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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．  
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＊＊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. 
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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．  
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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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