthatmayimpactonthecurrentSafbtySpccification，  
PharmacovigiJancePlaTlOrriskminimisationactivities   
●Within60daysofanimportant（PhanllaCOVigilanceorriskminimisation）milestoncbeing  

reached   
・AttherequestoftheEMEA  

14  

一 君   



ANNEXIII  

LABELLINGANDPACKAGELEAFLET  
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A．LABELLING  
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PARTICULARSTOAPPEARONTHEOUTERPACKAGING  

OUTER PACKAGING 

l．   NAMEOFTHEMEDICINALPRODUCT  

MEPACT4mgpowderfbrsuspensionforinfusion  
Mifamurtide  

2．   STATEMENTOFACTIVESUBSTANCE（S）  

Eachvialcontains4mgofmifamurtide・Afterreconstitution，eaChmlofreconstitutedsuspensionin  
thevialcontainsO．08mgofmifhmurtide，  

3．   LISTOFEXCIPIENTS  

Excipients：Palmitoyl－2－01eoyl－Sn－glycero－3－Phosphocholine（POPC），  
l，2－Dioleoyl－Sn－glycero－3，Phospho－しserinemonosodiumsalt（00PS）  

4．  PHARMACEUTICALFORMAND CONTENTS  

PowderfbrsuspenSionfbrinfusion  
Packoflvialofpowdercontaining4mgmifamurtide，1sterileFilterfbrMEPACT  

5．   METHODANDROUTE（S）OFADMINISTRATION  

Readthepackageleanetbeforeuse  
Forintravenousinfusionafterreconstitution，filterlnguSlngthcnlterprovidedandfurtherdilution．  

6．   SPECIALWARNINGTIIATTHEMEDICINALPRODUCTMUSTBESTORED  

OUTOFTHEREACHANDSIGHTOFCHILDREN  

Keepoutofthereachandsightofchildren・  

7．   OTHERSPECIALWARNING（S），IFNECESSARY  

8．  EXPIRYDATE  

9．   SPECIALSTORAGECONI）ITIONS  

Storeinarefrigerator．Donotfreeze．  
Keepthevialintheoutercarto］linordertoprotect什omlight．  
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10： SPECIALPRECAUTIONSFORDISPOSALOFUNUSEDMEDICINAL  
PRODt）CTSORWASTEMATERIALSDERIVEDFROMSUCHMEDICINAL  
PRODUCTS，IFAPPROPRIATE  

1l． NAMEANI）AI）l）RESSOFTHEMARKETINGAUTl10RISAT10NHOLDER  

IDMPharlna，S．A．  

47ruedeChaillot  
751】6Paris  

France  

MARKETINGAUTlIORISATIONNUMl壬ER（S）  

13． 13ATCHNUMBER  

14． GENERALCLASSIFTCATIONFORSUl〉PLY  

Mcdicinalproductsu叫ecttonlCdicalprescrlPtio11．  

15． INSTRUCTIONSONUSt己  

16． 1NIrORMATIONINI‡RAILLE  

JustificationfornotincludingBrai）1eaccepted  

18  
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PARTICULARSTOAPPEARONTHEIMMEDIATEPACKAGING  

VIAL LABEL 

1．   NAMEOFTHEMEI）ICINALPRODUCT  

MEPACT4mgpowderfbrsuspenSionfbrinfusion  
Mifamurtide  

2．   STATEMENTOFACTIVESUBSTANCE（S）  

EachvialcoI－tains4mgofmifh］nurtide・Afterreconstitution，eaChmlofreconstitutedsuspensionin  
thevialcontainsO・08mgofmifamurtide．  

3．   LISTOFEXCIPIENTS  

Excipients＝Palmitoyl－2－Oleoyトsn－glycero－3－Phosphocholine（POPC），  

1，2－Dioleoyl－Sn－glycero－3－phospho－L－Serinemonosodiumsalt（00PS）  

4．   PHARMACEUTICALFORMANI）CONTENTS  

PowdeJ－fbrsuspensionfbrinfusion  
4mgmifamurtide  

5．   METHODANDROUTE（S）OFADMINISTRATlON  

Readthcpackagcleafletbeforeuse  
Forintravenousinfusionafterreconstitution，nlterlngus1ngthenlterprovidedandfurtherdilution．  

6．   SPECIALWARNINGTHATTIIEMEDICINALPRODUCTMUSTBESTOllED  

OUTOFTHEREACIIANI）SIGHTOFCHILDRl∑N  

Keepoutofthereachandsightofchildren・  

7．   OTI柑RSPECIALWAliNING（S），IFNECESSARY  

8．   EXPIRY DATE 

9．   SPECIALSTORAGECONDITIONS  

Storeinarefrigerator．Donotfreeze・  

Keepthevialintheoutercartoninordertoprotectfナomlight・  
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10． SPl；CIALPRECAUTIONSFORDISPOSALOFUNUSEDMEDICINAL  

PRODUCTSORWASTEMATERIALSI）ERIVEDFROMSUCHMEDICINAL  
PRODtJCTS，IFAPPl10PRIATE  

1）． NAME＾NDADI）RESSOFTHEMARKETINGAUTHORISATIONHOLDER  

lDMPharlTla，S．A．  

47ruCdcCllai170t  
75116Paris  
rrance  

12・ MAlミKETINGAUTHORTSATIONNUMBER（S）  

13．  BATCl1NUMl主ER  

14．  GTtNERALCLASSTFICAT10NFORSUPPLY  

Mcdicinalproductsu叫ccttomedicalprescr）PtlOn．  

15． 1NSllRUCTIONSONtJSl己  

16． 1NFORMATIONINBRAILLE  

JustificationlbrnotincludingBrai）leaccepted  
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MINIMUMLPARTICULARSTOAPPEARONBLISTERSORSTRIPS  

BLISTER－FILTERFORMEPACT  

1． NAMEOFTHEMEDICINALPRODUCT  

FilterfbrMEPACT  

2． NAMEOFTHEMARKETINGAUTHORISATIONHOLDER  

IDMPharma，S．A．  

3． EXPIRYDATR  

4． BATCHNUMI主ER  

5． OTHER  

Storeat20Cp400C  

Readthepackageleanetbefbreuse  
Single－uSe／non－PyrOgenic／1atex－free  

ManufacturedbyARIESs．r．1．  
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PACKAGELEAFLET：INFORMATIONFORTHEUSER  

MEPACT4mgpowderfbrsuspensionfbrinfusion  
Mifamurtide   

ReadaIIofthisleafletcarefullybeforeyoustartusingthismedicine．  
－ Keepthisleaflet．Youmayneedtoreaditagaln．  

－ Ifyouhaveanyfu11herquestions，aSkyourdoctor．  

－Ifanyofthesideefftctsgetsserious，Orifyounoticeanysidee脆ctsnotlistedinthisleaflet，  

Pleasetellyourdoctor．   

Inthisleaflet：  
1．   WhatMEPACTisandwhatitisusedfbr  
2． BefbreyouuseMEPACT  
3．  HowtouseMEPACT  
4．   Possiblesideefftcts  
5．  HowtostoreMEPACT  
6．   Further information 

1． WHATMEPACTISANDWⅢATITISUSEDFOR   

MEPACTcontainstheactivesubstancemifamurtide，Simi1artoacomponentofthecellwallof  
Certainbacteria・Itstimulatesyourimmunesystemtohelpyourbodyki11tumource11s．   

MEPACTisusedtotreatosteosarcoma（bonecancer）inchildren，adolescentsandyoungadults．It  
isuseda鮎ryouhavehadsurgerytoremovethetumourandtogctherwithchemotherapytokill  
remainlngCanCerCellstoreducetheriskofcancercomlngback．  

2．   BEFOREYOUUSEMEPACT  

DonotuseMEPACT  

－ifyouareallergic（hypersensitive）tomifamurtideoranyoftlleOtheringredientsofMEPACT．  
－ifyouaretakingmedicinescontainingciclosporinortacrolimusorhighdosesofNSAlDs（See   
“Usingothermedicines”below）．   

Takespccinlcarell′ilhMEPACT  

YoushouldtellyourdoctorbefbreusingMEPACTifanyofthefbllowlngaPPlicstoyouニ  
ーifyouhaveorl一；lVehadproblemswithyourheartorbloodvessels，1ikebloodclots  

（thrombosis），bleeding（haemorrhage）orinflammationoftheveins（vasculitis）．Youshouldbe  

morecloselymonitoredwhilereceivingMEPACTtreatment・Ifyouhavelong－lastingor  

WOrSCn＝一gSymPtOlnS，yOuShouldcontactyourdoctoI・，aSMEPACTadministrationmayncedtobe  

delayed or discontinued. 
－ifyouhaveahistoryofasthmaorotherbreathingdisorders・BeforeusingMEPACT，yOu  

Shoulddiscusswithyourdoctorwhetheryoushouldtakemedicinefbryoul・aSthlnaWhenuslng  

MEPACT．  

－ifyouhaveahistoryofinnammatoryorautoimmunediseaseorhavebeentreatedwith  
COrticosteroidsorothermedicinesthatmayafftctyourimmunesystem．   

Usingothermedicines  
Pleasetellyourdoctorifyouaretakingorhaverecel－tlytakenanyothermedicincs，including  
medicinesthatmaybeobtainedwithoulaprescrlPt．On・ItisespeCiallylmPOrtanttOte11yourdoctor  
ifyouaretakingmedicinescontalnlnganyOfthefbllowlngaCtivesubstances：   

－ Ciclosporin，taCrOlimus，uSeda丘eratransplanttopreventrqectionoftransplantedorgans，Or  
Otherimmunosuppressantsusede・g・tOtreatPSOriasis（askindisease）．  
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－ nOn－SterOidal－anti－inflammatorydrugs（NSATDs），SuChasacctylsalicylicacid，ibuproftn，Or  
diclofbnac，uSedfbrtreatmentofheadaches，fbverorpain．YoumustnotuseMEPACTwithhigh  
dosesofNS＾IDs．  

－ COrticosterojds，uSedtotreatinflammations，al］ergleSOraSthma．YoumustnotuseMEPACT  
withregularuseofcoIlicosteroids．   

Itisrccomme）1dedtoseparatethet血esofadministrationofMEPACTa】1ddoxoI・ubicinorother  
lllCdicinesifusedinthe′samechemolherapytrealmcntrcglmen．   

Prcgnancyilndbrcasトfbcding  

MEP＾CTllaSnOtbeentcstedinpregnantwo）nen．Therefbre，MEPACTshouldnotbeusedduring  

pregnancy andin wo111en nOt uSlng effbctive conlracept10Il．You should use erfectivc  
COntraCCPtlOnifyouarebeingtreatedwithMEPACT．1tisimportanttoIcllyourdoctorifyoua］・e  
l）rCgnant，thinkyoumaybepregnant，OrarePlannlnglogetpregnant．   

Tlisnotknow11WhetherMEP＾CTpassestohuTT］anmilk．Ifyouarebreast－fteding，yOuSl10uld  
discusswithyourdoctor．   

I）riving；lndusingmacllines  

SolneVCryCOmmOnandcommonsideeffbctsorMEPACTlreatlTlent（SuCha5dizzincss，Vertigo，  
fhtiguealldblurredvision）mayafTectyotlrilbiljtytodrivcandusemachincs．  

3．   HOWTOUSEMI壬PACT  

Dos（！ands（：hedule  

TlleSafヒtyandefricacyofMEP＾CTllaVebeenestablisJlediIIPatjentsaged2to30ycars．Thc  
doseofMEPACTis2mgmiねmurtide／m2bodysurrhccarca，1twillbcgivcntoyoutwiceawcek  
（atleastthreedaysapart）fbrlhefirst12weeks，thenonceaweekfbr24moreweeks．   

ThescheduIeofyourMEPACTtreatmenlscanbeaqjustedtofitwilhyourclleIllOthcrapy  
SChedule．ItisnotnecessarytointerruptyourscheduleofMEPACTifyourchemotllemPylS  
de］ayed；yOuShoLlldcompIcte36weeks（9months）oftrcat111e11twitllM）三PACTwilhouta11  
interruption．   

ⅢowMRPACTisglVen  
The什ccze－driedpowderhastobereconstitutedintoaliquidsuspension，nlleredusi】1gthcnller  
PrOVidcdandfurtherdilutedbelbrcuse・MEPACTislhcllil頂ISCddircctlyintoyoul・VCin  
（intravenous）ovraboutonehour・ThisisdonebyyoLrrdoctororanurse，Whowil］a】somonitor  
youduringthatt川1e．Youdonotnccdtobehosp）1aliscdtorccciveMl三P＾CT．1tcanalsobc  
administcrcd as an oulpalient. 

IfyouuscmorcMEPACTlhfmyOuShou］d  
YounlayeXPCriencemorescvercsideeffbcts，illCludingLbvcr，Chil］s，fhtiguc，nauSCa，VOl111tlng，  
headacheandhypo－Orhype11cnsion．Intheeventofsuchanoverdose，COntaCtyOurdoctoror  
nearesthospltal・   

Ifyouhaveanyotherquestionsolltheuseofthismedicine，aSkyourdoctor．  

4．   POSSIBLESIDlモRFFECTS   

Likeal1111edicines，MEPACTcancausesidecffbcts，althoLlghnoteverybodygetsthem．  

Themqjorityofpaticntsexperiencechills，ftverandfhtigue．Thesearetypica11ymildtomoderate  

andtransientandcanusua】1ybctreatedbyyourdoctor，e．g．，withparacetamolforfbver．   

ContactyourdoctorimmediiItely：  
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－ifyouhavecontinuingftverorchillsmorethan8hoursafteryourdoseofMEPACT，because  

thismaybeaslgnOfaninftctionor  
－ifyouexperiencerashorhaveanyproblemsbreathing（Wheezing）．   

Sideefftctsmayoccurwithcertainfrequencies，Whicharede貞nedasfbllows：  
■ veryCOmmOn：afftctsmorethanluserinlO  

・・ COmmOn：affbctsltolOusersin100  
・ unCOmmOn：afftctsltolOusersinl，000  

・ rare：affbctsltolOusersinlO，000  
，veryrare：affectslessthanluserin10，000  

－ notknown：丘equencycannotbeestima‡edftomtheavailabledata，   

Veryco坦！！坦旦jideef托cts：  

一 fbver，Shaking／shivering，Weaknessltiredness？rgeneraldiscomfort  

－ nauSeaand／orvomltlng，diarrhoeaorconstlPatlOn  
r headacheordizziness  

－ rapidbeatingoftheheart  
－ highbloodpressureorlowbloodpressure  
－ nOaPpetiteforfbod  
－ SWeatlng  
－ pam，includinggeneralpaln，palnin your muscles and／orjOints and pamin back，Chest，   

abdomen，乙IrmOrleg  
－ COugh，trOul〕1ebreathingorrapidbreathing  
－】owbodytemperature  
－ lownumberofredbloodce11s  

CommollSideefftcts：  

－ bluecoIouroftissucssuchastheskinorgumscauscdbytoolittleoxygcn  
－ PerCePtiblcincreascinfrequencyorfbrceofheartbeat  
－ SWellinglnarmSOrlegsorotherswelling  
－ Chestdiscomfbrt  

－ uPSじtStOmaCh，dccreascdappctiteorwelgh1loss  
－ ulJeCtionsiteorcathctersitercd］leSS，SWClling，inftctionorothcrlocalrcaction  
－ raShorredness，innammationoftheskin，itching，dryskin，PaleortrzlnSientredappearance  
－innammationofskin，tendons，muSClesorsimilartissuesthatsupportbodystruCture  
－ inflammatio110favein  
－ uPPerabdominalorchestwallpaln；abdominalbloatlngOrPaln  
Otherpaln，includingneck，Shoulderorthroatpa－n  
rnusclespasmsorstimleSS  
feeling cold 
tiredfteling，drowsinessorsleeplneSS  
burning，Pricking／tinglingsensalionordiminishedsensitivitytosensation  
（involuntaryshakingmovement  
dehydration  
mucosal inilamlnation 
nose，throat，OrSinuscongestionorinflammation  
infectionsoftheupperreSpiratorytract（SuChasacold）ortheurinarytract（SuChasabladder  

infbctio11）  
generaliscdinftction  
肋77）eSSi7）7Plex（virus）infection  

productivecough，WheezlngOreXertionalorexacerbatedshortnessofbreath  
SPlttlngOfbloodornosebleed  
fluidinthelungcavlty  
bloodinurine，difficultyorpalninurinationorfrequenturination  
difficultysleeplng，depression，anXietyorconfusion  

dizziness  

earSrlnglng  
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一 blurredvision  

－ 11airloss  

－ difncu】t，Painfu1menstruation  
－ hearingloss   

Ifanyofthesideeffbctsgetsserious，OZ・ifyounoticeaIlySideeffectsnotlistedinthjsleaflcl，  

pleasetellyourdoctor．  

5．   HOWTO STORTこMEPACT   

KcepoLltOfthercacl＝lndsightofchildren．  
DonotuseMEPACTancrtheexpirydatewl－ichisstatedontheviallabelaIldthecarlon．   

辿坦PCIledvial  

Storcinare什igcrator（20C－80C）．Donot什cczc．  
Kecpthcvialinoutcrcarto11inordcrtoprotcct什omlight．   

蜘一Stitutedsuspcnsion  
O一一CCrCPOnStitutedinsodil”nChloridc9mg／ml（0・9％）solution，StOreatrOOmtemPCrature  

（approx］mately200C－250C）anduscwithin6hours．  

6．   FURTlIERTNFORMATION  

Wh王ItMEPACTcontains  
－ Theactivesubstanceismifhmurtide・Eachvialcontains4mgofmifu11amjde．Allcr   
reconstitutjonwith50mlsodiuInCh］oride9mg／ml（0，9％）soILltionfbri句ection，CaChmlof   
SuSpenSioncontainsO．08mgofmifhlTlurtide．  

－ TheotheriI－gredientsarel－Palmitoyト2－01coyl－Sn－glycero－3－phosphocllOⅢ1C（POPC）and   

l，2－Dioleoyt－Sn－glycero－3－PllOSpho－L－Serincmonosodiumsalt（00PS）．   

WhatMEPACT］00ks］ikcandcontcntsofthcpack  
MEPACTisawhitetoofflwl－itehomogeneous丘eezc－driedpowderforsuspcnsionR）rinfusion．   

MEPACTissuppliedinacartonthatconlains  
・Onc50mlvialwithagreybutylstopper，alu［一一iniumsealandplasticllip－OfTcar）．  

● OncstcrileFilterfbrMEPACTsuppliedinablisler．   

MaT・kctingAuthorisation1loldcrandManurhcturcr   

TDMPhar111a，S．A．  
47ruCdeChai1lot  

75116Paris  

FraIICC  

Tel：＋334（；7558462  

Fax：＋33174900017   

DetailedinforrnationonthismedicineisavailableontheEuropeanMedicinesAgency（EMEA）  
website：ht  

Thisleanetwasl；1StapprOVedin  
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Thefb1lowlnginfbrmationisintendedformedicalorhealthcareprofessionalsonly：   

InstruCtionsfbrpreロarationofMEPACTfbrintravenousinfusion   

りし爪′山／、／り川ゾ諒t／′′ト・ミ′、ノり、・′・‘・∫．；・l・－  

・1vialofMEPACT（mifamurtide）  
1 Filter for MEPACTCT 

．り、砧ソ高／、・′・り′′高・・／／リ・／′い／／ソ・り、、∫ム・・／－  

● Sodiumchloride9mg／ml（0・9％）solutionforirtiection，EP／USPlOOmlbag  
・ Oneslngleuse600rlOOmlsterilesyr）ngewithluer70Ck  

・ Twomedium（18）gaugesterileirtiectionneedles   

Itisrecommendedthatthereconstitutionoftheliposomalsuspensionshouldbeperfbrmedina  
laminarflowcabinetutilisingsterileglovesusIngaSePtlCteChnique．   

Thelyophilisedpowdershouldbeallowedtoreachatemperaturebetweenapproximately200C－  
250Cpriortoreconstitution，ⅢterlnguSlngthenlterprovidedanddilution．Thisshouldtake  
approximately30minutes・   

1・ThecapofthevialshouldberemovedandthestoppercleanedusinganalcohoIpad．  
2．TheⅢtershouldberemovedfromtheblisterpack，andthecapremoved丘omthefilterspike．   

Thespikeshouldthenbeinsertedintothevialscptumflrmiyuntilseated．Thefilterluer   
COnneCtOrCapShouldnotberemovedatthistime．  
3・ThelOOmlsodiumchloride9mg／ml（0・9％）soltllionfbrirtiectionbag，needleandsyringe   

Shouldbeunpacked（notprovidedinthepack）．  
4．Thesiteofthesodiumchloride9mg／ml（0・9％）solutionfbriniectionbagwherethcneedleis   

golngtOもeinsertedshouldbeswabbedwithanalcohoIpad．  

5・Usingtheneedleandsyringe，50mlofsodiumchloride9mg／ml（0・9％）solutionforirtjection   
Shouldbewithdrawnfromthebag．  
6・Afterremovlngtheneedlefromthesyrlnge，thcsyrlngeShouldbeattachedtothefilterby   
OPeningthenlterluerconnectorcap（Figurel）．  

Figure1   

7．Thesodiumchloride9mg／ml（0．9％）solutionforirtiectionisaddedtothevialbyslow，firm   

depressionofthesyrlngePlunger・ThefilterandsyrlngemuStnOtberemovedfromthe  
Vial．  

8．Thevialshouldbea1lowedtostandundisturbedfbroneminutetoensurethoroughhydration   

Ofthedrysubstance．  
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9・ThevialshouIdthenbeshakerlVlgOrOuSIyforoneminutewhiIckeepingthefiltcrand   
Syrjngeattachcd・Duringthistimetheliposomesareformedspontaneously（Figure2）．  

Figure2   

10・ThedesiJ’Cddosemaybewjthdrawnn’OmllleViatbyinvertinglhcviaIandsIow］yr）ulli11g   
backonlhesyringeplunger（Figure3），EachmlreconstitutedsuspensioncontainsO．08mg   
mif加一urtide・Thevolumeol、suspcnsiontobewitlldrawIlfbrdoscquaI11iliesisc；l］culこItCdこIS  
fbllows：  

Volumetowithdraw＝［12．5xcalculateddose（mg）］ml  

Forconvenience，thefbJ）owmgtab】eofconcordanceisprovided：  

Dose   Volul11e   

1・O111g   12．5Inl   

2・0111g   25ml   

3・0Ⅰ¶g   37．5Ⅰ¶1   

4・Omg   501Ⅵ1   

Figure 3 
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11・ThesyrlngeShouldthenberemovedfromthefilterandanewneedleplacedonthe   

suspension－filledsyrlnge・ThebagiqiectionsiteshouldbewipedwithanalcohoIpadandthe   
SuSpenSioninthesyrlngeShouldbeiI力ectedintotheorlglnalbagcontalnlngtheremalnlng   
50mlofsodiumchloride9mg／ml（0．9％）solutionfbriniection（Figure4）・  

Figure4  

12．Thebagshouldbegentlyswirledtomixthesolution・  
13．Patientidentincation，timeanddateshouldbe；lddedtothelabelonthebagcontainlngthe   

reconstituted，mteredanddilutedliposomalsuspenSion・  
14・Chemicalandphysicalin，uSeStabilityhasbeendemonstratedfor6hoursatroomternPerature   
（betweenapproximately200C－25OC）・  
15．FromamicrobiologlCalpolntOfview，theproductshouldbeusedilnmediately・Ifnotused   
immediately，inTuSeStOragetimesandconditionspriortousearetheresponsibilityoftheuser   
andwouldnorma11ynotbelongerthan6hoursatroomtemperこIture・   

／恒、…・′ノ  

No special requirements. 
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