
Thesecondaryefncacyvarial）leswere：  
1）responsetotrea‡ment（i．e．，eXperiencingatleasta50％reductionintonic－atOnicseizure  

frequencyduringthedouble－blindphaserelativetothebaselinephase）；  
2）percentchangeinthe什equencyper28daysfbrseizuresubtypesotherthantonic－atOnic；  

and  

3）thecompositescorefortheGIobalEvaluationofthepatient’scondition．   

・＼■“叩－／ハたし・  

Approximately128patientswerenecessarytoperformefncacyanalysesinthisstudy・Thissample  
SizewaLSCalculatedbasedonthepercentchangeinseizure付equencyinthedouble－blindphaserelative  
tothebaselinephase．  
NoinfbrmationwasavailableontheperfbrmanCeOfru重nanideinthispopulation．Itwasassumedthat  
runnamidecoulddeliverapercentreductioninseizwe丘equency22・5％greaterthanthatofplacebo・  
Results負■OmaSimi1artrialwithftlbamateSuggeStedapopulationstandarddeviationofnomorethan  

け＝35．  

Conditionalon these assumptions and assum1ng a nOrmaldistribution，a tWO－Sided t－teStwith a  
SignincancelevelofO・025has a statisticalpower of91・3％to rqect the nullhypothesis ofno  
treatmentdifrbrencewith approximately64randomizedpatientspertreatmentgroup・However，tO  
guardagainstdeparturesfromnormality，Wilcoxonrank－SumteStSWereusedforthisandtheothertwo  
JOlntanalysesofthepnmaryef罰cacyvarial）1es．   

月α〃（わ椚ねαJわ〃  

RandomizationwasperformedbytheapplicantuSlngaValidatedsystemthatautomatestherandom  
asslgnmentOftreatmentgroupstorandomisationnumbers．Randomisationwasinblockoffburatthe  
COuntry／centrelevel・TherandomisationschemewasreviewedbytheCompany’strialstatisticianand  
WaSlockedafterapproval．   

j才助成〃g「加のお喝ノ  

StudydrugSWereSuppliedaslOO，200，and400mgtabletswithcorrespondingmatchingplacebo  
tablets・TheinvestlgatOr，StudysitepersonnelandtheCompany，spersonnelinvoIvedinthemonitonng  
OrCOnductofthestudywereblindedtothestudydrugCOdes．Thecodeswerenotavailabletothe  
abovepersonneluntilthecorestudywascompletedandthe丘naldatareviewanddatabaselockwere  
performed，eXCePtinthecaseofanemergenCy．   

ぶJdJ加わαJ椚e〟！Od！  

Thedatasetusedinallefncacyanalyseswastheintent－tO－treatPatientpopulation，Whichconsistedof  
allrandomizedpatientswhoreceiveddouble－blindstudydrugandprovidedseizurediarydataduring  
thedouble－blindphase・Thedatasetusedforallotheranalyseswastheall－treated－patientspopulation，  

Whichconsistedofallpatientswhoreceivedatleastonedoseofstudydrug・  
AlltestsperformedbytheApplicanttOShowstatisticalsignificanCeOnthepnmaryefncacyvariables  
Were tWO－tai1edwith a probabilitylevelofO．025；a PrObabilitylevelofO．05wasused to show  

Statisticalsignificanceforthesecondaryefficacyvariables．  
Apoolingschemeofcountrieswasusedfbranalysesthatexaminedcountrye能ctduetothesma11  
enrolmentatmanycentresandwithincountries，andtheexpectedlargevariabilityinseizure丘equency  
betweenpatients・Asaresult，afactor“Region’’consistingofthreelevels（USA，Brazil，Europe）was  
nttedintheanalysisofresponsetOtreatmentandintheexploratoryanalyses．   

AdatalistlngOfthestudy－drugdosageadministeredtoeachpatientduringtheDouble－blind  

Phasewasprovidedbytreatmentgroup・Thenumberandpercentofpatientsexposedtostudydrug  
OVerdistincttimeintervalswerecalculated，anddescrlptivestatisticswereprovidedtosummarizethe  
durationofexposuretostudydrugbytreatmentgroup．lnaddition，descriptivestatisticsofthedose  
administeredduringtheMaintenancePeriod（Visits4through6）wereprovided．Nointerimanalyses  
WerePlanned．  
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R上SULTS  

タαrJわわα〃一刀ow  

Theparticipantflowwasthefbllowlng‥  

月ecr〟f伽e〝J   

Atotalof43centresinthefo1lowingcountriesparticipatedinthestudy‥Belgium（2），Brazil（3），  
Germany（9），Hungary（3），1taly（3），Norway（1），Poland（2），Spain（2），andUnitedStates（18）・  
Patientswereenrolledin360fthecentres．   

Co〃血cJq／伽∫Jゆ  

PatientdispositionfbreachtreatmeJ）tgrOup  
Ru爪mamide  Placebo  Alltreahnents  
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Primaryvariablel－perCentreductionintotalseizurefrequency  
Primaryvariable2－perCentreductionintonic－atOnicseizurefrequency  
Primaryvariable3－SeizureseverityratingfromtheGlobalEvaluationofpatient－scondition  
aDiscontinuedduetoprotocoIviolation，unSatisfactorytherapeuticeffbct，Withdrawalofconsent，  
administrative problems 
bIncludesPatientUSAJ3054／2101whowasrandomizedbutdidnotreceivestudydrug・  
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Therewerenoparticularproblemswiththeconductofthestudy・  
Onerandomizedpatientdidnotreceivedouble－blindstudydrugduetoanadministrativeerror・The  

remainlng138treatedpatientswereincludedintheintent－tO－treatpOPulationfbrpercentchangein  
10talseizurefrequencyper28days（Primaryvariablel）・Onミpatientintheru伽amidegroupandfour  

Patientsintheplacebogroupdidnothav色anytOnic－atOnicselZureSduringtheBaselinePhaseandthus  
wereexcludedfiomtheanalysesfbrpnmaryvariable2．Onepatientintheruhamidegroupandtwo  
Patientsintheplacebogroupdidnothaveanend－Of－Study seizureseverityratingfromtheGlobal  
Evaluationofpatient’sconditionandwerethuseXCluded丘omtheanalysesforpnmaryvariable3・  
Nopatientswereprematurelywithdrawnfromthestudyduetonon－COmplianCe・  
Saf岳tyanalyseswerebasedondatafromal1138treatedpatients，includingthosewhowereexcluded  
舟omtheintent－tO－treatpOpulationsforpnmaryvariables2and3．  
Thestudyblindwasnotbrokenduringthestudyforanytreatedpatient・Thus，forallpatientstreatedin  

t．hissbdy，Studyblindingwaspreserveduntilallpatientshadcompletedthestudy，patientvaliditywas  
determined，andthedatabasewaslocked．   

βαゞeJ加eゐね  

DemographicandbaselinecharaCteristicsbytreatment（Alltreatedpatients）   

Ru爪namide（N＝74）  Placebo（N＝‘4）  Alltreatments（N＝13＄）  

n   ％   ll   ％   m   ％   

46   62．2   40   62．5   ＆6   62．3   

Female   2g   37．8   24   37．5   52   37．7   

Race  

White／Caucasian   62   g3．g   53   g2．8   115   ＆3．3   

Black   6   8．1   4   6．3   10   7．2   

Dther   6   g．l   7   10．9   13   9．4   

Age（years）  

Mean（Range）  14．5（4，35）  13．6（4，37）  14．1（4，37）  

4－＜12  3l   41．9   33   51．6   64  46．4   

12－＜17   19   25．7   17   2（i．6   36  26．l   

≧17   24   32．4   14   21．9   3g  27．5   

Weight（kgs）  

Mean（Range）  44．1（15．5，138．5）  40．2（16．2，86．0）  42．3（15．5，138．5）  

18－29．0  24   32．4   24   37．5   4g  34．g   

29．1－50．0   25   33．g   20   31．3   45  32．6   

50．1－70．0   13   17．6   14   21．9   27  19．6   

≧70．1   12   16．2   6   9．4   lg  13．0   

Therewerenonotabledi能rencesbetweenthetwotreatmentgroupswithrespecttosex，raCe，age，  
bodyweight・  

Summarystatisticsofseizuresinbaselinephase（Alltreatedpatients）  

Rufinamide（N＝74）  Placebo（N＝64）  

n  Median  Range  n Median  Range  

64  205．0  21，109714  

60  92．5  1，13122  

55  52．0  1，4009  

43  49．O  l，10（i6  

53  49．0  2，13122  

31   50．8  1，92583  

27   15．O  l，78g  

13   16．0  1，72  

9  41．0  3，723  

5  22．0  3，g4  

1  51．0  

290．0  48，537（iO  

92．0  5，14304  

76．0  1，2171  

66．3  1，14304  

5（i．0  1，4037  

gO．0  1，38928  

18．0  1，336  

17．5  1，202  

49，O  l，4195  

31．0  1，192  

3（；．0  1．6021  
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Alltypesofseizures  

Tonic－atOnicseizuresa  

Atypicalabsenceseizures  

ronic seizures 

Atonic seizures 

Myoclonic seizures 

Tonic－Clonicseizure  

Unclassi百ed  

Partial seizures 

Absence seizures 

Clonicseizures  

＠EMEA2007   5
 
 

5
 
訂
 
 

2
 
 



Themediannumberofseizuresofanytypethatoccurredduringthebaselinephasewashigherinthe  
rufinamide group thanin the placebo group due to median numberfor atypicalabsence，tOnic，  
myoclonic，partial，andabsenceseizureshigherintherufinamidegroup．Themediannumbersofother  
typesofseizuresthatoccurredduringthebaselinephasewerecomparableinbothgroups・   

ThemeandurationofLGS，dennedasthetimebetweendiagnosisandbaselineofthestudy，WaS9．9  
yearsfortherufinamidegroupand9．6yearsfortheplacebogroup．  

Sutnmaryoftreatmentexposure（Al1treatedpatients）  
Cumulative exposure Rufinamide  Placebo  
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Sulnma  Statistics  

79．2   

84．0  

（13，112）   

8l．0   

84．0  

（13，103）  

The target dosage was approximately45mgn（g／dqy ofrunnamide（Orplacebo equivalent）orthe  
maximumrecommendeddailydoseinmi11igramSforthepatient’sweight，Whicheverwasless．  
Inbothtreatmentgroups，mOrethan87％ofpatientsreceivedatleast12weeksoftreatmentwiththe  
Studydrug．Themediandurationofexposuretostudydrug（84daysinbothtreatmentgroups）was  
COnSistentwiththeplanneddurationofthedouble－blindphase（84days）・  

SummaryOftotalnumberofconcomitantAEDsusedbypatientsineithertreatTnentgrOuP  
（AIltreatedpatients）  

TotalNumberof  Ru爪namide  Placebo  

ConeomitalltAEDs  n  ％  n  ％  

＄  10．g  8  

3＄  51．4  35  

2S  37．8  21  

Valproate，1amOtnglne，andtoplramateWerethemostfrequentlyused concomitantAEDsforboth  

ru丘namide－andplacebo－treatedpatientsduringthestudy．   

SummaryOfconcomitantAEI）susedbyatleastlO％ofthepatientsitLeithertreatmentgroupduring  
thedouble－blindphase（AlItreatedpatients）  

Concomitant AED Rufinamjdc  

n  ％  

Valproate  
Lamotrlglne  
Topiramate  
Clonazepam  
Carbamazeplne  
Clobazam  

Phen舛Oin  

Phenobarbital  
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ThetypesofconcomitantAEDsusedweregenerallycomparablefbrthetwotreatmentgroups．  

26／55  ◎EMEA2007   



（九Jco椚e∫d〃de∫Jわ7αJわ〃  

Ⅰ，dma叩e爪cacyresults   

ThepnmaryefBcacyanalysisshowedstatistical1ysign摘cantresultsinfhvourofrufinamidefora113  
Primaryvariables（p≦0・0041），aSShownbelow・   

PrimaTy弓炉caq｝Variablel：perCentageChangeintotalseizure舟equencyper28days  
fh・imaryefncacyvariablelshowedasignincantdi飴rencebetweenthe2treatmentgroupsinfavour  
ofruhamide（P＝0．0015）．Ru且namide－treatedpatientshada32・7％medianreductionandplacebo－  
treatedpatientshadan11・7％medianreductionintotalseizure舟equency，aSShowninthetable  
t）elow．  

SummaryofpercetLtChangeiJltOtalseiztIrefrequencyper28daysrelativetobaseline（ITT）  

刑さ亡ヒb  Rl瓜肌鵬血  

－t トt【li川  R－1－  れ M－Ji川  仙爪○一  

触din亡貨iヱ購極ue呵 了ヰ 加，O t4島．b，5ユ7腑0）糾 三郎・0 印0，一個了14－り ー遥由  
匹耶  
加bk－blind写由孔1re  

什明りぞn巧㌍r28d抑5  
了4  20ヰ、Ⅰ （き〉4，4‡ユbヱ．ユ） か1 2舶．ヰ （50＿了、董131もぅ＿叫  

恥r財1t喝eCha喝モin㌍iヱu代  

丘間眠m呼野2蕗血y5触m  74  －32・7 （－92－j，3裳l▲4） 扇 －け7 （一基2・釜，550、色）   
吐 

．．．… ． ⊥▲．＿∧．′】、．」   －8所W脚一許閥p脚nP…S肌u別喝Wiic耶0爪ー節k朝m鹿tp－Y血e＝0－鍋15  

ぐro革か咋触印亡特ニTablモg・linth∈仁Sk払rS如ゴー蛇ま   

No signincant treatment－by－regioninteraction was observed（p＝0・7373）・Rufinamide remained  
signincantlysuperiortoplaceboalteraqiustingforthenumberofAEDsusedatbaseline（P＝0・0021）・  

ルf椚αり拶icαサVdrね抽2・・クerCe〃J曙eC力α〃geわ相加c－αわ扇c∫eた〟reβe曾〟e〝叩クer2β如  

Primaryefncacyvariable2showedasignificantdifftrencebetweenthe2treatmentgroupsinfavour  
ofruhamide（P＜0．0001）．Rutinamide－treatedpatientshada42・5％medianreductionandplacebo－  
1reatedpatientshadal・4％medianincreaseintonic－atOnicseizurefrequencyper28days，aSShownin  
1：hefbllowlngtable：  

SummaryofperCentChangeintonic－atOnicseizure魚・equenCyper28daysrelativetobaseline（ITT  
Patients）  

rh亡だh  Ru蝕l乱mid亡   

1 一1 
混血血。．血由一  （さ．，（．．，  
翫哩脚嘩骨訂罰d掌y各  

D鞘bl母心1ind一朗iか細）nic適ヱ町e 了3  もひフ （00、120jる〉り 柑  了8・三   （軋175桝）  

i…l。。主。7j。2、5 岬】1噂 仰1．4 い町096｝  
紙izu代打明uen甲匹r2もぬys  
rぬmba班妻iIleb  

亡父p8d即∝10nic－a睡nic適ヱび彷dudn岩山eB即妃‡inepb騨 血5p血印拶flm鼠n饉Iide，4pla錐b¢Ididn鵬  
♭馳w郷関P甜叩即脚適ngⅥrik肌卸r温血卜雪肌一蛤釦㌢Va転用000l 

仁一oss柁f料即辞：Table9・2in血eCSR鎚rS餌d〉■0コユ   

PrimaTy（郷Caq／Variable3，・SeizureseveritysubscaleofGlobalEvaluationofpatient’scondition  
Primaryemcacyvariable3showedasignincamtdifftrencebetweenthe2treatmentgroupsinfavour  
ofru血amide（p＝0．0041）．Animprovementinseizureseveritywasobservedin39（53・4％）ofthe73  
rufinamide－treatedpatientscomparedto19（30・6％）ofthe62placebo－treatedpatients，aSShowninthe  
tablebelow：  
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Summary Of seizure severityrating ofthe Globalevaluation ofthe patients，condition（ITT  

population）  

R血id¢  ph亡鵬○   
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－3野暮血一再1ru甫mIれjde，三pl乳Cebo）didnotbav巳且Se呈ヱばeSeVe両・印油畑ぬn 

仁一OSSrefi：renC亡二TabZeり－3intheCSRlhrStudlOユニ  

SecondaけemeaCyreSults   

RespoIISetOtrealmemt   

TheperCentOfpatientswhoexperiencedatleasta50％reductionintomic－atOnicseizure負℃quenCyper  

28days，relativetobaseline，WaSSignificantlyhigherintheru重namidegroup（42．5％）thaninthe  

pla∝b訂Oup（16．7％）（p＝0．0020）．   

Summarystatisticsofpatientswhorespondedtotreatmentwithatleasta50％reductionin  
tonic－atOnicsc血re什equencyreJativetobaseIine（Intent－tO－treatPatients）  

Ru伽amide  I＞hcebo  

RespoIlderRate  n   ％  n  ％  OddsR虞th且  トⅤ山ueb  

50％ 31／7342．5 10／60 16．7 3．gl O．0020  

aTheoddsofarufinaLmide－treatedpadentexperiencingatleasta50％reducdonintonic－atOnicsei2Wehquencyper  
28dqysrelativetotheoddsofaplacebo－treatedpatientexpenenclngatleasta50％reductionintonic－atOnicselZure  
打開u印叩p訂28血ys．  

bp－Valuebasedonlogisticregressionmodelwithtreatment，reg）On，SeX，andageasexplanatoryvariables．  

Nevertheless，theperCent？geOfseizu陀（tonic－atOnic）freepatientsislowandnotdifftrentinboth  
arms（4・1％versus3・3％）・The medianreductionin difftrentisolated sei2We typehquencyis  
Signiticantonlyforabsencesandatonicseizures．  

hthecomposlteSCOrefortheGlobalEvaluationofthepatient－scondition，thediff己rencebetweenthe  
groupswasnotstatistical1ysignificant（P＝0．3492），   

．血し・〟山り・l〟叫冊．ヾ  

TheapplicanthasperformedadditionalexploratoryanalyseswhichdonotindicateanyaSSOCiationof  
agewiththeresultsoftheprlmaryefncacyanalyses・Children，adolescents，andadultpopulations  

Showedsimi1artreatmentef托cts・Therewasnoassociationofageor 
． 

WaSnOtaSSOCiatedwiththeresultsofthepnmaryefncacyanalyses・Theef6cacyofru坑namidecould  
be observedwhenitwas glVenin combinationwithcommonlyusedAEDsinLGS，including  

Valproate，1amotrigine，andtoplramate．Noevidencewasfoundthatrufinamidetreatmentcausedan  
increaseinthetotalseiz∬e舟equency，Orthattherewasanydevelopmentofshort－termtOlerance．   

● Analysisperformedacrosstrials（POOledanalysesandmeta－analysis）  
Thepatientswithineachagesubgroupwhoreceivedruhamidehadlargermediandecreasesin  

Seizure丘equencythandidthepatientswhoreceivedplacebo・TheonlyexceptionstOthiswerenoted  
insubgroupswithverylownumbersofpatients．  
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Theresultsfortotalseizure育equency，reVealedthatthemediandecreasesbecamelargeroverthe  
COurSeOftreatmentandthepersistenceoftheresponseintheru坑namidegroupbutnotintheplacebo  
group．Thelargediffbrencebetweenru頁namideand’Placebocouldbeseenasear1yasWeek2．  

】nallcohorts，reductioninseiz∬efrequencydidnotdiminishovertime，SuggeStlngthatatleasta  
Subpopulation oftreated patients had seizure COntrOlmaintained duringlong－term therapy．There  
appearedtobenodevelopmentoftoleranCetOtheanticonvulsantefftctofru丘namidewhencohorts  
withdif托rentlengthsofdrugeXPOSureWereanalyzed．   

】nStudyO22，theproportionsofpatientswithincreasesinseizure丘equencyof25％orlessandwith  

increasesofmorethan25％butlessthanlOO％werelowerintherunnamidegroupthanintheplacebo  
group．TheproportionofpatientswithlOO％orgreaterincreasesinseizurefrequencywassmalland  

nodiffbrentbetweFnthe2groups・Inpatientswithprimrgeneralizedtonic－Clonicseizures（Study  

O18），the proportlOn Of patientswithincreasesin selZurefrequency was not di脆rentin the  
rufinamide－treatedgroupcomparedtotheplacebo－treatedgroup．   

・ Supportivestudies   

Allthesupportiveplacebo－COntrO11edstudiesprovideefncacyofru丘namideinpatientswithdifftrent  

lypesofepilepsyandofvariousageranges・  

1．DoubIeTblindplacebo－COntrOlledadjunctivetherapystudiesinadultswithpartial  
SelヱureS   

Stt）dyAEmT2  
Amulti－Centredouble－blindplacebo－COntrOlledrandomizedparallelgroupstudy．   

Thestudywasa’proofofconcept’studyperfbrmedinalimitednumberofpatientsfordurationof4  
Weeks．Thestudyincludedpatientswithprimarygeneralisedaswellpartialseizwes．Forthepnmary  
efncacyvariable，Seizure丘equencyratio，andforresponserate，thereweretrendsforanimprovement  
Withruhamide vs．placebo but no statistically sign摘cant difftrences．There wasanuneXpeCted  
WOrSeningofseizurefrequencyintheplacebogroupforthe（i）population．   

rrhedatausedintheefncacyanalysesareSummarisedbelow：   

Medianseizure育equencyper28daysintheBaselineanddouble－blindphases（A11analysis  

T）OPulationsinStudyAE／PT2）  
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StudyO21A   

Amulti－Centre，double－blind，Placebo－COntrOlled，randomized，parallel－grOuPStudy・   

Inthisstudy，Whichincludedpatientswithinadequatelycontrolledpartialseizuresthatwerebeing  
treated withlor2concomitant丘xed－dose AEDs，the percentage reductionin totalseizure  
frequency／28days（Primary v訂iable）was signi窮cantly higherin the active group・However，nO  
statistically sign抗cantdi蝕rencewas observedbetweentheplaceboandrufinamide groupswith  
regardtopartialseizureftequencyper28days・Theresponderanalysisdemonstratedasignificant  
di脆rencefor50and25％responder criteriainfavour ofruhamide・Among patients who  
experienced secondarily generalized seizureS duringthe baseline phase，there was no diffbrence  
betweenthetreatmentgroupsinthepercentagechangeinthe什equencyofthistypeofseizureduring  
thedouble－blindphase・   

Theresultsofthepnmaryefncacyvariable：perCentageChangeintotalseizure丘■equenCyPer28days  
aresummarisedinthetablebelow：   

Table42・SummaryOfpercentagechangeinpartialseizwefrequencyper28daysrelativetobaseline  
（ITT，StudyO21A）．  

R血k  馳bo  
tl 滋血  恥  血  仙n  Ib皿酢  

15る  8．5  β＿吼275＿り  156  乳O  ローさ，57書け可   

156  7．6  p＿○，552j） 156  8．7  （nO，418j）  

8血血陀鮎甲既y  
pビ28血野  

D鵬k＿もkI止血陀  

蝕電池亡yp訂2蕊血ys  
陶闇血鮮血昭恒M由m  
虚由甲池野騨遜血y富丘Ⅷ 156  一犯ヰ＋ い00一○，987・5）156 1・6 （－100－○，瓜37・‡）  
血亡■  
1肋e弘一卵t甲COⅡ甲訂血Ⅱ血gWil⊂○㍊m－血一皿ぬtp⊥Ⅵ止眠＝○・0158  

Cr耶8代金拙⊂e：T血k9－1血也丘CSR血SbdyO21A．   

StudyO3，  
This was amulti－Centre，double－blind randomised placebo－COntrOlled paral1elgroup monotherapy  
Studyinuntreatedpatients12years ofageorolderwithrecentonsetpartialseizwes・The study  
COnsistedofthreephases：a56－day baselinephase，a56－daydouble－blindphaseandanextension  
phase・Approximately18patientswereplannedbutonly29patientswererandomisedintothestudy，  
14toru丘namideand15toplacebo・Thestudywastemlinatedearlyduetothelackofenrolment・The  
number ofenrolled patients wasinadequate to obtaininterpretable efncacyinformation，and no  
efncacyanalysISWaSPerformed．   

2．Double－blind，COntrOl）edstudiesofmonotherapyandmonotherapysubstitution  

inpatientswithpartialsei2：ureS   

S血dyO38  

Design：Thiswasamulticentre，double－blind，Placebo－COntrOlled，randomized，Parallel－grOupStudyof  
ru頁namideasmonotherapylnPatientswithrefねctorypartialseizureswhohadcompletedanlnPatient  
presurgicaldiagnosticexamination・Thestudyconsistedofa48－hourbaselinephaseandalO－day  
double－blindtreatmentphaseduringwhichpatientswererandomizedtoreceiveeitherru重namideor  
placebo・PatientswhocompletedthestudywereallowedtoenteranOpen－1abelExtensionPhase・   

Results：Themediantimetoexitcriteria（primaryefficacyvariable）wastwiceasalongforru坑namide  
asforplacebo，Whichwasstatistica11ysignincant・Theresultsprovideevidencefbrshort－temefncacy  
inmonotherapywhenthedrugistestedinaneXtremelyrefractorypopulation・However，theresults  
maynotberelevantforlongertermclinicaluse．  
Thedataaresummarisedinthetablebelow：  
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Table43．Summarystatisticfbrtimetoseizure（ITT，StudyO389）  
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StudyOl‘  
Amulticenter，double－blind，COntrO11ed，andrandomized，parallel－grOupStudy・  
Thestudycomparedtheefficacyoftreatmentwithrufinamideinmonotherapyatatherapeuticdose  
with a subtherapeutic dose ofrufinamide a鮎r gradualdown titration ofthe baseline AED・No  
difftrencewasobservedfbrthepnmaryefncacyvariableperCentageOfpatientsmeetingoneofthe  
exitcriteria．ForthesecondaryemcacyparametermediantimetomeetlngOneOftheexitcriteria，  
there 

． 

3．Double－bIindplacebo－COntrOlledadjunctivetherapystudyinprlmary  
generalisedepilepsy   

StudyOl＄  
Amulticenter，double－blind，placebo－COntrOlled，randomized，parallel－grOuPStudy・   

Inthisstudyoft）rimarygeneralisedtonic－Clomicseizures，therewasanumericaltrendfbrseizure  
reductionwithrufinamide，butnostatistically signincantdifftrences・Thisisconsistentwiththe  
resultsin the pivotalstudy where no statistically signincant e脆cts were observed on pnmary  
generalisedtonic－Clonicseizures・   

Theprimaryefncacyvariabledata（percentagechangeinPGTCseizurefrequencyper28daysduring  
theDouble－blindPhaserelativetotheBaselinePhase）areshowninthetablebelow：   

ResponderratesfbrStudyO18・  

RⅧ丘na血de PlユーモbtI  
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4．Adjunctivetherapystudyinchildrenwithpartialseizures   

Study 021P 
地：Amulticenter，double－blind，Placebo－COntrO11ed，randomized，parallel－grOupStudy・  
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辿‥Thisstudy failedtodemonstrateanySign摘cantdifftrencefbrthepnmaryvariablewith  
rufinamideversusPlaceboinchildrenandadolescentsaged4－16yearswithinadequatelycontrolled  
partialseizures．asshowninthetablebelow．   

Summaryofpercentagechangeinpartialseizure丘equencyper28daysrelativetobaseline（lTT，  
StudyO21P）  
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Asummaryoftheseresultsispresentedinthefo1lowlngtable．   

ResponsetotreatmentinStudYO21P  
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CrossreLh二Table9－ヰ血吐貯CSRforSbldyO21P 

4．Open－1abelextensions血山田  
EfncacydataweTeObtainedduringtheopenlabelextensionphasesofStudiesO22，AE侶TlandO21  
A．   

Study 022E 
Design：amulticentre，0pen－1abelextensionofstudyO22．  
Inclusioncriteria：Patientswhohadcompletedthe84－dayDouble－blindPhaseofStudyO22were  
eligibletoparticipateinthe extension phaseiftheinvestigatorsthoughttheymightbene丘【丘om  
treatmentwithrunnamide．  
Treatment：TTLeeXtenSionphasecoruistedof2periods：adouble－blindconversionperiodandan0pen－  
1abelperiod・Duringthedouble－blindconversionperiod，PatientswhohadreceivedplaceboinStudy  
O22beganreceivingrufinamideatadoseofapproximatelylOmgA（g／day．Thedosewastitratedto  
approximately45mgnqydayoveraperiodof14days．Patientswhohadreceivedru蔦mideduring  
StudyO22continuedtoreceivethesamedoseofruhamideduringthedouble－blindconversionphase．  
Thedailydoseattheendoftheconversionphasewasusedastheinitialdosefbropen－1abelphase．  
Duringopen－1abeltreatment，theruhamidedosecouldrangefromlO司5mgkg／dayin20r3divided  
dosesattheinvestigatorrsdiscretion・ThenewerFMIformulationofrufinamidewasusedinthisstudy．  
Theextensionphasecontinuedinaparticipatingcountryuntilrunnamidewasregisteredandlaunched  
inthatcountryoruntilitsdevelopmentwasterminatedinthatcountry．  

32／55  ◎EMEA2007   



Primarvandsecondarvefficacvvariables：Theprotocoldidnotde貞neanyefficacyvariablesforthe  
extensionphaLSe，althoughthepatientswererequiredtorecordtheoccurrenceofseizu∬eSindiaries．  

Thefo1lowlngefncacyvariableswereidentinedbytheCompanya鮎rthestudywascompleted：  
●Variablel－TheperCentageChangeinseizure丘equency（totalandtonic－atOnic）per28daysrelative  
tobaseline・T最swasdeterminedfor2cohorts：patientswhohadreceivedrunrnmideduringboththe  
double－blind phase（Study O22）and the extension phase（022E），aJld patients who had received  
placebodmingthedouble－blindphaseandru重namideduringtheextensionphaLSe・  
・Variable2－ResponsetOtreatment，de丘nedasexpenenClngatleasta50％or75％reductionin  
Seizurefrequencyfortheoverallstudyperiod，thelast6months，Orthelast12monthsofthestudy・  
Thisvahablewasdeterminedfbrtotalseizwehquencyandfortonic－atOnicseizu代frequency・  
Tolerancetoef詣ctivenesswasalsoevaluatedusingthose2efncacyvariables．Iftherewereaninitial  
PerCentagereductioninse血refrequency，fo1lowedbyalesseingofthereductionoanincreasein  

什equency，thiswouldhavesuggestedthatpatientsweredeveloplngtOlerancetotheantlePileptice舵ct  

ofru頁namide．  

Thedispositionofthe124patientstreatedinthisstudyisilJustratedinFigurell・   

Fig・11・Thedispositionofthe124patientstreatedintheextensionstudyO22E  
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ExposuretostudydruginStudyO22E  
Onepatientwasrandomizedtoreceivedouble－blindtreatmentinStudyO22butdidnotreceiveany  
Studydrugduetoanadministrativeerror・HewasallowedtoentertheExtensionPhasedirectly・Ofthe  
remalnlng123patients，63hadreceivedru貞namideduringthedouble－blind  
PhaseofStudyO22and60hadreceivedplacebo・ThemedianCumulativedurationofexposureto  
rufinamidefbrpatientswhoenteredtheExtensionPhasewas432days，WitharangeOflOtol149  
days・Eighty－three（66・9％）of124patients receivedrunnamideforlyear or more，74（59．7％）  
receivedru伽amidefor18monthsormor？，and51（4l・1％）receivedruhamidefbr2yearsormore・  

ThemediandoseofrufinamidewaLSapprOXlmately1800mg／dayintheOpen－1abelPeriod．   

Results  

／・恥叫l、l、L′′血／心／八八∵〃叫い九′岬し・山．ヾし・′ニ〟ハ・J／・l・押ソhこリーり・ユヽ【車lこ、  
7bJdJ∫eた〟re∫  

figure12illustratesthemedianpercentagereductionfrombaselineintotalseizurefrequencyforthe  
rufinamideandplacebogroupsduringthedouble－blindandextensionphases・  
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Fig・12・MedianperCentagereduction舟ombaselineintotalseizure丘equency  
（PatientsinStudyO22E）   
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Patientswhoreceivedru負namideinbothphasesdemonstratedpreservedreductionintotalseizure  
丘equencyasthegroupcontinued丘omthedouble－blindphaseintotheextensionphase・Patientswho  
receivedplaceboduringthedouble－blindphaseandthenswitchedtorufinamideintheextensionphase  
hadareductioninseizure舟equencyoncetheystartedrecelVlngru茄namide・However，itshouldbe  
notedthatonly42patientscompletedthestudywhereas82patientswithdrew・Asmuchas51patients  
withdrewduetoinsufncienttherapeuticefFbct．Itisthereforenotpossibletoconcludewhetherthere  
wastoleranCedevelopmentduringtheextensionphase．   

Efficacyvariable2：Responsetotreatment  
Total seizures 

Theresponderratesbasedontotalseiz∬e丘equencyareSummarizedinTable47・   

Td）1e47．Responsetotreatmentbasedontotalseizure舟equency（Patientsin  
S山dyO22E）  
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Forty一丘veperCent（45％）ofthepatientshadatleasta50％reductionintotalseizwe舟equencyduring  
thelast6monthsoftreatment．Thepercentageofpatientswitha50％responseduringthelast12  
monthswas41．0％．The50％responseratefortotalseizurewas36．9％overal1．Foratleasta75％  
reductionintotalseizu陀S，theresporuerateswerelowerbutthepatternwassimi1ar．Twoof122  
Patients（1．6％）wereseizure一freeforthelast6monthsoftreatment・   

lnsumrnary，thepatientswhoswitchedfromdouble－blindplacebotoopen－1abelrufinamideresponded  
totreatmentwithdecrewinseizure魚equency．However，0nly420f124patientscompletedthe  
Study，Whereas82withdrewandofthese，51patientswithdrewduetoinsufncienttherapeuticeffkt・It  
ispossiblethataproportionofthese51patientswithdrewduetotoleranCedevelopmentwithreduced  
efncacy．The results育omthe extension study do notanSWerthe question whether thereis  
developmentoftolerancetotheanticonvu1santefftctofru重namideduringlong－termtreatment・   

SttIdiesAE／ETIEandO21AE  

Efncacydatewereobtaineddmingtheopen－1abelphaseofStudiesAE佗TlandO21A・Patientswho  
hadcompletedthedouble－blindphaseofthestudieswereeligibletoparticipateintheExtensionPhase  
（395patientsweretreatedinstudyAE佗TIEand240instudyO21AE）・  
The Extension Phase consistedof2periods：an0pen－labelConversionPeriod andanq匹n－1abel  
Period・DuringtheConversionPeriod，allpatientsreceivedrufinamideaccordingtoarecommended  
titrationschedulebasedonthedoseofstudydrug（rufinamideorplacebo）theyhadreceivedduringthe  
double－blindphase・AftercompletionoftheConversionPeriod，eaChpatiententeredtheOpen－label  
Period．   

Thefo1lowingefncacvvariableswereidentifiedaRerthestudywascompleted：   

・Variablel－TheperCentageChangeinpartialseizurefrequencyper28daysrelativetothebaLSeline  
Phase・Thiswasdetermined fbr2cohorts‥Patientswhohadreceivedruhamideduringboththe  
double－blindphase（StudyO21A）andtheExtensionPha父（021AE），andpatientswhohadreceived  
Placeboduringthedouble－blindphaseandrufinamideduringtheExtensionPhaLSe・   

・Variable2－Responsetotreatment，de貞nedasexperlenClngatleasta50％or75％reductionin  
seizuretbquencyfbrtheoverallstudyperiod，thelast6months，Orthelast12monthsofthestudy・  
Thisvariablewasdeterminedfortotalseizwe舟叫uenCyandfortonic－atOnicseizurefrequency．   

Theresultsweresimi1arinthe2extensions，SOOnlystudyO21AEispresented・   

Emcacyvariablel：PerceJ）tageChangeinseiⅢre打equeJICyPer28days  
Patients who received placebo duringthe core studyand then switchedto open－1abelru坑namide  
showeddecreasesinseizure斤equency，Which，OVertime，becamesimilartothoseexperiencedby  
patientswhoreceivedbothdouble－blindandopen－1abelrufinamide・  
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