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ANNEXI  

SUMMARYOFPRODUCTCHARACTERISTICS   



1． NAMEOFTHEMEDICINAl．PRODUCT  

FABLYN500microgramfilm－COatedtablets■  

2． QUALIWIVEANDQUAmITATIVECOMPOSITION   

Eachfilm－COatedtabletcQntainslasofoxifenetartrate．equivalentto500microgramslasofoxifene・   

Excipient：Eachfilm－COatedtabletcontains71・34mglactose・   

Forafu111istofexcipients，SeeSeCtion6・1・  

3．  PHARMACEUTICALFORM  

Film－COatedtablet．   

Triangular，PeaCh－COloured，film－COatedtabletsdebossedwith〃Pfizer〃ononesideand“OPRO5”on  

theotherside．  

4． CLINICALPARTICULARS  

4．1 Therapeuticindieations   

FABLYNisindicatedforthetreatmentofosteoporosisinpostmenopausalwomenatincreasedriskof  
fracture・Asignificantreductionintheincidenceofvertebralandnon－Vertebralfracturesbutnothip  

fractureshasbeendemons【rated（seesection5・1）・   

WhendeterminingthechoiceofFABIXNorothertherapies，includingestrogens，fora  
postmenopausalwoman，COnSiderationshouldbegiventomenopausalsymptoms・effectsonuterine  

andbreasttissues，andcardiovascularrisksandbenefits（SeeSeCtion5．1）・   

4．2 Posologyandmethodofadministration   

蜘WOmen）：   
Therecommendeddoseisone500microgramtabletdai1y．   

Thetabletmaybetakenanytimeofdaywithoutregard【ofoodandbeverageintake・   

Supplementalcalciumand／orvitaminDshouldbeaddedtothedietifdai1yintakeisinadequate・  

Postmenopausalwomenrequireanaverageofl，500mg／dayofelementalcalcium・Therecommended  

intakeofvitaminDis400－800IUdaily．  

Childrenandadolescentsbelow  

ThereisnoindicationforFABIXNinchildrenandadolescentsbelow18yearsofagesincethe  
medicinalproductisforuseinpostmenopausalwomenonly・Thereforesafetyandefficacyhavenot   
beenstudied（SeeSeCtion5・2）・   



lhl廿lい、川‖い＝＝・■亘…－、．＝日吊・ll・り：   

Nodoseadjustmentisnecessaryinelderlyfemalepatients（seesection5．2）．  

aticinsufficienc  

Nodoseadjustmentisrequiredinpatientswithmildtomoderatehepaticinsufficiency（seesec也on  

5－2）rSafetyandefficacyoflasofoxifenehavenotbeenevaluatedinpadentswithhepaticinsufficiency  

withliverfunctiontest＞1．5ULN；therefore，FABLYNshouldbeusedwithcautioninthesepatierltS．  

Renalinsuf缶cienc  

Nodoseadjustmentisne〔eSSaryinpatientswithmildormoderaterenalinsufficiency（SeeSeCtion  

5．2）．Safetyandefficacyoflasofoxifenehavenotbeenevaluatedinpatientswithsevererenal  

insufficiency；thercfore，FABI〟Nshouldbeusedwith〔autioninthesepatients．   

Duetothechro血こnatureOfthediseaseprocess，FABLYNisintendedforlong－termuSe（seesection  

5．1）．   

4．3  Contraindications  

HypersensitivltytOtheactivesubstanceortoanyoftheexclplentS・   

ActiveorpasthistoryofvenousthroInboembolicevents，includingdeepveinthrombosis，pulmonary  
embolismandretinalveinthrombosis．   

Unexplaineduterinebleedirlg・   

Pregnancyandlactation＝FABLYNisonlyforuseinpostmenopausalwomen・Itmustnotbetakenby  
WOmenOfchild－bearingpotential，pregnantWOmenandlactatingwomen（seesection4．6）．   

4．4 SpecialwarnlngSandprecautionsforuse  

lnclinicaltrials，FABLYN－treatedwomenhadanincreasedriskofvenousthromboembolicevents  

（deepveinthrombosisandpulmorlaryembolism）comparedtopla〔ebo・0thervenousthromboembolic  
eventscouldalsooccur・Alessseriousevent，SuPerficialthrombophlebitis，alsohasbeenreported  
morefrequentlywithFABLYNcomparedtopla〔ebo・Therisk－benefitbalanceshouldbeconsidered  
inpatientsatriskofvenousthromboemboliceventsofanyae山〕logy（seesections4．3and4．8）．  
Becauseimmobilizationincreasestheriskforvenousthromboemboliceventsirldependentoftherapy，  
FABLYNshouldbediscontinuedatleast3weekspriortoandduringprolongedimrnobiliz・ation（e・g．，  
post－Surgicalre〔OVery，PrOlongedbedrest），andtherapyshouldbere占umedonlyafterthepatientis  
fu11yambulatory．Inadditiorl，WOmentakingFABLYNshouldbeadvisedtomoveaboutperiodically  
duringprolongedtravel・   

Anyunexplairledvaginalbleedingshouldbeinvestigatedasclinical1yindieated・FABLYN－treatedand  

Placebo－treatedgroupshadsimilarinciden〔eSOfendometrialhyperplasiaandendometrialcancer（see  
SeCtion5．1）．   



Lasofoxifenehasbeenassociatedwithbenignendometrialeffects・Theseincluded，insomesubjects，  
asmal1excessintheincidenceofvaginalbleedingaswellasendometrialcysticchangeviewed  
onultrasoundandhistologicalbenigncysticatrophy（avariantofatrophicendometrium）・These  
cysticfindingscontributedtoanapproximatel・5mmincreaseinmeanendometrialthickness・As  
aconsequenceofthesebenigneffects，mOreFABLYN－treatedpatientshadadiagnosticuterine  

procedurecomparedtoplacebo－treatedpatientsinthePEARLtrial（seesection5・1）・Howeveちin  
clinicalpractice，thesebenignfindingsdonotwarrantfurtherevalua血〕ninwomenwithnovaginal  
bleeding（inaccordancewithguidelinesforpostmenopausalwomen），aStherisksofdiagnosticuterine  
proceduresinasymptomadcwomenouい〃eighanybenefits・Pathologistsshouldbemadeawareofa  
historyoflasofoxifeneusewhenassessingendometrialhistology，tOenSureanaCCuratediagnosisof  
benigncysticatrophywhenpresent・   

TheconcurrentuseofFABLYNandsystemicestrogenorhormonetherapyhasnotbeenstudiedand  
thereforeconcomitantuseofFABLYNwithsystemicestrogensisnotrecommended・   

FABLYNhasnotbeenstudiedinwomenwithapriorhistoryofbreastcancer・Nodataareavailable  
onitsconcomitantusewithagentsusedinthetreatmentofearlyoradvancedbreastcancer・Therefore・  
FABLYNshouldbeusedforthetreatmentofosteoporosisonlyafterthetreatmentofbreastcancer，  
includingadjuvanttherapy，hasbeencompleted・  

AnyunexplainedbreastabnormalityOCCumingduringFABLYNtherapyshouldbeinvestigated・  
FABIXNdoesnoteliminatetheriskofbreastcancer（SeeSeCtion5・1）・   

FABLYNmaylnCreaSetheincidenceofhotflushesandisnoteffectiveinreducinghotflushes  
associatedwithestrogendeficiency・Insomeasymptomaticpatients，hotflushesmayoccurupon  

beginningtherapy・   

Limitedclinicaldatasuggestthatinpatientswithahistoryoforaloestrogen－induced  
hypemiglyceridemia（＞5・6mmoul），1asofoxifenemaybeassociatedwithamarkedincreaseinserum  

triglycerides．PatientswiththismedicalhistoryshouldhaveserumtriglyceridesmoI血oredwhen  
takinglasofoxifene・   

Lasofoxifeneishighlyproteinbound，predominantlyclearedbymetabolismandislikelytoundergo  
enterohepaticcirculadon（SeeSeCtion5．2）・SafetyandefficacyofFABLYNhavenotbeenevaluatedin  
patientswithliverfunctiontest＞1・5ULN；therefore，FABLYNshouldbeusedwithcautioninthese  
Patients・   

SafetyandefficacyofFABLYNhavenotbeenevaluatedinpatientswithsevererenalinsufficien〔y；  
therefore，FABLYNshouldbeusedwithcautioninthesepatients（SeeSeCtion4t2andse⊂tion5・2）・   

FABLYNcontainslactose．Patientswithrarehereditaryproblemsofgalactoseintolerance，theLapp  
lactasedeficien亡yOrglucose－galactosemalabsorptlOnShouldnottakethismedicinalproduct・   

4．5 Interactionwith0thermedicinalproductsandotherformsofintera（tion   

Basedontheabsenceofclinical1yrelevanteffectsofcholestyramine（anionexchangeresin），  
fluconazole（CYP2C9inhibitor），ketoconazole（CYP3A4／5inhibitor）andparoxetine（CYP2D6  

inhibitor）onlasofoxifenepharmacokinetics，Otheranionexchangeresinsandotherinldbitorsofthese  
CYPisoformsareunlikelytoproduceclinical1ymeaningfu1alterationsinFABLYNexposureandno  
doseadjustrhentsarerequired・   

LasofoxifeneclearancemaybeincreasedinpatientschronicallytreatedwithinducersofCYP3A4  
andUGTi（eg，Phenytoin，Carbamazepine，barbituratesandStJolm’sWort）resultingirlreduced  
steady－State〔OnCentrationsandmayresultinreducedefficacy・   



KetoconozoZe－ThestrongCYP3A4／5inhibitorketoconaz・Oleincreasedthesystemicexposureof  
lasofoxifeneby20％whichisnotconsideredtobeclinical1ymeaningfu1．   

PaTt）Xetine－ThestrongCYP2D6inhibitorparoxetinein〔reaSedthesystemicexposureoflasofDXifene  

by35％whichisnotconsideredtobeclirlicallymeaningfu1・   

PrDtOnPuT77Pinhibitors－Dataontheeffe〔tOfconcomitantadmirlistrationofprotonpumpinhibitors  
（PPIs）withlasofoxifeneisnotavailable；thus，uSeOftheseagentswithlasofoxifeneshouldbe  
consideredwithcaution．   

Inclinicalstudies，1asofoxifenedidnotalterthemetabolismofdextromethorphan（CYP2D6  
Substrate）andchlorzoxazone（CYP2EIsubstrate）orthepharmacokineticsofwarfarin（CYP2C9  

Substrate），methylprednisolone（CYP3A4substrate）ordigoxin（MDRIP－glycoproteinsubstrate）．  
ThereforeFABLYNisunlikelytoalterlhepharmacokineticsofmedicinalproductsthatareclearedby  
metabolismviatheseCYPisofor汀1S，OraretranSPOrtedbyMDRIP－glycoprotein．   

Wbrfhrin－LasofoxifenehadnoeffectonlhepharmacokineticsofR－andS－Warfarin．Mean  
internationalnormalizedratio（INR）AUCandmaximumvalueofINRaf［ersingle－dosewarfarin  
admiIlistrationwithlasofoxifenewereapproximately8％and16％lower，reSPeCtively，thanafter  
Warfarinalone，These〔hangesarenotcl）nSideredtobeclinical1ymeaningful．   

4．6 Pregnan〔yandlactation  

Pregn叩〔ヱ   

FABLYNisonlyforuseinpostmenopausalwomen．FABLYNmustnotbetakenbywomenof  
Childqbearingpotemial（seesectior）4・3），Therearenoadequatedatafromtheuseoflasofoxifenein  
PregnantWOmen・Studiesinanimalshaveshownreproductivetoxicity（seesection5・3）・Thepotential  
riskforhumansisunknown．  

T,actation 

FABLYNisonlyforuseinpostmenopausalwomen・FABLYNmustnotbetakenduringlactation（See  

section4．3）．1tisnotknownwhetherlasofoxifeneisexcretedinhumanmilk．Animalstudieshave  

shownexcretionoflasofoxifeneinmilk．  

4．7 Effe亡tSOnabilitytodriveandusemachines  

Nostudiesontheeffectsontheabilitytodriveandusemachineshavebeenperformed，   

FABLYNhasnoknowninfluenceorltheabilitytOdriveandusemachines．   

4．8  Undesirableeffects  

ThesafetyofFABLYNinthetreatmentofosteoporosiswasassessedinalarge（8，556patients）  
double－blind，randomized，Placebo－COntrOlledmultinationalPhase3fracturetrial（thePEARLstudy）．  
Thedurationoftreatmentinpostmenopausalwomenwas60JmOnths，2，852wererandomizedto  
FABLYNand2，852wererandomiz．edtoplacebo，   

Withinthisstl］dy，12．9％ofFABLYN－treatedwomenand12．3％ofplacebortreatedwomen  
discon血uedtherapyduetoadverseevents．   



1セnousT77rOmboemboticEvents：ThemostseriousadversereactionrelatedtoFABIJYNwasVTE  
（deepvenousthrombosis，Pulmonaryembolism，andre血alveinthrombosis）．Through5yearsof  
follow－up，37FABLYN－treatedwomen（1．3％，Or2．90perl，000patientsyears）hadaVTEcompared  
to18placebo－treatedwomen（0．6％，Orl．41perl，000patientsyears）andthehazardratiowas2．06  
（95％CI：1．17，3．61）．   

AsobservedwithotherSelectiveEstrogenReceptorModulators（SERMs），Slightlydecreased  
（approximately4％）plateletcountswereobservedinlasofoxifene－treatedpatientsinPEA   

CommonadversereactionsconsideredtoberelatedtoFABLYNtherapyweremusclespasms，hot  
flushandvaginaldischarge．Musclespasmsoccurredinaboutonein9patients．Hotflushoccurred  
inaboutoneinllpatientsandwasmostcommonlyreportedduringthefirst6monthsoftreatment．  
Vaginaldischargeoccurredinaboutonein26patients．   

ThesafetyofFABLYNinthetreatmentofosteoporosiswasalsoassessedinaPhase2  
Placebo－COntrO11edtrialinJapanese，KoreanandTbiwanesewomen．Thedurationoftreatmentin  
POStmenOpauSalwomenwas12months，124wereexposedtoFABLYNand125wereexposedto  
Placebo．Withinthisstudy，3．2％ofFABLYN－treatedwomenand8．0％ofplacebo－treatedwomen  
discontinuedtherapyduetoadverseevents．   

Tbblellistsadversereactionsoccumnginthetwoosteoporosistreatmentclinicaltrialsthatoccurred  
atanincidencegreaterthanplacebo．   

Mostoftheadversereactionsoccurringduringthestudiesweremildandgeneral1ydidnotrequire  
discontinuationoftherapy．   

Adversereactionsarelistedbysystemorganclassandfrequency（verycommon（≧1／10），COmmOn  
（≧1／100to＜1／10），unCOmmOn（≧1／1，000to＜1／100）andrare（≧1／10，000to＜1／1，000））．Ineachsystem  

OrganClassandfrequency，adversereactionsarenotpresentedinorderofdecreaslngSeriousnessbutin  
alphabeticalorder・   

Tablel：Adversereactionsobservedinpla亡ebo－COn（ro11edosteoporosistreatment亡1inicaltrials  
inmoreFABIXN－treatedwomenthaninplacebo－treatedwom   



Metabolismandnutritiondisorders   

UncommorI：  dDiabetes mellitus 

ロre：  norexia，decreasedappetite，hypertriglyceridaemia，hypoalbuminaemia，  
yp？Phosphat禦中聖誓竺dap押ヰ聖聖，tyPe2diabet竺TPellitu苧   

psychiatricdisorder苧   

■▲・・・・・・ ・・・・・   

Nervoussy  stemdisorders  

，雪竺rebralinfarctiop・headache・feStlessle弓SSyndrofP竺   

nesia，dementiaAlzheimer，stype，dizzinesspos【ural，dysgeusia，epilepsy，  

pogeusia，memOrylmPalrment，mlgraine，migrainewithaura，  

ease，nerveCOmPreSSion，pareSis，preSynCOPe，SCiati〔a，VaSCular  

Eyedisorders  

gDry eye 

d「eニ  phakia，Chorioretinopathy，COnjun〔tivalhaemorrhage，COnJun〔tivalhyperaemia，≡  
ehaemorrhage，eyePruritus，eyelidoedema，keratoconjunctivitissicca，maCular5  
generation，OCularhyperaemia，puPilsunequal，retirlaldetachment，retinal  

禦Fulardisorder，r申ワOpathy，visuala叫qTreduced，Visualdisturbance   

Earandlabyrinthdisorders   

8reご  Eardisc？mfort，やnereardisord叫Vertigopositional   

Cardiacdisorders   

UれCOmmOn  Palpitations，taChycardia   

ロre二  Cardiacfailure，Cardiomegaly，COrpulmonale，Sinusarrest，SupraVentricular  

extrasystoles，tri？ワSPidvalveincomPetenF 

ders   

Commonニ  Hotnush  

Deepveinthrombosis，flushing，Phlebitis，thrombophlebihs，thrombophlebitis  

Superficial，VenOuSStaSis   

8reニ  Ordcaneurysm，arterialoc⊂1usivedisease，CaPi11arydisorder，embolism，  

haematoma，haemorrhage，intermittentclaudication，lymphostasis，thrombosis，  
aヲCularstenosis，VenOワSthrombosis，VenOuSthrombosislimb   

Respiratory，thoraci雪andmediastinaldisorders  

Cough，pulmonaTy．FfPbolis聖？rhinitisal1ergic   

ロr2二  Chronicobstru〔tiv？Pulm？ワ町dis中予誓 
， 

Gastrointestinaldisorders   

Commonニ  Constlpation   

UれCOmmOnご  bdominalpain，abdominalpainlower，abdominalpainupper，drymouth，  
tulenFe，gaStritis，imitableboYelsyndropl写   

dreご  bdominaltenderness，analfissure，analspasm，Cheilitis，Cheilosis，COlitis  

ulcerative，duodenalulcer，duodenitis，dysphagia，gaStricpolyps，inguinalhernia，  
mouthulceration，OeSOphagitis，Oralpairl，reCtalpolyp，reCtalulcer，StOmaCh  

Hepatobiliarydisorders   

UれCOmmOnご  Cholelithiasis，hepaticsteatosis   

Biledu〔tStOne，Cholecystitis，hepatitis，Jaundice，1iverdisorder   

bcutaOuStissuedisorders   

Hyperhidrosis  

AlopeFia，erythema，nightsweats，pruritus   

ngioedema，dryskin，hairtextureabnormal，naildisorder，OnyChoclasis，  
Photosensitivityreaction，PruritusgeneralizLed，raShmaculo－PaPular，raSh，Pruritic，  



＊EndometrialhypertrophyisaMedDRAdi〔tionarytermthatrepresentssonographicendometrial  
thickness丘ndings．  

p
 
イ
′
貞
汀
い
“
一
一
t
q
一
 
 

丁
一
 
 
 



＊＊Endometrialhyperplasiaeventsbasedoninvestigatorreportingratherthanhistopath0logyfindings  

anddidnotrequirehistologicalconfirmation．   

4．9  0verdose  

NocaseofFABLYNoverdosehasbeenreported．   

LasofoxifenehasbeenadministeredtopostmenopausalwomenatslngledosesashighaslOOmg  
（200timestherecommendedurdtdose）andmultipledosesashighaslOmg／day（20timesthe  
recommendeddose）foruptooneyearwithoutdose－relatedseriousadversereactions・   

ThereisnospecificantidoteforFABLYN．Intheeventofoverdose，generalsupportivemeasures  

Shouldbeinitiatedbasedonthepatient’ssignsandsymptoms．  

5．  PHARh4ACOLOGICALPROPERTIES  

5．1 Pharmacodynamicproperties  

Pharmacotherapeuticgroup＝SelectiveEstrogenReceptorModulator（SERM），ATCcode：（notyet  

assigned）   

Decreasesinestrogenlevelsaftermenopauseoroophorectomyleadtoacceleratedbonelossdue  
toincreasedboneturnover，WhereboneresDrptlOneX〔eedsboneformation・Theincreasedturnover  

causesacceleratedbonelossbecausethecompensatorylnCreaSeinboneformationisnotsufficientto  
OffsetincreasedboneresorptlOn・Insomewomen，thesechangeswi1leventl］allyleadtodecreasedbone  

mass，OSteOpOrOSis，andincreasedriskforfractures，particularlyofthesplne，hip，andwrist．Vertebral  
fracturesarethemostcommontypeofosteoporoticfractureinpostmenopausalwomen．   

LasofoxifeneisaSERMwhosebiologicalactionsarelargelymediatedthroughbindingtoestrogen  
receptors．Thist）indingresultsintheactivationofsomeestrogenicpathwaysandablockadeofothersL  
Lasofoxifeneprodu〔eStissueand〔ell－SpeCificeffectsinestrogenィesponsivetissues・   

ClinicaldataindicatethatFABIXNhasanestrogen－1ikeagonisteffectonboneaswellasantagonistic  
effectsonthebreast．TheeffectsofFABLYNonbonearemanifestedasreductionsintheserumand  

urinelevelsofbonettlrnOVermarkers，increasesinbonemineraldensity（BMD），anddecreasesirl  

incidenceoffractures．  

Skeletaleffects：  

βone rurnover   

Intheosteoporosistreatmenttrials，FABLYNtherapyresultedinconsistent，Statisticallysignificant  
SuPpreSSionofboneresorptlOnandboneformation，aSreflectedbychangesinserumandurine  
markersofboneturnover（e．gリC－telopeptideandmarkersofboneformadorl‥OSteOCalcirl，PrOCOllagen  
typelN－terminalpropeptide，andbone－SpeCificalkalinephosphatase）・Thesuppressionofbone  
turnovermarkerswasevidentby3monthsandpersistedthroughoutthe36－mOnthobservationperiod  
inasub－StudyofthePEARLstudy．   



5っ′edrreSu鮎β℃mJロ噌e，m止血旧貞ond埴dC山rer血J岬肌）   

TheeffectsofFABLYNonfractureincidence（table2）wereexaminedthrough5years；andBMDand  

bonebiomarkersinpostmenopausalwomenwithosteoporosiswereexaminedthrough3yearsinthe  

PEARLstudy・Thestudypopulationconsistedof8，556postmenopausalwomenwithosteoporosisas  

definedbylowBMD（vertebralorhipBMDatleast2．5standarddeviationsbelowthemeanvalue  

forhealthyyoungwomen）・Womenenro11edinthisstudyhadamedianageof67years（range59to  
80）andamedian也mesincemenopauseof20years．Allwomeninthe・Studyreceivedcalcium（1，000  

mg／day）andⅥtaminD（400r800IU／day）．   

Thble2：Fractureincidenceinpostmenopausalwomenover5years  

baseline fracture 

PreValentfractureatbaseline   n＝1，970  n＝1，970   41％⊂  

Per竺ntageOfpatientswithn 4．4％   ％   （享早野，竿％）   

1cli山calfrac山res   

一尺ddわgr甲hicver【eわ「（再転加椚   

FABLYNsignificantlydecreasedtheincidenceofnewradiographicvertebralfractures（excluding  
WOrSeningofpreviousfractures）from9・3％forplaceboto5．6％forFABLYN（relativeriskreducdon  

＝41％，p＜0・0001）・Thisdecreasewasobservedthroughthefirstyearandwasmaintainedthrough5  

yearS・   

Inwomenwithaprevalentvertebralfrachreatbaseline，FABLYNsignifi〔antlyreducedtheincidence  

Ofnewvertebralradiographicfracturesfrom14．2％forplaceboto8．7％forFABLYN（reladverisk  

reducdon＝42％，p＝0・0004）・1nwomenwithoutanyprevalentvertebralfracturesatbaseline，the  

incidenceofnewradiographicvertebralfractureswasslgnificantlyreducedfrom7・4％forplaceboto  
4・4％forFABLYN（relativeriskreduction＝41％，P＝0．0002）．   

SignificandyfewerwomenexperiencedmultipleradiographicvertebralfracturesintheFABLYN  
treatmentgroupversustheplacebogroupthroughout5yearsofdosing（p＜0．0001）．   

SignificantlyfewerwomentreatedwithFABいrNexperiencedmoderateorseverevertebralfractures  

（asdeterminedbytheGenantscale）comparedtowomentreatedwithplacebo（5．2％pla⊂ebo－treated  

WOmenVerSuS3t3％FABLYN－treatedwomen；P＝0．0006）．  

10   



－Ⅳon－Ver［ebrd王什dC餌res   

FABLYNsignificantlydecreasedtheincidenceofnon－VertebralfracturesfromlO．4％forplaceboto  

8・1％forFABLYN（relativeriskreduction＝24％，p＝0・0020）・Thisdecreasewasobservedthrough  
thefirstyearandwasmaintainedthrough5years．Thereductionintheincidenceofnon－Vertebral  

fractureswasalsoobservedinpostmenopausalwomenwithsevereosteoporosis（de缶nedasabaseline  

lumbarspineBMDT－S〔Ore≦－2・5＋prevalentfractureorBMDT－SCOre≦－3）（p＝0．0183）．   

JⅢcJfnicd埴ロ仁山柁S   

FABLYNsignificantlydecreasedtheincidenceofal1clinicalfracturesfrom12．1％forplaceboto9．3％  
forFABLYN（relativeriskreduction＝25％，p＝0・0004）．Thisdecreasewasobservedthroughthefirst  

yearandmaintainedthrough5years．   

一βonem血「口上densf伊   

Ina3－yearSubstudyofthePEARLstudy（n＝760），FABLYNsignificantlyincreasedBMD（compared  

toplacebo）atlumbarspine（3・3％），tOtalhip（3・0％），femoralneck（3．3％），greatertrOChanter（3．6％），  

intertrochantericarea（2．6％），Ward’striangle（5．9％）andforearm（1．8％）at3years．FABLYNalso  

Significan［lyincreasedwholebodybonemineralcontent（BMC），COmparedtoplacebo，at3years．  

SignificantincreasesinBMDwereobservedasearlyas3monthsforlumbarspineandtotalhip．   

Ananalysiswasconductedofthesubjectswhowerereferredtotheirphysicianforconsidcrationof  
treatmentwithanalternativeosteoporosismedicinalproductifoneofthefollowingwasobserved：a）  
≧7％BMDlossatLSor≧10％BMDlossatfemoralne⊂katMoIlth12；b）≧11％BMDlossatlumbar  

SPine（LS）or≧14％BMDlossatfemoralneckatMonth24；C）≧20n－Studyradiographicvertebral  

fracturesbyMonth24・ThesereferralsweresignificantlylessfrequentintheFABLYNgroup（0．9％）  
thanintheplacebogroup（3・3％）・   

只esuJrs打omoneっ佗8「打fdJfnAskmsuりec亡S   

TheeffectsofFABLYNonBMDinpostmenopausalJapanese，KoreanandTbiwanesewomen  
withosteoporosiswerealsoexaminedinaone－year，randomized，placebo－CDntrOlled，double－blind  
OSteOPOrOSistreatmenttrial・Thestudypopulation〔OnSistedof497womenwithosteoporosisas  

definedbylowvertebralBMD（T－SCOre≦2・5）・Womeninthisstudyhadamedianageof63years  
（range44to79）andamediantimesincemenopauseof13years・A11womeninthestudyreceived  
Calcium（600－1200mg／day）andⅥtaminD（400－800IU／day）．   

Inthisstudy，FABLYNsignificantlyincreasedspineandhip（totalhipandallsubcomponentsofthe  

hip）BMDby2to4％・Italsoreducedmarkersofboneturnover．   

βoneわi5fomorpわomerり′   

Boneformedduringtwoyears’administrationoflasofoxifeneisofnormalquality．rIbassessbone  

quality，bonebiopsleSWereObtainedfrom71postmenopausalwomenenro11edinBMDtrialsafter2  
yearsoftreatment・Therewasnoevidenceofosteomalacia，marrOWfibrosis，Cellulartoxl〔1ty，WOVe  
boneorotherabnormalitiesaffectingthequalityoftheborlefollowlnglasofoxifenetreatment．   

Effectsontheendometrium：   

Thefollowingresultsoftheeffe〔tSOfFABLYNontheendometriumthrough5yearsofexposureare  
reportedfromthePEARLstudy・   

TherewasnodifferencebetweerlFABLYN－andplacebo－treatedwomenintheincidencesof  

endometrialcarcinomaandendometrialhyperp】asia・  
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Lasofoxifenemaybeassociatedwithbenignendometrialeffects‥endometrialcysdcchangeviewed  
onultrasoundandhistologicalbenigncysticatrophy（avariantofatrophicendoInetrium），COntributing  
toapproximatelyl．5mmincreaseinmeanendometrialthickness・Inclinicalpractice，thesebenign  
findiIlgSdonotwarrantfurtherevaluationinwomenwithnovaginalbleeding，inaccordancewith  
guidelinesforpostmenopausalwomen（seesection4・4）・   

Theincidenceofendometrialcysticchangeandendometrialthicknesswasanalyzedinasubset  
ofthestudypopulation（298patients）withanannualtransvaginalultrasound（TVT））through3  
years・Placebo－treatedwomenhadal・9％incidenceincysticchangeover3years，Whereasthe  

FABLYN－treatedwomenhada20．4％incidence．Al1histologyfindingswerebe山gn．Pla⊂ebo－treated  
womenhadaO．7mmmeandecreasefrombaselineinendometrialthicknessover3years，Whereasthe  
FABLYN－treatedwomenhadal．4mmmeanincrease．Theincreasewasobservedat12months，and  
didnotsignificantlyincreasethrough3years・Insomecases，thesefindingswereobservedtoresoIve  
SpOntaneOuSlyontreatment・   

Ina11woITlenWithauteruSatbaseline，histologicallybenignendometrialpolypswerereportedin340f  
2，302（1．5％）FABLYN－treatedwomenversus180f2，309（0・8％）placeboq仕eatedwomen・Inasubset  
Ofthestudypopulationdesignedtolookatendometrialhistology（1，080patients）withaTVUat3  
years，histological1ybenignendometrialpolypswerereportedin200f366（5・5％）FABLYN－treated  
WOmenand120f360（3．3％）placeboNtreatedwomen．   

Theoverallincidenceofvaginalbleedingwaslow（≦2・6％inalltreatmentgroups）・Vaginalbleeding  
wasreportedin74（2．6％）FABLYN－treatedwomenversus37（1・3％）pla〔ebo－treatedwomen・The  
nuInberofsubjectsdiscontinuingtreatmentasaresultofvaginalbleedingwaslow【FABLYN：4  

（0．1％），placebo：0］・   

ThenumberofhysterectomiesintheFABLYN－treatedgroup（27／2，302patients，1・2％）andthe  
placebo－treatedgroup（24／2，309patients，1・0％）weresimilar・rIbassesstheeffectofFABIXNon  
diagnosticuterineprocedures（i・e・，hysteroscopy，Salineinfusedsonohysterogram，endometrialbiopsy，  
polypectomyordilationandcurettage），ananalysiswasconductedonwomenwithoutplannedm  
survei11ance（4，055patients）．MoreFABLYN－treatedpatients（7・0％）hadadiagnosticprocedure  
comparedtoplacebo－treatedpatients（2・7％）・Diagnosticuterineprocedureswereperformedina  
greaternumberofFABIXN－treatedpatientsasaresultofvaginalbleeding（asmandatedbythe  
protocol）andasymptomaticendometrialfindings（e・g・，SuSpeCteduterinepolyps，endometrial  
thiclmess）．   

Effectsonbreast：  

0verthe5yearsofthePEARLstudy（invoIving8，556patients），FABLYNtreatmentcomparedto  

placeboreducedtheriskofinvasivebreastcancerby85％（placebo：20（0・7％），FABIXN：3（0・1％）；  

HRO．15（CIO．04，0．50）），theriskofallbreastcancerby79％（placebo：24（0・9％），FABIXN：5  

（0．2％）；HRO．21（CIO．08，0・55）），theriskofestrogenreceptor（ER）positiveinvasivebreastcancer  

by83％（placebo‥18（0・7％），FABLYN：3（0・1％）；HRO・17（CIO・05，0・57））andtheriskofestrogen  

receptor（ER）positivebreastcancerby81％（placebo：21（0・8％），FABIXN：4（0・1％）；HRO・19（CI  

O．07，0．56））．FABLYNhasnoeffectontheriskofERnegativebreastcancerorERnegativeinvasive  

breastcancers．Theseobservationssupporttheconclusionthatlasofoxifenehasnointrinsicestrogen  
agonistactivityinbreasttissue・  
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独独立pidmetabolis！軋些吐∈些如旦墜由型コ虫虹   

TheeffectofFABLYNonthelipidprofilewasevaluatedina3－yearSubstudyofthePEARLstudy；  

thesubstudyenro11edl，014postmenopausalwomen・Relativetoplacebo，FABLYNsignificandy  
de〔reaSedtotalcholesterol，LDLcholesterol，LDLassociatedapolipoproteinBqlOO，andhigh  
SenSitivityC－reaCtiveprotein（medianchanges－10・4％，－15・8％，－11・8％，一12・5％，reSPeCtively）；nO  

Slgnificantchangesversuspla〔ebowereseenforHDLcholesterolorVLDLcholesterol．Statistical1y  
SlgnificantincreaseswereseenforapolipoproteinA－1，WhichisassociatedwithHDLcholesterol，and  
Serumtriglycerides（median〔hangesvs・placebo6．1％and4．9％，reSpeC［ively）．   

At5yearsintheoverallstudypopulation（N＝8，556），theincidenceofmajorcoronaryevents，  
includingcoronarydeath，nOn－fatalmyocardialinfarction，neWischemicheartdisease，hospitalization  
forunstableanglna，andrevascularisatiorlprOCedures，WaSSlgnificantlylower．TherewereO．51  

events／100patient－yearSforFABLYN－treatedpatientscornparedtoO．75events／100patient－yearSin  
placebo－treatedpatients（HRO．68；95％CIO．50，0．93，p＝0・016）・Inthesamestudyat5years，there  

WaSnOincreaseintheriskofstrokeincludinghemorrhagic，ischemic，embolicstroke，StrOketype  
unspecifiedandtransientischemicattacksinFABLYN－treatedpatients．TherewereO．48events／100  
patientyearsintheplacebogroupandO・36events／100patientyearsamongFABl〃N－treatedpatients  

（HR＝0．75；95％CIO・51，1・10，P＝0．140）．   

ド‖＝い、川lヽ－1Jじ‖一＝川h明iI－・・l・lぃり1l－ざ（＼＼－．・＼J：   

TheefficacyofFABLYNinthetreatmentofVVAwasinvestlgatedintwo12－WeekPhase3stlldies  
inpostmenopausalwomenwithmoderateorseveresignsandsymptomsofVVA，regardlessof  
OSteOpOrOSisstatus（involving889patients）・Inbothstudies，itdecreasedtheseverityofthesubject’s  
rnostbothersomebaselineVVAsymptom，decreasedvaginalpIi，decreasedthepercentageofvaginal  

Parabasalcellsfromthematurationindex（MI）andincreasedthepercentageofvaginalsuperficial  

CellsfromtheMI・SimilarresultsforvaginalpHandMIwereobservedinthePEARLstudy．   

5・2 Pharmacokineticproperties  

Thedispositionoflasofoxifenewasevaluatedin758subjectsincorlVentional〔linicalpharmacology  
S山dies．Pharmacokineticdatafromover2，000postmenopausalwomenincludingpatientsinselected  

OSteOPOrOSisclinicaltrialscontributedtoapopulationpharmacokineticanalysis・   

＼l－1、川叶両－‥   

Lasofoxifeneisslowlyabsorbedfromthegastrointestinaltractwithmaximalplasmaconcentra山）nS  

attainedonaveragebyapproximately6hoursafterdosing・Ingestionofahighfatmealdoesnot  
Changetheoralbioavailabilityoflasofoxiferle・FABLYNmaybeadministeredanytimeofdaywithout  
regardtofoodorbeverageintake・   

pistri也   

Theapparentvolurneofdistribution（V／F）oflasofoxifeneinpostmenopausalwomenisapproximately  
l，3501．   

Lasofoxifeneishighlyboundtoproteinsinhumanplasma（＞99％）■Lasofoxifenebindstoboth  
albuminand（Il－aCidglycoprotein；however，itdoesnotaffectthebindingDfeitherwarfarinor  

propranolol・  
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Metabolism：  

BiotransformationanddispositionoflasofoxifeneinhumanShavebeendeterminedfollowingoral  
administrationof14c－1abeledlasofoxifene．Lasofoxifeneisextensivelymetabolizedinlmmans・Five  
metabolicpathwaysoflasofoxifenehavebeenidentified‥dire〔tglucuronidation；directsulfation；  

hydroxylationatthephenyltetralinemoiety（withsubsequentcoI如gativemetabolisrnofthecatechol  
intermediatesbymethylationandglucuronidation）；0Ⅹidationatthepyrrolidinering；andphenyl  

hydroxylation．Threemetabolitesoflasofoxifeneweredetectedinplasma：thedirectglucuromide  

conjugate，theglucuronideofahydroxylatedmetabolite，andthemethylatedcatechol・   

Thebindingaf伝nitiesofthemajorcirculatingmetabolitesoflasofoxifenewereatleast31－foldand  

18－foldlessthanthoseoflasofoxifenefortheestrogenreceptoralphaandtheestrogenreceptorbeta，  
respectively，indi〔atingthatthesemetabolitesareunlikelytocontributetothepharmacologicactivity  

oflasofoxifenerOxidation，bymultiplecytochromeP450sincludingCYPs2D6and3A4／5，and  
conjugationoflasofoxifenearethetwoprimarymechanismsofeliminationoflasofoxifenefromthe  
systemiccirculation・Theapparentoralclearance（CL／F）oflasofoxifeneinpostmenopausalwomenis  
approximately6・61／hr・   

Elimination：  

Lasofoxifenehasahalf－1ifeofapproximately6days・Lasofoxifeneanditsmetabolitesareprimarily  
excretedinfeces，withaminorcomponentofurinaryexcretionofactivesubstance－relatedmaterial・  

Fo1lowingoraladministrationof14c－labeledlasofoxifeneinsolutiontohumans，apprOXimately72％  
oftheradioactivedosewasrecoveredbyday24（approximately66％infecesand6％inurine）・Less  
than2％oftheadministereddosewasrecoveredin血eurineasunchangedlasofoxifener   

Lineari坤   

Lasofoxifeneexhibitslinearpharmacokineticsoverawidedoserangefollowingsingle－dose（upto  
lOOmg）andmultiple－dose（upto20mgoncedaily）administration・Steady－Statepharmacokinedcsof  

lasofoxifeneareconsistentwithexpectationsfromitssingle－dosepharmacokinetics・   

Atsteadystate，thehalf－1ifeoflasofoxifeneinpostmenopausalwomenisapproximately6days，  

resultinglnSmallfluctuationsinconcentrationsoverthe24－hourdosinglnterVal・   

Paediatric：  

Thepharmacokine［icsoflasofoxifenehavenotbeenevaluatedinapaediatricpopulation・   

Elderl㌍   

No〔1inicallymeaningfu1differen〔eSinlasofoxifenepharmacokineticwereobservedovertheage  

rangeof40to80yearsofagebasedontheresultsofapopulationpharmacokineticanalysis・Nodose  

adjustmentforFABLYNisnecessaryinelderlypatients・   

Race：  

Inapopulationpharma〔Okineticanalysis，nOdiscemibledifferen〔einlasofoxifenepharmacokinetics  

wasdetectedindifferentracialgroups・Thisanalysisincluded2，049postmenopausalwomen  
consistingof85・5％Caucasian，8・6％Hispani〔，3・4％Asian，andl・9％AfricanAmerican・The  

resultsofaphaselstudyinJapaneseandCaucasianwomenwasconsistentwiththepopuladon  
pharmacokineticanalysisandshowednodiscemibledifferenceinlasofoxifenepharmacokineticsin  
thesetwopopulahons・  
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Gender：  

SinceFABLYNisindi〔atedforuseonlyinpostmenopausalwomen，nOaSSeSSmentOftheeffectof  
genderonlasofoxifenepharmacokineticshasbeenmade．   

抽atients‥   

Lasofoxifenewasstudied，aSaSingleO・25mgdose，inhealthysubjectsandsubjectswithmildor  
moderatehepaticimpalrment・Plasmalasofoxifeneexposhrewasapproximatelythesameinhealthy  
Subjectsasinsubjectswithmildhepaticimpairment（Child－PughClassA）andwasmodestlyincreased  
（38％）insubjectswithmoderatehepati〔impairment（Child－PughClassB）〔Omparedtohealthy  
Subjects■Thesedifferencesarenotconsideredtobeclinica11ymeaningfu11Nodoseadjustmentfor  
FABLYNisnecessaryforpatientswithmi1dormoderatehepaticinsufficiency．Subjectswithsevere  
hepaticimpairmenthavenotbeenstudied（SeeSeCtion4A）．   

軒…伸一＝ll・・ti＝・Jl川i川い、‥   

Sinceless血an2％oflasofoxifeneisrecoveredinurineasunchangedactivesubstance，aStudyin  

Subjectswithrenalinsufficiencywasnot〔Ondu〔ted・IrlapOpulationpharma〔Okineticanalysis，there  
WCrenOClinical1ymeanlngfuldifferencesinlasofoxifenepharmacokineticsbetweenpostmenopausal  
womenwithestimatedcreatinineclearanceaslowas32ml／minandthosewithnormalcreatinine  

Clearance．NodoseadjustmentforFABLYNisnecessaryforpatientswithmildormoderaterenal  
insufficiency（seesection4．4）・   

5．3 Preclinicalsafetydata  

Lasofoxifenewasnotgenotoxicinanyofthebatteryoftestsapplied．Intwo－yearCarCinogenicity  
Studiesconductedinrats（≧1mg／kg／day；7timessystemicexposurefollowingahumandoseofO．5  

mg／daybasedonplasmaAUC）anincreasedincidenceofrerlaltubularadenomaandcarcinomain  
malesandgranulosa〔elltumoursoftheovaryinfemaleswasnoted・Inthecorresponding2－yearStudy  

inmice（≧2mg／kg／day；lessthansystemicexposurefo1lowingahumandoseofO，5mg／daybasedon  
plasmaAUC），theiewasanincreasedincidenceofadrenal〔Orticaladenomaandcarcinoma，interstitial  

〔elltumorsofthetestis，benignandmalignantovariantumorsandbcnignuterineglandularpolyps．  
Althougha1lofthesetumoursarebelievedtobetheresultofrodenトSpeCifichormonalmechanisms，  
theirrelevanceforlmmansiscurrentlyunknown．Basedon3－and5－yearhumandataintheclinical  

trials，theincidenceofcancerduringtreatmentwithlasofoxifenewasnothigherthanforplacebo．   

LasofoxifenewasnotteratogenicinratsuptoadoseoflOmg／kg（approximately53timestheAUC  
inhumarlS）orrabbitsuptoadoseof3mg／kg（belowthelevelofsystemicexposureinhumans）．  

1ncreasedincidenceofimperforateanus，hypoplastictai1，edemaandlimbflexuresnotedinfetuses  
OfpregnantratsdosedatlOOmg／kg（approximately400timestheAUCinhumans）wereassociated  
Withincreasedembryo－fe［al1ethalityandgeneralizedfailuretothrive．Infertilitystudiescorlducted  
inratswithlasofoxifene，Slighteffectsonmalereprodu〔tiveperforman〔eOCCurredat≧10mg／kg／day  
（approximately42timestheAUCinhumans）asevidencedbydecreasesincopulationindex，  
implantationsites，andfetusessired・Reducedfertility，andanincreaseinpre－andpost－implantation  
lossleadingtoredu〔edli［tersizeandprolongedgestationwereobservedinfemalestreatedat≧0．01  
mg／kg／day（belowthelevelofsystemicexposureinlmmans）・Tnaprenatalandpostnatalstudyinrats，  
at≧0．01mg／kg／daylasofoxifenedelayedand／ordisruPtedparturition，incrcasedpupmortalityatbirth，  

alteredtheachjevementofdevelopmentalmi1estones，andreducedgrowth・Overall，thereproductive  
anddevelopmentaleffectsobservedinanimalsareconsistentwiththeSERMclassDfcompounds．  
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G． PHAMCEtJTICAl．EARTICULARS  

6．1 Listofexcipients  

Tbbletcore：  

Lactoseanhydrous   

Microcrystallinece11ulose   

Croscarmellosesodium   

Silica，COlloidalanhydrous   

Magnesiumstearate   

■11－l－kい什証■l主ミ：   

SunsetyellowFCFalumirdumlake（EllO）   

Hypromellose   

Lactosemonohydrate   

Titaniumdioxide（E171）   

Triacedn   

6．2 Incompatibilities  

Notapplicable・   

G．3  Shelflife  

4years   

6．4 Spe亡ialprecautionsforstorage   

Thismedicinedoesnotrequireanyspecialstorageconditions・   

6．5 Natureandcontentsofcontainer   

FABLYNfilm－COatedtabletsaresuppliedinPVCblisterswithaluminumfoilbackingorHDPEbottles  
withpolyethylene／aluminumfoillinedpolypropylenechild－reSistantclosures・   

Blisterpacksof7，280r30tabletsandbottlesof90tablets・   

Notallpacksizesmaybemarketed・   

6・6 Spe〔ialprecautionsfordisposal  

No special requirements. 

16   



7．  MAR二KETINGAUTHORISATIONHOLI）E  

PfizerLimited   

RamsgateRoad，   

Sandwich，   

Kent，CT13，9NJ   

United Kingdom 

8．  h4ARKETINGAUTHORISATIONNtJMBERS  

EU／0／00／000／000  

9．  DATEOFFIRSTAUTHORISATIONrRENEWALOFTHEAUTHORISATION  

＜（DD／MM／YYYY）＞く（DDmonthYYYY）＞  

10． DATEOFREVISIONOFTHETEXT  

（MM／YYYY）  

Detai1edinformationonthismedicinalL）rOductisavailableonthcwebsiteoftheEuropeanMedicines  
Agency（EMEA）  
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ANNEX II 

A． h4ANUFACTtJREROFTHEBIOLOGICALACTIV7：StJBSTANCEAND  

MANt］EACTURINGAUTHORISATIONHOLDERRESPONSIBLEFORBATCH  

RELEASE  

B． CONDITIONSOFTHEM【ARKETINGAUTHORISATION  
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A． M【ANUFACTUREROFTHEBIOLOGICALACTIVESUBSTANCEAND  

MANtJFACTURINGAUTHORISATIONHOLDERRESPONSIBLEFORBATCH  

RELEASE  

Nameandaddressofthema坤   
Not applicable 

Name軸acturerresponsible   

PfizerManufacturingDeutschlandGmbH   

Heinrich Mack Strasse 35 

D－89257Illertissen  

Germany 

B． CONDITIONSOFTHEMARKETINGAUTHORISATION  

CONDITIONSORRESTRICTIONSREGARDINGSUPPLYANDUSEIMPOSEDON  

THEMARKETINGAUTHORISATIONHOLDE   

Medicinalproductsubje〔ttOmedicalprescrlptlOn．   

CONDITIONSORRESTRICTIONSWITHREGARDTOTHESAFEAND  

EFFECTIVEUSEOFTHEMEDICINALPRODUCT   

TheMarketingAuthorisationHolder（MAH）shal1ensurethat，priortolaunch，allhealthcare  

professionalswhoareexpectedtoprescribeFABLYNorordergynaecologlCalultrasoundofpatients  
treatedwithFABLYN，areprOVidedwithaccesstoriskminimisationeducationalprogramme・   

Theprogrammeshal1havebothelectronicandprintedform，Whichareidenticalintermsofcontent．   

Theprogrammematerialsshallbeprovidedviathefo1lowingmeans：  

Vたb－based  

OnCD  

Printedonpaper   

Theprogrammesha11conveythefollowingkeymessages：  

FABIXNincreasesriskofvenotlSthromboembolism（VTE）．  

Theapproachesrecommendedformltlgationofriskofvenousthromboembolismbasedonthe  
SmPC，in〔1udingcontraindicationofFABLYNinpatientswitha〔也veorpasthistoryofVTrE・  

FABLYNcausesmorphologl〔〔hanges，Parti〔ularlythecysticatrophyofendometrium．It  

resultsinincreasedmeanendometrialthickness．  

Basedontheclinicaltrials，themorphologic〔hanges〔auSedbyFABLYNareberlignanddonot  

requirefurtherinvestlgationunlessvaginalbleedingoccurs．  
ReferencestoauthoritativeinterllationalguidelirleSrelevantforuterinesurveillance．  
TheneedtostoptreatmentwithFABLYNandinvestlgateWhenunexplaineduterinebleeding  
OCCurS．  

19   



TheprogrammeshallincludethefulltextoftheSmPC．   

TheMAHshal1alsoprovideaccesstoeducationalprogrammeforpathologists・Thisprogramme  
ShouldfocusoninterpretationofendometrialbiopsyofwomentreatedwithFABLYN・Itmustbein  
linewithauthoritativeinternationalguidelinesandsupportedbyevidencepublishedinpeerreviewed  
medicaljournals．   

OTHERCONDITIONS   

PわロrmdCOVi9血nceサSrem   

TheMAHmustensurethatthesystemofphamacovigilance，aSdescribedinversionversionl．1  

PreSentedinModulel・8・1・OftheMarketingAuth0risationAppli〔ation，isinplaceandfun〔山）nlng  
beforeandwhilsttheproductisonthemarket．   

Rfsた地口d9emenr別口n   

TheMAHcommitstoperformingthestudiesandadditionalpharmacovigilanceactivitiesdetailedin  
thePharmacovigilancePlan，aSagreedinversionl・40ftheRiskManagementPlm（RMP）presented  
inModulel・8・2・OftheMarketingAnthodsationAppli⊂adonandanysubsequentupdatesoftheRMP  
agreedbytheCHMR   

AspertheCHMPGuidelineonRiskManagementSystemsformedicinalproductsforhumanuse，  
theupdatedRMPshouldbesubmittedatthesametimeasthenextPeriodicSafetyUpdateReport  
（PSUR）．   

Inaddition，anuPdatedRMPshouldbesubmitted   

・ WhennewinformationisreceivedthatmayimpactonthecurrentSafetySpecificadon，  
PharmacovigilancePlanorriskminimisationactivities  

W・thin60daysofanimportant（pharmacovigilanceorriskmimimisation）milestonebeing  
reached  

AttherequestoftheEMEA  
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ANNEXIII  

LABELLINGANDpACKAGELEAFLET  

21   



A．LABELLING  
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PARTICULARSTOAPPEARONTfIEOUTERPACKAGING   

CARTONFORBOTTLEPACK（90film－COatedtab）ets）  

1．  NAⅣ【EOFTHEMEDICINALPRODUCT  

FABI∬N500microgramfilm－COa‡edtこIblets   

lasofoxifene  

2． STATEMENTOFACTIVESUBSTANCE（S）  

Eachtabletcontainslasofoxifenetartrate，equivalentto500microgramlasofoxifene．  

3．  LISTOFEXCIPIENTS  

Containslactose   

Seethepackagelcafletforfurtherinformation．  

4．  PHARMCEUTICALFORMAND CONTENTS  

90film－COatedtablets  

5． METHODANDROUTE（S）OFA♪MINISTRATION  

Fororaluse．   

Readthepackageleafletbeforeuse・  

6．  SPECIALVVARNINGTHATTHEMEDICINAIJPRODUCTMUSTBESTOREI）OUT  

OFTHEREACHANDSIGHTOFCHILDREN  

Keepoutoftherea〔handsightofchildren・  

7． OTHERSPECIALWARNING（S），IFNECESSARY  

Sealedpack．   

Donotu5eifboxhasbeenopened・  
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8．  EXpIRYDATE  

EXP：  

9．  SPECIALSTORAGECONDITIONS  

10． SPECIALPRECAtJTIONSFORI）ISPOSAI，OFUNUSEDMEDICINALPROI）UCTS  

ORWASTEMLrrERIALSDERIVEDFROMSUCHMEDICINALPROI）UCTS，IF  

AIIPROPRIATE  

11． NAMEANDAI）DRESSOFTHEⅣlARKETINGAUTfIORISATIONHOLDER  

PfizerLimited   

RamsgateRoad   

Sandwich  

Kent  

CT139NJ   

United Kingdom 

12． ⅣlARKETINGAUTHORISATIONNUMBER  

EU／0／00／000／000  

13． BATCHNUMI！ER  

14． GENERALCLASSIFICATIONFORSUPPIJY  

MedicinalproductsubjecttomedicalprescrlPt10n・  
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15． INSTRUCTIONSONUSE  

16． INfORMM汀IONINBRAILLE  

FABIJYN  
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mRTICUI．ARSTOAPPEARONTHEOUTERPACKAGING   

CA甘rONFORBLISTERPACK（30film一仁Oatedtablets）  

1．  NAMEOFTHEMEDICINALPRODUCT  

FABIXN500microgramfilm－COatedtablets   

lasofoxifene  

2． STATEMENTOFACTIVESUBSTANCE（S）  

Eachtabletcontainslasofoxifenetartrate，equivaler）ttO500microgramlasofoxifene．  

3．  LISTOFEXCIPIENTS  

Containslactose   

Seethepackageleafletforfurtherinformation．  

4．  PHAMCEUTICALFORMA．NDCONTENTS  

30film－COatedtablets  

5． METHODANDROUTE（S）OFADMINISTRATION  

Fororaluse．   

Readthepackageleafletbeforeuse・  

6．  SPECIALVVARNINGTHATTHEMEDICINALPRODUCTMUSTBESTOREDOUT    OFTIIEREACHANDSIGHTOFCHILDREN  
Keepoutoftherea〔handsightofchildren・  

7． OTHERSPECIALWARNING（S），IFNECESSARY  

Sealedpack．   

Donotuseifboxhasbeenopened．  
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8．  EXplRYDATE  

EXP：  

9．  SPECIALSTORAGECONDITIONS  

10． SPECIALPRECAtJTIONSFORDISPOSALOFUNUSEDMEDICINALPRODtJCTS  

ORWASTEMATERIALSDERIVEI）FROMSUCHMEDICINALPRODUCTS，IF  

ApFROI｝mATE  

11． NAMEANDADDRESSOFTHEM【ARKETINGAUTIlORISATIONHOLDER  

pfiz」erLimited   

RamsgateRoad   

Sandwich  

Kent  

CT139NJ   

United Kingdom 

12． MARXETINGAUTIIORISATIONNUMBE  

EU／0／00／000／000  

13． BATCHNUMBER  

Lot：  

14． GENERALCLASSIFICATIONFORSUPPLY  

Medicinalproductsubje〔ttOmedicalpres〔rlPtlOn・  
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15． INSTRUCTIONSONUSE  

16． INFORⅣ【ATIONINBRAILLE  

FABLYN  
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PARTICULARSTOAPPEARONTHEOt）TERPACKAGING   

CARTONFORBLISTERPACK（7filmNCOatedtablets）  

1．  NAMEOFTHEMEDICINA上PRODUCT  

FABLYN500microgramfilm－⊂Oatedtablets   

lasofoxifene  

2． ST〝rEMENTOFACTIVESUBSTANCE（S）  

EachtabletcontairlSlasofoxifenetartrate，equlValentto500microgramlasofoxifene．  

3．  LISTOFEXCIPIENTS  

Containslactose   

Seethepackageleafletforfurtherinformadon・  

4，  PHAMCEUTICALFORMANI）CONTENTS  

7film－COatedtablets  

5． METHODANDROUTE（S）OFADMINISTRATION  

Fororaluse．   

Readthepackageleafletbeforeuse・  

6． SPECIALWARNINGTIIATTHEMEDICINALPRODUCTMUSTBESTOREDOUT  

OFTHEREACHANDSIGHTOFCHILDRE  

Keepoutoftherea〔handsightofchildren・  

7． OTHERSPECIAl，WARNING（S），IFNECESSARY  

Sealedpack・   

Donotuseifboxhasbeenopened．  
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臥  EXpIRYDATE  

EXp：  

9．  SPECIAI．STORAGECONDITIONS  

10． SPECIALPRECAUTIONSFORDISPOSAl．OFtJNUSEDMEDICINALPRODUCTS  

ORWASTEMATERIALSDERIVEDFROMSUCHMEDICINALPROI）UCTS，IF  

APPROI）MATE  

11． NAMEANDADDRESSOFTHEMARKETINGAtJTHORISATIONHOLDER  

Pfiz．erLimited   

RamsgateRoad   

Sandwich  

Kent  

CT139NJ   

United Kingdom 

12． MARKETINGAUTHORISATIONNUMBER  

EU／0／00／000／000  

13． BATCHNUMBER  

14． GENERALCLASSIFICATIONFORSUPPIJY  

MedicinalproductsubjecttomedicalprescnptlOn・  
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15． INSrrRUCTIONSONtJSE  

16． INI了ORMTIONINBRAILLE  

弘BLYN  
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PARTICULARSTOAPPEARONTHEOUTERPACKAGING   

CARTONFORBLISTERPACK（28film－COatedtablets）  

l．  NAMEOFTHEMEDICINALPRODUCT  

FABLYN500microgramfilm－COatedtablets   

lasofoxifene  

2・ STATEMENTOFACTIVESUBSTANCE（S）  

Eachtabletcontainslasofoxifenetartrate，equivalentto500microgramlasofoxifene．  

3．  LISTOFEXCIPIENTS  

Containslactose   

Seethepackageleafletforfurtherinformation．  

4．  P腱ⅦACEUTICALFORMANI）CONTENTS  

28丘1m－COatedtablets  

5． M玉THODANDROUTE（S）OFADMINISTRATION  

Fororaluse．   

Readthepackageleafletbeforeuse．  

6． SPECIALWARNINGTHATTHEMEDICINALPRODtJCTMUSTBESTOREDOUT  

OFTHEREACHANDSIGHTOFCHILDREN  

Keepoutofthereachandsightofchildren，  

7・ OTIIERSPECIALWARNING（S），IFNECESSARY  

Sealedpack．   

Donotuseifboxhasbeenopened．  
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8．  EXpIRYDATE  

EXP：  

9．  SPECIALSTORAGE CONDITIONS  

10． SPECIALPRECAUTIONSFORDISPOSALOFt）NUSEDMEI）ICINALPRODUCTS  

ORWASTEMArERIALSDERIVEI）FROMSUCHMEDICINALPROI）UCTS，IF  

ApIIROI〉mATE  

11． NAMEANDADI）RESSOFTIIEn4ARKETINGAUTHORISATIONHOLDE  

PfizerLimited   

RamsgateRoad   

Sarldwich  

Kent  

CT139NJ   

Uni［edKingdom  

12． h4AMTINGAUTHORISATIONNt）MBER  

EU／0／00／000／000  

13． BATCtiNUMBER  

Lot：  

14． GENERAIJCl」ASSIFICATIONFORSUPPLY  

MedicinalproductsubjecttomedicalprescrlptlOn．  
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1S． INSTRtJCTIONSONUSE  

16． INFORMATIONINBRAILLE  

FABLYN  
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MINIMUMJnRTICULARSTOAPPEARONBLISTERSORSTRIPS  

BLISTER－28 tablets  

1．  NAMEOFTHEMEDICINALPRODUCT  

FABLYN500microgramfilm－COatedtablets   

lasofoxifene  

2．  NAMEOFTHEMARKETINGAUTHORISATIONHOLDE  

Pfizer  

3．  EXfIRYDATE  

EXp：  

4．  BATCHNUMBER  

Lot：  

5．  OTIiER  

Mon  

Tue  

Wed  

Thu  

Fl・i  

Sat  

Sun  

35   



MINIMUMPARTICULARSTOAPPEARONSMAIJLIMMEDIATEPACKAGINGUNITS  

BOTTLELA丑EL  

1・ NAMEOFTHEMEDICINALPRODUCTANDROtJTE（S）OFAJ）MINISTRATION  

FABLYN500microgramfilm－COatedtablets   

lasofoxifene  

Fororaluse  

2．  METHODOFADMINISTRATION  

Readthepackageleafletbeforeuse．  

3．  EXpIRYDATE  

EXP：  

4．  BATCHNUⅣ【BER  

Lot：  

5． CONTENTSBYWEIGHT；BYVOLUMEORBYUNIT  

90film－COatedtablets  

6．  OTHER  
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MINIMUMPARTICULARSTOAPPEARONBLISTERSORSTRIPS  

BLISTER－7tablets  

1．  NAMEOFTHEMEDICINALPRODUCT  

FABLYN500microgramfilm－COatedtablets   

lasofoxj fene 

2．  NAMEOFTHEh4ARKETINGAUTHORISATIONHOI．DER  

Pfizer  

3．  EXpIRYDATE  

l三＼P二  

4．  BATCHNUMBER  

Lot：  

5．  OTHER  

Mon  

Tue  

lへ桓d  

Thu  

Fri  

Sat  

Sun  
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MINIMUMPARTICULARSTOAPPEARONBLISTERSORSTRIPS  

BLISTER－30tablets  

1．  NAMEOFTHEM【EDICINALPRODUCT  

FABLYN500microgramfilm－COatedtablets   

lasofoxifene  

2． NAMEOFTHEMAMTINGAUTHORISATIONHOLDE  

Pfizer  

3．  EXpIRYDArE  

EXP：  

4．  BATCHNUMBER  

3B  

て 才   



B．PACKAGELEAFLET  
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PACKAGELEAFLET：INFORMArIONFORTHEUSER  

FABm500microgramfilm一亡Oatedtablets  
lasofoxifene   

Read云1lofthisleafletcarefu11ybeforeyoustarttakingthismedicine．  

・ Keepthisleanet．Youmayneedtoreaditagaln．  
Ifyouhaveanyfurtherquestions，aSkyourdoctororpharmacist．  

●  Thismedicinehasbeenprescribedforyou．Donotpassitontoothers．Itmayharmthem，eVen  
iftheirsymptomsarethesameasyours．  

・ Ifanyofthesideeffectsgetsserious，OrifyounoticearlySideeffectsnotlistedinthisleaflet，  
Pleasetellyourdoctororpharmacist．  

Inthisleaflet：   

1．  What FABIJYNisandwhatitisusedfor  

2． Beforeyoutake FABLYN  

3．  Howtotake FABLYN   

4．  Possiblesideeffects   

5．  Howtostore FABIJYN   

6．  Furtherinformation  

1．  ⅥIAT FABLYNISANDWHATITISUSEDFOR  

FABIXNisusedtotreatosteoporosisinwomenafterthemenopause（POStmenOpauSalosteoporosis）  

Whoarelikelytobreakbones，eSpe〔ial1yinthespine，hipsandwrists．Itbelongstoagroupof  

medicinescalledSelectiveEstrogenReceptorModulators（SERM）．   

Inwomenwithpostmenopausalosteoporosis，FABIXNreducestheriskofbothfracturesofthesplne  
（vertebralfra〔tureS）andnon－Spinefractures（non－VeItebralfra⊂tureS），butnothipfractures．  

2．  BEFOREYOUTAKE FABLyN  

Donottake FA月LYN  

・ ifyouareal1ergic（hypersensitive）tolasofoxifeneoranyoftheotheringredientsofFABtXN．  

・ ifyoucurrentlyhaveorpreviouslyhadbloodclots，forexampleinyourveins，1ungsoreyes  

（deepveinthrombosis，pulmonaryembolismorretinalveinthrombosis）．  

・ ifyouhaveanyvaginalbleeding・Thismuitbeinvestigatedbyyourdoctorbeforestarting  

treatment．  

ifyoucouldstillbecomepregnant．  
ifyouarepregnantorbreast－feeding．  
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rIbkespecialcarewith FABLYN  

ifyouareimmobiIeforsometime，SuChas，needingtobeadmittedtoahospitalorhaving  

tostayinbedwhilerecoveringfromanoperationoranillness，aSthesemayincreaseyour  
riskofbloodclots（deepveinthrombosis，pulmonaryembolismorretinalveinthrombosis），  
Yourdoctormayrecommendthatyoustoptreatmentatleast3weekspriortothis  
dme．TfeatmentwithFABLYNcanberestartedassoonasyouregainyourmobilityandin  
COnSultationwithyourdoctor・  

ifyouaretakingFABLYN，yOuShouldwalkaroundorexerciseyourlegsandfeetatregular  

intervalswhentravelinglongdistances．Thisisbecausesimngforalongtimeinthesame  
POSitionmaypreventgoodbloodcirculationandmayincreaseyourriskofbloodclots・   

ItisunlikelythatFABLYNwillcausevaginalbleeding・Soanyvaginalbleedingwhileyoutake  
FABLYNisunex．pe〔te止Youshouldhavethisinvestigatedbyyourdoctor．   

Thefollowingarereasonswhythismedicinemaynotbesuitableforyou．Youshouldtalktoyour  
doctorbeforestarhngtotakeFABL￥N：  

ifyouhaveorhavehadbreast〔anCer・  

ifyouexperienceanyunexplainl！dbreastabnormality．  

ifyouhavesevereliverdisease・  

・ ifyouhaveseverekidneydisease・   

Taking other medicines 

Pleasetellyo11rdoctororpharmacistifyouaretakingorhaverecentlytakenanyothermedicines，  
includingmedicinesot）tainedwithoutaprescription・Ifyouaretakingestrogenreplacementtherapy  
（ERT）orhorInOnereplacementtherapy（HRT），FABLYNmaynotbesuitableforyou．   

Taking FABLYNwithfoodanddril－k  

FABLYNcanbetakenwithorwithouti’00danddrink．   

pregnancyandbreasトfeeding  

FABIXNisonlyforwomerlafterthemenopauseandmustnotbetakenbywomeIIWhocanstill  
becomepregnant・   

DonottakeFABLYNifyouarepregna】一tOrbreasトfeedingasitmightbeexcretedinmother’smilk．   

Drivingandusingmachines  

Nostudiesontheeffectsontheabilitytodriveandusemachineshavebeenperformed．   

FABIXNhasnoknowninfluenceonthcabilitytodriveandusemachines．   

Importantinformationaboutsomeoftheingredientsof FABLYN  

FABLYNcontainslactose．Ifyouhavebeentoldbyyourdoctorthatyouhaveanintolerancetosome  
sugars，COntaCtyOurdoctorbeforetakingthismedicine・  

3． HOWTOTARE FABLYN  

AIwaystakeFABLYNexactlyasyourdoctorhastoldyou・Youshouldcheckwithyourdo〔tOrOr  

Pharma〔istifvouarenotsure－Theusualdoseisonetableteachday・  

41   



Swallowthetabletwhole．Youmaytakeitwithorwithoutfood・   

Ifyouwish，yOumaytakeitwithwateroranotherbeverageofchoice・   

Yourdoctormayalsoadviseyou（OtakeCalciumandVitaminDsupplementswhileyouaretreated  
withFABIXNifyourdailyintakesarenotconsideredsufficient・   

Ifyoutakemore FABLYN thanyoushould  

Ifyoutakemoretabletsthanyoushould，tellyourdoctororpharmacist・   

Ifyouforgettotake FAI主m  

Donottakeadoubledosetomakeupforaforgottentablet．1もkeyournexttabletand⊂Ontinueas  

before．   

Ifyoustoptaking FAB  

YoushouldtalktoyourdoctorbeforestoppingFABLYN．   

Ifyouhaveanyfurtherquestionsontheuseofthismedicine，aSkyourdoctororpharmacist・  

4．  POSSIBLESIDEEFFECTS  

Likeallmedicines，FABLYN cancausesideeffects，althoughnoteverybodygetsthem．   

Mostofthesideeffectsthatoccurredduringstudiesweremi1d．   

Thesesideeffectsmayoccurwithcertainfrequencies，Whicharede丘nedasfo1lows：   

・  Verycommon：affectsmorethanluserinlO  

Common：affectsltolOusersinlOO  

Uncommon：affectsltolOusersinl，000  

Rare：affectsltolOusersinlO，000  

Veryrare＝affectslessthanluserinlO，000  

Notknown：frequencycannotbeestimatedfromtheavailabledata   

Verycommonsideeffects：   

・  Musclecramps   

Commonsideeffects：  

Hotflush  

ConstlPation  
Pressure in the lower abdomen 

Vaginaldischarge  
・  Excessivesweatlng  
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Uncommonsideeffects：  

UrinaIytraCtinfec也on，bumingonurination，urgentneedtourinate，urinaryincominence  
Abdominalpainorpressure，Palnintheback，neCk，jointsorchest  
Tiredness，abnormalorexcessivebleedirlgCOmmOnlyfromthenose  
Diabetes（typicalsymptomsareexcessivethirst，frequenturination）  
BurnlngSenSadon，dizziness，numbness，memOrylmpalrment，impairedorpartiallossof  
movementofalimb，headache，reStlesslegssyndrome（anirresistibleurgetomovelegstostop  
anuncomfortableoroddsensations）  
Abnormalorirregularbeatingoftheheart，increasedheartrate  

・  Swellmgofhands，armS，feetorlegs，limbpain  
Cough，difficultybreathing，Stuffyr10Se，runnynOSe  
Drymouth，flatulen〔e（ex［eSSiveaInOuntOfairorgasesinthestomachortheintestine），  
stomachache  

Dryeye，hairloss，Skinrash，nightsweats，itching，feelinghot，Weightgain  
Breaststiffening，breastpain，Vaginalt）leeding，geIlitalitching   

Raresideeffects：  

Infectionintheear，eye，reSPiratorytractorskin，diarrhea，bloodinstooIs  
Changeinappeti［e  

・  Abnormaldreams，mOOdswings  

・ Dizziness，alteredsenseoftaste，Sei乙ureS，migraine，Weaknessofarmsorlegs，SCiati〔a（painfelt  
inthelowerback，buttock，and／orvariouspartsofthelegandfoot；typi〔allyononesideofthe  

body）  
・ Impairedvision，Palnineyes，itchyeyes，SWOlleneyelids，rednessofthceyes，earpaln  

Liplesions，Changeofbowelhabits，difficultyswa1lowing，mOuthulcer，heartburn，mOuthpain，  
anal pain 

・ Jaundice（yellowingoftheskinandeyes），Changesinblc・Odtestsofliverfunction  
・ Dryskin，unuSualhairtexture，naildisorder，Skinrash，Skindarkening，alteredshapeoffingers，  

skinlesion  

Painfu1urinatioIl，bloodinurine  

Breastdischarge，breastlump，Vaginalpaln，Varicosevein  
Decreasedpulseinfeet，bmising   

Ifanyofthesideeffectsgetsserious，Orifyounoticeanysideeffectsnotlistedinthisleaflet，Please  
tellyourdoctororpharmacist・  

5．  HOWTOSTORE FAB  

Keepoutoftherea〔handsightofchildren・   

Donotuse FABLYN aftertheexpirydatewhichisstatedontheblisterorbottlelabelandonthe  
cartonafter“EXP：”．Theexpirydatereferstothelastdayofthatmonth・   

ThismedicinedoesnotrequlreanySPeCialstorageconditions・  
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G．  FURTHERINFORMATION  

What FABm（Ontains  

Theactivesubstanceislasofoxifene．Eachfilm－COatedtabletcontainslasofoxifenetartrate，  

equivalentto500microgramsoflasofoxifene．   

・  Theotheringredientsarelactoseanhydrous；microcrystallinecellulose；CrOSCarmellosesodium；  

Silica・CO1loidalanhydrous；magneSiumstearate；StmSetyellowFCFaluriniumlake（EllO）；  

hypromellose；1actosemonohydrate；titaniumdioxide（E171）andtriacetln・   

What FABLYNlooks）ikeandcontentsofthepack  

FABLYNtabletsaretriangular，peaChcoloured，film－COatedtabletsmarkedwith“Pfiz・er”ononeside  

and〟OPRO5〃ontheother．   

Thetabletsareprovidedinblisterpackscontaiming7，280r30tablets，andinbottlepackscontalnlng  

90tablets．Notal1packsizesmaybemarketed．   

MarketingAuthorisationHolderandManufacturer  

TheMarketingAuthorisationHolderisPfizerLimited，RamsgateRoad，Sandwich，KentCT139NJ，  

UnitedKingdom．   

TheManufacturerisPfiz．erManufacturingDeutschlandGmbH，HeimichMackStrasse35，89257  

Ille血ssen，Gemany・   

Foranyinformationaboutthismedicine，pleasecontactthelocalrepresentativeoftheMarketing  
AuthorisationHolder：  
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Pfizer   Pfiz．erRoIn昌niaS．R．L   

丑＋33（0）15807弓子40   恥1‥＋チ0（0）ざ1ざ？7？80P   

Ireland   Slov巳nlJa   

Pfi乙erHedthcaTeIreland   Pfizer Luxembourg SARL 
Td：＋1800633363   Pfiz，er，POdruZnicaz．asvetova叫espodroEja  

farmacevtskedejavnosti，Ljubljana  
甲‥†386（0）1ラざI1チ甲   

island   Slovensk孟republika   

Vistorhfリ   PfizerLuxembourgSARL，OrganizaEn畠zlo三ka   
Simi：＋3545357000   Tヒ1：＋421－2－33555500   

Italia   Suomi／finland   

PfizerItaliaS．r．l．   PfizerOy   
Tヒ1：＋3906331821   Puh〃tl＝＋358（0）9甲0040   

K6叩0ぢ   Sverige   
GEO．PWLIDES＆ARAOUZOSLTD，   .Pfizer AB 

T巾：＋35722818087   聖二 

Latvija   ,United Kingdom 
Pfizer Luxembourg SARL Pfi乙erLimited   

Fili封eLatvij畠  恥l：十44（0）1737331111   

Tbl：＋37167035775  

Lietuva  

Pfizer Lwembourg SARL 
hhalasLietuvoje  
Tbl．＋37052514000  

ThisIeafletwaslastapprovedin（MMrYYYY）・   

Detailedinformationonthismedi〔ineisavailableontheEuropeanMedicinesAgency（EMEA）web  
site：i■氾  
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資料3－6 ミファムルチド（mifamurtide）   



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 

10   



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  
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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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