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Abstract

The Academic Technology Assessment Group (ATAG) reviewed a report by the manufacturer (UCB
Japan Co. Ltd.) on the additional benefits and cost-effectiveness of brivaracetam in patients with un-
controlled focal-onset seizures. This report summarizes the ATAG review and reanalysis. The target
population was divided into two groups: (a) patients receiving monotherapy, (b) patients receiving com-
bination therapy. The comparator technology was levetiracetam for population (a) and levetiracetam +
drug therapy for population (b). The technology under evaluation was brivaracetam for population (a)
and brivaracetam + drug therapy for population (b).

For evaluating additional effectiveness, the systematic review (SR) conducted by the manufacturer
for population (a) identified no randomized controlled trials (RCTs) directly comparing brivaracetam and
levetiracetam. No SR was conducted for non-RCTs. As a result, for population (a), it was determined
that no trials of sufficient quality existed for evaluation, and thus no additional benefit could be drawn.
For population (b), seven studies were identified to examine the additional benefit of combination ther-
apy with brivaracetam, although no RCTs directly comparing brivaracetam + drug therapy and levetirac-
etam + drug therapy were identified. Furthermore, the manufacturer conducted a frequentist network
meta-analysis (NMA) after performing literature selection and outcome extraction based on prior stud-
ies and applying continuity correction to data with zero events. The manufacturer concluded that addi-
tional benefit was demonstrated based on the point estimates for the complete seizure freedom rate
and treatment discontinuation rate due to adverse events. ATAG conducted an independent SR and de-
termined that there were no RCTs or appropriate non-RCTs for evaluating additional effectiveness for
population (a). ATAG determined that for population (b), additional benefit was demonstrated for “treat-
ment discontinuation due to adverse events”, while clear evidence demonstrating additional benefit for
“seizure suppression” was lacking. Thus, ATAG considered it appropriate to conduct a cost-
effectiveness analysis for population (b) and examined the analysis provided by the manufacturer.

The manufacturer conducted a cost-effectiveness analysis for population (b) by constructing a Mar-
kov model to evaluate the cost-effectiveness of brivaracetam + drug therapy. ATAG identified several
methodological issues with the analysis performed by the manufacturer and conducted a reanalysis.
First, ATAG conducted a reanalysis assuming that treatment effects on seizure suppression were null
(OR=1.000). Second, the manufacturer estimated a higher treatment continuation rate for brivaracetam
+ drug therapy by directly comparing data obtained from RCTs and observational studies. In the ATAG
assessment, the treatment continuation rate for brivaracetam + drug therapy was estimated by multi-
plying the treatment discontinuation rate of levetiracetam + drug therapy by the treatment effect on
“treatment discontinuation due to adverse events”. Third, while the manufacturer modeled the “post-
treatment” state as equivalent to ‘death’, ATAG judged this approach to be inappropriate and applied
the costs and QOL values for “non-responders”. Fourth, ATAG conducted a reanalysis using QOL values
obtained directly from patients in the clinical trials (N01252, N01253, and N01254 trials).

The reanalysis showed that, compared to levetiracetam + drug therapy, brivaracetam + drug therapy
had an incremental cost of JPY 1,099,134 and 0.023 QALYs gained in population (b), with an incremental
cost-effectiveness ratio (ICER) of JPY 48,163,534/QALY. In conclusion, these results suggest that the
ICER for brivaracetam compared to the comparator is likely to belong to the “more than JPY 10 million/
QALY” interval for population (b), from the perspective of public healthcare payers in Japan.

Keywords:brivaracetam, epilepsies, partial, seizures, cost-effectiveness analysis, health technology as-
sessment
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B&EE ERKRET
AED Antiepileptic Drug
ASMR Amelioration du Service Médical Rendu
BRV Brivaracetam
BRV-SR Brivaracetam sustained-release
CADTH Canadian Agency for Drugs and Technologies in Health
CDA-AMC Canada’s Drug Agency
CDR Common Drug Review
EQ-5D-3L EuroQOL 5 dimension 3-level
HAS Haute Autorité de Santé
ICER Incremental Cost-Effectiveness Ratio
K[EICER The Institute for Clinical and Economic Review
ILAE the International League Against Epilepsy
IQR Interquartile Range
IQWIG Instituts fur Qualitat und Wirtschaftlichkeit im Gesundheitswesen
LEV Levetiracetam
MA Meta-analysis
MAIC Matching Adjusted Indirect Comparison
MSAC Medical Services Advisory Committee
NICE National Institute for Health and Care Excellence
NMA Network Meta-analysis
OR Odds Ratio
PBAC Pharmaceutical Benefits Advisory Committee
PBO Placebo
QALY Quality-Adjusted Life Year
RCT Randomized Controlled Trial
SMC Scottish Medicines Agency
SMR Service Médical Rendu
SR Systematic Review
VNS Vagus Nerve Stimulation GRE###EREER)
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Partial onset seizures, with or without secondary general-

16U LEDHIARVEETADARE(CRIES

ST SRR R isation, in patients aged 16 years or older WAL E S, EEEbRW)ICE T 2B REME
' DHFREE
Posologie La dose initiale recommandée est soit de 50
mg par jour soit de 100 mg par jour, en fonction de I'avis
du médecin selon la nécessité de réduire les crises ver-
sus les effets indésirables potentiels. Cette dose doit étre
administrée en deux prises égales, une le matin et une le
soir. En fonction de la réponse et de la tolérance du pa-
tient, la dose peut étre ajustée entre 50 mg par jour et wisE - b o .
200 mg par jour. Oubli de doses En cas d’oubli d’'une ou %?Tg;ﬂgi—i;1351125))2?5%%0%?0?;
plusieurs doses, le patient doit prendre une seule dose g}jr:‘ _ g ety -
des que possible et prendre la dose suivante a I’heure E(?Sggnf %i%gﬁ;ﬁ:\;l;?@zaggfogﬁi
EARAEGK) habituelle le matin ou le soir. Cela peut empécher la con- @Fﬁ’é%gg%éﬂﬂ'é‘% \‘Ag%q:u:@ie/—\c;t ngl
centration plasmatique de brivaracétam de diminuer en| .- R T e A R T
q de | ncentration effi t orévenir | 50mg CLBRMAE L 72, LBERBEM THRA IR
,essou.s. ¢ 1@ concentration € |caFe = Llisusnl i L. H=RAICIH20mgCLARBET 2 2 &N
réapparition de crises convulsives. Arrét du traitement Si XN 2
le traitement par brivaracétam doit étre arrété, il est -~ °
recommandé de diminuer progressivement la dose par
paliers de 50 mg par jour chaque semaine. Aprés une se-
maine de traitement a la dose HAS - Direction de
|'Evaluation Médicale, Economique et de Santé Publique
4/22 Avis 2 de 50 mg par jour, une derniére semaine de
traitement a la dose de 20 mg par Jour est recommandée.
FYCOMPA (pérampanel), LYRICA (prégabaline), SABRIL
(vigabatrine), TROBALT (rétigabine), URBANYL (cloza-| ,_ . .. Sl e e s
bam), GABITRIL (tiagabine), VIMPAT (lacosamide), ZEBI- ;;E’f’;uﬁj‘ji’\ J;}; ;é?; F;;#‘f
NIX (eslicarbazépine), APAROXAL (phénobarbital), DE- borx U jj}l//§€tg\/‘ 5 //\“JI/\I:“/,‘J—)I/\
PAKINE(valproate de sodium), DI-HYDAN (phénytoine),| > _.~ . N R S
teE R : e NULTAaBF NI TL 7z b bETT
EPITOMAX (topiramate), KEPPRA (lévétiracétam), LAM- | N LRFSEAL. SERUES. FUSE
ICTAL (lamotrigine), MYSOLINE (primidone), NEURONT- 5 \jj\/\\\/\“/_},_\/ jj\)L//\“v‘lz“t"‘/ \71-#3/77311/
IN (gabapentine), TEGRETOL (carbamazépine), TRILEP- 7;@57 ’ Df\t“/\l\ g :\|~°
TAL (oxcarbazépine), RIVOTRIL (clonazépam), A ST 0T
ZONEGRAN (zonisamide)
EERIEH B _ _
TRLRD RN Not available BATMOEZEH A L
tbofE
£1-1-3-3 F4 Y (IQWiG)IcH T 3 ERMMRFMER O
SEIRTEEE NEIDHT
ESf=4 NV
B8 IQWiG
SRS R D URLZ: & | https://www.iqwig.de/en/projects/al6-08.html
SR SRR AT Brivaracetam TU—=—NFHELR LA
R Added benefit not proven BB BEARI N TLAEL
FHMEHEDOBS

&, ZTOEEOFHM

N/A

L

BRGPSE S

Adjunctive therapy in the treatment of partial-onset sei-
zures with or without secondary generalization in adult
and adolescent (16-18 years) patients with epilepsy
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RIED AL
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e Patients are under the care of a physician experienced
in the treatment of epilepsy.

® The daily cost of treatment with brivaracetam should
not exceed the daily cost of alternative adjunctive ther-
apies.

According to the SPC, the recommended starting dose of
st 45 e o 190 e e 0 U s, st/ ¢ st/
R (%) d : . g B4 DEEORGEBERICEINT, 50mg/H
The dose can be adjusted in the dosage range between > 200me/ B o 5 B FF 58 B A A
50 mg/day and 200 mg/day based on individual patient g . SANED AR
response and tolerance.
licarb ine or gab ntin or | mide or lamotrigi- IRXYALREEY ARV Fr Za3H 32
P ERHT R EZIZ? Ieézlzeetri)rlaieotaﬁwa oarpc?xclark;)azzc?s: olr er(; jbaolinlg;r FO ZERUFY LRFIEZL AT 2D
o topiramate or valproic acid or zonis::mide Pree NEEY TLANY v FETY= b LT
° ° AEE Y=HIF
FER : .
. N H AN
b 8 DL 0 Not available cE L
%1-1-3-4 #1 7% (CADTH(GRCDA-AMC))Ic#|F 3 BRI RTMEE RO
EREEE | N B
E% hr&
HE % CADTH(ECDA-AMC)
SHMfER DURLZR & | https://www.cda-amc.ca/sites/default/files/cdr/complete/sr0484_complete_brivlera_jan-27-17.pdf
S R IR Brivaracetam VAR JN
STf Conditionally recommended ST EHER
Clinical criteria: BRPREZE ¢
e Patients are currently receiving two or more antiepilep- | ¢ 2FEF8LL DT TA M AZE(AED) # AR L T W
tic drugs (AEDs). %BE
e Patients are not receiving concurrent therapy with leve- | e LRXF St X L& OHBAEEZZITTLWARNE
tiracetam. #H
Y TN Pati_ents are thqsg for whom Igss costly AEDs are inef-| { ] fE_E:l\X N DAEDICHIEREA R WA, BEERAYIC
5. 7 OREDEE fective or not clinically appropriate. Y THRWEE
A Conditions: EQEa

s TANADEERBOHIEMOEETICHD
BE
T —=NRITELRLIZLDEEDIBLE-VOER
k. REHBEEDIBLE Y OEREZBA T
R

BAlIESE SIS

Adjunctive therapy in the management of partial-onset
seizures (POS) in adult patients with epilepsy who are
not satisfactorily controlled with conventional therapy.

EkDBETHY R FA—ILAE SNV
ATADABEDHEDFRIEERICE T 2 FBEE

EA7ECK)

The product monograph recommends a starting dose of
50 mg twice daily (100 mg per day). Based on individual
patient response and tolerability, the dose may be adjust-
ed between 25 mg twice daily (50 mg per day) and 100
mg twice daily (200 mg per day).

1[E50mg%x 1H2E(1H100mg) A S B L. 4
DEEORISEBARMICESWT, 1E25mg%1
H2E (1 H50mg) A 5 1[E100mg% 1H2[[E (1 H
200mg) DETHE% AT S

L8R

Lacosamide, perampanel, eslicarbazepine

ZaAY IR, RTUNRII, TRY AILNEE Y

FEL
BoBERMRLLOME

Cost minimization analysis : _brivaracetam ($3,154 per
patient), lacosamide ($3,408 per patient), perampanel
($3,449 per patient), and eslicarbazepine ($3,489 per pa-
tient)

BRS/IMEoHT

TV NI LR LAOFHERMIARX MEHIAHTZ
1) 3,154 K L) 1E. 20164 0DB Formulary® U &
MDD Z 24 2 F(BHELIAHZ Y3408 F L),
RV NRFI(BEIAHT-Y3I449F L), TRY
HAUNREEV(BEIADHT-Y348IFIL) LY HIE
h o7,
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#&1-1-3-5 F—2Z 7 U 7(PBAC) 1T 2 ERAMMRIFMER O

e o | N
E4 F—=RbZU7T
HEI# PBAC
https://m.pbs.gov.au/industry/listing/elements/pbac-meetings/psd/2017-11/files/brivaracetam-psd-
SHMEFE R DURLA & | november-2017.pdf
https://www.tga.gov.au/sites/default/files/auspar-brivaracetam-170307.pdf
ETAE SRARAT Brivaracetam VAUEAS A - FN
it Recommended HeLE
EHTEHROHE N/A )

1. % DEMOEH

Intractable partial onset epileptic seizures/Patients must

S SRR R AU TANAREEE (16U L)
be aged 16 years or older
It is recommended to begin treatment with 100 mg doses | # 32 R4 A E 13100mg/H
fERAEGK) (50 mg twice daily) then adjust the dose according to the | B4 D EBEH D KIGICEDE, AEIZ50mg/BH S
D 200mg/ B DEEE THAEThE
g iR Lacosamide ZaY IR
EBRR/IMEOHT
FERH Not available BHDO5ERMT1,0008 FLHh 52,0005 KILDE
BHERAMRLLDOE W2, 23 IR 0BBREEH100%

KB TH DA, EEMKRILADIT D)

1.2 REMRFEREIC L 5 HNE O EREM MR ICH 1T 3 FHERSOL Ea—

FEINE D EFEBAMEHEEED 125 1T D DT R D

F@ICOVWTOLE 2 —DfER, BERTEED

BENBIRNZE B LD TH >7c, AT, RDHTTIER Ty b7 ¥ F(AFU X)L 2 FHEICE
T 5IEmEEML T,

1.3

DR IICHE TS EEHR

EINE DEFRBMEHEEEE I 1 2 ERFEF 2RI L. DT OSE LR 52HDELUTICE

L7,

<SMC> [1]

s ERB/IMEA A X T 2 HEBEMMET — Xk, MAICH LB LN, TNICIE, 7Y —N"TFEXL
ETAY I FZENETNIDOMBELAEENT W, BMUET 7 b HLIE, BOREEEDRDE,
50%L RR v X —FK, RUFEEELRBEDEEVRESI NI, TEMET VIV MALIEF BEERICLD
BEPERCBEELABEERORERPRE SN, R—R 7 VFHEOEEZRAET 27-0I121T7hbh
F7ARYIT A RATR Yy F U I H DMINTZEMEEREMEDOT 7 b H LIZEWT, AEMBIC
BREFZROONLED 57, MAICOTARFIL, HBHRBE LTI AV I FDOAICERZETTW
DRIZoTz, BEHBICEEENROoNGL > 770, WERFGEEIIERR/IMLOTAEY TH
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b EFRLZ, BEAMFIF2FL LT,

o BIEHRFTEE X, BAREOMBBEEL LTI —NFELRXLETRYALNEE Y T34 I K,
RTURFIN, LFHEVHLEBELIZNMAZ L, BEICL2IRBEEHEOSEXMISHT L 7
BEEZFHLL. 7V NI X LFLEHBYBEZEV2IOHRIABESI N, ENAICDNT
. ARAERERNORAEN T —LEINTW e, BEICET 2404 ReMICBEY 2568, BAM
ICBBT 22007 7 b ALABEIN, TNTNRIL DNMATHIEE S NFz, 0% L XK v X —FK(L5FF
I N7h | BAIFEFBED T 7 HICHT 2 RDREFTHII N AL o7, FERIZ. BARIEICTT
DHBOMTANAROBICBE VW THEERFROONAEN 5T EHIC. LRF 72X LIENMAIC
EFInTUWEh o7,

BEETRARICERENROONABN ST, ERPH TRETERIIEBEINADL > T,

o BLEIRFEE L, 220RENHARE L2, 1DBEABREEERAEDIHE. HI1D2IFEARD
B ExBAT 2557
e BLERTEEEZE LT RY AANREE Y FHRERT UARILELBELEZHBETH 7Y ="\t R LN EAN
MEOSVEEEIRBE LTERTES I LA RTBMONTERM L 7,

<CADTH(¥ECDA-AMC) > [4, 6, 7]

e BLEIRTEEEL T —NTE X LEZAY IR RTUNRRIL, TRYADANELE Y EEEL D
HhF X CHRERDREORMBEELRL L TERSN TV AHMOER(HF): SEMYFY, FETT— b,
HNRUFU)EEENTLERL,

CLARFTERLETY—NTER L VERAKENELT 2L OEEMNRE A BENIC LB L 72/5

TlE, EAMESMREECAERD) TADA)EBEICBEVL T, INSOERMICHRINICERSEE
IFEAERDONGED ST,

o BUEIRFEEE T, AMUET 7 FHLTHE0%EHMRRUORMEBEER, BOoNICEEET YV FH LA
ThHH2EELRBEEERGSAD)., BEER(TEAD) ZZIEVWARZERICKZ2FIEER, ROERSNIZE
FERADOREEXR(T AL, HEL, EH. Bl BR)ICOVWT, RAIPTr Ry bT—U 4%
RITZERLIz, BMET 7 M HLTIE, 772 RELBRL TETOAEDTENERNLERL, 7V —
NT7EZLEDLRIZEWTAEDBRM TORMEKRICRANEREZRIR O o o7, BEMT Y
PALTIE, £RNIC, AEDIR T 7R EHBR L TEEEREVHRIE(EELBEEERZKROINY R
shEVWESITHY, TU—NFE X LEMODAED E ORICHENICERAZIRO N AL -7,

o BLEMRFEEEIF., TV —NRFEXLEZAT IR, RT UKL, TRAYAHLREEY ROAHFX
TREZBEDLFHEVHHBT 270, RAPT U2y NT—0XRTF ) AERB LIz, AP
Ty bNT—=0AZTF Y RDFER, 7 —NTFEXLEMDEENAED DB THEIMEICHETRIIC
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BREBEFROONGA 57, 72720, INHORERIE, FEFBOREN £ 72135 2R 1T 2
TERTERNSTe RADPT YRy b T—0 X T F UL ZITIZUTOFIREBEA GRS N
=T R LAOBEISEICE T 2RREFASHUA L) ICH T 2 77— TRiro R0, HEHRO
BIR(NF ETERENTOLAWVAEDDEE, HF X TOBRKERICE WV TEHAKRE T T 2/
BERE L TERINTWLS BN BORRN)
CORICE Y, TV NFEEZLELRF T2 X LDOEOBBLEARNRINT WS Z & HHER
7=(1), PRERICLD L, MEFOEDEICEVT, ITIRXRTOHEL NLTHRIANICERLEIE
BHONEN 5T, 2720, 7V —NFHERALELRF S ZLDOLBRBREENS  13hF X7
ICEYARENTEST, WREA SR TER—RT A VEBOBFAEDDERHEARAY
BOTY —NF7E R LARTIIHRAICLARF I ZLEZHREINTLEEENEENT L,

<PBAC> [5]

¢ PBACTIZRAICE T B32D 7Y -5+ & LRCTE3DDZ Y I FRCTE@RE LTF 4R
L)% LB L /- R LB & iR ET L 72,

¢ TV —NIZERLELRF IR LOMENREET 2MEE/’REIN, COREZEDOTELKR

A MMEULTDEY TH 5,

o NI TIE, WHRIEOHBEEL LTOT Y —NERLELRF I X LOERDIZH, BELA
IVOBRRART — %% 77— L7,

o BEIL, 220FBY LBININ, RBRE TG/ BAEEN BT L5 1L,

e BEN—IXFAVENRIE, TV -NFEZLELATF SR LORBRET—HEE, 77 M AL
7R LMRI2ZAFBGRESEREZET)ICERIN, MBI NIz, ZHITKY . NA T XOAEEME
MRS Nz,

o FRAERL, 7 NIZELXLELRFILRXLOABRICEITEZ 77 REDOT Y b HLREICE
DT, INE, BRINTOARVKERFOFEEEZ TR L TWD, EAREBELNRE LY
TN —TRTTHLEKROERIMRR I N,

¢ TY—NFTERLELRF T2 X LORRICHITINREFE 77t RARIGKIZEZELCER D70
Ry F TR LA > T,

CHRINTUVWAVWKKERFHIEFET b, LA >T, INLORABREAWETY —NFwgLEL
RNF TR LDERIIFEED D S,

¢ TN —NRERLELRFZERLDRAETHD. £/IE—ANBENTVWD LHERTITS I L IETE

AN
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<HAS> [2]
s MELB A 27 F UL ZDENIE. RAICE T 2EARIEOHBIEELELE L THERAINZMDAEDE L

LT, 7V —NTE X LOEMEEDEMETET 22 /o7

ST DEIRE ZT DB (Z, HREBIBICENL TWBRLIE o7, TOXAXTFUIRIZEDLNTHF

RiF, P EHEMDOBRERABICE T 2ENE L RAEZTML b TRITNIE oA 57,

e BEITEIHD T v X LLEBEBRAED o, NA DT RICK ZEELEA AR E Lo T,
¢ T —NFERLEINBBEDOAED(ZT XY AINEE Y ARy F>r A4 I K, JELYF

LRFFGERL, ATRALNREE Y RINFA, FLANY Y LFAEY, bETT—F, Y

ZH IR oBEAREICL TS,

s ETERNITIL., BRBERDARINIHAEICHE T2 T — 22 &L TEBIN, UTORBRERLT

W5 :

¢ S0%BMEICENT, RI VY NRLERTRNTOAEDIE 77 RLVENTEY, 7Y —1"F+¢
R LDOBNEIZHBNROILEERED > bI0AREEBRELN B >7c, TOEEICENT, 7V
—NFZERLIFLAF Z2 R L LY HEEIMEN(OR = 1.75 (95%Cl 1.03, 2.94)),

s HKIEDHWBEDEIRICEVWT, +9RT —XAHIIDDBEED S BE2(T Y =Tt L L
LARFSEEL, SERIF Y, FIRALREEY TLARY)ETS5ERELY LBENTS
V. ZU =N X LOBEEIE. ZOEEICEVWTIDDAEDOBEELERDZHDTIERNL -
7o

<IQWiG> [3]

e ALEIRTEEEIL T — N T X LOBMPBERETHEAITO OICEU AT -2 %2R LAah 27, Z
DFER,. BUA LB BEEELEANT-T7 ) — NS X LOEMINBERMEIZEERBR I N T UL A L & HIFT X
N7,

16 ATAG. Rep. 2026:4(1)



2. ENNRYE A o il

2.1 SRS WICHBIIBZRATFITF4vILEa—
211 WL RPERELEVY—FITRFa v

RDHE. 7V —N"Z7 2 LOBMNBEREZRET T 57010, £2-1-1-1XV%K2-1-1-2IT7R
TV —FI7ITRFavICEDCRCTOSRZEM L 7=,

£2-1-1-1 BHPHICLB L RTFITAvILE2—DUH—F I/ IRF 3V (HHHRKRER®Q))
BH k]
HRER TADADERDFE(CRELBIEEED)EE L, BAEEE TR >TW5EH
PN HBH R S
T RAL EEA L
REFY A %g&T
SCERR SR HA RS 2025478 £ TOLHAR
£2-1-1-2 BAHAMICEBSRATIT 4L E2—DYY—F /I RF 3 v (HIHKRER (D))
=) RE
HREM TADADESFE(CRESRIEEAT)EE L, FRABEEZTE>TWSEH
T =Tt R L+EYEE
N/ LB R L RF 54 & L+3YpgE
*EPATS SRRAT F O LB BB AT 2 Bk <
T RAL EERL
HRTYA RCT
SCERR ZR AR 2025478 £ TORHAR

212 EpEoiih

7V =NZt & LOEBMNERMEDTMEICHIY .

DY —F IV ITRF 3 VICEOVWTHRRRZEE

L. TEDT —ZR—=XZAWRREEML 72, RBIIHIXDZXA FLVROTT7TZA T MCED
CRZV—zZv7E, TNl BIMNERMEFMD 72O DR ORCTZRHET 21FEN o4
2ADMILIZL EaT—ICLERT CEBINT, XIOEETITERICHE L o @EELE(FR2-1-
3-1RUE2-1-3-DICL 2D > THE Lz, XBOFEBICEWTELAZLE 27 —HOHTERREOT
—HEF, LE2T7-BoBEXEIE=ZE0FMIC L VEREI N, DITHRER(a)ICOWVWTILH
EINTERRFEBRR VBRAMROBMEEZEN L. *k 2-1-7-1-1 ok 2-1-T-1-5ICHEREZ L 0T,
AN REFA D) ICOVWTIFRESIN/RCTOMEEZEHN L. Xk 2-1-7-2-1 H ok 2-1-7-2-8ICHER

HFELEDHT,
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AR DR AN R DR

S NRER (a) R N(b)ITH T 2SROF A BEREHEEFK2-1-3-1 R 'FK2-1-3-2I2R T,

#®2-1-3-1 SN KREE (a) DERELE

P Py
B i | — NN =, ETOAN | e b RS
. fé%ikiémﬁéxwéﬂnﬁﬁﬁﬁiéﬁ R
& . S5
« ERLBN DR A B AKL £ B AR
P « TY—NFELL R
IR SRR CLRFIE AL o IERE R
.« BEFE
T RAL BERL —
. BT
BRFY 1> E - s
e L E1—(SR/MAZED)
THOEE mER Py
=z giﬁ ERLAOEE
£2-1-3-2 SN RER(b) DBEREHE
ISR Py
SRR [~ Mg A RN .| o & PO
e Ti%itiémﬁéxwéﬂmﬁﬁéﬁ?%ﬁ R,
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cBEEE
TN LA EER L —
. BETR
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o T —AN—RIR
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THOESE mER Py
=z :iiﬁ ERLAOEE

214 FERHLET—2R=-X
WRALDINEIZ(E, FTRDT—EXRN—X&FEAHL 7=,
e MEDLINE(Pubmed)

e Embase

e Cochrane Library: Cochrane Central Register of Controlled Trials(CENTRAL)

e EhzEweb
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215 fERLIRRRA
RHIPHD R LZSRICERA L7, BT —ZRX—RIIBIF2RRAZ /A RER (2) IS DV T
$%2-1-5-1-17 5 5R2-1-5-1-4(2, HITHRER () IC DLW TIFER2-1-5-2-1h b K2-1-5-2-4ITR T,

$:2-1-5-1-1 MEDLINEIz3f L TRWERERX (DX SRER(a))
®EH 2025F8A1H

# RR SRR
1 exp Levetiracetam/ or levetiracetam.ti,ab,hw,kf. 6,166

2 exp Levetiracetam/tu [Therapeutic Use] 671

3 brivaracetam?*.ti,ab,hw, kf. 563

4 lor3 6,466

5 (4 and (english or japanese).lg.) not (exp animals/ not humans.sh.) 5,578

6 limit 5 to ("all infant (birth to 23 months)" or "preschool child (2 to 5 years)" or "child (6 to 12 years)") 1,138

7 5not6 4,440

limit 5 to ("adolescent (13 to 18 years)" or "young adult (19 to 24 years)" or "adult (19 to 44 years)" or

8 "middle aged (45 plus years)")

2,345

9 Tor8 5,007

limit 9 to (adaptive clinical trial or clinical trial, all or clinical trial, phase i or clinical trial, phase ii or clini-
cal trial, phase iii or clinical trial, phase iv or clinical trial, veterinary or clinical trial protocol or clinical trial

10 or controlled clinical trial or equivalence trial or human challenge trials or pragmatic clinical trial or ran- 449
domized controlled trial)

11 |9 and (randomized or placebo or randomly or trial).ti,ab. 877

12 10 or 11 1,013

13 | exp Epilepsies, Partial/ 26,951

((partial or focal or localization or simple or abdominal or digestive or gelastic or (occipital adjl lobe) or
14 | rhinencephalic or subclinical or uncinate or (amygdalo adjl hippocampal) or (benign adjl occipital)) adj3 | 22,334
(epilepsies or epilepsy or seizure)).ti,ab,hw,kf.

15 13 or 14 36,005

16 12 and 15 239

17 12 not 16 774

18 |exp Seizures/dt [Drug Therapy] 14,419

19 |exp Epilepsy/dt [Drug Therapy] 32,209

20 18 or 19 43,073

21 17 and 20 352

22 17 not 21 422

23 |9notl2 3,994

24 | limit 23 to (comparative study or evaluation study or observational study) 299

25 (observatio.nal or Iongitudin.al or cohort or (case adj2 .control) or (c-ross adj2 sectional) or (follow adj1 up) 7.867.844
or prospective or retrospective or group or (control adjl groups)).ti,ab,hw,kf.

26 |23 and 25 1,497

27 |24 0r 26 1,561

28 27 and 15 251

29 27 not 28 1,310

30 | (Case Reports or Review).pt. 5,721,484

31 16 not 30 202

32 |remove duplicates from 31 202

ATAG. Rep. 2026;4(1)
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33 Review.pt. 3,376,367
34 128 not 33 236
35 |remove duplicates from 34 234
#2-1-5-1-2 Embaselxt L TAVLERRR (P KRER ()
W3R H 2025F7H28H
# RR HRER
1 'brivaracetam'/exp 1,852
2 brivaracetam:ti,ab,kw,de 1,897
3 #1 OR #2 1,897
4 'levetiracetam'/exp 21,077
5 levetiracetam:ti,ab,kw,de 26,300
6 #4 OR #5 26,300
7 #3 OR #6 27,055
8 #7 NOT ('nonhuman'/de NOT 'human'/de) 25,739
9 #8 AND ([english]/lim OR [japanese]/lim) 25,079
10 #.59 AND ([embryc?]/lim OR [fetus]/lim OR [newborn]/lim OR [infant]/lim OR [child]/lim OR [preschool]/ 7,598
lim OR [school]/lim)
11 #9 NOT #10 17,481
12 #9 AND ([adole.)scent]/lim OR [adult]/lim OR [aged]/lim OR [middle aged]/lim OR [very elderly]/lim OR 14,818
[young adult]/lim)
13 |#11 OR #12 20,437
14 |'seizure'/exp OR 'epilepsy'/exp OR 'convulsion'/exp 486,162
15 epilepsy:ti,ab,kw,de OR seizure*:ti,ab,kw,de OR convulsion*:ti,ab,kw,de 508,794
16 | #14 OR #15 536,442
17 | #13 AND #16 16,882
18 |[#17 AND (‘article'/it OR 'article in press'/it) 9,941
#18 AND (‘clinical trial'/de OR 'clinical trial topic'/de OR 'controlled clinical trial'/de OR 'controlled clinical
trial topic'/de OR 'double blind procedure'/de OR 'phase 1 clinical trial'/de OR 'phase 1 clinical trial top-
19 |ic'/de OR 'phase 2 clinical trial'/de OR 'phase 2 clinical trial topic'/de OR 'phase 3 clinical trial'/de OR | 828
'phase 3 clinical trial topic'/de OR 'phase 4 clinical trial'/de OR 'phase 4 clinical trial topic'/de OR 'ran-
domized controlled trial'/de OR 'randomized controlled trial topic'/de OR 'single blind procedure'/de)
20 :jir;:jii:rnﬂjzgft;:zz,kw,de OR placebo:ti,ab,kw,de OR randomly:ti,ab,kw,de OR trial:ti,ab,kw,de OR ran- 4,175,083
21 #18 AND #20 1,136
22 |#190R #21 1,142
23 |'anticonvulsive agent'/exp 561,240
24 | #22 AND #23 1,138
25 | #22 OR #24 1,142
26 | 'focal seizures'/exp 11,972
27 |'focal epilepsy'/exp 67,019
28 ((partial OR focal OR localization OR simple OR abdominal OR digestive OR gelastic OR rhinencephalic 48.810
OR subclinical OR uncinate) NEAR/3 (epilepsies OR epilepsy OR seizure)):ti,ab,kw,de '
29 #26 OR #27 OR #28 75,348
30 #25 AND #29 454
31 #25 NOT #30 688

ATAG. Rep. 2026:4(1)




32 |'brivaracetam'/exp/dd_dt 976
33 |'levetiracetam'/exp/dd_dt 11,986
34 | #32 OR #33 12,370
35 | #31 AND #34 380
36 | #31 NOT #34 308
37 | #18 NOT #25 8,799
38 | #23 AND #37 8,766
#38 AND ('case control study'/de OR 'cohort analysis'/de OR 'comparative effectiveness'/de OR 'compar-
ative study'/de OR 'controlled study'/de OR 'cross sectional study'/de OR 'crossover procedure'/de OR
39 |'drug dose comparison'/de OR 'longitudinal study'/de OR 'multicenter study'/de OR 'observational study'/ | 3,781
de OR 'open study'/de OR 'population based case control study'/de OR 'prospective study'/de OR 'retro-
spective study'/de)
40 | #29 AND #39 1,166
41 | #34 AND #40 908
42 | #39 NOT #41 2,872
43 | #34 AND #40 AND (‘article'/it OR 'article in press'/it) 909
#&2-1-5-1-3 Cochrane Centralic¥t L THUW-RRR (S RER(a))
®%RH 202547/ 28H
# BRER SCHRER
1 MeSH descriptor: [Levetiracetam] explode all trees 460
2 (Levetiracetam or Etiracetam or Keppra or UCB6474):ti,ab,kw 1,221
3 |[#lor#2 1,221
4 (brivaracetam or 'briviact' or 'brivlera' or 'nubriveo' or 'rikelta' or 'ucb 34714" or 'uch34714"):ti,ab,kw 183
5 |[#3or#4 1,355
6 MeSH descriptor: [Seizures] explode all trees 1,782
7 MeSH descriptor: [Epilepsy] explode all trees 3,622
8 MeSH descriptor: [Convulsants] explode all trees 7
9 epilep*:ti,ab,kw OR seizure*:ti,ab,kw OR convulsion*:ti,ab,kw 16,646
10 | (OR #6-#9) 16,694
11 | #5and #10 1,085
12 | MeSH descriptor: [Epilepsies, Partial] explode all trees 976
((partial or focal or localization or simple or abdominal or digestive or gelastic or (occipital adjl lobe) or
13 |rhinencephalic or subclinical or uncinate or (amygdalo near/2 hippocampal) or (benign near/2 occipital)) | 3,182
near/3 (epilepsie* or epilep* or seizure*)):ti,ab,kw
14 | #11 and (#12 or #13) 423
15 | #11 not #14 662
16 randomized:ti,ab,kw 1,229,128
17 | (randomized next/4 trial ):ti,ab,kw 848,971
18 | (controlled near/3 clinical near/3 trial ):ti,ab,kw 241,617
19 placebo:ti,ab,kw 392,261
20 randomly:ti,ab,kw 344,575
21 | trial:ti,abkw 1,134,678
22 | (OR #16-#21) 1,594,108
23 | #14 and #22 in Trials 349
24 | #14 not #23 in Trials 68

ATAG. Rep. 2026;4(1)
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25 | #15 and #22 in Trials 484
26 | #15 not #25 in Trials 162
27 |#23 OR #24 417
28 Journal article:pt 1,667,717
29 | #27 AND #28 313
30 | Conference proceeding:pt 261,367
31 | #29 NOT #30 246
32 | (Erratum OR Retraction of publication OR Retracted publication):pt 10,215
33 | #31 NOT #32 246
34 | (Preprint OR Trial registry record):pt 576,528
35 | #33 NOT #34 246
#2-1-5-1-4 EHiEWebicx L TRV RER (S RER (a))
W¥*EH 2025F7H31H
# RR HRER
1 (Levetiracetam/TH or Levetiracetam/AL) 2,005
2 L NF Z 4% L/AL or "E Keppra"/AL or Keppra/AL or 4 —% 7/AL 971
3 Brivaracetam/TH 17
4 TYNTEZL/ALor 77U —=N"ZE&XL/ALor 7Y 4 ET7 2 ~/AL 6
5 #1 or #2 or #3 or #4 2,200
6 | (#5) and (PT=IRZFH L, &R <) 1,258
7 (#6) and (RD=7 > & L b LLBGEER, HE T > & L AL ELERELER) 13
8 (RCT/TA or random/TA or #EVEA/TA or 5> &% L/TA or 75t R/TA or 75 > —R/TA or placebo/TA or| 154,086
E1%/TA or blind/TA or XH88/TA or I1TEER/TA or SBIMHZER/TH or FINAEER/TH or SIVAERER/TH)
9 #6 and #8 35
10 | #7 or #9 40
11 |#3or#4 18
12 |#10 and #11 3
13 | #6 not #10 1,218
14 (#13 and (CK=BR'2. 314 8,218 (1~23 4 B), %8 (2~5),/NB(6~12))) and (LA=HA<:E,5:3E) 264
15 | #13 not #14 954
16 | (#13) and (CK=FEHI(13~18),5 A (19~44), &£ (45~64), &% (65~), S (80~)) 557
17 #15 or #16 1,025
18 | (#17) and (PT=YEBIR & - HHIER <) 615
19 ("TANA"/TH) and (SH=EE %) 13,427
20 (" IF WL AE"/TH) and (SH=/A&/IF]H) 35,930
21 | #19 or #20 39,868
22 | #18 and #21 574
23 | #18 not #22 41
24 | (#10) and (PT=AZ5%, #0550, M58,Q & A B %) 7
25 | #10 not #24 33
26 | (#22) and (PT=FZ3, %055, B50,Q & A, #55%) 450
27 #22 not #26 124
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#2-1-5-2-1 MEDLINEIZX L THWRER (SR ER (b))

R%H 2025%7H25H

# BRI HRER
exp Anticonvulsants/ or (‘Abecarnil' or 'Acetazolamide' or 'Aminoglutethimide' or 'Barbexaclone' or 'Bri-
varacetam' or 'Carbamazepine' or 'Chlormethiazole' or 'Clobazam' or 'Clonazepam’ or 'Clorazepate Dipo-
tassium' or 'Delorazepam’ or 'Deramciclane’ or 'Diazepam’ or 'Dimethadione’ or 'Eperisone' or 'Eslicarba-
zepine' or 'Estazolam' or 'Ethosuximide’ or 'Ethotoin' or 'Felbamate' or 'Fludiazepam' or 'Flunarizine' or
'Fosphenytoin' or 'Gabapentin' or 'Gabapentin Enacarbil' or 'Gaboxadol' or 'Ganaxolone' or 'Indeloxazine'
or 'Lacosamide' or 'Lamotrigine' or 'Levetiracetam' or 'Lorazepam’ or 'Loreclezole' or 'Magnesium Sulfate'

1 or 'Mebeverine' or 'Medazepam' or 'Mephenytoin' or 'Mephobarbital' or 'Meprobamate' or 'Metharbital' or 295 550
'Midazolam' or 'Milacemide' or 'Nimetazepam' or 'Nitrazepam' or 'Oxcarbazepine' or 'Paraldehyde’ or 'Per- '
ampanel' or 'Phenacemide' or 'Pheneturide’ or 'Phenobarbital’ or 'Phenytoin' or 'Piracetam’ or 'Potassium
Bromide' or 'Pregabalin' or 'Primidone' or 'Progabide' or 'Remacemide' or 'Retigabine' or 'Riluzole' or 'Rim-
cazole' or 'Rufinamide’ or 'Selfotel' or 'Sodium Bromide' or 'Stiripentol' or 'Sultiame' or 'Talampanel' or
'Tetrazepam' or 'Thiopental' or 'Tiagabine' or 'Tiletamine' or 'Tizanidine' or 'Topiramate' or 'Tramiprosate’
or 'Trimethadione' or 'Valproic Acid' or 'Valpromide' or 'Vigabatrin' or 'Zaleplon' or 'Zonisamide').
ti,ab,hw,kf.

2 exp Anticonvulsants/tu [Therapeutic Use] 56,808

3 (1 and (english or japanese).lg.) not (exp animals/ not humans.sh.) 146,868

4 limit 3 to ("all infant (birth to 23 months)" or "preschool child (2 to 5 years)" or "child (6 to 12 years)") 23,839

5 3not4 123,029
limit 3 to ("adolescent (13 to 18 years)" or "young adult (19 to 24 years)" or "adult (19 to 44 years)" or

6 v " 61,422

middle aged (45 plus years)")

7 5o0r6 134,357
limit 7 to (adaptive clinical trial or clinical trial, all or clinical trial, phase i or clinical trial, phase ii or clini-

8 cal trial, phase iii or clinical trial, phase iv or clinical trial, veterinary or clinical trial protocol or clinical trial 16.642
or controlled clinical trial or equivalence trial or human challenge trials or pragmatic clinical trial or ran- ’
domized controlled trial)

9 7 and (randomized or placebo or randomly or trial).ti,ab. 20,196

10 |8or9 25,730

11 |exp Epilepsies, Partial/ 26,936
((partial or focal or localization or simple or abdominal or digestive or gelastic or (occipital adjl lobe) or

12 |rhinencephalic or subclinical or uncinate or (amygdalo adjl hippocampal) or (benign adjl occipital)) adj3 | 22,303
(epilepsies or epilepsy or seizure)).ti,ab,hw,kf.

13 |1lor12 35,972

14 |10 and 13 1,367

15 |2and 14 981

16 |14 not 15 386

17 10 not 14 24,363

18 2 and 17 7,528

19 |17 not 18 16,835

20 | (Case Reports or Review or Letter or Editorial).pt. 7,497,011

21 | (Case Reports or Review).pt. 5,716,607

22 |15not 21 810

23 |15 not 22 171

24 | remove duplicates from 23 171

25 | remove duplicates from 22 807
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$:2-1-5-2-2 Embasel=¥ L THW-#2EX (9FHRER (b))
wREH 2025947H29H

# BN SCRREL

'anticonvulsive agent'/exp OR 'abecarnil"ti,ab,kw,de OR 'acetazolamide':ti,ab,kw,de OR 'aminoglutethim-
ide":ti,ab,kw,de OR 'barbexaclone':ti,ab,kw,de OR 'brivaracetam':ti,ab,kw,de OR 'carbamazepine':ti,ab,k-
w,de OR 'chlormethiazole':ti,ab,kw,de OR 'clobazam':ti,ab,kw,de OR 'clonazepam"ti,ab,kw,de OR 'cloraze-
pate dipotassium':ti,ab,kw,de OR 'delorazepam':ti,ab,kw,de OR 'deramciclane':ti,ab,kw,de OR
'diazepam':ti,ab,kw,de OR 'dimethadione':ti,ab,kw,de OR 'eperisone':ti,ab,kw,de OR 'eslicarbaze-
pine':ti,ab,kw,de OR 'estazolam':ti,ab,kw,de OR 'ethosuximide':ti,ab,kw,de OR 'ethotoin":ti,ab,kw,de OR 'fel-
bamate':ti,ab,kw,de OR 'fludiazepam':ti,ab,kw,de OR 'flunarizine':ti,ab,kw,de OR 'fosphenytoin':ti,ab,kw,de
OR 'gabapentin':ti,ab,kw,de OR 'gabapentin enacarbil:ti,ab,kw,de OR 'gaboxadol":ti,ab,kw,de OR 'ganax-
olone':ti,ab,kw,de OR 'indeloxazine':ti,ab,kw,de OR 'lacosamide':ti,ab,kw,de OR 'lamotrigine':ti,ab,kw,de OR
'levetiracetam':ti,ab,kw,de OR 'lorazepam':ti,ab,kw,de OR 'loreclezole':ti,ab,kw,de OR 'magnesium sul-
fate':ti,ab,kw,de OR 'mebeverine':ti,ab,kw,de OR 'medazepam'ti,ab,kw,de OR 'mephenytoin':ti,ab,kw,de OR
1 'mephobarbital':ti,ab,kw,de OR 'meprobamate':ti,ab,kw,de OR 'metharbital':ti,ab,kw,de OR 'midazol- | 651,982
am':ti,ab,kw,de OR 'milacemide':ti,ab,kw,de OR 'nimetazepam"ti,ab,kw,de OR 'nitrazepam':ti,ab,kw,de OR
'‘oxcarbazepine':ti,ab,kw,de OR 'paraldehyde':ti,ab,kw,de OR 'perampanel':ti,ab,kw,de OR 'phenace-
mide':ti,ab,kw,de OR 'pheneturide':ti,ab,kw,de OR 'phenobarbital"ti,ab,kw,de OR 'phenytoin':ti,ab,kw,de OR
'piracetam':ti,ab,kw,de OR 'potassium bromide':ti,ab,kw,de OR 'pregabalin':ti,ab,kw,de OR 'primi-
done':ti,ab,kw,de OR 'progabide"ti,ab,kw,de OR 'remacemide':ti,ab,kw,de OR 'retigabine':ti,ab,kw,de OR 'ri-
luzole':ti,ab,kw,de OR 'rimcazole':ti,ab,kw,de OR 'rufinamide':ti,ab,kw,de OR 'selfotel":ti,ab,kw,de OR 'sodi-
um bromide':ti,ab,kw,de OR 'stiripentol':ti,ab,kw,de OR 'sultiame':ti,ab,kw,de OR 'talampanel":ti,ab,kw,de
OR 'tetrazepam':ti,ab,kw,de OR 'thiopental':ti,ab,kw,de OR 'tiagabine':ti,ab,kw,de OR 'tiletamine':ti,ab,k-
w,de OR 'tizanidine":ti,ab,kw,de OR 'topiramate:ti,ab,kw,de OR 'tramiprosate':ti,ab,kw,de OR 'trimethadi-
one':ti,ab,kw,de OR 'valproic acid':ti,ab,kw,de OR 'valpromide':ti,ab,kw,de OR 'vigabatrin':ti,ab,kw,de OR
'zaleplon':ti,ab,kw,de OR 'zonisamide':ti,ab,kw,de

2 'anticonvulsive agent'/exp/dd_dt 195,837

3 #1 NOT (‘'nonhuman'/de NOT 'human'/de) AND ([english]/lim OR [japanese]/lim) 509,050

#3 AND ([child]/lim OR [embryo]/lim OR [fetus]/lim OR [infant]/lim OR [newborn]/lim OR [preschool]/

lim OR [school]/lim) 73,337

5 #3 NOT #4 435,713

#3 AND ([adolescent]/lim OR [adult]/lim OR [aged]/lim OR [middle aged]/lim OR [very elderly]/lim OR

6 [young adult]/lim) 215,156
#5 OR #6 463,398
8 'seizure'/exp OR 'epilepsy'/exp OR 'convulsion'/exp 486,213
epilepsy:ti,ab,kw,de OR seizure*:ti,ab,kw,de OR convulsion*:ti,ab,kw,de 508,841
10 |#8 OR #9 536,493
11 | #7 AND #10 105,643
12 | #11 AND (‘article'/it OR 'article in press'/it) 56,965

#12 AND ('clinical trial'/de OR 'controlled clinical trial'/de OR 'double blind procedure'/de OR 'phase 1
13 | clinical trial'/de OR 'phase 2 clinical trial'/de OR 'phase 3 clinical trial'/de OR 'phase 4 clinical trial'/de OR | 4,323
'randomized controlled trial'/de OR 'single blind procedure'/de)

randomized:ti,ab,kw,de OR placebo:ti,ab,kw,de OR randomly:ti,ab,kw,de OR trial:ti,ab,kw,de OR ran-

14 domi*:ti,ab,kw,de 4,175,504
15 |#12 AND #14 7,006

16 |#13 OR #15 7,042

17 'focal seizures'/exp 11,975
18 |'focal epilepsy'/exp 67,023
19 ((partial OR focal OR localization OR simple OR abdominal OR digestive OR gelastic OR rhinencephalic 48814

OR subclinical OR uncinate) NEAR/3 (epilepsies OR epilepsy OR seizure)):ti,ab,kw,de '
20 |#17 OR #18 OR #19 75,353
21 | #16 AND #20 1,760
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22 | #16 NOT #21 5,282

23 | #2 AND #21 1,554

24 | #21 NOT #23 206

25 | #2 AND #22 3,690

26 | #22 NOT #25 1,592

27 ‘randomized controlled trial'/exp 784,733

28 ‘controlled clinical trial'/de 440,703

29 |random*:ti,ab,tt 1,967,610

30 |'randomization'/de 98,181

31 |'intermethod comparison'/de 301,796

32 placebo:ti,ab,tt 365,287

33 | compare:ti,tt OR compared:ti,tt OR comparison:ti,tt 626,680

3 (evaluated:ab OR evalua?te:ab OR evaluat.ing:ab OR assessed:ab OR assess:ab) AND (compare:ab OR 2.767.316
compared:ab OR comparing:ab OR comparison:ab)

35 | (open NEXT/1 label):ti,ab,tt 108,225

36 | ((double OR single OR doubly OR singly) NEXT/1 (blind OR blinded OR blindly)):ti,ab,tt 275,123

37 'double blind procedure'/de 210,584

38 | (parallel NEXT/1 group*):ti,ab,tt 32,081

39 crossover:ti,ab,tt OR 'cross over':ti,ab,tt 124,594

10 ((assign* OR match OR matched OR allocation) NEAR/6 (alternate OR group OR groups OR intervention 456,520
OR interventions OR patient OR patients OR subject OR subjects OR participant OR participants)):ti,ab,tt '

41 assigned:ti,ab,tt OR allocated:ti,ab,tt 488,853

42 | (controlled NEAR/8 (study OR design OR trial)):ti,ab,tt 458,228

43 | volunteer:ti,ab,tt OR volunteers:ti,ab,tt 283,534

44 |'human experiment'/de 643,202

45 | trial:titt 406,507

16 #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 OR #37 OR #38 OR #39 OR 6.355.224
#40 OR #41 OR #42 OR #43 OR #44 OR #45 e
((random* NEXT/1 sampl* NEAR/8 ('cross section*' OR questionnaire* OR survey OR surveys OR data-

47 | base OR databases)):ti,ab,tt) NOT (‘comparative study'/de OR 'controlled study'/de OR 'randomised con- | 3,123
trolled"ti,ab,tt OR 'randomized controlled"ti,ab,tt OR 'randomly assigned':ti,ab,tt)
‘cross - sectional study' NOT (‘randomized controlled trial'/exp OR 'controlled clinical trial'/de OR 'con-

48 |trolled study'/de OR 'randomised controlled':ti,ab,tt OR 'randomized controlled':ti,ab,tt OR 'control | 381,114
group':ti,ab,tt OR 'control groups':ti,ab,tt)

49 'case ‘co.ntrol*':ti,ab,tt AND random*:ti,ab,tt NOT (‘randomised controlled':ti,ab,tt OR 'randomized con- 21.410
trolled":ti,ab,tt)

50 |'systematic review':ti,tt NOT (trial:ti,tt OR study:ti,tt) 257,703

51 nonrandom#*:ti,ab,tt NOT random*:ti,ab,tt 18,908

52 'random field*':ti,ab,tt 2,914

53 | (‘random cluster' NEAR/4 sampl*):ti,ab,tt 1,577

54 review:ab AND review:it NOT trial:ti,tt 1,113,931

55 'we searched':ab AND (review:ti,tt OR review:it) 49,045

56 |'update review'"ab 137

57 | (databases NEAR/5 searched):ab 66,506
(rat:ti,tt OR rats:ti,tt OR mouse:ti,tt OR mice:ti,tt OR swine:ti,tt OR porcine:ti,tt OR murine:ti,tt OR

58 sheep:ti,tt OR lambs:ti,tt OR pigs:ti,tt OR piglets:ti,tt OR rabbit:ti,tt OR rabbits:ti,tt OR cat:ti,tt OR cats:ti,tt 1.222.719

OR dog:ti,tt OR dogs:ti,tt OR cattle:ti,tt OR bovine:ti,tt OR monkey:ti,tt OR monkeys:ti,tt OR trout:ti,tt OR
marmoset*:ti,tt) AND 'animal experiment'/de
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59 |'animal experiment'/de NOT ('human experiment'/de OR 'human'/de) 2,568,043
60 | #47 OR #48 OR #49 OR #50 OR #51 OR #52 OR #53 OR #54 OR #55 OR #56 OR #57 OR #58 OR #59 4,348,182
61 | #46 NOT #60 6,623,761
62 | #23 AND #61 1,123

63 | #23 NOT #62 431

$2-1-5-2-3 Cochrane CENTRALIZ3f L THW=REX (9 5ER (b))
W% A 202547829H

# BRI XHEREL

1 MeSH descriptor: [Anticonvulsants] explode all trees 3,237

2 (Antiepileptic* or Anticonvulsive* or Anticonvulsant*):ti,ab,kw 6,641

3 |#lor#2 6,641

4 (‘'Abecarnil' or 'Acetazolamide’ or 'Aminoglutethimide' or 'Barbexaclone' or 'Brivaracetam' or 'Carbamaze-|41,901
pine' or 'Chlormethiazole' or 'Clobazam' or 'Clonazepam' or 'Clorazepate Dipotassium' or 'Delorazepam' or
'Deramciclane' or 'Diazepam' or 'Dimethadione’ or 'Eperisone’ or 'Eslicarbazepine' or 'Estazolam' or 'Etho-
suximide' or 'Ethotoin' or 'Felbamate' or 'Fludiazepam' or 'Flunarizine' or 'Fosphenytoin' or 'Gabapentin’ or
'Gabapentin Enacarbil' or 'Gaboxadol' or 'Ganaxolone' or 'Indeloxazine' or 'Lacosamide’ or 'Lamotrigine’ or
'Levetiracetam' or 'Lorazepam' or 'Loreclezole' or '"Magnesium Sulfate' or 'Mebeverine' or 'Medazepam' or
'Mephenytoin' or '"Mephobarbital' or '"Meprobamate' or 'Metharbital' or 'Midazolam' or '"Milacemide' or
'Nimetazepam' or 'Nitrazepam' or 'Oxcarbazepine' or 'Paraldehyde’ or 'Perampanel' or 'Phenacemide’ or
'Pheneturide’ or 'Phenobarbital’ or 'Phenytoin' or 'Piracetam' or 'Potassium Bromide' or 'Pregabalin’ or
'Primidone’ or 'Progabide' or 'Remacemide' or 'Retigabine’ or 'Riluzole' or 'Rimcazole' or 'Rufinamide' or
'Selfotel' or 'Sodium Bromide' or 'Stiripentol’ or 'Sultiame' or 'Talampanel' or 'Tetrazepam' or 'Thiopental' or
'Tiagabine' or 'Tiletamine' or 'Tizanidine' or 'Topiramate' or 'Tramiprosate' or 'Trimethadione' or 'Valproic
Acid' or 'Valpromide' or 'Vigabatrin' or 'Zaleplon' or 'Zonisamide'):ti,ab,kw

5 MeSH descriptor: [Levetiracetam] explode all trees 460

6 (Levetiracetam or Etiracetam or Keppra or UCB6474):ti,ab,kw 1,221

7 (brivaracetam or 'briviact' or 'brivlera' or 'nubriveo' or 'rikelta' or 'ucb 34714 or 'uch34714"):ti,ab,kw 183

8 #5 or #6 or #7 1,355

9 |#3or#4or#8 44,141

10 |MeSH descriptor: [Epilepsies, Partial] explode all trees 976

11 |((partial or focal or localization or simple or abdominal or digestive or gelastic or (occipital adjl lobe) or|3,182

rhinencephalic or subclinical or uncinate or (amygdalo near/2 hippocampal) or (benign near/2 occipital))
near/3 (epilepsie* or epilep* or seizure*)):ti,ab,kw

12 |#9 and (#10 or #11) 2,364

13 |randomized:ti,ab,kw or (randomized next/4 trial ):ti,ab,kw or (controlled near/3 clinical near/3 trial|1,594,108
):ti,ab,kw or placebo:ti,ab,kw or randomly:ti,ab,kw or trial:ti,ab,kw

14 |#12 and #13 1,842
15 |#14 in Trials 1,794
16 |#12 not #14 522

17 |#16 in Trials 507

18 |Journal article:pt 1,667,717
19 |#15 AND #18 1,526
20 |Conference proceeding:pt 261,367
21 |#19 NOT #20 1,138
22 |(Erratum OR Retraction of publication OR Retracted publication):pt 10,215
23 |#21 NOT #22 1,137
24 |(Preprint OR Trial registry record):pt 576,528
25 |#23 NOT #24 1,137
26 |#21 NOT #23 1
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#*2-1-5-2-4 EHFEWebIZH L THLRRA (SN REE (b))

RF%WH 20255%7H29H

# mHR X FEREL
1 |[#FFVNhAF/TH 52,372
2 TANA/TH 50,674
3 #1 or #2 91,543
4 | (#3) and (PT=5ZEHK<) 43,291
5 | (#4) and (CK=R&IR. 3£ 12, AR (1~235 A), %2 (2~5),/12(6~12)) 7,719
6 #4 not #5 35,572
7 | (#4) and (CK=EFFEHI(13~18), A (19~44), £ (45~64), 515 (65~), B 5 (80~)) 11,688
8 #6 or #7 37,255
9 (#8) and (LA=HA:E, 7535 37,254
10 | (#9) and (RD=7 > & LALLLEREER, £ T > & L AL ILEGER) 405
11 | (RCT/TA or random/TA or &E1EA/TA or 7> X L/TA or 7ZtK/TA or 7Z 3+ —K/TA or placebo/TA or | 154,086
E1%/TA or blind/TA or $88/TA or I4TEERI/TA or ZBI1MBRER/TH or IN1EER/TH or Z8IVAEEER/TH)
12 #9 and #11 1,182
13 | #10or #12 1,316
14 ("TADA"/TH) and (SH=E¥pE %) 13,427
15 | ("B WALAE"/TH) and (SH=/2%#/7 ) 35,930
16 #14 or #15 39,868
17 #13 and #16 607
18 #13 not #17 709
19 | (#4) and (PT=f#3t, 5, K5,Q & A E=E) 20,323
20 | #17 not #19 477
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2.1.6 HRE|ERER
SRO#ERIZ, PRISMA 78 —F v — b 25 (CX 2-1-6- 1K fK2-1-6-2 D@ Y B S N7,

3 F— 8 R— ZBECHE L 74k (n=2201)
B [MEDLINE (n=436), Embase (n=1362),
% Cochrane (n=246), EFz5(n=157)]
- !
BRI OHR(=17T1) | = | BSMER (n=1678)
o !
3 BRAMES (n1=63)
3 DHRER(n=52), FETH A
= BT O T SR 2 (1=93) = | v (n=4), HREFTE(=2),
BEMH0=3), SEFE
L] (n=2)]
- !
3 IR & N (n=30)
< RCT(n=10)
2 3ERCT(n=20)
[2-1-6-1 PRISMA7 B—F + — k (4% £EH ()
H
S F— & R—ZRBTHE LK (n=3975)
= [MEDLINE (n=807), Embase (n=1554),
& Cochrane (n=1137), ER55(n=477)]
- !
EHERIE O LK (1=2508) | = | BSMES (n=2570)
o !
3 AR (n=90)
E) [EERE(h=13), NREM
@ M AT O 3 SR #40(n=238) — | (n=36), ARFTH A > (n=28),
R EH B (n=8), HET
L (n=3), EE(n=2)]
- !
£ SR & I f TR (n=148)
(0]
o

[E2-1-6-2 PRISMA7 A—F ¥ — b (5 RER (b))

AFHRE(@)ICDONT, 7Y —NSERLELARF 5L LOEFIE RS LB L 7=RCTIZETE
ENBH T LAL, LRFIEZLET Y —NFEZLUNADHTANAR(LNFSELLLOD
RAENREZEL)DHEAIBEEZHBRL/-RCTE L T, WERFTEENTET 2 EAARNOLII7TSHER)
ZEUI0RERFE L7=( [RIA & 6-1-1 DDTICB T2 AT T4 v 7L EA—TRELRZX
M—E (O RER(a)RCT)] 258),
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RCTEZTRICLASRICBEWT, 7 —NFHRXLELRF TR LEZBEERELZABRIEET
Ehh o7l RN TIEFRESRBREBRBZRICE T 2BANNRTFMODTHA FZ 4 >~
2024 FFERRS.3ICEDWT, JERCTETIRICLASREEE L7ze TORER. 7V —NSLRLELA
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RCTE LTAXHR, LAFZ X LICBY 2IERCTE L C1630Hk, 5200k E T L7z, ( [BIF &
6-1-2 DNHIDWICHE T DV RTIT A v 7L E2—CTREELEXHM—EOITTRER(a)IERCT) S
i)

DFHREFAD)ICONT, 7U—NFEEZLELRF S L LAOHBEEZLE L - RCT X5E
ENBA T, LA L, Z7U—NTERLETSHRERBRLAERBE LTIXB. LAF 2R L
ETTERERBELI-HRE L TI2XBABE LT, ZOMOMTANAEROHABEZLEL 72
RCT& LT, 1293k, EH1483THAAEHFE L7-( [RUFR & 6-2 AHINICBIT A2V RFY T4 v oL
21— THE L7 XB—E O REF (D)RCT) 22 8),
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#2-1-7-1-3 HBRHAROBE(Siddigui2023)

e Siddiqui F, Soomro BA, Badshah M, Rehman EU, Numan A, lkram A, et al. Efficacy and Safety of Bri-
varacetam in Persons With Epilepsy in a Real-World Setting: A Prospective, Non-Interventional Study.
Cureus. 2023;15(12):e50313.
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HERZ BEAM Study
e Ranganathan LN, Kulkarni G, Kakkad A, Korukonda K, Chouksey N. First clinical post-approval, observa-
ZE5ER tional study to assess clinical safety and effectiveness of brivaracetam sustained-release formulation in
real-life settings of India: BEAM study. Seizure. 2025;125:132-9.
BEIREERE $R1EH | the Clinical Trial Registry of India (registry identifier: CTRI/2024/06/068394)
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BRV-SR(100mg/H) 64.01% (843/1,317)
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#&2-1-7-2-1 BRAREBR OB (EP0083HER)

g EP0083
e [noue Y, Tiamkao S, Zhou D, Cabral-Lim L, Lim KS, Lim SH, et al. Efficacy, safety, and tolerability of ad-
EEER junctive brivaracetam in adult Asian patients with uncontrolled focal-onset seizures: A phase Ill random-
ized, double-blind, placebo-controlled trial. Epilepsia Open. 2024;9(3):1007-20.
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o F{ESH %k (seizure freedom)
AEHAICH TS 28 Hb7-Y OEHRERBOBD R 77 2R E)
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o REHERICEITAR—X T M D 5D HRIEREDF K
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o FZ/EJH %k (seizure freedom)
RERICH 1 2280 H 7Y DFAEEDFEIEEK DB ERGIPBORE)
BRV(100mg/H) 22.8% (95%Cl 13.3, 31.2)
BRV(200mg/H) 23.2% (95%Cl 13.8, 31.6)
N=F7AHbD28HH 7Y OESEERBOBDPRICTEDINAE0%L RR Y X —K
BRV(100mg/H) 38.9%(0R 2.39(95%CI 1.6, 3.6))
A3hik BRV(200mg/H) 37.8%(0R 2.19(95%CI 1.5, 3.3))
PBO 21.6%
SEEEEAR O RV E AR E (TN TORER) 0EE
BRV(100mg/H) 5.2% (13/252)
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BEBICBIAIR—XFA v H L D28HH 7Y OHFEERIBDBDEICEDINE0%L RHR VY X —#
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PBO(n=4) 0
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s N01252
e Ryvlin P, Werhahn KJ, Blaszczyk B, Johnson ME, Lu S. Adjunctive brivaracetam in adults with uncon-
E=ar trolled focal epilepsy: results from a double-blind, randomized, placebo-controlled trial. Epilepsia.
2014;55(1):47-56.
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o BENMYUREZ tED R WEME D FIELILAE 548(1981) ] DA 4 29 5 BE
e IERBEDOREIA (S, MOERARRE, FEEFIRRICSIML TWEH
TR ESE e MIEBRIERIOIEUN, XIFBERPAFICTANAERRBZZEL/-E%&
o IR3E B DHIICE L 2RIEHN, BHRREVEENBEICE ., BREICOBEL TLW AW, HKIEEHRE R
ISR D ENTERWV)DOHATHHEH
STk z“)u —NFt&LELT20mg/B. 50mg/B £713100mg/B &S EX1H2EICH T T, BOBES(EHIEA
I rsapokEa i 77 wRigE1H2E, BOKS
HEET YA FIE., 7 v KX L tbgER
Bk _EE5%
FEFHEER SAEAEP OB S 7 Y O RIEEE

F IR FHEE R

e 2BEROVABREZRTT LEBEDOAETRICEH L750% U EL R £ —%K
e R—25 A VA SIEROEEREE TCOTRB I & DERDFEISEE DB KD HRE
e 12BE D BB T ORI ER(TNTORER)

Bt

BEICE T 2857 Y OEBAFRERBORL ECIPBOR) XITTRITHNRER
BRV(20 mg/H) 6.8% (95%Cl -4.8, 17.1)

BRV(50 mg/H) 6.5% (95%Cl -5.2, 16.9)

BRV(100 mg/H) 11.7% (95%Cl 0.7, 21.4)

EERICE T2 BH Y OFAREEBOBORICEDINE0%L IRy £ —K
BRV(20mg/RH) 27.3%

BRV(50mg/H) 27.3%

BRV(100mg/H) 36.0%

PBO 20.0%

¥BRV100mg/HE£(36.0%) I&Fi st 2HIICER TdH - 72(p=0.023)

XITTRIT N RER

BEHEICT N TCORERORIENEE L -HEBREDEES
PBO 0/100

BRV(20mg/H) 2/99

BRV(50mg/H) 0/99

BRV(100mg/H) 4/100
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Zek

EEFR(ER OHREE

BRV(20mg/H) 4.0% (4/99)
BRV(50mg/H) 5.1% (5/99)
BRV(100mg/R) 3.0% (3/100)
PBO 4.0% (4/100)

ABEORE I ICE S THERR) DHREX

BRV(20mg/H) 4.0% (4/99)
BRV(50mg/H) 5.1% (5/99)
BRV(100mg/R) 5.0% (5/100)
PBO 4.0% (4/100)

BAANEHICHEITS
i

BAANEHICHEITS
Zaelt

#£2-1-7-2-4 ERERHEROBE(N01253515%)
R N01253
e Biton V, Berkovic SF, Abou-Khalil B, Sperling MR, Johnson ME, Lu S. Brivaracetam as adjunctive treat-
ZE5ER ment for uncontrolled partial epilepsy in adults: a phase Ill randomized, double-blind, placebo-controlled
trial. Epilepsia. 2014;55(1):57-66.
BEPREBRESKIE®R | NCT00464269

F=RLZUT TIVILAFE AFTA TAUAH

2007.9-2009.1

1R 7 I3 2B BOAEDHATHAARREEIY FE—AAB LN TUWAWEDFE(CRELBILFEEEZED)

MR A5 5 HA 16U ETORUT) T A H A BE
o SHAERBAMRIFICLEVA FFHAED & 9 2 BEIZ2ED20% LA
o [LAEDFE(1989)ICEDE, BLNICEDTANATH D EE
o MEEBRHI N3 » BRICA H - W 2B L OEAEE(CRESBICREELED) RO ONI-EE
AR EAE o SEROBRIE T, SEIL DI FME(CRESMILEEEET) RO SN BE
o IAFME(LAE 2948 : Type ) (CRESMICRIELEL)DBEN H D BH
o 1K 132 FOFEARIEERAED ICL 2AEICHEEHLL T, BEDar bo—LAABLATLARWVEE, VNS
TR ERETH Y., BHHAED ELTAY Y R LAWL
o EEUEZ b WEMEBORIEILAE 28819810 A % 2T 5 BE
o IEIRERDRIA T, bOBRARRER FEEBEFMEHRICSML TW-BE
F RS e MEBEREBTD1IELAN, XIFREHEPIC TAPATEREELZ L-B8E
e EE3EB ORIICE L2 RN, BREEEEN BEICE . BRICOBEL WAL, RIERHE Tk
ICBZ DT EDTERWVN)DATH HBE
NATTED R FTU—nNStLLELTESmg/H, 20mg/B £7=1£50mg/B DR 58 % 1H2EICH T T, BTG (iEA L)
FEB IR o R 77 RiEE1E2E, #OKS
HERT VA > BB, 7 & LEEEE
B “EER
FEHMER 12BROEERBICE T 2BH /1Y) OEAEEOEE R OPBOIITT DX
* B0%L ARV X —K(N=2F 4 v H o 12BROEREAME TOTAM I L OBAFHIFEEORDEIZED
TnErmmEEE | )

o N—Z25 A A SI12BRDEEREE COTAM I & DD FESEE OB (FR(E)
o 12BEOEEREDOREEARER(TNTORER)
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BEAAICB T 285 72 Y DED FEAEER D F AN R IPBOEE) XmITTRETH RER

BRV(5mg/H) -0.9% (95%Cl -13.9, 10.6)
BRV(20mg/H) 4.1% (95%Cl -8.1, 15.0)
BRV(50mg/H) 12.8% (95%Cl 1.7, 22.6)

BEHRICET2BH Y OBYFEEEDE0%L XK v X —5FK XmITTREITHRES

BRV(5mg/H) 21.9% (21/96)

BRV(20mg/H) 23.2% (23/99)

BRV(50mg/H) 32.7% (33/101)

PBO 16.7% (16/96)

BRV 50mg/HE#(32.7%) THATZM AR BRBEN RS H N7 (p=0.008), BRV 5mg/HE K U'BRV 20mg/HE L
BEFZICERTIEBD > 7,

TEEHAENIC T R T ORFROFEIEAEL L LR EDORNE (A R b E)

BRV(5mg/H) 1.1% (1)
BRV(20mg/H) 1.0% (1)
BRV(50mg/H) 4.0% (4)
PBO 0

T

AREOREPILICESBEEROEERA NV M)

BRV(5mg/H) 8.2% (8)
BRV(20mg/H) 4.0% (4)
BRV(50mg/H) 5.9% (6)
PBO 2.0% (2)

AAANERICHTS |

gl
BAAEHICHITS |
M
£2-1-7-2-5 BRERAEROEE(NO11145KER)
HER 4 NO1114

e Van Paesschen W, Hirsch E, Johnson M, Falter U, von Rosenstiel P. Efficacy and tolerability of adjunctive
brivaracetam in adults with uncontrolled partial-onset seizures: a phase llb, randomized, controlled trial.
Epilepsia. 2013;54(1):89-97.

FEARAEREIRIER | NCT00175929
HEBEEBLIIBAT | NALF—, Fxza, 74TV R 77VA FAY A7V X R=F R AR,V A FUR
SER O B SRHAR 2005.5-2006.3
POESG| 16mH D65 E COMEBUTANABE CRELBILEIEOBELZMOIBLREELZET 5)
e EETANAER(LAE)DSEIC & 2 BEN BRI TAN A E12IETAD AREREE
o WA HEAEDBAERED H 2 1HERE
o " e X=X F7 A VHEFICH L EHARDOEHFEELH Y, IBBORRFIO3» AEICEAD AR L H2EDEB
R BRAED B HRE
o 1B F /- (4 2BEDAEDAHA L TAEFICTAN AL I Y FO—LTRER 57h, AEDAREL TL 3K
B
o FAFTUIADIEBENEFAF D A )
el .fffT%%§§Z;§iifffE§%§%@
o M & B (CVA) D BEHE
N ATTED AT 7 —nNZE&LELTE0mg/B £713150mg/ A& 1R2EICH T T, BAKS
FEET BB o> FE A 77 Riga1H2[E, BRO®KS
BT A FlE, 7 & LB ER
BRALE —EER
FEHmER TBROHFHARPICE T2 R—R 7 [ VREEROIBHFEE(R) DB H 72 ) OFKEEE DR FEGIPBOE)
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FEIRRFHRER

e 10BMOAERMFTICE T2 H0RE(R)DEH 72 Y OBIR(T 7 2R ETLE)

BB DRIEEEDR—R T A > H b DOFD K (RR(E)

o M EEHE R OSBEAE P D50% L R Ry £ —F

e ANRIEORIEBR(ICBFOAERBMEZTT L. HHREHIL L,
LTUWAEWEEES)

BEAEPICREATZOT — 2 H R

B

HEREIRRICB T 2N T 1 VFAREEOIAFENR) DB H 7 V) O FEAFEREDFDZE(PBOLLE)

BRV(50mg/H) 14.7% (95%Cl -2.7, 29.2) (p=0.093)
BRV(150mg/H) 13.6% (95%CI -4.1, 28.3) (p=0.124)

AEHICE T 51 EEH Y OFBHEIERZDE50% L K v X —FK(IFPBOEF)

BRV(50mg/H) 35.8% (OR 2.69, p= 0.038)
BRV(150mg/H) 30.8% (OR 2.15, p=0.114)
PBO 17.3%

EEIARICT N TOREBOREIEIER LIFREOENEU NV )

BRV(50mg/H) 9.4% (5)
BRV(150mg/H) 5.8% (3)
PBO 1.9% (1)

Zek

RABREORESRIEICESAAEZROEERUAY +E)

BRV(50mg/H) 3.8% (2)
BRV(150mg/H) 3.8% (2)
PBO 1.9% (1)

HAAERICHIT 2
Bk

AAAERICE1TS |

Frue i
#£2-1-7-2-6 BRFRABROBME(NOLII93HER)
AR N01193
Bt e French JA, Costantini C, Brodsky A, Von Rosenstiel P. Adjunctive brivaracetam for refractory partial-onset
=ob B

seizures: A randomized, controlled trial. Neurology. 2010;75(6):519-25.

NCT00175825

HEBEEBLIZBR | TXV A, 7720 AR, X¥¥ 0
HER D ZIRHAR 2005.11-2006.6
e 1B F 7- 132 BOAEDBECHAARET Y PO —LAB SN TWE WESRE(CRESBILRELET)
BT HMANAI6EULESHUT) TANABE
e ERETANAEB(ILADSLEIC & 2B HN R BAETANA ZIETAD ATEREE
BigEAE e HEBDAN—Z 5 A YHIRE IR & HARIDEDFIEL B 5 HERE
e ANV LBl BRIA DL EET /-1 2 EBOAED 2L ELI-AETHAL TLW 2 HERE
o FEPERIIA JEEENFAED A
. § ¢ T AX—FKIEDHFKET BT
RN EE Lo .
LB o FEISkEPRET DB E2EMICTANABRDOBE
e ETANAMERIEDTE
AT EDFFMA TY—nNZE&LELTEmg/H, 20mg/B 71350mg/B0ERESEX1A2EICH T T, BOKS
B BB D EE 7S RiEE1E2E, BOKS
ATV A B, 7> &% L LB R
Bk ZEE®R
FEIHmER BEAEFICE T2 BEH Y OFDREEE(R)DR—ZF A v H o OELKGIPBOEE)
o TEROEEER OO FIE(R) DBH - OFREEED - 7 4 > h b Ot & OB HIRE A R
FRERFFMIER | o BAORMEICHT 550%L RHR Y X —FK

o SRERIAE TR D RIEEL
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BEAICBIT 21 BB Y DD RIEEBMOBDSERCE T 7 2 RE) XmITTETERER

BRV(5mg/H) 9.8% (95%Cl -7.2, 24.0)
BRV(20mg/H) 14.9% (95%Cl -0.8, 28.2)
BRV(50mg/B) 22.1% (95%CI 7.6, 34.3)

BEHICHE 21 BES Y OMOREEREDL0% L XKy X =R 77 R E)

BRV(5mg/H) 32.0% (16/50)
BRV(20mg/H) 44.2% (23/52)
BRV(50mg/H) 55.8% (29/52)
PBO 16.7% (9/54)

EEHREICT N COREROREIEE L -HEREDEE

BRV(5mg/H) 8.0% (4/50) (p=0.193)
BRV(20mg/H) 7.7% (4/52) (p=0.193)
BRV(50mg/H) 7.7% (4/52) (p=0.201)
PBO 1.9% (1/54)

el

HBEOREPIICESHBEEROREERAURY b )

BRV(5mg/H) 6.0% (3)

BRV(20mg/H) 1.9% (1)

BRV(50mg/R) 0 IR DZELNIC L B ik 1)
PBO 3.7% (2)

BAAERICH1T2 |

GaE L
BAAERICH1T2 |
weH
%2-1-7-2-7 BRAREEBROBE (N0125458%)
RBL N01254

e Kwan P, Trinka E, Van Paesschen W, Rektor I, Johnson ME, Lu S. Adjunctive brivaracetam for uncon-
trolled focal and generalized epilepsies: results of a phase Ill, double-blind, randomized, placebo-con-
trolled, flexible-dose trial. Epilepsia. 2014;55(1):38-46.

EGPRABRERIE®R | NCT00504881
. | A =R FUT, RNUF— Fza, KAV FE AV AZVT /T — AT Y HE—IL,
= Eh L -5 N N _
ARERIELIEN | 55 ) 5. s, 29 z—F>. BB 95547
SEROEFER | 2007.10-2008.12
NREF 1~ 3EAEDAED CHIBEIRAE A B 5eAE & 72 IF 2 M5 25 5 16~TORDHA
o SERRIIARE ICLEV £ BERAED & ¥ % B & IE 2 A0 20% LA
o EIEBTEI3 » BRIICA2EIU LD AEE(CRMELBILEE I IFALEL) X /-ITA2BU L DRFREESMK
. . FKUEEZRBL, N OLBBORN—Z 5 A VHRFICBIBU DO REL - IT2MBHIEE 24 7 ERBL
Bisze s
o RE L REREAMEEE S TS EE
o DREMET AP A BERIZEIEBILEE D20%IHIE
) \ CEERUREOHERT DBE
Y
EhEsEE « DEBFETADAREEORE
ZY—5£&LELT20mg/B. 50mg/H. 100mg/B % 7-13150mg/ B 0B E5 B 1A2EICH 1 T, B0
o 5
AN N =:
TN E O T U =5 & LIF20mg/ B s EAE h, 2 BRI CERAIC50me/B. 100mg/H. % 7= 1$150mg/B I
e
LE 85 B8 0D 24 75w A4 1A2E. BOKE
HBTHA BB, 5> & LMo EaE
Bigik —_EE®
T HEEA BIEES LTOT U —N 522 LORSMEROBE
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FEIRRFHRER

o R—2 5 A VK DB H 1= Y DERDFAESEE DR ZE(PBOLE)
e R— S A U DBH T Y DERDFEAESERE DR (R RE)

e BT W) DIAFIEFEEICH T H50% U EL Ry X —K

o HIEHARK

o na] B O EBH FAF & T DR

ESElis

BEHICH 21 BEH Y OBMAREEBDORIECT T Z 2 REF)

BRV 7.3% (p=0.125)

BEHICE 2 BHT-Y OEBHEIEEBDE0% L R KR Y X —FK(3FPBOEE)

BRV(n=323) 30.3%
PBO(n=108) 16.7%

EEHE(6E) ICRIE (22 A 7)AVEK L HBREDERE

BRV 1.5% (5/323)
PBO 0% (0/108)

Tt

BEFERICL 2HBEOREHIE

BRV 6.1% (22/359)
PBO 5.0% (6/121)

AAAERICETS |

Rt

HAAERICH TS

Zek

#£2-1-7-2-8 ERERAEROBE(N012215ER)
A N01221
e Inoue Y, Yagi K, Ikeda A, Sasagawa M, Ishida S, Suzuki A, et al. Efficacy and tolerability of levetiracetam
E5ER as adjunctive therapy in Japanese patients with uncontrolled partial-onset seizures. Psychiatry and Clini-
cal Neurosciences. 2015;69(10):640-8.
BarR S ER B RIS TR NCT00280696
HBAEERLZGH | BA
SHER D B SRHAM 2005.11-2007.11
HREM 165U LBSEE U T DO TANARBE T, 1EEN) SIBEHEOMTANARICLZEEEAZITTWEEE
e EBIMTANABERILAE) A EZE L/ EEE(1981F) ICEDE | 2L ERTICEA RIF & Bl S /-
o Ak PR £ 72 3 EEFERTIEUANICER S NIRRT TR S NBOREL BT 2 HERE
o FEIRPRRTDBE T, BOFIEICH T AIELENAAEDE DA L H2EBEFALTH Y. ZOHENNRNMX
WA ZILRHINTVWDTANABREDI-ODIBRAEZ B L THY., TOREND R L H3» ABERkERI N
TWB Z e PR SN/ 1HERE
e TANAFKIEDHEENRN—XZ7 4 VHB(-1282 508) D128 ICh7a < & H12E., RUSBRI & I2dhi
EL2EIDOWHFAFE 1R L - 55rE
o WIEIEFRET3 » BLUUNIC TAMABEIREE & Dl & N7 ERE
o N—2 T A VHIEPICAE TR TS RIEO L W IERE
FARBRONEAE o IEIRBTRIZEUANICTAD A DFM % Z T -1E8E. £ IARBMP R OARIARBIE T H4B R LA
AR FMAEZI 2 FETH - 1-iEE
o LEVIROKE)DBEED H 5 1HikE
NAFTEDEM LRFZ& LAEHFAEEE LT, 500~3,000mg/HnxSE%1H2EICH T T, BROKES
LB BB oM 7o tRiEE1A2E., BOKS
HBTHA > B, 7> KX LTRSS
BRE —EE®
FEFMER o SEHARE R ICH T AR—X 54 5 DEH 1Y) DERDFVEEEUR =
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o SMEERRE h IC B 1 2B H 1 W DEBY FAERIE O EL AT FH1E)

SEARI RIS H T B L RR Y X —K(50%. 75%)

FHRBIRAGFHMIER | o F/EH K (seizure freedom)

SRR RIS B T B R— 2 T A A S DOFEERM DR RDHEE

SHMEAR R DI FHIERI(AL IB. IC, A+ 1B, ZDfth) TEDR—=2F 4 »H b DORERBDOFL X

AT IS B T 2B H 72 Y DED RIEE DD K
LEV(500mg/H) 12.92%

LEV(1000 mg/H) 18.00%

LEV(2000 mg/H) 11.11%

LEV(3000 mg/H) 31.67%

PBO 12.50%

BH 1Y) OBHFERK DB EGIPBOEE, FkiE)
LEV(500mg/8) 0.43% (95%Cl -12.3, 13.2%)*
LEV(1000 mg/B) 2.27% (95%Cl -9.2, 14.4%) (p=0.700)
LEV(2000 mg/H) -2.1% (95%Cl -15.3, 10.3%)*
LEV(3000 mg/H) 14.9% (95%CI 1.9, 27.6%) (p=0.025)
HRETENABREERL

auE
SHEARRI R D50% L ARV £ —FK
LEV(500mg/H) (n=68) 19.1%
LEV(1000 mg/H) (n=68) 17.6%
LEV(2000 mg/H) (n=68) 16.2%
LEV(3000 mg/H) (n=69) 33.3%
PBO(n=69) 11.6%

SHEHARTIC T RN T ORER OREIE L L BRER
LEV(500mg/H) 0

LEV(1000 mg/R) 2

LEV(2000 mg/H) 2

LEV(3000 mg/H) 2

PBO 0

RBEOBRERIICE - EERROREE
LEV(50mg/R) 4.2% (3/71)
LEV(1000mg/H) 1.4% (1/70)
LEV(2000mg/H) 5.7% (4/70)
LEV(3000mg/H) 7.1% (5/70)

PBO 1.4% (1/70)

HAANERICEITS

= BARANER D #
BAAEFICHEITS
P HARANEF DA

22 RERFTEEFICLDIVRATIT4v 72— ARICHEITELE 2 —RROBE
<HHTREH () >

BIERFEEENER L 7-RCTZHRICLZSRICBEWVWT, LARF T2 X LICEK 2 BRIE L% BB
ELIT ) =N R LML D BEAFEDBIMNEREZRT T 57-ODOXBITHESNAL >, &
EIRFEENMFE L. DA THEE LG > XBRE e -7, ZDM, WERFTEEET ) -7
TR LOBHBEEICET AERAKREARICOVWT, TEX MY AL - v bO—LEAW2RRYFEET
2H. WINHIHAICE D IERNMGoNLh o7 (BUSIRFTEERES p.3b) Z 2B L TWe, &
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NIZOWT, AMIDITIERE T 2 RFAX B8]2 /Y FY—FTRE L7A, HEXEIET —Z X=X
BETHEINLEXBICEENTWERY s 77, FHEILAD 7o, FRUESRBRERRZRICEITS
ERNNRIMDODTH A K5 422024 FEERICHWT, [15.2] OSROFER. BYIHHDOAEEL
BHWEE, [5.2] O7ACRICEDE, 7Y M H L% B LIERCT (BERMEE) DSREERE L, BN
MERMEZTHEY 2] CRBINTLEH, BERFTEE AT RER () ICDWT, RCTEMKRIC

L7-SROMERARIIC [FHEICE ZBAARNGFEL S, BMWERAKOHIATER L] LRt
\T7zo BRMET — X2 0MRRER(a)ICH T2 BMPNERMEFMICAW AL - 7EBAHICOWT, &
BRFEEENPERRZT 2725, [INOOHEERARTELARF I X LERIEE» OOV E
RAEToT-BENEENTWD, FHLEFEEFNTLBRAIEELD Y. 7Y —N"T7t R LERELDED
FKAEDBERE B NTFMIND Z LB INI/H, BINNEREOFFMICERLEFEATL .
CEEEB(2025F8A2TAMN, 7V -5 L(TY 4 ET 2 F)ICEY 2 BRANMETM 2SR
FEEHRHOEREEICHET 2 BLE1E(2025.08.1517)),

AR TIE. RCTEMRICLIZSRICEVWTIOHOXEZRE L7z ERD [FEINXBOE
B XERLIZEBTBOL RXF 722 LOBRIFEEAZHAEEWVICOWVWTRE LZEEZ 7, Z0
fth DI ERIE [FHE SN XERDOBFER] & LTEREL LAV, BB THELRF IR L
EMDIATANARE LB L - HHBEEOBRRRERT 572, ELEIRFTEEZEOSRICE VLT, XERZRE

ICRBENENARVLEBNBIE T —NSH X LDRTLRFTELZLABENTWEAL 221
INOLDOXBITFESINGA>T-EEFEZIbND,

NHIDITIE. LRF I X LAOBRIEEICHT 27 ) —NT7 w2 LAOBREEDBIMNNEBEZRET
T2EOIEYBRCTERETCERD o770, IERCTANRE LI-SREEM L=, ThIZ&Y. 20
HOXEOS B, 7TV =T X LOBRFERICET 24N ERHE LT, 7Y —N"TE2LOEAK
EREAT20ICSE LEHmXE. FRO [BESNXBMOEEER] OXE2. 3. 4ARUESTH 5,
MERIE DI HRBHDO 7Y =R T2 X LIZDONT, O TADAEN ST Y —RTE R LICHYE
AT-BEDOHNLVTRAEZER L ZEAREERHARIE -7, XA3IE 7Y -T2 X LIZDOVWT, BE
DELGDIF LB LFIREHERHRI 57, XAIET ) — T R LORBEENIC & 2 BFIEE
DEBAIAEBERMARIE 57z, XEOIE. 7Y NI X LOERBKRICH T 2R EFER - %7
BLI-BAMEERAFTL -7z, BERTEEDOSRICEWVT, FERCTEMRE LAZSRIFEEINEN,
ST, RHSIHRE LTINS OXIZEERTEE CIERESINED 27 EEX OND,

HELY, REDWTIE, BERFTEED SR OFEICIEHZHTHRVEDA H Y. BIIRYE AT
BEERASXITTWS BT L 7=,
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BLEIRFEEIILARF T2 X L+ EWREICHT 57 Y =Tt & L+ EYREDBINNEBEDF
e 2IcH7zY. 2D0DSR=EREL 7=,

9. HERTEEIEI T NI XL+ ERPRERFLRF 712 L+ EYFEZHRIC. RCTO
REZBME LIESREEE LT TDOSRTIE, 7Y —NTELXL+EYREELRNF IR L+EY
BEEEZBEERE L7 VX MUEBERBIIBESINAL 272H, T —NTFE X LIZL2HAEREDB
MOEAMARTT 20O EE LCTHRESNIZE LTV,

LT, BERTEEIFHATEARIN TV D TR TOEBBHRIEAREEZ LBNRICE D - MELER
R B7-0. BEHRDONMA(Charokopou2019) [9]I2H 1} 2 LB BB SR (2 H A&EREEA 2 B0 L 7=SR
1T -7,

BUERGEEE IXXAIBE. 77 A LHEBICANY M0 T — R IERMREL{T>7- LT, 48
EmIONMAZ R L Tz, 22T, AMNOIETE R ARR L L A, BHRTHLERM
WEFITON TN BTFEERADT U Ry b T =X RTF YL RTH>T2e TOFRERD
BRI O W TRERFGEEEREEZICIIREN L o270, BERFEE~DERBEETo7-L 25,
[EFBRFEA RO N TWT/od, RAMICE VTS XFEFFETIVICL BANMAIEEEL A TLT,
ARY PO E L TRAXJEFETIVIELIDDRBFEREDRY £9H. BFHDHOREICL > TRHER
NRELERDZENH DO, BENICEYLSZIATORENRTRETCHD ERMLTHY X
T, LRIZEAEEB(20255E8B2THN. 7V —NFwZL(T Y 4 €T 7 M)ICEET 2 BN SR K
ERFEERHOREEICHT 2 BAFEIE(2025.08.156)),

BERFEEE (FBHR ONMA(Charokopou2019) [9] THRE B > 7 14EFICHARTEARIN T LS
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