
Thesecondaけe魚cacyv訂i曲1eswere：  
1）responsetotreatment（i．eりeXPeriencingatleasta50％reductionintonic－atOnicseizure  
丘equencyduringthedouble－blindphaserelativetothebaselinepha5e）；  
2）percentchangeinthefrequencyper28daysforseizuresubtypesotherthantOnic－atOnic；  
and  
3）thecompositescorefortheGlobalEvaluationofthepatient’scondition．   

叫ね∫お  
Approxlmately128patientswerenecessarytoperfbrmefficacyanalysesinthisstudy・Thissample  
SizewascalculatedbasedontheperCentChangeinseiz∬e倉equencyinthedouble－blindphaserelative  
tothebaselinephase．  
Noinfbrmationwasavai1ableontheperformanCeOfrufinamideinthispopulation・Itwasassumedthat  
ru丘namidecoulddeliveraperCentreductioninseiz∬e舟equency22，5％greaterthanthatofplacebo・  
Results蝕）maSimi1artrialwithfblbamatesuggestedapopulationstandarddeviationofnomorethan  
¢＝35．  

Conditionalonthese assumptions and assumlng anOrmaldistribution，atWO－Sidedt■teSt Witha  
SignlficanCelevelofO・025has a statisticalpower of91．3％to rqjectthe nullhypothesis ofno  
treatmentdi飴rencewithapproximaIely64randomizedpatientspertreatmentgrOuP．However，、to  
guardagainstdeparhres舟omnormality，Wilcoxonrank－SumteStSWereusedforthisandtheothertwo  
jo血弧alysesof血epdm訂γe用cacyv訂i血1es・   

風刑（わ別海劇眈椚  

RjmdomizationwBLSPerformedbytheapplicantuSlngaValidatedsystemthatatAomatestherandom  
asslgnmentOftreatmentgroupstorandomisationnumbers．Randomisationwasinblockoffouratthe  
COuntry／centrelevel．Therandomisationschemewasreviewed・bytheCo皿pany’strialstatisticianand  
WaSlocked・afterapproval．   

劇加勅勘匝∬肋喧  

StudydrugSWereSuppliedaslOO，200，and400mgtal）letswithcorrespondingmatchingplacebo  
tablets．Theinvestigator，StudysitepersonnelandtheCompany’spersonnelinvoIvedinthemonitoring  
OrCOnductofthestudywereblindedtothestudydrugCOdes．Tbecodeswerenotavai1abletothe  
abovepersonneluntilthecorestudywascompletedandthe負naldatareviewanddatabaselockwere  
performed，eXCePtinthecaseofanemergenCy・   

ぷねぬJねαJ桝g助∂（愈  

Thedatasetusedinal1efBcacyanalyseswastheintent－tO－treatpatientpopulation，Whichconsistedof  
al1randomizedpatientswhoreceiveddouble－blindstudydrugandprovidedseizurediarydataduring  
thedod）1e－blindphase．Thedatasetusedforallotheranalyseswastheal1－treated－Patientspopulatim，  
Whichconsistedofal1patientswhoreceivedatleastonedoseofstudydrug．  
Al1testsperformedbytheApplicanttoshowstatisticalsi騨i点canCeOnthepnmarye餌cacyvariables  
WeretWO－tai1edwithaprobability1evelofO．025；aprObd）ility1evelofO．05was usedto show  
Statisticalsignificanceforthesecondaryefricacyvarial）les・  
Apoolingschemeofcountrieswasusedforanalysesthalexaminedcountrye飴ctduetothesmal1  
enrolmentatmanycentresandwithincoumtries，andtheexpectedlargevariibilityinseizure倉equency  
betweenpatients．Asaresult，afactor‘‘Region”consistingofthreelevels（USA，Brazil，Europe）was  
Attedintheanalysisofresponsetotreatmentandintheexploratoryanalyses．   

Adatalistingofthestudy－drugdosageadministeredtoeachpatientduringtheDouble－blind  
Phasewasprovidedbytreatmentgroup・Thenumberandpercentofpatientsexposedtostudydrug  
OVerdistincttimeintervalswerecalculated，anddescriptivestatisticswereprovidedtosummarizethe  
durationofexposuretostudydrugbytre虹mentgroup．Inaddition，descriptivestatisticsofthedose  
administeredduringtheMaintenanCePeriod（Visits4through6）wereprovided．Nointerimanalyses  
WerePlamed．  
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RESULTS  

タ〝血中のJJ伽w  

ThepartlCIPantflowwasthefo1lowlng：  

月ecrzJf加e〃J   

Atotalof43centresinthefo1lowingcountriesparticipatedinthestudy：Belgium（2），Brazil（3），  

Germany（9），Hungary（3），Italy（3），Norwqy（1），Poland（2），Spain（2），andUnitedStates（li）．  
Patientswereenrolledin360fthecentres．   

Co〝血cJq／血．ざJゆ  

PatientdispositjonfbreacJ）treatmentgrOuP  
RⅦ丘n且mide  Pla亡ebo  A劃treahnents  

皿  ％  

75  100．0  

74  9哀．7  

74  98．7  
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Primaryvariablel－PerCentreductionintotalseiz∬e倉equency  

Primaryvariable2－PerCentreductionintonic－atOnicseizure録equency  
Primaryvariable3－SeizweseverityratingfromtheGlobalEvaluationofpatient．scondition  
aDiscontinuedduetoprotocoIvioIation，unSatisfhctorytherapeutice庁bct，withdrawalofconsent，  
administrative prabiems 
bInc）udesPatientUSA／3054／2101whowasrandomizedbutdidnotreceivestudydrug・  
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Therewerenoparticularproblemswiththeconductofthestudy・  
Onerandomizedpatientdidnotreceivedouble－blindstudydrugduetoanadministrativeerror・Tbe  
remalnlng138treatedpatientswereincludedintheintent－tO－treatPOPulationforperCentChangein  
totalseizm舟equencyper28days（Primaryvarial）1el）・Onepatientintherufinamidegroupandfour  
patientsintheplacebogroupdidnothaveanytOnic－atOnicseizwesduringtheBaselinePhaseandthus  
wereexcluded舟omtheanalysesforprlmaryVariab）e2■Onepatientintherufinamidegroupandtwo  
patientsintheplacebogroupdidnothaveanend－Of・Studyseizureseverityrating舟omtheGlobal  
Evaluationofpatient－sconditionandwerethuseXCluded舟omtheanalysesfbrprlmaryVariable3・  
Nopatientswereprematurelywithdrawn舟omthestudyduetonon－COmPlianCe・  
Safetyanalyseswerebasedondata舟omall13itreatedpatients，includingthosewhowereexcluded  
fromtheintent－tO－treatpOpulationsforpnmaryvariables2and3・  
Thestudyblindwasnotbrokenduringthestudyfbrapytreatedpatient・Thus，foral1patientstreatedin  
thisstudy，Studyblindingwaspreservedumtilal1patientshadcompletedthestudy，PatientvalidityWaS  
determined，andthedatabasewaslocked．   

ぬgJ加eゐね  

DemogmphicandbaseliAeCharaCteristic＄bytreatment（Alltreatedpatients）   

h8r■d桝包tic   Ru伽1mide（N＝74）  Pl且Cebo（N⇒i4）  Alltre乱tmen也（N＝138）  

n   ％   m   ％   n   ％   

eX  

¢   46   62．2   40   ‘2．5   86   62．3   

emale   2さ   37．8   24   37．5   52   37．7   

亡モ  

●tdCa一元鮎ian   ‘2   83．g   53   82．8   115   83．3   

1ack   ‘   8．1   4   ‘．3   10   7．2   

er   ‘   8．1   7   10．9   13   9．4   

ge（y¢一指）  

ean（R叫ge）  14．5（4，35）  13．（＝4，37）  14．1（4，37）  

4－＜12  31   41．9   33   51．6   ‘4  46．4   

12・＜17   19   25．7   17   2‘．‘   36  26．1   

≧17   24   32．4   14   21．9   38  27．5   

eighりkgs）  

ean恥喝e）   44．1（15．5，138．5）  40．2（16．2，g‘．0）  42．3（15．5；13g．5）   

1喜一29．0   24   32．4   24   37．5   4さ  34・   

9．1－50．0   25   33．g   20   31．3   45  32．6   

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

≧70．1   12   1‘．2   ‘   9．4   18  13．0   

Therewerenonotabledi飴rencesbetweenthetwotreatmentgroupswithrespecttosex，raCe，age，  
bodyweigh（．  

Summarystatisticsofsei2：ure＄inbaseIinephase（Alltreatedpatiet）tS）  

Ru丘nlmide（N＝74）  Pl乱eebo（N＝も4）  
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All吋pesofs¢izu代S  

Tonic＿如Onicseizu托Sa  

A呼picalabsencesei即Ⅰ℃S  

Tonicseizwes  
Atonic seizuTes 
Myoclonic5e加s  
Tonic－Clonicseizure  
Unclassi負ed  

Pa正ialseizures  

AbsenceseizunさS  

Clonicseizures  
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Themediannumberofseizuresofanytypethatoccurredduringthebaselinephasewashigherinthe  
rufinamide group thaninthe placebo group due to mediannumberfor atypicalabsence，tOnic，  
myocIonic，partial，andabsenceseizureshigherintheruhamidegroup．Themediannumbersofother  
tyPeSOfseizuresthatoccurredduringthebaselinepha5eWereCOmparableinbothgroups．   

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

Su血maryOftreatmeJ）teXpOSure（AlJtreatedpatients）  
CumuhtiYeelPOSure  RtJlimLmide  Placebo  
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St4ti5tics  Su山江ほ  

79．2   

84．0  

（13，112）   

81．0   

84．0  

（13，103）  

Thetarget dosage was approximately45mgWday ofrufinamide（Orp）acebo equivalent）orthe  
maximumrecommendeddai1ydoseinmi11igramSforthepatient’sweight，Whicheverwasless．  
Inbothtreatmentgroups，mOrethan87％ofpatientsreceivedatleast12weeksoftreatmentwiththe  
Studydrug・Themediandurationofexposuretostudydrug（84daysinbothtreatmentgroups）was  
COnsistentwiththeplanneddurationofthedouble－blindphase（84days）．  

SutnmaryoftotalntlmberofconcomitaAtAEDsusedbypatientsineithertreatmentgro11P  
（A11treatedpa触nts）  

TotalNⅦmber01  Ru重皿且mide  Plaeebo  

ConcomihmtAEDs  n  ％  n  ％  

g  lO．甚  8  

3＆  51．4  35  

2g  37．8  21  

Valproate，1amOtnglne，andtopiramatewerethemOStfrequently usedconcomitantAEDsforboth  

ru缶namide－andplacebo－treatedpatientsduringthestudy．   

SummaryofconcomitantAEDsusedbyatleastlO％ofthepatientsiJleithertreatmentgrotLpduring  
thedouble－bliJ）dphase（Al1treatedpatients）  

Concomjt且ntAED  Ru血amide  

n  ％  

Valproate  
Lamotngme  
Topiramate  
Clonazepam  
Carbamazeplne  
Clob孔乙引¶  

Pheny【oin  

Phenobarbital  

4
4
3
0
2
0
1
4
1
2
1
0
1
0
6
 
 

5
5
0
9
2
．
5
．
5
1
 
5
9
4
0
2
7
柑
1
6
1
3
1
3
臥
 
 

3
5
1
9
1
7
7
1
2
8
1
2
9
 
 

7
 
7
 
′
h
V
 
O
ノ
 
0
0
 
5
 
0
0
 
1
 
4
 
0
ノ
 
′
h
V
 
〈
U
 
0
0
 
2
 
0
0
 
4
 
5
 
2
 
2
 
1
 
1
 
1
 
1
 
1
 
 

ThetypesofconcomitantAEDsusedweregenerallycomparableforthetwotreatmentgroups．  
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0〟Jc（）椚e∫α乃dg∫め乃dJf8〃  

Primaryemcaeyresults   

Thepnmaryefricacyanalysisshowedstatistical1ysignificantreSultsinfhvourofrufinamideforal13  
Primaryvariables（P≦0．0041），aSShownbelow．  

PrimaTy伊agvariablel：perCentageChangeintotalse血re舟equencyper28days  
Primarye餓cacyvariablelshowedasigniGcantdi飴rencebetweenthe2treatmentgroupsinfhvour  
Ofrufinamide（P＝0．0015）．Ru負namide・treatedpatientshada32．7％medianreductionandplacebo－  
treatedpatientshadaLnll・7％medianreductionintotalseizure舟equency，aSShowninthetable  
below．   

Summaryofpercentchangeintotalseimrehtequencyper2Sday＄relativetobaseline（ITT）  

血k  rl血  
n M血  R鉱l騨  1 鵬血  

旬  訪¢カ （ヰさ．qiユー軋0） 糾  加持．O I21，吼l砂714・叫   

刊  劫ヰ．1 （5，4，雌J） 如  拙．ヰ （5¢．7、11卸路側  

独特dine北i耶叫叩  

阿28d好事  
山肌Iblかbli山霊由研  

叫㈱甲阿ヱ8血yさ  
如間咄評血叫如＝由肌  
如呼岬28和事鵬  刊 ・317 （ヰ2，；，ユ象l・ヰ） 由 ・1l．丁 （■2・ち550．q  
b聯d払♂  

■鳥叩p叩町i亭聞Uii喝WiI¢甲印椚托l正一脚胞t画Ⅶ亡＝0」叩15  

QⅦ掛帽蜘躇ニ¶鵬モ9・Ih鵬モC瓢伽S咄亀   

No sigmi負cant treatment－by－regioniraeraction was observed（P司．7373）．Rufinamide remained  
Si騨Ii丘cantlysuperiortoplaceboa鮎ra4justingforthenumberofAEDsusedatbaseline（p＝0・0021）・   

Jケ加αり切取∝γγ∬ね独2ごクe〝e〃叫評極細わ乃お一劇脚鹿部鹿灯り毎甲脚呵り脚り＆勾叩  

Primaryefficacyvariable2showedasignほcantdi飴rencebetweenthe2treatme鵬groupsinfavour  
Ofruhamide（p＜0．0001）．Ru血amide－treatedpatientshada42．5％medianreductionandplacebo－  
treatedpatientshadal・4％medianincreaseintomic－atOnicseizure舟equencyper28days，aSShownin  
也e知1lowingtable：  

Stmmaryofpercentchangeintonic－atOmicsei2Ture丘equencyper28daysrelativetobaseline（ITT  
p如ients）  

抽血k  rh血  
㌦ M血  正 M血  払l岬  

乃  氾．0 （与鳳l一明 的  g2j  （l．吼ul二喝  触di聴血血ぢさd綱  
卸印呼p訂28d喝倖  
D別ぬl鵬Ii8d伽i鵬¢隋血 刀  軋丁 （仇0，12揖占．1）‘0  7＆2   （¢．17500）  

録明脚野匹r28一昭S  
内ー叫血脚絆i凸面血石 乃  ■2．5 ト川q11恥8）紬 1－4  ト1叫7∞旬  

町阿2叫‡  

血血引払馳駆肋再加齢   
．   

Cr闇写血：W¢9・2iれ血¢CSRぬrStudy∝払  

PrimaTγ弓炉caq，VWLabZe3：Sei2WeSeVeritysubscaleofGlobalEvaluationofpatient’scondition  
Primaryefnc肛yVarial）1e3showedasi騨Ii茄cantdi飴rencebetweenthe2treatmentgroupsinfhvour  
Ofru血amide（P⇒）．0041）．Animprovemerrtinseizureseveritywasobservedin39（53・4％）ofthe73  
ru重namide－treatedpatientscomparedto19（30．6％）ofthe62placebo－treatedpatients，aSShowninthe  
tablebelow：  
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Summary of seizure severity rating of the Globalevaluation ofthe patients’condition（lTT  
popul飢ion）  
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VcⅣmudlim  

Wilc（IWnⅦ止・Suml帯1㌣Y扇眠ご0．0糾1  
●3匹ぬ舶（lm6mmi血，2pl抑め可鵬dn01baYぞ85由weseYe巾y即8tuat血L   

C105さ相伝ー印∝：Table9－3in払eCSRfbrS伽dyO22＿  

Se00皿daけemCa町reSults   

Resp叩鱒tOtreatment   

Thepercentofpatientswhoexperiencedatleasta50％reductionintonic－atOnicse血refrequencyper  
28days，relativetobaseline，WaSSigmificantlyhigherintherufinanidegroup（42．5％）thaninthe  
placebo訂Oup（16．7％）匝＝0．0020）．   

Summarystatisticsofpatientswhore＄POndedtotreatmentwithatle鮎ta50％reductiotLin  
tonic－atOtLicsei2WrenTequenCyrelativetobaseline匝IteJ）t－tO－treatPatietltS）  

Ru蝕はmide  Ph血  

R郡匹皿derR且鵬  n   ％  m  ％  OddsR且do■  p－Y血eb  

50％ 31〃342．5 10／60 1‘．7 3．さ1 0．0020  

aTheoddsofam血amide－treatedpadernexperiencingatleasta50％reductionintonic－atOnicse血fe鮎qucncyper  
28daysrelativetotheoddsofaplacebo－treatedpatientexperiencingatleasta50％reducti0Ⅱintomc－atOnic  
鮎qu孤町p訂2欝血yst  
bp－Valuebasedonlogisticregressionmodelwithtreatme叫region，SeX，andageasexpkLmtOryVariables．  

Nevertheless，thepercentageofseizwe（tonic－atOnic）hepatientsislowandnotdifftrentinboth  
ams（4．1％versus3・3％）・The medianreductionindifftrentisolated sei2m type打開uenCyis  
Signi重cantonlyforabsencesandatonicseizures．  

hthecompositescorefortheGlobalEvaluationofthepatientlscondition，thedifFbrencebetweenthe  
groupswasnotstatistical1ysignincant（p＝0・3492）．   

．」J雨〃∽TdII坤・∫ビ∫  

TheapplicanthasperformedadditionalexploratoryanalyseswhichdonotindicateanyaSSOCiationof  
agewiththeresultsoftheprimaryefficacyanalyses・Children，adolescents，andadultpopulations  
Showedsimi1artreatmente飴cts．Therewasnoassociationofageorweightatbaselinewiththe  
resultsoftheprimaryefncacyanalyses・ThenumberortypeofconcomitantAEDsapatientreceived  
WaSnOtaSSOCiatedwiththeresultsoftheprlmaryefncacyanalyses．TheefBcacyofrunmidecould  
be observed whenit was glVenincombinationwithcommonlyused AEDsin LGS，including  
Valproate，1amOtrigine，andtopiramate・Noevidencewasfoundthatrufinamidetreatmentcaus  
increa詑inthetotalsei2m舟equency，Orthaltherewasanydevelopmentofshort－termtOlerance．   

・ Analysisperfbrmedacrosstrials（pooledanalysesandmeta－analysis）  
The patientswithin each age subgroup who receivedru坑namide hadlarger median decreasesin  
㌍ia∬e魚equencythandidthep如ientswhoreceivedplacebo・Theonlyexceptionstothiswerenoted  
msubgroupswithveIヲbwnumbersofpatients．  
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Theresultsfortotalseizu℃frequency，reVealedthatthemediandecreasesbecamelargeroverthe  
COurSeOftreatmentandthepersistenceoftheresponseintherufinamidegroupbutnotintheplacebo  
group．Thelargedi蝕rencebetweenru負namideandplacebocouldbeseenasearlyasWeek2．  

Ina11cohorts，reductioninseiz∬e舟equencydidnotdimimishovertime，SuggeStingthatatleasta  
Subpopulation oftreatedpatients had seiz∬eCOntrOlmaintained duringlong－termtherapy．There  
叩peaqedtobenodevelopmentoftolerancetotheanticonvulsante飴ctofru瓜namidewhencohorts  
withdi蝕rentlengthsofdrugeXpOSureWereanalyzed．   

lnStudyO22，theproportionsofpatientswithincreasesinseiz∬e舟equcncyof25％orlessandwith  
increasesofmorethan25％butlessthanlOO％werelowerintherufinamidegroupthanintheplacebo  
group．Theproportionofpatientswith100％orgreaterincreasesinseizwe倉equencywassmalland  
nodi飴rentbetweenthe2groups．In・patientswithprimarygeneralizedtonic－C18nicseizures（Study  
O18），the proportion ofpatients withincreasesin sei2Wefrequency was not di飴rentinthe  
ruhamide－treatedgroupcomparedtotheplacebo－treatedgroup．   

● Supportivestudies   

Allthesupportiveplaccbo－COntrOlledstudiesprovidee餌cacyofru重namideinpatientswithdi飴rent  
typeSOfepilepsyandofvariousagerangeS．  

1．DoubIe－buJ）dplacebo－CO血trOIIedadjunctivetberapy＄tudiesiJ）aduItswithpartja1  
5elヱureS   

S血dyAE／PT2  
Amulti－Centredouble－blindp）acebo－COntrOlledrandomizedpaLral1elgroupstudy．   

Thestudywasa‘proofofconcept’studyperformedinalimitednumberofp如ientsfordurationof4  
Weeks．Thestudyincludedpatientswi仙primarygeneralisedaswellpartialseizwes．Forthepnmary  
e餓cacyvariable，Seizure丘equencyratio，andforresponserate，thereweretrendsforanimprovement  
Withru丘namidevs．placebobutnostatistically sigmificant di飴rences．There was anunexpected  
WOrSemingofseiz∬e舟equencyintheplacebogroupforthe（i）population．   

Thedatausedinthee餌cacyanalysesaqesummarisedbelow：   

Mediansei2nl長倉equencyper28daysintheBaselineanddouble－blindphases（Allanalysis  
populationsinStudyAE／PT2）  

肋戯■－●■d■呼  

Dl一輝′ T血8鵬 恥．d  

R山  ユ】  l＿00  
仙  Zl  ＆4‘  

ゆ  

（可  ヱ匝血  刀  ヰ．00  

rl血  1タ  g．‘2  

◎EMEA2007   29／55  



StudyO21A   

Amulti－Centre，double－blind，Placebo－COntrOlled，randomized，Parallel－grOupStudy．   

Inthisstudy，WhichincludedpatientswithinadequatelycontrolledpaTtialseizuresthatwerebeing  
treated withlor2concomitant重xed－dose AEDs，the percentage reductionin totalseizure  
丘equency／28days（Primary variable）was significantly higherinthe active group．However，nO  
Statistically sign摘cantdi飴rence was observedbetweenthe placebo andru血amide groups with  
regardtopartialseizurefrequencyper2＄days．Theresponderanalysisdemonstratedasignificant  
di飴rencefor50and25％responder criteriainfavour ofrufinamide．Among patients who  
experienced secondari1y generalized seizures duringthe baseline phase，there was no di蝕rence  
betweenthetreatmentgroupsinthepercentagechangeinthe倉equencyofthistypeofseizweduring  
thedouble－blindphase．   

Theresultsoftheprimaryefncacyvariable：perCentageChangeintotalseizwe＆equenbyper28days  
aresummarisedinthetablebelow：   

Table42．Summazyofpercentagechangeinpartialseizurefrequencyper28daysrelativetobaseline  
（lTr，StudyO21A）．  
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缶弼8血：T■血k9－1血血eCSR血叫021A．  

StudyO3，  
Thiswas amulti－Centre，double－blind randomised placebo－COntrOlled parallelgroup monotherapy  
StudyinuTrtreatedpatients12years ofage or olderwithrecent onset par（ialseizures．The study  
COnSistedofthreephases：a56－daybaselinephase，a56－daydouble－blindphaseandaneXtension  
Phase▲Approximately18patientswereplannedbutonly29patientswererandomisedintothestudy，  
14torufinamideand15toplacebo．nLeStudywasterminatedearlyduetothelackofeⅣ0lment．The  
number oferutolled patients wasinadequate to obtaininterpretable efficacyinformation，and no  
efncacyanalysiswasperformed．   

2．Double－blind，COntrOIIedstudiesofmonotherapyandmonotherapysubstitution  

iJIPatientswithpartialseiヱureS   

StⅥdyO38  

Desi些Thiswasamulticentre，double－blind，placebo－COntrOlled，randomized，paral1el－grOupStudyof  
ru丘namideasmonotherapylnpatientswithrefractorypartialseizureswhohadcompletedaninpatient  
PreSurgicaldiagnosticexamination・Thestudyconsistedofa48－hourbaselinephase、andalO－day  
double－blindtreatmentphaseduringwhichpatientswererandomizedtoreceiveeitherru負namideor  
Placebo・Patientswhocompletedthestudywereallowedtoenteranopen－1al）elExtensionPhase・   

辿：Themediantimetoexitcriteria（primaryefncacyvariable）wastwiceasalongfbrru負namide  
asforplacebo，Whichwasstatistical1ysignificant．Theresultsprovideevidenceforshort－teme餌cacy  
inmonotherapywhenthedrugistestedinaneXtremelyre舟actorypopulation・However，theresults  
maynotberelevantforlongertermclinicaluse・  
Thedataaresummarisedinthetablebelow：  
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Tab］e43．Summarystatisticfortimetoseizure（ITT，StudyO389）  
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StⅦdyO16  
Amulticenter，double－blind，COntrOlled，andrandomized，Paral1el－grOuPStudy．  
Thestudycomp訂edtheefncacyoftreatmentwithru血amideinmonother叩yatatherapeuticdose  
Witha subtherapeutic dose ofruhamide aftergradualdown titration ofthe baseline AED．No  
di脆rencewasobservedfortheprimarye餌cacyvariablepercentagepfpatientsmeetingoneofthe  
exitcriteria．ForthesecondaryefRcacyparametermediantimetomeetingoneoftheexitcriteria，  
there was atrendfor a betterresult withru丘namide3200mgHay butthe di蝕rence was not  
Statisticallysigni負cant．   

3．DoubIe－blindplacebo－COntrOlledadjunctivetherapystudyiJlpr皿ary  

generalisedepilepsy   

StⅦdy01＄  

Amulticenter，double－blind，Placebo－COhtrolled，randomized，Paral1el－grOupStudy．   

Inthisstudyofprimarygeneralisedtonic－Clonicsei2mS，therewasanumericaltrendfbrseizwe  
reductionwithruhamide，butnostatistically signiBcantdi飴rences．Thisisconsistentwhhthe  
resultsinthe pivotalstudy where no statistical1y sigmi丘c血t e飴cts were observed on pnmary  
generalisedtomic－Clonicseizures．   

Theprim即γefncacyvarid）1edata（perce血agechapgeinPGTCseizwe舟equencyper28daysduring  
theDoubIe－blindPhaserelativetotheBaselinePhase）areshowninthetablebelow：   

ResponderratesforStudyO18．  
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4．AdjunCtivetherapystudyi皿Childrenwithpartialseiz：ureS   

S仙dyOヱ1P  
辿匹：Amulticenter，double－blind，Placebo－COntrOlled，randomized，parallel－grOuPStudy．  
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Results：This study蝕Iedtodemonstrate any sign摘cantdi舵rencefbrthepnmary variable with  
ru如amideversusplaceboinchildrenandadolescentsaged4－16yearswithinadequatelycontrolled  
partialseiz∬eS．aSShowninthetablebelow．   

SummaryOfpercentagechangeinpartialseizure舟equer）CyPer28daysrelativetobaseline（ITT，  
S血dyO21P）  
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Asummaryoftheseresultsispresentedinthefo1lowingtable．   
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4．Open－1abeIextensionstudies  

E用cacydatawereobtainedduringtheopenlabelextensionphasesofStudiesO22，AE佗TlandO21  
A．   

Study 022E 
Design：amulticentre，0pen－1abelextensionofstudyO22．  
lnclusioncrite鹿Patientswhohadcompletedthe84－dayDouble－blindPhaseofStudyO22were  
eligibletoparticipateintheextensionphaseiftheinvestigatorsthoughttheymightbene丘t舟om  
treahentwithrufimide．  
Treatment：Theextemsionphaseconsistedof2periods：adouble－blindconversionperiodandanOpen－  
labelperiod．Duringthedouble－blindconversionperiod，PatientswhohadreceivedplaceboinStudy  
O22beganreCeivingrufimideatadoseofapproximatelylOmgkg／dqy．Thedosewastitratedto  
approximately45mg此g／dayoveraperiodof14days．Patierrbwhohadreceived血mideduring  
StudyO22continuedtoreceivethesanedoseofrufinamideduringthedouble－blindconversionphase．  
Thedai1ydoseattheendoftheconversionphasewasusedastheinitialdoseforopen－labelphase．  
Duringopen－1abeltreatment，therufinamidedosecouldrange舟om1045mgnqydayin20r3divided  
dosesattheinvestigatorfsdiscretion・nLeneWerFMIformulationofru丘namidewasusedinthisstudy．  
Theextensionphasecontinuedinaparticipdingcountryuntilruhamidewasregisteredandlaunched  
inthatcountryoruntilitsdevelopmentwasterminatedinthatcountry・  

32／55  ◎EMEA2007   



Primarvzndsecondarye鍋cacvvariables：Theprotocoldidnotde丘neanyefncacyvarid）1esforthe  
extensionphzue，althoughthepatientswererequiredtorecordtheocctmceofsei2WeSindiaries．  
Thefo1lowlnge庁icacyvariableswereidentinedbytheCompanyafterthestudywascompleted‥  
●Variablel－Thepercentagechangeinsei2m舟equency（totalandtonic－atOnic）per28daysrelative  
tobaseline・Thiswasdeterminedfor2cohorts：PatientswhohadreceivedruBmideduringboththe  
double－blind phaLSe（Study O22）andthe extension phaLSe（022E），aJld patients who had received  
Placeboduringthedo山bIe－blindphaLSeandrufimideduringthee幻ensionphase・  
●Variable2－ResponsetOtreatment，de負nedasexperiencingatleasta50％or75％reductionin  
Seizwehquencyfortheovera11studyperiod，thelast6months，Orthelast12monthsofthestudy・  
Thisvariablewasdeterminedfbrtotalsei2Wehquencyandfortonic－atOnicsei2mhquency・  
ToleranCetOe飴ctivenesswasalsoevaluatedusingthose2efncacyvariables．Iftherewereanimitial  
PerCentagereductioninsei2We丘equency，fouowedbyalessemingofthereductiohoranincreasein  
鮎quency，thiswouldhaNeSuggeStedthatpatientsweredevelopingtoleranCetOtheantiepileptice飴ct  
Ofm重Il訂nide．  

Thedispositionofthe124patientstreatedinthisstudyisill血kdinFigurell・ 

Fig．11．Thedispositionofthe124patientstreatedinthe早XtenSionstudyO22E  

■封血血d画地血Ⅷ1句班柑叩叩阿  

E叩05uretOS血dydruginS血dyO22E  
Onepatientwaslandomizedtoreceivedouble－blindtreatmentinStudyO22butdidnotreceiveany  
Studydrugduetoanadministrativeerror．HewaLSallowedtoentertheExtensiorlPhasedirectly．Ofthe  
remalnlng123patients，63hadreceivedrufinamideduringthedouble－blind  
PhaseofStudyO22and60hadreceivedplacebo・ThemediancumulativedurationofexposuretO  
ru血ImlideforpatientswhoenteredtheExtensionPhasewas432days，WitharangeoflOtol149  
days・Eighty．three（66・9％）of124patients receivedru血amideforlyear ormore，74（59．7％）  
receivedrufinanidefor18monthsormore，and51（41．1％）receivedru丘namidefbr2ye訂SOrmOre．  
Themediandoseofrufinamidewasapproximately1800mg／dayintheOpen－labelPeriod・   

Results  
邸cαヴγ∬ね肋ノ了タercg乃J聯C如聯加∫eた灯eタ叩〟e乃町クer2β卸  

7bねJ∫e虎〟reぶ  

Figure12illustrateSthemedianperCentagereduction舟ombaselineintotalseizwe舟equencyforthe  
rufinamideandplacebogroupsduringthedouble－blindandextensionphases．  
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