
Accordingtotheliterature，StatusepileptlCuSisarelatively舟equentoccurrenceinpaediatricpatients  
Withepilepsy．Areviewoftheoccurrenceofstatusepilepticusin4epidemiologlCCOhortsinpresented  
inthetablebelow：   

IncidenceofStatusEpilepticusinDiffbrentEpidemi0logicCohorts  

Incidenceorstatusepilepti亡uS   Re毎renl：eS   

Ru爪mamideclimiealtrials  1．4％  

（27／1978）  

Rocbester   9％   Hauser1993  

（7／74）   Hesdor飴r199S   

Finland   9％   Sillanpaa，Jalava，Kaleva1998  

（5／53）   Sillanpaa，Jalava，Shinnar  

1998   

Bronx   11％  Shinnar 1996 

（柑／171）  

NewHaYem   6％   Berg1992  

（9／13（i）   Berg 1996 

Berg 1997 

AreviewintheliteratureshowedthatstatusePileptlCusdevelopsinmorethan60％ofpatientswith  
l．GS【ShoⅣOn1994】．  

Asrunnamidewasstudiedasana句uvanttherapy，themqiorityofexposedpatientswereonmultiple  
Otheranti－epileptlCmedications・However，analysisofdatashowsthatthereisnoassociationofany  
ParticularconcomitantAEDwiththeoccurrenceofstatusepilepticus・Exceptwhentheconcomitant  
antiepileptlCisstoppedorhadadosemodification，theconcurrentAEDcouldnotbeconsideredasa  
COnfounding factorin patients without a previousmedicalhistory ofstatusepilepticus・Inthis  
Particularpopulation，ruhamidecausalroleinstatusepileptlCusOnSetCOuldnotneitherbeexcluded  
norestablished．Furthermore，StatuSepilepticusWaSnOtnOtifiedintheplacebogroup・  
Consequently，StatusepileptlCuSismentionedintheSPCofru重namide，SeCtion4・4・Inaddition，the  
applicant COmmitted to perform a post－apprOValsafbty study（registry）which wouldinclude a  
sufncientnumberofpatientstoallowtheestimationofadversee舵ctsincludingthisone・   

几ハ／巧申・′∴付／ハ仙・叫  

Rash occurredin similar percentages ofrunnamide－treated patients（3・1％）aJld placebo－treated  
patients（3．3％），eVenWhentheincidencewasnotcorrectedfordurationofexposure・Rashwasa  
Seriousadverseeventin3（0．2％）andl（0．2％）patients，reSpeCtively・Rashledtodiscontinuationof  
treatmentin10（0．8％）andl（0．2％）patients，reSpeCtively．Consequently，andasthem毎0rityofanti－  
epilepticmedicationsareassociatedwithrash，thementionof“Rash”intheSPC（insections4・4and  
4．8）andasanidentifiedpotentialriskofthePharmaCOvigilanCePlanhavebeenincluded・  
Inalltreatedpatientswithepilepsy，raShwasaseriopsadverseeventin5（0・3％）patientsandledto  

the discontinuation oftreatmentin24（1．2％）patlentS．None ofthel，978patients experienced  
erythemamultiforme，Stevens－Jolmsonsyndrome，OrtOXicepidermalnecrolysIS・   

Inthepivotalstudy O22inthe Lennox－Gastatutsyndrome，raSh occurred more舟equentlyinthe  
rufinamidegroupthanintheplacebogroup（6・8％forru重namide，andl・6％fbrplacebo）・Onereport  
（Ifrashwasclassinedasserious，andrashcauseddiscontinuationoftreatmentin2patients．   

Inaddition，aPhotosensitivityrashhasbeenreportedin2cases・Thesecasesdonotprovidesufncient  
datatoestablishrelationshipbetweenrufinamidetherapyandtheonsetofphotosensitivity・However，  
photosensitivityskinreactioncouldbesuspectedfora11antiepilepticdrugS・  
Consequently，aWaminghasbeenincludedintheSPC，SeCtion4・4”allpatientswhodeveloparash  
Whiletakingrunnamidemustbecloselysupervised’’・   

．1川舟〟廿血・．恒ヾ／押しハ川1〟行中、．川lル・川仇・  
Uponreviewofpatientnarratives，theapplicantSuSpeCtSthatatotalof5patients（2withseri0us  
adverseeventscodedashypersensitivityand30therswithserousadverseeventscodedaspyrexiaor  
rash）mighthavesufftredanantiepilepticdrughypersensitivitySyndromecharacterisedbyfbver，raSh，  
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andevidenceofinternalorganinvoIvement．Ina11cases，thereactionoccurredduringthe丘rst4weeks  
Oftreatment．Allpatientswerechildren．NoneofthemhadmucosalinvoIvementorblisteringofthe  
Skin．Allpatients recovered after discontinuation ofrufinamide・A食er thoroughanalysis，the  
relationshipwithrufinamidetherapyhasbeensuspeCtedfortwoofthem（＝2／2000exposedpatients），  
whichishigherthanrePOrtedintheliterature（＝1per3000exposures）・Consequently，aWamingis  
includedintheSPCinsection4．8andacumulativereviewofhypersensitivityreportswillbecarried  
OutinthePSUR．Theincidenceofhypersensitivitywillbealsomonitoredduringapostmarketing  
SafbtystudyandincludedinthePhamacovigilanCeplan．   

聯cJ∫0〃We扉J  
Rufinamideseemstoinducenotableweightdecrease（morethan7％）inalimitednumberofpatients  
undertheageof12シears・Themeanweightinadultpatientshasnotbeensignincantlymodinedunder  
ruhamide．Thisismentionedasanundesirablee飴ctinSPCandispartofthesafttyparameterStO  
bemonitoredintheriskmamagementplan・  

Theadverseevent”eatingdisorder’’whichhasbeenobservedintheLGSgroup，1Salsomentionedin  
theSPC．   

・ Saf卸inspecialpopulations  

．・lgと●  
Tbereweresomedi飴rencesnotedbetweenagegroups．Headache，dizziness，andnauseaOCCurredat  
lowerratesintheyoungest＃group，andatcomparableratesintheoldergroups．Thiswastruedinboth  
theru頁namideandplacebogroupsforheadacheandnausea，butnotdizziness・Somnolenceoccurred  
atthehighestrateintheyoungeStgrOupOfrufinamide－treatedpatients；rateSWereCOmParablebyage  
inplacebo－treatedpatients・   

Ge〃（おr  

Theincidenceofcommonadverseeventswassimilarforthetwogroups，eXCeptfornausea，Which  
wasmorecommoninfemales．   

凡・肘J…・／昭一り止血J一山川Iし′川  

Astudyinpatientswithsevererenalimpalrmentindicatedthatnodoseaqiustmentsarerequiredfor  
thesepatients．  
Useinpatientswithhepaticimpalrmenthasnotbeenstudied．Therefore，uSeinpatientswithsevere  
hepaticimpalrmentisnotrecommended．Cautionshouldbeexercisedintreatlngpatientswithmildto  
moderatehepaticimpalrment・   

・ Postmarketingexperience   

Nopost－marketingdataareavailable・   

・ Discussiononclinicalsaftty   

Themqjorityofadverseeventsreportedwithru丘namideandassessedaspossiblyrelatedtotreatment  
WereneurOlogicaldisorders（withheadache，SOmnOlence，dizzinessandfatigue）aJldgastrointestinal  
disorders，Withvomltlngand nausea．No relationshipwith dose ha5beenidentified．CNS－related  
adverseeventsandgastrointestinaldisorderswereacommoncausefortreatmentdiscontinuation．  
TherewerenoindicationsofECG abnormalities orQTcprolongationassociatedwithruhamide  
eXpOSure・   

TheoccurrenceofseriousstatusePileptlCuSinthewho）epopulationofrufinamidetreatedpatientsas  
nocasehasbeenreportedinplacebotreatedpatientsisconsideredapa11icularsafttyissue・Evenif  
StatusepileptlCusisvery丘equentinpatientswithLGSandthat120fthe27patientswithstatus  
epileptlCuShadpotentialtrlggeringfactors，theothercaseshadnoobviousexplanation・  
This riskwi11be monitoredin post－authorisation onlong－term therapy and on amoreimportant  
numberofpatientsunderru丘namide・ThisissueisincludedintheSPCandthepharmaCOvigilance  
plan．  
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Anticonvulsanthypersensitivitysyndromewasreportedin5patientsandfor2casestherelationship  
withru頁namideissuspeCted・Awarn1ngWaSintroducedintheSPC・Thispolntwi11befbllowed  
withineachPSURandassessedintheregistrystudy・   

At this stage，thereis no strong argumentfor a safttyissuein human regarding therisk of  
myelofibrosis，butweconsiderthatthisshouldbemonitoredandthataspecificsectioninPSURonall  
haematologicaldisordersreportedisdeemednecessary・   

Both，myelonbrosisandimmunotoxicpotentialrisksareincludedinthepharmaCOVigilanceplan・   

AccordingtotheCHMPguidanCedocumentconcemingdevelopmentofAEDsinchildren，Shortterm  
；mdlong－termStudiesshouldbedesignedtodetectpossibleimpactonlearnlng，intelligence，grOWth，  
t≡ndocrinefunction and puberty．This safety aspeCtwillbe monitored as describedin the risk  
managementplan・   

PharmaCOVigi1atlCe   

DetaileddescriptionofthePharmaCOVigilancesystem   

rrheCHMPconsideredthatthePharmaCOVigilanCeSyStemaSdescribedbytheapplicantfu1nlsthe  
legislativerequlrementS・   

R由kManagementPlan   

TheMAA submitted ariskmanagement planthatwas assessedandwas considered satisfactory  
providedthat revisions are submitted to the rapporteurin the post－Opinionphase（Seefo1low－up  
measures）   

TableSummaryoftheriskmanagementplan  

S浦和Coneern   ProposedPhamacovigi1aneeActivities   ProposedRiskMinimization  
Activities（routineandadditional）   

StatusEpileptlCuS   ． Routinepharmacovigi1aJICePraCtices  ■  Status epilepticus will be 

forspontaneOuSandclinicalstudy   describedinal1productlabelling．  

adverseeventsreports．   J   IntheproposedSPCstatus  

－ ReportedSpontaneousSerious   epileptlCuSwi11bedescribedinthe  

AdverseEventsofseizure，Or   wamingsection（4．4）1：“Status  

associatedterms，wi11befo1lowedup   epileptlCuSCaSeShavebeenobserved  

toexcludeadditionalcasesofstatus   duringclinicaldevelopmentstudies，  

epileptlCuS．   underru貢namidewhereasnosuch  

■Theregistrystudywi11evaluatethe  caseshavebeenobservedunder  
OCCurrenCe，SeVerityandcharacterof  
Seizuresduringtheuseofru丘namide，  placebo．Theseeventsledto  
andcontrastthesewithseizuresseen   runnamidediscontimlationin20％  

withotheranti－ePilepticdrugSin  Ofthecases．Ifpatientsdevelopnew  
patientswithLGS．  
■Seizuresexperjencedintheregistry  Seizuretypesand／orexperiencean  

Studythatareconsideredmedically   increasedfrequencyofstatus  
Sign浦cant（requireurgentchangeln  

epileptlCuSthatisdifftrent丘omthe  
medicationmedicalintervention，Or       1  
hospitalization）wi11bereportedasa   patient’sbaselinecondition，thenthe  

seriousadverseevent．Thereforethe  benefitriskratioofthetherapy  
diagnosisof’statusepileptlCuS’can  

shouldbereassessed”．  
bemadeonbothhistoricaland  

・ StatusepileptlCuSwi11be   

lAschangedinSPCversionO7，8Nov2006  
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moderncriteria．Informationofthese  includedasanadverseeventin  
events，andthefu11impactonthe  
Patient，wi1）becollectedthrough  Section4．8asacommonadverse  

StruCturedquestions．  event   

■StatusepileptlCuSwi11bereviewed  
OnaCumuIativebasis，anddiscussed  
inthePSUR．  

Hypersensitivity   ■Routinepharmacovigi1ancepractices  Hypersensitivitywi11be  
describedinthesafetyinfoTmation，  

forspontaneOuSandclinicalstudy   htheSPCthiswillbeinthe  

adverseeventsreports．   Wamingsection（4．4）as：“Serious  

■SpontaneOuSrepOrtedeventsof  antiepilepticdrughypersensitivity  
Syndrome．hasoccurredin  

hyperSenSitivity，OraSSOCiatedterms，  associationwithru重namidetherapy．  

wi1Ibefo1loweduptoexclude   Signsandsymptomsofthisdisorder  

additionalcasesofthe  
Werediverse；however，．patients  
りpically，al也oughnotexclusively，  

Anticonvu1santHypersensitivity  presented with fever and rash 

Syndrome．  associatedwithotherorganSyStem  
invoIvement．Otherassociated  

1．Theincidenceandcharacterof  
manifistations  included  

hyperSenSitivityreactionswi11be   1ymphadenopathy，1iver function  

monitoredduringtheregistrystudy  testsabnormalities，andhaematuria．  
Becausethedisorderisvariablein  

WheresymptomsofhyperSenSitivity  itsexpression，0therorgansystem  
wi11explicitlycapturedusinga   SlgnSandsymptOmSnOtnOtedhere  

StruCturedquestionnaire．  mayoccur．職issyndromeoccurred  
inclosetemporalassociationtothe  

●AssessmentofthecharaCterOf  initiationofru血amidetherapyand  

hypersensitivityshouldallowfora   inthepaediatricpopulation．Ifthis  

moreaccurateincidenceofthe  
reactionissuspected，rufinamide  
Shouldbediscontinuedand  

‘AnticonvulsantHypersensitivity  altemativetreatmentstarted．All  

Syndrome’duringtheuseof   patientswhodeveloparashwhile  

ru坑namidebeingdetermirred．   
takingru血lamidemustbeclosely  
monitored”．  

■ Reportsofhypersensitivityreactions  J   TheeventofhyperSenSitivity  

willbereviewedonacumulative   WiJlbeincludedasanuncommon  

basiswithinthePSUR   
adverseeventinSection4．8．   

DecreasedAppetite   ■Routinepharmacovigilancepractices  Decreasedappetiteandweight   
andWeightLoss  decreasedareincludedinSection  

forspontaneousandclinicalstudy   4．80ftheSPCascommonadverse  

adverseeventsreports．  events．   

●WeightchangeS（whenprovided），  
COmParedtobaseline，wi11be  
monitoredduringru丘namideuse．  
UnexpeCtedchangeSinweightdueto  
COnfbundingfactorswi11beident摘ed  
duringthisstudy，SuChas  
COnCOmitantmedications，Or  
concurrentinftctions．  

Coordination   ■RoutinepharmacovigilanCePraCtices  Coordination  abnormalis   
Abnormal  includedSection4．80ftheSPCasa  

forspontaneOuSandclinicalstudy  
COmmOnadverseevent．   

adverseeventsreports  

■Solicitingofadverseeventsthrough  

theregistrystudy．   
Somnolence   ■Routinepharmacovigi1ancepractices  Somnolenceisincludedin  

Section4．80ftheSPCasavery  
forspontaneousandclinicalstudy  COmmOnadverseevent．   

adverse events reports 
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．Solicitingofadverseeventsthrough  

theregistrystudy．  

1）izzinessand   ■Routinepharmacovigi1ancepractices  DizzinessisincludedinSection   

Ve托IgO  4．80f仇eSPCasavelγCOmmOn  
forspontaneOuSandclinicalstudy   adverseevent．Vertigoisincluded  

adverseeventsreports  inSection4．80ftheSPCasa  

commonadverseevent．   
■Solicitingofadverseeventsthrough  

theregistrystudy．  

DipJoplaand   － Routinepharmacovlgi1anCepraCtices  ■  DiploplaandvertlgOare   

blurredvision  includedinSection4．80ftheSPC  
forspontaneOuSandclinicalstudy  ascommonadverseevents．   

adverseeventsreports  

■Solicitingofadverseeventsthrough  

theregistrystudy．  

Vomiting   ・Routinepharmacovlgi1anCepraCtices  VomitinglSlnCludedinSection  
4．80ftheSPCasaverycommon  

．forspontaneousandclinicalstudy  adverseevent．   

adverseeventsreports．  

・Solicitingofadverseeventsthrough  

thereglStryStudy．   
Theriskofbirth   － ApregnanCyregistrywi11be   ・   A warnlngisincludedin   

deftctsduring   maintainedbyEURAP（European   Section4．60ftheSPC．Thetext   

pregnanCy   andIntemationalRegistryofAnti－   includesthefo1lowlng：”Womenof  
epilepticdrugSinPregnancy）・   Childbearing potentialmust use  
－ PregnanCieswillbereportedinthe   COntraCeptlVe meaSureS during  
appropriate section ofthe PSUR. treatmentwithInovelon．PhysicianS  

shouldtrytoensurethatappropriate  
contraceptionisused，andshould  
useclinicaljudgementwhen  
assessing whether oral  

COntraCeptlVeS，Orthedosesofthe  
OralcontraceptlVeCOmpOnentS，are  
adequatebasedontheindividual  
patientsclinicalsituation（see  
Section4．5）．  

＋ Ifwomentreatedwith  
ru甫namideplantObecomepregnant，  
theindicationofthisproductshould  
becarefu11yweighed．During  
pregnancy，ane飴ctiveantlepileptlC  
ru且namidetreatmentmustnotbe  

interrupted，Sincetheaggravationof  
theillnessisdetrimentaltoboththe  
motherandthefoetus”．   

Potentialfbr   － Routinepharmacovigi1ancepractices  ・  Pre－Clinicalnndingsare   

haematologlCal  discussedinSection5．30ftheSPC：   

blooddyscrasias   fbrspontaneousandclinicalstudy   “Adverseefftctsnotobservedin  

adverse events reports. clinicalstudies，butseeninanimals  
atexposurelevelssimilartoclinical  

■Reviewofprovidedlaboratoryvalues  
exposurelevelsandwithpossible  

providedduringtheregistrystudy・  relevanCetOhumanusewas  

・SolicitlngOfadverseeventsthrough  myelofibrosisofthebonemarrowin  
themousecarcinogenicitystudy” 

the registry study. 

－HaematologlCaladverseeventswi1l  

beaddressedinthePSUR．2  

2AsrequestedbytheCHMP  
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Potentialfor   ●  －Routinepharmacovigi1ancepractices  Pre－Clinical  伽dings  are   
immuno－tOXicity  discussedinSection5．30ftheSPC：  

forspontaneOuSandclinicalstudy  “Regarding theimmunotoxic  

adverseeventsreports．   POtential，Smallthymusandthymic  

●Reviewofprovidedlaboratoryvalues  involutionwereobservedindogsin  
a13weekstudywithsignificant  

providedduringtheregistrystudy・  responseatthehighdoseinmale．In  

■Solicitingofadverseeventsthrough  the13weekstudy，femalebone  
marrowandlymphoidchangeSare  

theregistrystudy．  
reportedatthehighdosewitha  

■tmmunedisordersandassociated  weakincidence．－Inratsdecreased  

haematologlCaladverseeventswi11  Cellularityofthebonem訂rOWand  
thymicatrophywereobservedon1y  

beaddressedinthePSUR．  
inthecarcinogenicitystudy”．  

ー Infections 舟equently  

experiencedduringtheLGSstudy  
areincludedintheSPCascommon  

adverseeventsinSection4．8  

（Pneumonia， inmIenZち  

nasopharyngitis，earinfection，  
Sinusitisandrhinitis）   

Potentialfbrthe  ■Reviewofbasicgrow血  
developmental and 
maturatlOn  measurements，Whenprovided，  

impairment in duringtheregistrystudy．   
children and 

■Solicitingofadverseeventsthrough  
adolescents  

theregis仕ystudy．   

Potentialfor   JRoutinepharmacovigi1anCepraCtices  Somnolenceanddizzinessare   

adverseeff己cton  includedasverycommonadverse   
CO騨Iition  forspontaneOuSandclinicalstudy  eventsinSection4．80ftheSPC．   

adverseeventsrcports．  

JSolicitingofadverseeventsthrough  

theregistrystudy．  

■Analysisofdiscontinuationsformthe  

registrystudyforeventsassociated  

withcognitiveimpaimlent．   

TheCHMP，havingconsideredthedatasubmittedintheapplication，isoftheopinionthatno  

additionalriskminimisationactivitiesarerequiredbeyondthoseincludedintheproductinformation．   

Additionally，furthersafbtyinformationwillbecollectedinapost－marketingsafttystudy（registry）of  

anti－ePilepticdrugSinLGS．   

5  0verallconclusions，risk／bemefitassessmentandrecommendation   

quality   

ThequalityoftheproductisconsideredtobeacceptablewhenusedinaccordanCewiththeconditions  
de重nedin the SPC．Physicochemicaland biologlCalaspects relevant tO the unlformClinical  
perbrmanCeOftheproducthavebeeninvestlgatedandarecontrolledinasatisfactoryway．Thereare  
nounreSOIvedqualityissues，WhichhaveanegativeimpactontheBenefitRiskbalanCeOftheproduct．   

Non－ClinicalpharmaCOlogyandtoxicology  
h7Vitro，rufinamideisinvoIvedin modulation ofsodium channels probably by prolonglngtheir  
inactivestateandhasdemonstratedefncacylnrelevantinvivomodelsofseizuredisorders．  
The behaviouraland saf己typharmacology studies carried out showthatruhamideis without  
unwantedphamacologlCale飴ctsatdosesexceedingthosewhichconfbranti－COnVulsantprOteCtion．  
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Ru丘namideshowsalowacutetoxicity．Intherepeated－dosetoxicitystudies，themaintargetorgan  
、VaS theliver．Rufinamide did notshow genotoxic potential・Thereis no evidence ofteratogenic  
POtentialineitherratorrabbit，butshowedreproductivetoxicityatdoseswherematemaltoxicitywas  
Seen．  

Thejuveniletoxicitydatafbrratanddogindjcatethatthejuvenileisnotmoresensjtivethanthe  
matureanimaltothetoxicityofrunnamide．Inaddition，theratstudyshowednoefftctsonbehavioral  
；uldphysicaldevelopment・   

Regardingtheimmunotoxicpotential，decreasedbonemarrowcellularity（dogs／rats），1ymph nodes  
（dogsIbaboons）and spleen（baboon）were observedinconsistentlyin repeat－dose toxicityand  
CarCinogenicity studies．No relevant nndings have been detectedin the clinicaltrials．However，  
Clinicalhematologicaladverse events willbe monitoredin post－authorisation as part of the  
PharmaCOVigilanCeriskmanagementplan．   

Conceming the carcinogenicity aspeCtS，in the mouse，jncreasesin hepatocellular adenomas and  
CarCinomasandinincidenceofosteomasinbothsexesatthehighdosewereobserved．Treatment－  
relatedmyelo丘brosiswasalsoseenatmidandhighdoseinbothftmalesandmalesinmice．  
Themechanismofthismyelofibrosisremainsunknown．Nevertheless，thisisregardedaspartoffibro－  
OSSeOus1esions（FOL），Whichisthoughttobeagedependent．1nthisparticularcase，regardingthe  
hyperostosisand osteomas，theincreased exposure to nuorideand mouse－SPeCinc retro－viruS are  

COntributingfactors．Thereforeitisprobablynotpredictiveofdevelopmentofmyelo丘brosisinhuman．  
InanyCaSe，thepotentialriskofmyelofibrosiswi11bemonltoredintheriskmanagementplan   

Rufinamideshowsnophysicalorovertpsychologicaldependenceliabilityincynomolgusmonkey．  
Rufinamideshowednoskinirritation，COrrOSiveorsensitizationpotentialintheskinirritatior）Studyin  
rabbitandinthecontacthypersensitivitystudyperformedinguineapigs．  
Therearenosafヒty－relatedconcemswithrespecttoimpurities，degradationproductsandexcipients．  
Theenvironmentalexposureresulting丘omthelimiteduseoftheproductwi11below．   

El限cacy  

Forefncacy，theresultsofthesinglepivotalstudytoassessthesafttyandefncacyofn瓜namideas  
a4iunctive therapy relative to placeboin patientswithinadequately controlled Lermox－Gastaut  
SyndromeshowedpositiveresultsinLGSascomparedtoplacebo・  
Thepatientpopulation，aSChosenonthebasisoftheinclusion／exclusioncriteria，WaSaPprOprlateand  
representativeofpatientswithLGS，inparticularduetothesubstantialproportjonofchildrenincluded  
inthepresenttrial（morethan2／3）・  

Patientswhoreceivedru爪namideinthistrialshowed：   

・   aSigni貢cantmedianreductionintotalseizureandtonic－atOmicseizure舟equencycomparedto  

Placebo；  

・   aSignificantimprovementintheseverityoftheseizurescomparedtoplacebo；  

●   Sign摘cantlygreater（50％and75％）responderrat占sfbrtonic－atOnicseizurefrequencyper28  

daysversusplacebo；  

・   greaterreductionsina11seizuretypeSaSSOCiatedwithLGS（absence，tOnic－Clonic，myOClonic，  
tonic，atOnic，Partial）comparedtoplacebo．  

Thesensitivityanalysisperhrmedconfirmedtherobustnessoftheresults・  

Nevertheless，theassessmentoftheimpactofthebaselineimbalanceonthetota】seizure舟equency  
COuldnotbetotallyexcluded．  
Uncontrolledopen－1abelstudiessuggestsustainedlong－termefficacy，althoughnocontrolledstudyhas  
beenconductedforlongerthanthreemonths・  

Supportivestudieswithrunnamidepermittedtoco11ectdataabouttitration，maintenancedose，dose－  
responserelationship，Pharmacokineticsandshorttermsafety・  
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Safbけ  

Fromthesafbtydatabasealltheadversereactionsreportedinclinicaltrialshavebeenincludedinthe  
SummaryOfProductCharacteristics  
Them毎0rityofadverseeventsreportedwithru録namideandassessedaspossiblyrelatedtotreatment  
Were neurOlogicaldisorders（headache，SOmnOlence，dizzinessand fatigue）and gastrointestinal  
disorders（VOmitingandnausea）．Norelationshipwithdosehasbeenidentified・   

Statusepilepticus andanticonvu1sant hypersensitivity syndrome wi11befo1lowed upin the  
Pharmacovigilanceplan．   

Atthisstage，thereisnostrongargumentforasafttyissueinhumanregardingthepotentialriskof  
myelo重brosis，the CHMP considers that this should be monitored and a spec摘c section on all  
haematologicaldisorderswi11bereportedinthePSUR．   

ImmunotoxicpotentialriskisincludedinthepharmacovigilanCePlan・（Seefo1low－upmeaSureS）   

HavingconsideredthesafetyconCernSlistedintheriskmanagementplan，theCHMPconsideredthat  
theproposedactivitiesdescribedinsection3．5adequatelyaddressedthese・   

● Userconsultation   

The results of the user testing were assessed and a number ofinsu餌ciencies were noted・  
Consequently，theapplicantproposedtoimplementseveralimprovementstothepackageleaflet・   

R誌k－bene爪tassessment   

Fore餌cacy，theresultsofthesinglepivotalstudytoassessthesafbtyandefncacyofrufinamideas  
a嘩unctive therapy relative to placeboin patients withinadequately contro11ed Lennox－Gastaut  
SyndromeshowedpositiveresultsinLGSascomparedtoplacebo．  
Supportivestudieswithruhamidepermittedtocollectdataabouttitration，maintenancedose，dose－  
responserelationship，Pharmacokineticsandshorttermsaftty・  
Thesensitivityanalysisperformedcon重rmedtherobustneSSOftheresults・  
Nevertheless，theassessmentoftheimpactofthebaselineimbalanCeOnthetotalseizurefiequency  
COuldnotbetotal1yexcluded．  
Uncontro11edopen－1abelstudiessuggestsustainedlong－terme餌cacy，althoughnocontrolledstudyhas  
beenconductedforlongerthanthreemonths．  
On the safetyaspeCtS，the m年jorityofadverse events reported withrufinamide and assessed as  
POSSibly related to treatment were neurologicaldisorders（headache，SOmnOlence，dizzinessand  
fatigue）andgastrointestinaldisorders（VOmitingandnausea）．Norelationshipwithdosehasbeen  
identined．   

Ariskmanagementplanwassubmitted．TheCHMP，havingconsideredthedatasubmitted，WaSOfthe  
OplnlOnthat：   
■ pharmacovigilanCeaCtivitiesinadditiontotheuseofroutinepharmacovigilancewereneeded  
toinvestigatefurthersomeofthesafttyconcems  

Since ef托cts on skeletal，behavioural，SeXual，immune maturation and developmentin the   
POPulationofyoungpatientssu飴ringLennoxGastautsyndromecouldinducemoreconsequences   
Ontheirgeneralvulnerablestateandthatrufinamidewillbeusedasadd－Ondrug，mOnitoringof   
body weight，height，generalgrowthincludingpuberty，COgnitive state beforeand afterdrug   
initiation willbeaddressedasoutlinedintheplannedpost－apprOValstudythatisintegratedinthe   
riskmanagementplan・   

ThefbllowingsafttyissueswillbespeCifica11ymonitored：  
O StatusepileptlCuS  
O HyperSenSitivity  
O Decreasedappetiteandweight）oss  
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o Coordinationabnormal  

o Somnolence  
O DizzinessandvertlgO  
O Diploplaandblurredvision  
O Vomiting  
o Theriskofbirthdeftctswithanti－ePilepticdrugs  
o PotentialforhaematologlCalblooddyscrasias  
o Potentialforimmuno－tOXicity  
o Potentialfordevelopmentalandmaturationimpalrmentinchildrenandadolescents  
o Potentialforadverseeffbctoncognition  
o Theriskofsuicidewithanti－epilepticdrugS   

・noadditionalriskminimisationactivitieswererequiredbeyondthoseincludedintheproduct  
infbrmation．  

Recommendation   

BasedontheCHMPreviewofdataonquality，Safttyandefncacy，theCHMPconsideredby  
consensusthattherisk－benefitbalanceofInovelon，inthetreatmentof“seizuresassociatedwith  
Lermox－Gastautsyndromeasaqjunctivetherapylnpatients4yearSandolder”，WaSfavourableand  
血erefbrerecommendedthegrantlngOfthemarketingauthorisation・  
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