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ヒスタミンニ塩酸塩  

（histamine dihydroch曹oride）  

ANNEXI  

SUMMARYOFPRODtJCTCHARACTENSTICS   



1．   NAMEOFTHEMEDICINALPRODUCT   

CepleneO．5mg／0・5mlsolutionforirtiection  

2． QtJALITATIVEANDQtJANTITATⅣECOMPOSITION   

OnevialofO．5mlofsolutioncontainsO．5mgofhistaniinedihydroch！oride．   

Forafu111istofexclp）entS，SeeSeCtion6．1．  

3．   PHARMACEUTICALFORM   

Solutionfbr叫ection・  

Clear，COlourlessaqueoussolution．  

4． CLINTCALPARTICULARS   

4．1 Tbe帽pⅢtkhdi粗tb耶   

CeplenemaintenanCetherapyisindicatedforadultpatientswithacutemyeloidleukaemiain玩寓  
remissionconcomitantlytreatedwithinterleukin－2（m－2）．Thee餓cacyofCepJenehasnotbeenfu11y  
demonstratedinpatientsolderthanage60．   

4J Po紬logyamdmd血odoradmh臨tra伽n  

CeplenemaintenanCetherapyshouldbeadministeredfolloTh？gCOmpletionofcons01idationtherapy  
inpatierrtsconcomitantlytreatedwithn・－2underthesuperv1S10nOfaphysiciaLneXperiencedinthe  
managemerrtOfacutemyeloidleukaemia・   

FordosinginstruCtionsforCepleneincombinationwithtL－2，SeepOSOIogybelow・   

加〝ね泌乃一2仔乙－み  

IL－2isadministeredtwicedailyasasubcutaneous桓jectionlto3minutesprlOrtOtheadministration  
OfCeplene；eaChdoseofrL－2is16400rU晦   

C甲ね〃e  

O．5misolutionissufncientforasingledose（SeeSeCtion6．6）．  
Cepleneisadministeredlto3minutesaRereachiniectionofm－2．EachO・5mlCeplenedoseis  
鴫ectdslowly，0Ver5－15m血血路   

Treatment cvcles 

CepleneandIL－2ueadministeredforlOtreatmentcycles：eaChcycleconsistsofatreatment  
Of21days（3weeks）fo1lowedbyathree－Weekorsix－Weektreatment一打舵Period．  
Forcyclesl－3，eaChcycleconsistsof3weeksoftreahent，fbllowedbya3－Weektreatment鮎e  
period．Forcycle＄4－10，eaChcycleconsistsof3weeksoftreatment，fo1lowedbya6－Weektreatment一  
触eperil）d．   

TherecommendeddosingreglmenispresentedinTablesland2．   



Tablel：Fortreatmentcyclesト3withCepleneandlL－2  

巨     Weeknせmber（w）★  Treatment女  

Cycle2   Cycie3   

W．1tow．3  W．7toⅥr．，  W．13tow．15  1L216400LU／kgfblJowedbyO．5mlCeplene．   
（Daysト21）  （Daysト21）  （Daysト21）  Twicedaily．   

W．4tow．后  W．10tow．12  W．16tow．1＄   Cyclel  Treatment－free（3weeks）   

＊seedosemod摘cationfbrprovisionsforthemod摘cationtodoseanddosageschedule  

Table2：Fortreatmentcycles4－6withCepleneandIL－2，SameaSfbrTablelabove，Withthe   

exceptlOnOfnumberofcyclesanddurationofrestperiods  

Week正也mber（w）央  Tr朗血nent☆   

Cycles   

4   5   6   7   8   9   10   

W．1  W．2  W．3  w．4  W．55  W．‘  W．7  IL－2164001U化gfb1lowedbyO，5ml   

9to  ＄to  7to  6to  ーtO  4to  3to  Ceplene．Twicedaily   

W．2  

1   0   9   8   6   5   

W．2  W．3  Ⅵr．4  W．4  W・．5g  W．后  W．7   Treatment－fi・ee（6weeks）   

2to   
1to  Oto  9to  to  7to  ‘to   

W．3  

占   5   4   2   1  

＊seedosemod抗cationforprovisionsforthemodificationtodoseanddosageschedule   

Dose modification 

PatientsshouldbemonitoredfortheexpeCtedsymptOmaticadversereactionsandlaboratorychanges  
associatedwiththistreatrnent・DosesofCepleneandIL－2shouldbemodifiedasnecessarybasedon  
individualpatienttoleTanCetOtreatment．1tisrecommendedthatdosemodjficationsbeaddressed  
earlyintreatment．Thedosereductionscanbetemporaryorpermanent．  
ShouldCeplenerelatedtoxicitiesoccur（SuChashypotension，headache），theiTtiectiontimecaJlbe  

increased什om5minutestoamaximumofdurationof15minutes．  

ForDatientsexDeriencinEgmdeltoxicitvevents：  
Noaltereddoserecommendationswiththeexceptionofgradelneurologictoxicityandgadel  
generalisedtoxicdermatitis．Forthedoserecommendationsforthesegradeltoxicityeventsrefirto  
therelevantsectionsbelow：  

Fort）atientsexDeriencinEgradel－4neuroZo由ctoxicitY  
－fbrgradelto3toxicity，treatmentShouldbediscontinueduntilgradeOtoxicityeventh  

beenachieved．Treatmentshouldthenberesumedata20％dosereductionforbothCeplene  
andlL－2．  

－fbrgrade4toxicity，discontinuationoftreatmentshouldbeconsidered．   

ForDatientsexDeriencinf：yadel－4generalisedtoxicdermatitis  
－fbr訂adeltoxicity，thetreatmentshouldbedelayedfor48hoursoruntilal1symptOmShave  

beenresoIved．Treatmentshouldthenberesumedusingthefu11doseofCeplene，but  

reducingthen．－2doseby20％．  
－forgrade2toxicity，therL－2doseshouldbereduced50％andonlyincreasedtofu11doseif  

thesymPtOmSdonotreappear．Cepleneandn．－2dosesshouldbeseparatedby60minutes，  

Whichshouldbemaintainedthroughouttreatment．  
－forgrade3and4toxicity，treatmentShouldbediscontinuedandnotresumeduntiZevents  

havebeenresoIved．Treatmentshouldonlyberesumedafterconsiderationofrisk－benefit  

tothepatient，  
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ForDatientsexDeriencin空色rade2（includinECardiacfunction．renal．heDatic）toxicitY：  

－treaherrtshouldbediscontinueduntiltheeventhasretumedtogradel  
－thetimeofiqiectionofthedoseofCep】eneshouldbeextendedtoamaximthof15  

mlnuteS．  

－forcardiac，hepatlCOrrenaltoxicitiesthedoseshouldbereducedby20％fbrbothCepleT）e  
andm－2．  

ForDatientsexDeriencinEgrade3and4（includinEhYDOtenSion．arrhvthmia）toxicities：  

－treatmentShouldbediscontinueduntiltheeventisTeSOIved．Amaximumdelayofone  

treatmentcyclecanbeconsideredfbrtheresolutionofgrade3aJld4events．  
ForperSistenthypotension，headache，arrhythmia，Cardiac，hepaticandrenaltoxicities：  

－thetimeof叫ectionofthedoseofCepleneshouldbeextendedtoamaximumOf15  

minutes．  
－thedoseamountofbothCepleneandn－2shouldbereducedby20％．   

fセγer  

－rL－2canbediscontinuedfor24hoursandthenrestartedata20％dosereductionlevel．  

d占〝OJ・椚αJ坪甘Cco〟〃ね  

一thedoseofrL－2canbereducedby20％fortheremainingdurationofthetreatmentcourse  
andifabnormalWBCcountsre－∝Curduringthefbllowingcycleapermanentlし2reduction  
isrecommended．  

上ocβJねdJαわ虚肌mJカ由  

一treatmentShouldbediscontinueduntilsymptOmSreSOIved．Treatmentcamberesumedby  
administeringCepleneatthefu11doseandfL－2at50％．   

SpecialDODulations   

月eJ7〟ゆe〟ニ  

Patierrtswithrenalimpalrmentmaybemoresensitivetothebloodpressu柁lowenngef托ctsof  
Ceplene．Althoughthedegreeofrenalimpairmenthasnodemonstrablee飴ctonthephaJmaCOkinetic  
dispositionofCeplene，CautioniswaNantedwhenCepleneisadministeredtopatientswithsevere  
renal．impairment．However，nOCeplenedosereductionisnormal1yrequiredinrenallyimpaired  
p如i印也．   

戯卯政府甲血靴血  

Cepleneshouldbeusedwithcautioninpatientswithmoderatetoseverehepaticimpairment（See  
SeCtion5．2）．PlasmaCeplenelevelsasehigherinpatierrtswithmoderateandsevereliverimpairment，  
andthesepatientgroupstendtoexperiencemoretachycardiaandlowerbloodpresstueafterCeplene  
dosingthandopatientswithnormalormildlya飴ctedliver如nction．Plasmadruglevelswerenot  

predictiveofadverseeffbcts，however，ande飴ctsdidnotcorrelatecloselywithdrugexpostm．Dose  
reductionofCepleneisnormallynotrequiredinhepaticallyimpairedpatients，butcautionshouldbe  
usedinthesepatierrts．   

触戚血再cタ甲血0乃了  

Cepleneisnotrecorrmendedforuseinchildrenbelow18yearSOfageduetoalackofdataonsaftty  
ande餌cacyinthisagegroup（SeCSeCtion5．1and5．2）．   

Methodofadministration  

Forsubc血aneoususeonly．   



Oneto3minutesa允erthesubcutaneousadministrationofIL－2hasbeencompleted，Cepleneshould  
beadministeredbyslowsubcutaneousirtiectionataratenottoexceedO・lmi（0・1mghistamine  

dihydrochloride）perminute・TheusualtimefbradministeringaO．5mlCepJenedoseis5minutes・  
Toreducepotentialadversereactions，theadministrationtimemaybelengthenedtoamaximumof15  
minutes，Seebelow・CeplenecanbeadministeredviaanambulatoTyiゆsionsyringepumporby  
COntrOlledmanualsubcutaneouslrUeCtionわ′サrtngeWithatimer，   

ThenrstdoseofCepleneandIL－20ndayloftheinitiationofthenrstcycleoftreatmentshouldbe  
administeredintheclinicunderdirectsupervisionbyaphysician．PatientmonitorlngOndaylshouid  
includevitalsigns，includingpulse，bloodpressureandresplratOryrate．王fthepatientexperiencesa  
Sign沌cantchangeinvitalsigns，thephysicianshouldevaluatethestatusofthepatientandcontinueto  

monitorvitalsigns；thesepatientsshouldbemonitoredduringsubsequenttreatments．   

SubsequentlrりeCtionsofCeplenemaybeselfladministeredathomebyapatientwhodemonstratesa  

goodunderstandingofnecessaryprecautionsandwhohasdemonstratedadequatellt）eCtionski11s・  
叫ectionsshouldbeprefヒrablyadministeredinasupervisedsettlnginthepresenceofanadultfhmily  
member，翫end，OrOthercareproviderwhoiscapableofrespondingappropriatelyshouldsignsor  
SymptOmSOfhypotensionoccur．   

Thepref岳rred両ectionareasarethethighsandtheabdomen．Cepleneshouldnotbeinjectedintothe  

SameanatOmicreglOnaSIL－2．   

ThetwicedailydosingofIL－2andCep王eneshouldbeseparatedbyaminimumof6hours．Patients  

Shouldremainatrestfor20minutesafterinjectionofCeplene．   

4．3  Contrailldica扇ons   

●  HypersensitivitytotheactivesubstanCeOrtOanyOftheexcipients．  

●  Patientswithsignincantlycompromisedcardiacfunction．e．g．，NYHAClassIIl／lV．  

●  PatientsrecelVlngSyStemicsteroidtherapy，ClonidineandH2blockingagents．  
●  Patientswhohavereceivedanallogenicstemce11transplant．  

●  DuringpregnanCy．  

●  Duringbreastfteding，   

4．4 SpecialwarnltLgSandspecialprecautionsfbruse   

Cepleneshouldbeadministeredlto3minutesafterIL－2administration，andnotconcomitantly．  

●  Rapid subcutaneousirtiection orirtjectioninto a vascular space may result insevere  
hypotension，taChycardia，OrSynCOpe．   

TreatmentwithCepleneincorりunCtionwithIL－2shouldbeusedwithcautioninpatientswithpoorly  
COmpenSatedcardiacfunction．Patientswithcardiacdiseaseshouldbeevaluatedforventricular  
毎ection舟actionandwallfunctionbyechocardiographyornuclearmedicinestresstestandthen  
treatedwithcaution．  

●  Patients should be monitored during treatment fbr possible clinicalcomplicationsdue to  
hypotensionorhypovolaemia．Cepleneshouldbeadministeredintheclinicundersupervision  
Ofthephysicianondayloftheinitialtreatmentcycle．PatientmonitorlngOndaylshould  
includevitalsigns，includingpulse，bloodpressureandrespiratoryrate．  
Patientmonitoringduringsubsequenttreatmentdaysorcyclesshouldbeperformedaslongas  
thepatientcontinuestoexperiencesign摘cantChangesinvitalsignsduringadministrationof  
Ceplene．Ifsignificanthypotensionorrelatedsymptomsareobservedinsubsequenttreatment  
CyCles，dose reduction should beinitiatedandifrequired，administeredin hospitaluntil  
responsestotreatmentallowforhomeadministration．   



Cautionshouldbeusedfbrpatientswithanyofthefb1lowlng：SymptOmaticperipheralarterial  
disease，paStOrPreSentpePtlCOrOeSOPhagealulcerdiseasewithahistoryofbleeding，Clinica］ly  
Sign沌cant renal disease and stroke within thelast12 months． Where appropriate，  
COnSiderationshouldbemadetoprovidingconcomitanttreatmentwithaprotonpumpinhibitor・  
Patientswith clinical1y sign摘cantin氏ction requlrlngthe useofantibiotics，antifungals，Or  
antivirals，Or Who have completed prioranti－inftctious therapy within14days ofstartIng  
treatment should be treated with caution unless the use ofantibioticsand antiviralswere fbr  
prophylaxispurposes・  

Patientswithapriorhistoryofautoimmunedisease（includingsystemiclupus，in椚ammatory  
boweldisease，PSOriasisandrheumatoidarthritis）shouldbetreatedwithcaution・  

MonitoringoflaboratorytestresultsisrecommendedincludingstandardhaematologlCaland  
bloodchemistrytests．  
Patientsreceivingthefo1lowingmedicinalproductsshouldbetreatedwithcaution（SeeSeCtion  
4．5）  

－Beta－blockersorotheranti－hypertenSiveagents．  
－Hlblockingagentsandneuroleptics（anti－pSyChotics）withHlreCeptOrblockingproperties．  
－Tricyclicanti－depressantsthatmayhaveHlandH2reCePtOrblockingproperties・  
－Monoamineoxidaseinhibitorsandanti－malarialandanti－trypanOSOmalagents．  

－NeurOmusCularblockingagents，narCOticanalgesics，andvari0usCOntraStmedia．  

4・5 InteractionwithothermediciAalproductsandotherfbrmsofinteraction   

Whileposologydifrヒrs，WhenCepleneisusedincoruunctionwithIL－2，physiciansshouldalsoreftr  
totheSmPCforIL－2andobservetherespeCtivemedicalproductinteractions．   

H2reCeptOrantagOnistswithimidazolestruCtureSSimilartOhistamine，e．g．，Cimetidine，SyStemic  
SterOidsandclonidine，muStnOtbe．usedduringtreatmentwithCeplene（SeeSeCtion4．3）．   

Beta－blockersandotheranti－hypertenSiveagentsshouIdbeusedwithcautionduringtreatmentwith  
Ceplene．Concurrentadministrationofmedicinalproductswithcardiotoxicityorbloodpressure  
loweringefrtctsmayincreasethetoxicityofCeplene．   

HlreCePtOrblockingantihistaminesorneuroleptics（anti－PSyChotics）withH）reCeptOrblocking  
propertiesthatmightdecreaseefncacyofCepleneshouldbeavoided．   

Tricyclicanti－depressantsmayhaveHlandH2reCeptOrblockingpropertiesandshouldbeavoided．   

Monoamineoxidaseinhibitors，anti－malarial，andanti－tryPanOSOmalactivesubstancesmayalterthe  
metabolismofCepleneandshouldbeavoided（SeeSeCtion4．4）．   

Ithasbeennotedthatneuromuscularblockingagents，narCOticanalgesics，amdvariouscontrastmedia  
Caninducethereleaseofendogenoushistamine；thereforeinpatientsundergoingdiagnosticor  
SurglCalprocedures，theadditivee飴ctofCeplenetreahentshouldbeconsideredpriortothe  
procedure（SeeSeCtion4．4）．   

4．‘ Pregmancyandlaeta伽n   

ForCeplene，nOClinicaldataonexposedpregnanCiesareavailable．Animalstudiesshowed  
reproductivetoxicitybutonlyatmatemotoxicdoses，anddidnotindicatedirectharmfu1e蝕ctswith  
respecttopregnanCy，embryonal／foetaldevelopment，parturitionorpostnataldevelopment（See  
Section5．3）．CepleneincortjunctionwithIL－2mustnOtbeusedduringpregrlanCy．   

Itisunkn0wnWhetherhistamineisexcretedinhumanbreastmilk．Theexcretionofhistamineinmilk  

hasnotbeenstudiedinanimals，butatmaternotoxicdosesinrats，0飽pringshowedslighttoxicity  
duringearlylactation（SeeSection5．3）．CepleneincortiunctionwithIL－2mustnotbeusedduring  
breast．fteding．  
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Noclinica里dataa陀aVai1ableonthee仔ectsofCepleneonfbrtility．Animalstudiesrevealedno  
adverseeffectsonftrtilityapartftomaslightreductioninimplantaiionsandviablefbetuses（See  
section5．3）．Womenofchildbearingpotentialandsexual1yactivemenrnustuseefftctivemethodsof  
COntraCePtionduringtreatmentwithCepleneandIL－2・   

RefbrtotheIL－2SmPCforinfbrmationonpregnancyandlactationwithIL－2・   

4．7 E触bonabi誠けtodr毎eandu詑maebh郡   

Ceplenehasminorormoderateinnuenceontheabilitytodriveandusemachines・Administrationof  
Ceplenecancausehypotensionandmayresultindizziness，light－headednessandblurredvision・  
PatientsshouldnotdriveoroperatemaChinesfbratleastlhoura魚erreceivingCeplene・   

4．＄ Undesirableel肌詑b   

dc㍍eA少eわfdエビ血g椚ね   

AdversereactionswerereportedtobeatleastpossiblyrelatedtorL－2andCeplenetreatmentin  
almostal1patientsinstudiesinacutemyeloidleukaemia（AML）・   

ThemostcommonadversereactionsexperlenCedby30％ormoreofpatientsreceivingIL－2and  
Ceplene（1istedindescendingorderof丘equency）were：flushing，headache，fhtigue，iniectionsite  
granuloma，PyreXiaand叫ectionsiteerythema・   

Theadversereactionsoccumnglnatleast5％ofpatientsconsideredatleastpossiblyrelatedtothe  
treatmentoflow－dosen－2withCepteneinAMLstudies（n＝196fbrtheIL－2andCeplenetreatment  
arm）arelistedbelowbybodysystemorgan，Classand録equency．Withineachhquencygrouping，  
undesirableefftctsarepresentedinorderofdecreaslngSeriousness・Frequenciesaredefinedasvery  
COmmOn（≧1／10）andcommon（≧l／100to＜l／10）．   

BloodandlYmt）haticsvstemdisorders  

Verycommor）：eOSinophilia，thrombocytopenia   

Metabolismandnutritiondisorders  
Common：anOreXia  

Psvchiatric disorders 
Common：insomnia  

NervoussYStemdisorders  

Verycommon：headache，dizziness，dysgeusia   

Cardiac disorders 
Verycommon：taChycardia  
Common：palpitations   

Vascular disorders 

Verycommon：nuShing，hypotension   

ResDiratorv．thoracic．andmediastinaldisorders  

Verycommon：COugh，dyspnoea  
Common：naSalcongestion   

Gastrointestinal disorders 

Verycommon：nauSea，dyspepSia，diarThoea．  
Common：VOmiting，upperabdominalpain，drymouth   



SkinandsubcutaJleOuStissuedisorders  

VelγCOmmOn：raSh  
Common：erythema，increasedsweating，nightsweats，pruritus   

Musculoskeleta  
Verycommon：arthralgih，myalgia  
Common：limbpain，backpaln   

Ge輌蛍ね耶  
Verycommon：irtjectionsitegranuloma，fhtigue，PyreXia，irtiectionsiteerythema，  
fbelinghot，irtiectionsitereaction，irtjectionsitepruritus，in月uenzalikei11ness，ngOrS，lrt）eCtionsite  

innammation，injectionsitepaln  
Common：1Tt）eCtionsiteurticaria，irtiectionsitebmising，irtjectionsiterash，iniection  

Siteswelling，Weakness，Chestpaln   

O血ro〝COJ咽′何九α乃CgdJ〟椚0〃り∫J〟粛e∫   

CepleneandlowdoselL－2havebeeninvestigatedinotherclinicalstudiesatdi飴rentdoses（1・Omg  
histaminedihydrochloridetwiceaday）andwithdiffbrerrtdoseregimensofIow－doseIL－2and  
inter免ron－alfa・Thefbllowlngadverseevents，nOtlistedabove，WererepOrtedinatleast5％of  
patientsandasatleastpossibIyrelatedtothestudymedicine：   

塑loodandlvmphatics＼・Ste  

Common：anaemia  

SkinandsubcutaneOuStissuedisorders  
VeけCOmmOn：dⅣSkin   

EarandlalTYrinthdisorders  
Common：Ve鵬go   

Endocrine disorders 
CommOn：aCquiredhypothyroidism   

Metabolismandnutritiondisorders  

Verycommon：decreasedappetite  
Common：dehydration   

Psvchiatric disorders 
Verycom∬岬n：血ety  
Common：depression   

NervOuSSVStemdisorders  
Common：p融sia   

Vascular disorders 

Common：hot幻u5hes  

Re  

Common：Wheezhg   

Ga5．1rOintcstinaldisorders  
Common‥COnStipation，abdominaldistention，StOmatitis   

Generaldisordersandadminishationsiteconditions  
Verycommon：malaise，Oedemaperipheral，Weightdecreased   



Common：lrリeCtionsitefibrosis，paln   

4．9 0verdose   

AdministrationofCepleneorlL－2byrapidinfusionorintovascularspaces，athigherdosesthanthe  
approvedones，mayeXaggeratetheadversereactionsassociatedwithCeplene・  

5． PHARMACOLOG‡CALPROPERTIES   

5・1 Pbarmacodynamicproperties   

Pharmacotherapeuticgroup：Othercytokinesandimmunomodulators；ATCcode：LO3AX14，   

Ceplene／IL－2isanimmunotherapywhichaimstoinduceimmune－mediateddestruCtionofresidual  

myeloidleukaemiccellsandtherebytopreventrelapseof王eukaemia・TheroleofCepleneisto  
PrOteCtlymphocytes，inparticularNKcellsandTcells，Whichareresponsiblefortheimmune－  
mediateddestruCtionofresidua11eukaemiccells・TheroleoflL－2istopromotethefunctionsofNK  
CellsandTcellsbyactivatlngtheanti－1euhemicpropertiesofthesecellsandbyexpandingthesecell  
populationsbyinducingcellcycleproliftration・ThemechanismbywhichCepleneimprovestheanti－  
1eukaemicfunctionoflymphocytesinAMLisnotcompletelyestablished；itisconsideredtobeby  
inhibitionofreactiveoxygenspecies（ROSor“oxygen丘eeradicals’’），Whicharesynthesisedby  
monocytes／macrophagesandgranulocytes．ROSareknowntolimittheanti－1eukaemicef托ctsof  
lymphocyteactivatorssuchasIL－2，bytriggeringdysfunctionanddeathbyapoptosisinNKcellsand  
Tce11s．CepleneinhibitsNAPDHoxidasewhichinitiatestheformationandreleaseofROS倉om  
phagocytes・ByinhibitingoxidasefunctionandreducingROSproduction，CepleneprotectsIL－2－  

activatedNKcellsandTcells丘omoxygenfreeradical－inducedinl1ibitionandapoptosis・The  
COnCOmitantadministrationofCepleneandIし2therefbreaimstooptimisetheanti－1eukaemic  
functionsofNKcellsandTce11s．   

Therehavebeen2clinicalstudiestoevaluatetheuseOfCepleneinthemaintenanceofremissionin  
adultAMLpatients・StudyAML－1wasexploratory，enrO11ing39AMLpatientsinremissionto  
determinethedoseandfeasibilityofCepleneadministeredtogetherwithIL－2・Resultsofthispilot  

SttLdywereusedtodesignandimplementamulti－nationalphase3trial・Therandomisedphase3trial  
（0201）compaLredCeplene＋IL－2treatmenttonotreatmentin261patientsin丘rstremission（CRl）and  
inanOther59patientsinsubsequentremissionafterrelapse（CR＞1）．ForCRlpatients，themedian  

durationofleukaemia一舟eesurvivalincreasedfrom291days（9．7months）to450dqys（15months）  
afterCeplenenL－2versusnOmaintenancetreatment（ITT，P＝0．Ol．n＝261）．ThenumberofCRI  

Patientsremalnlngleukaemia一打eefbr3yearSWaS40％a氏erCeplene＋IL－2versus26％inpatientsnot  
receivingthistreatment（P＝0．01）．   

ThismedicinaJproducthasbeenauthorisedunder“ExceptionalcircumstanCeS”．ThismeanSthatdue  

totherarityofthediseaseithasnotbeenpossibletoobtaincompleteinformationonthismedicinal  
product・TheEuropeanMedicinesAgency（EMEA）willreviewanyneWinformationwhichmay  
becomeavailableeveryyearandthisSPCwi11beupdatedasnecessary．   

5.2 Pharmacokinetic properties 

HistamineisrapidlyabsorbedaRersubcutaneousITUeCtion・Maximumplasmaconcentrationis  
reachedapproximately10minutesafterendofsubcutaneousinfusion．Histamineconcentrationsand  
PKwerehigh1yvariableacrossstudies，aSWellaswithinthenormalvolumteerandpatientgroups．  
Patientsshowedahigherdegreeofvariabilitywithrespecttosystemicexposureascomparedto  
healthysu句ects．   

Histamineiseliminatedbymetabolisminkidney，1iverandothertissues．ThemainenzymesinvoIved  

inthemetabolismofhistamineareHNMT（histamine－N－methyltranSftrase）andDAO（diamine  
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oxidase）．Themetabolitesaremainlyexcretedinurine．ThemeanhalfこIiftwasO・75tol・5hoursin  
patients．  

Therearenosignincantefftctsofageorweightonthepharmacokineticpropertiesofhistamin？・  
ClearanceofCepleneisalmosttwiceashighinftmalesresultinginconsiderablylowersystemlC  
exposure than in males. 

Itisnotknownwhetherhistaminecrossestheplacenta．   

鮎〃dJf〝甲αJr椚g〃J  

Thepharmacokineticsofhistaminearesimi1arinhealthyvolunteerSWithnormalrenalfunction  
comparedtovolunteerSwithmild，mOderate，OrSeVererenalimpalrment・lnsu句ectswithsevere  
renalimpalrment，thereweredecreasesinsystolicanddiastolicbloodpressureatplasmahistamine  
concentrationswhichcausednoappreciabledecreaseinbloodpressureinothersubjects・Thus，  
subiectswithsevererenalimpalrmentmaybemoresensitivetothebloodpressurelowerlnge飴ctsof  
exogenous1yadministeredhistaminethanS叫ectswithnormalrenalfunctionorsuqectswithmildor  
moderaterenalimpairment．Althoughthedegreeofrenalimpairmenthaslittlee舵ctonthePK  
dispositionofhistamine，Cautionshouldbeusedintheadministrationofhistaminetopatientswith  
SeVererenalimpalrment．   

〟町，血ぐ叫P（山●椚ビタIJ  

AstudywasperformedtomeasurethePKofhistamineinnormalvolunteerSCOmParedtopatients  
withmild，mOderate，Zmdseverehepaticimpalrment・Therewerenoclinicallysigni重cantdi飽rences  
insafttyparametersorinphamacodynamics．PlasmahistamineconcentrationsWerehighlyvariable  
andwereconsiderablyhigherinthegroupsofpatientswithmoderateorseverehepaticimpairment  
（medianslOand5timesthenormalvolunteersrespectively）・Patierrtswithalldegreesofhepatic  
impalrmentmayhavetachycardiaorhypotensionfor30－60minutesaRerCeplene＋lL－2  

administration．   

5．3  Pr∝1inicalsa托呼data   

Non－ClinicaldatarevealnospeCialhaL2ardforhumanSbasedonconventionalstudiesofrepeated－dose  
toxicity，1ocaltoleranCeandgenotoxicity．E飴ctsinnon－Clinicalstudieswereobservedonlyat  
exposuresconsideredsu瓜cientlyinexcessofthemaximumhumaneXPOSure，indicatingIittle  
relevancetoclinicaluse・NocarCinogenicitystudieshavebeenperformedonCeplene・   

HistaminedihydrochloridewasnotteratogenicinratsorrabbitsatdosesresultinglnSeVeralhundred－  
foldgreatersystemicexposuresthantheclinicalexposure・In飴maleratsdosedbeforematingto  
gestationday7，Slightlyreducednumbersofimplantationsandviablefoetuseswerefound，but  

withoutanydose－reSpOnseandwithintherangeofhistoricalcontroldata・Intheperi－POStnatal  
developmentstudy，highdosesofhistaminedihydrochloridecausedmatemaltoxicity，andthe  
o飴pringshowedtoxicityduringlactation（fbwerlivepupsatday21comparedtolactationatday4）  
butnotafterweanIng，   

6．   PHARMACEUTICALPARTICtJLARS   

后．1 Listorexeipients   

Sodium chloride 

Sodiumhydroxide（forpHa嘩ustment）  

Hydrochloricacid（fbrpHa4justment）  
Waterfbrirtiections   

后．2 In亡Ompatibilities  
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1ntheabsenceofcompatibilitystudiesthismedicinalproductshouldnotbemixedwithother  
medicinalproducts，diluentsorinfhsionsolutions・   

后j Sbel†1i托   

Unopenedvial旦：3yea門   

6．4  Sp∝由Ipr∝aⅦt紬ms鮎rstorage   

Donot丘eeze．  

‘．5  Nal血reandcomtentsorcont丑山er   

2mltypeIglassvial，Withbromobutylrubberstopperandflip帝ffaluminiumoverseal，COntainingO・5  
mlofsolution（0．70mlincludingoverml）．   

Eachcartoncontains14vials．   

“  Sp∝hlpreはudomねrdispo姐Iandotberbandlimg   

ThevialscontahlO．5mlofsolution（0．70mlincludingoverfill）tofaciiitatethedoseextractionofa  
SingleO．5mldose・  
PatientsareprovidedwithcappedpolypropylenesymgeSandinstruCtedtoextractO・5mlofsolution  
intothesymge・   

Thesolutionshouldbevisuallyinspectedforparticulatematteranddiscolourationpriorto  
administrationq Thesolutionmustbeclearandcolourless．   

AnyunusedproductorwastematerialshouldbedisposedofinaccordanCewithlocalrequlrementS・  

7．   MARKETING AUTHORISATION HOLDER 

EpiCept GmbH 
Goethestrasse 4 
D－80336M山1Chen  

Germany 

8．   MARKETINGAUTHORISATIONNtJMBER（S）  

9．   DATEOFFIRSTAUTHOR［SATION／RENEWALOFTHE  
AtJTIIORISATION  

10． DATEOFREVISIONOFTHETEXT  
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ANNEXII  

WtJFACTURINGAUTHORISATIONHOLDER  

RESPONSIBLEFORBATC耳RELEASE  

CONDITIONSOFTHEMARKETⅢ†GAUTHOR［SATION   

SPECIFICOBLIGATIONSTOBEFULFILLEDBYTIIE  
M【AMTINGAtJTE［ORISATIONHOLDER  

A．  
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A． MANUFACTURING AUTHOR［SATION HOLDER RESPONSIBLE FOR BATCH  
RELEASE  

N   

CatalentUKPackagingLtd  
LancasterWay，WingateslndustrialPark  
Westhoughton，Bolton  
Lancashire，BL53XX  
United Kingdom 

B． CONDITIONSOFTHEMARKETINGAUTHORISAT10N   

●  CONDITIONSORRESTRICTIONSREGARDINGSUPPLYANDUSEIMPOSEDON  
THEMARKETⅢ†GAUTHORISATIONHOLDER   

Medicinat productsubjecttorestrictedmedicalprescription（SeeAnnexl‥SummaryofProduct  
Characteristics，SeCtion4．2）．   

●  CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND  
EFFECTTVEtJSEOFTHEMEDICINALPRODtJCT   

Notapplicablet   

●  OTHERCONDITIONS   

Pharnacovigilancesystem   

TheMAHmustensurethatthesystemofpharmacovigilance，aSdescribedinversion3・Opresentedin  
Modulel．8・1・・OftheMarketingAuth0risationApplication，isinplaceandfunctioningbefbreand  
whilsttheproductisonthemarket・   

RiskManageme皿暮plan   

TheMAHcommitstoperformlrlgthestudiesandadditionalpharmacovigilanCeaCtivitiesdetai1edin  
thePharmaCOVigilanCePlan，aSagreedinversion3・00ftheRiskManagementPlan（RMP）presented  
inModulel．8．2．oftheMarketingAuthorisationApplicationandanySubsequentupdatesoftheRMP  
agreedbytheCHMP・  

AspertheC＝MPGuidelineonRiskManagementSystemsformedicinalproductsfbrhumanuse，the  
updatedRMPshould besubmittedatthe sametimeasthenextPeriodic SafttyUpdateReport  
（PSUR）．   

Inaddition，anupdatedRMPshouldbesubmitted   
●When newinformationis received that mayimpact on the current Saftty Spec漬cation，  
Phamacovigi1anCePlanOrriskminimisationactivities   

・Within60daysofanimportant（Pharmacovigilance orriskminimisation）mi1estonebeing  
reached   

・AttherequestoftheEMEA  
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C．  SPECIFICOBLIGATIONSTOBEFULFIl．LEDBYTHEMARKETING  

AtJTⅡORISATIONIIOLDER   

TheMarketingAuthorisationHoldershallcompletethefo1lowlngPrOgrammeOfstudieswithinthe  
SpeC沌ed time丘ame，the resu）ts ofwhich shal1formthe basis oftheannualreassessment ofthe  
benent／riskprofile．   

Cli皿icala＄peetS：   

ClinicalStudytoevaluatetheBiomarkersandPharmaCOlogicEndpointsofCeplenepluslowdose  
Interleukin－2inapproximatelylOOAdultPatientsstratinedbyagegreaterorlessthan60yearswith  
AcuteMyeloidLeukemiainFirstCompleteRemission（CR），WithwellcharacterizedMorphoIogic，  

CytogeneticandMolecularpro創es（FirstPatientlnQ2，2009FinalStudyResultsQ4，2011）   

ClinicalstudytoevaluateMinimalResidualDisease（MRD）fortheassessmentoftheanti－leukaemic  

activityofCepleneplusIowdoselnter］eukin－2inapproximately150AdultPatientsstratifiedbyage  
greaterorlessthan60yearswithAcute MyeloidLeukemiainFirstCompleteRemission．（First  
PatientInQ3，2009FinalStudyResultsQ2，2012）   

Determinethefbasibilityofconducting，inco可unctionwithcollaborativegroupsinEuropeand／or  
theUnitedStates，aMulticenterRandomizedOpen－LabelStudytoEvaluatetheSafetyandE用cacy  

OfCeplene plusInterleukin－2tobedeterminedinapproximately350adultPatients（Strati缶edbyage  
greaterorlessthan60yearS）withAcuteMyeloidLeukemiainFirstCompleteRemissionby  
q3，2009．   

IfthisstudydesignisftasibleandagreedtobytheC托MP，EpiCeptcommitstoconductthestudyand  

toaimforastartofrecmitmentwithin1yearOfagreementonprotocoIsynopsISandrecmitmentoflO  
patients／month．  

14   



ANNEXIII  

LABELLmGANDPACXAGELEAFLET  
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