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BB : a3V b VARROESERIFEETHT VT ADBRATANABE L] RIZER LT ) —F&¥ 4 (BRV)
OFARE DIEIRRBR O R XY, BRAMDERIZES T 55000 L L2 RET 5,

ik AR T Y THEE T b RO T EER T T A (EP0083/NCT03083665) THYV, #HiT
ADARIERT R E L 2 KOz O 0b b THEARE (EaknmAbtEmfsEr&d) #6925 16 %0k
80 kLA F D FHE L L Ui, #5118 HH OB D%, 7 ZwKE, BRV 50 mg/ HE, BRV 200 mg/ H#f
DNTNNIZT 11 OWTEV S, 12 BREOEEIFICEAT U, FEEFHEE B L, BRI 28 HH7-D
DOFEMFIERIE D 7 Z 2 REHZT 2R TH Y, BIREHTEE B3GR UR OSSR ERIE O 50% L 2K V5 — L —
I f&gff)“) 7L:o

BR EEALINI-BRAWERE 8 IO > b, TR LI 97 6] (7 Z 2 AHE 34 %I, BRV 50 mg/ HEF
3161, BRV 200 mg/ HEE32 61), e kDbt &ML 96 Bl (% 3361, 3161, 3261) Tdh -7z 98HIF, 54
(5.1%) rRrBEPIEL, TS RBETC26] (FEESL, o b a)Vghicksmiks%& 14)), BRV 50 mg/ HEET 2
B (BEFEZ, ZOMOMHNE 1H), BRV 200 mg/ HEET 16 (BFEFS) Th-lo HRAPRRE DOERE O
28 Hd 7= O SRIERE O 7 Z 2 REHIRF 5384 3%K1%, BRV 50 mg/ H#EAY 14.5%, BRV 200 mg/ HEEAY 30.0%
THY, WREBDD IO ER L 72 - 7205, W o BRV #5-HETH 75 AR 2R
BHBNTz, AARABERE OBRBEIHM OESRBERB O 50% L 2R Y —LV—ME, 7R (12.1%) 0
BRV 50 mg/ HEE (32.3%) & O'BRV 200 mg/ HEE (37.5%) TrEs -iz, 1M EORBRER GRICRDONIEA
£H% (TEAE) 2B L= AARAWRE L, BRV 50 mg/ HEET 21 61 (67.7%), BRV 200 mg/ H#ET 27 1 (84.4
%), 7T ARRET226 64.7%) Th>7ce HEABEBREZEDWITNOOHET10%LL FIZA BN TEAE X, HHIR
[BRV 50 mg/ H#f : 6 6 (19.4%), BRV 200 mg/ H#&f : 1361 (40.6%), 77 tAE 46 (11.8%)], FEhtkbF
(3¢ (9.7%), 661 (18.8%), 0], U (261 (6.5%), 461 (12.5%), 3% (8.8%)], HUHIH K [4 6] (12.9
%), 661 (18.8%), 5% (14.7%)] THh-7-o EERFHEFRLLKGHIIZE 572 TEAE ORBE & ITW T ot
SHTHILL, BRY O RIFIR BB R XN

R 2V PV ARROESARE (EAERATNABRER R FZ a8 2H T 2MATADABE ZXE & LA
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F—T—F I HTA»AREE, ERREE TV —NTvy A, OHFRE, “HERT 7 AR
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34 (594)

& L & I

TADP VTGRSR ED 1 D Th D, AT
1349 6,500 T AN TADPAICHERL TS EHfEE S
NTna’, BRATADPAFEZDTANAEAEZIZX
niE, HEETOTA»ADERKIL 0.5~ 0.7%
ThV?, HRTOHKRIZOWNWTHH 0.6% &
KEDOWE? BNdHDZ D, HAAERDH 70
~80 HADRTANAITHEL T A EHEEIN %,

TAD DB, BIERNRIEREO T 5 Y]
I HEFN IR L, BHAICHEZRGT 5 &PD
HEWRECRIED 2 >~ ha— VB3 I &1,
A OMBEEEEL 2 72\ L 3 A H O A EMN
THNb, ZNEDHEHETHIIELPIIH X7
HlTiE, DHABESNTON S, PR TIE, EH
W ORI DA T MAGDOE D Z LRI
bo CADABEHEDR 20 ~30%1%, HAIRDE -
EOFREE & L CTHEBIOPTC AT AZIEE (Anti-
seizure medication ; ASM) ZEH L TWAIZH
PHHY, T MO = VAREERIEICHE LATE
N X EWNEINEE DR R TR LT
XN TIN5,

7 1) —/NZ &% A (brivaracetam ; BRV) &, L
NFTXY LG HrizleT vy LRI CTAD AT
ERTHDH", MNIZEW Ty T 2/ gy 87
2A (synaptic vesicle protein 2A ; SV2A) 1Zxf9 5%
BIRMEE BAIMEDE W) F v R EET 52 &% H
& LRI T 0 75 21280, #12,000 D
it & 5 FEINE N7, BRV OFLTWNAIEH
DEFEREFIL SV2A DG EEZBNTED,
EETAPADET I, EAMETAPADET
WV, BXOLWETCADADETINVEDIEFIF 5T
ADADENMET NV TOBGHZ XY, TA»AFLE
MHIH R RINTNBEY, £/, B MW T
BRV 12 1000 I WREONA T XA S EY T «
ZaR LY PET b L —H—ERIZEWTH BRV D
AN DRBITA L RF Tt ¥ A E B LTI
MNTHDHZENHERINTNEY,

DDz e, B X OKE L & TR AR
NEEE N, BT TR, BHEES IO 2
FONRTA»AREIZE TS, ikt tos
DD B I W RIEOIFFRE ], KETIX
(A% 1 7 AL EDTAD A BE DY FEIED HEF

PR - 62% 9% (202599 H)—

PEESUIPF AR Z#in s U COREEN TV 5,
Mz T, 61, FERICEHEE VSTV TAF
MK CH KGRI N, BIfE, 5 50 #EDL ETK
LTS,

AITIE7 v 7dE LT, ASM 171
2HIDPEHIZ b 6 THEAFRIE (U iamm il
SREMRRIEZ &) #H69 % 16 %Lk 80 kLA
TOTYTANEFEERNRE U4 MERERE, —EE
B, MEAE AL, 75 AR, W4T B R B
(EP0083/ NCT03083665, LAFEAGER) % EhE L
Too Z DR, BRV OF HREEIC X 2 AR IE R
DE B E BIF R Ze2lT a7 7 £ VAR
n, X5, HAREEAOIFHIZLZ Y, BRV&EO
BIFNIR AR 2 [CALABRFZEDIRYIIE (—
WAL E2 &L | ZRhEE - 2R & LT 2024
6 AT RRBET IS L,

KiBROEEDOBEEIHICREINTNWDS -
DY, AR TIEHARANBEAORRZHE L, &
BICEHER E ORERx I EE L,

¥, CTANAFRIEICEET 5 HEEIL 2017 £
KigICE XN, 2025 FIZHHEINLY B,
BRV OFIRaAER2 Gl X I - Bl d e mi ch v,
BRV O¥RASCEE, 1981 ED T b AFEIEDFEHY
HI S TREB I N CW A, AT, #IccBd 5
AL A PR & 2025 OB FRE & A4 L CRlilid
%o

X8 & HE

1) mBEEDEST

AGRER DN IZ BE L Tl International Council for
Harmonisation Good Clinical Practice (ICH-GCP),
HAD GCP & X UV v E 5 Off 5 I 4 58
SFL, Bk oMl FE AL A s CHREEEOFRAE
3z, RIS L c 288 L <A REA
NOYEICXLHEBEZRE L,

2) HREH

ARk Ox£I1E, ASM 1Al 713 2 FloptAIC
Lo HEAFIE (FRAE R E IR
) #HT 516 L8O FTOTAD»A
BEL LI, VRF T LHREDD 595550
JEVEZ B O AT T B 2R D 30% 123 L2RIE, L
NF T ¥ LR PERE DAPAABIZ &I
Too E I EIREEER, EER CA» A Y



SRR - 62 W95 (20259 H)— 35 (595)
BB AR AR | mEEs
(8 @R 3 (12 @R (48R | mRe
i awiawiawiaw (2B |
BRV 200 mg/ HE¥ EUREAE A |
3 150 mg/ H : :
BRV 50 mg/ B& i kL -
50 mg/ H i :
0 " § 25mg/ H ! |—
75 iREE 75k | i —
[ T \ T T T \3 \ : \ \ T
V1 V2 V3 V4 V5 V6 V7 V8 A MEETAI O
W-8 W-4 WO W2 W4 W8 W12 W16 7= DKE
2o == S E 21k W18
 BTHR
B e st
200 mg 1 | g MAP
150 mg/ H : |
i ! 100 mg/ H
50 mg/ H ;
PATE N | ;
f i
V7 V8
W12 W14
BRV: 7 —N\Ft¥ L, MAP: ¥x3*—Y R7 27270 r7F24, W: B, V:Visit (5Zi2)
* YRR O 9 DR TR R AT &R EE, 4 BRI ORI K& O 2 8 0% B2 % f 7,
2 BATIIRIRS THHZ MAP ASERC X T /2058, BBRE 1L BRY 850720 DI E RO—FFOMIIZ BT L 7.

X1

(International League Against Epilepsy ; ILAE) Z
KB I/, HorESTANAZEL
TWbZ &, BZWRFIC 8 [ O SFIELE
HHN, BIEWEIC 48EH720 2 L EDHE A
BIEVARHONDZ &, Visit (%2) 1 (X271 —
ZVIHK) ETO3HAMICI AADHIY 2 EE
L ofEsgE (EaERmAREREFEE &)
DERDH B, ASM 1 HIX 713 2 Fl o Of I THIE =2
YO —=AEEN TN RWEHETH -7z, Eikh
SREEHELY, Visit 1 O 1R RTEA £ 72 B2
FIZCADABERRELZ ZLICEE, LXFT1Y
LR E X Visit 1 0D 90 HIERTEANIZ L X F
Ty LEFHLICEETH -7,

3) HBRTY1 >

AGABRII S ek dEF, —EEKR, ®(FAaflt, 7
A, WATHREGRBR TH 5, R 26
MThbv, BLEWE QEM), HFEIWHE 128
), WEMHE (4EHE), RSN 2EE) <
BRI (B1), WEMIFEKTRIZ, HARES
Ed Rk fT g 558 (EP0085/NCT03250377),
o E %~ 1ZEH 7 7+ 270275 A (managed
access program, MAP) \OZ MA@k Th - 7=

AR T VA

Pebn I, BATHIR (28 ICBAT L. BT
I TR MAP NOBATO T E WG IXIEE
B D — R AN 4T L, MAP ~\ O 17 U fifi
F& S 7218, MAP NBAT L 7. EIMARRSL B 53k &
7ZIEZ MAP 23 U s Wil #13, ER &2 0
B OBBIZEIIMICEAT L,

Bl T, #RFIE 7 7 2R E, BRV 50
mg/ HEFF 721X BRV 200 mg/ HEfIZ1:1: 1D
THAELIZEN D AT BT,

4) HREOKRSE - ®#5HE

PERFEIL, BRV 25 mg B K U50mg D7 « )V A
a— MEE L7, #5813, BRV 50 mg/ H 721
200 mg/ H& L, BREmitgsEa<tIhn, #1d
NHEIN Y ToNRGENREINT, £z, W
FHIFEOREEZRE, EREIIECI3EREZ 1 B
2/, 1EbOHENFAEE DX ICHKE L
Too 722U, WEMBORKEIZIE, HBREZT 1
ElDOAEE LTz,

ik, HEHER, WA CHERINTNWS BRV O
RNBXORKD 1 HEGEICESWTGER L,

5) FHiiEHE

FEFHME H I, EEIE O 28 Hdb 7= OfEA
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PR - 62% 9% (202599 H)—

[F) S
111 27N == 7% 1361
- AN AE 8 i
c WERE AR A X HRERE 26
c 74 u—7 v TR 141
« ZOfh DM H 241

, _ 75 RE BRV 50 mg/ B&f | |BRV 200 mg/ BH&
M (E L LR R M (RS) 34 61 32 61 32l
LT R R (SS) 34 11 31 ¢ 32 {l
RO G EH (FAS) 33 Bl 31 ¥ 32 4

\ \ \ HEpehuk 560 (5.1%)
- HEES 361 (BEE 161
ST ER (52T ) 32 # 30 1 3141 DA I N1l 161 (75 1wHE)
(94.1%) (93.8%) (96.9%) - ZOfEoMh 161 (BRV 50 mg/ HEE)

BRV: 7U—=N"TF1¥ L

2 HAADOBEREHERK

RIEOIE DT Z 2 ARFTH T AP RE Lic, £
BRI H 1, VBRI 0B SR IERE D 50%
VZRYY =L — b (28 HbizV O FFIERIE
DIMBLEHAEID B 50% LA A U 7= 82 O EI5),
TG 0D 28 H d 7= 0 DFE SIS 0 8 %2 ]
O DA, TR O F I R E O &
(FERBETE, I XTCOTANARIE &L,
LEVEORIEL, ERERGRICHEBLLICEESF
% (Treatment-emergent adverse event ; TEAE),
HRIEOR G IEICE 5> 7 TEAE, HEELAHESR
%, BERERA(E (MKrosed, kb s,
RRAD), 12358 0EX, N F VYA v, (KE
SRR, MR RRRAE, (DHEURRES K OKSHIRRE
Dl 7e & & Uz,
EYBREDOFHIL, BRV O MR RE & L/,
6) HEEtEEIT
AT RIS EMZ AT D EBVER LT,
« A2 b EbT 5 M1 (Randomized Set ; RS) :
EAL I NI T X T OHERE
s BT 2L (Safety Set ; SS) :
ZbEh, BEREL 1B ERGS In-9 X T
DR
< K O M L % (Full Analysis Set ;
FAS) : ®fFafbXh, BEEx 1Rl kG
SINWHRE DS B, WEHEIC, BIEHER

DEFEHGEDRIET =% % 1 2 EFET 59X
TORERAE
- RERENETEE IS A U 7o S B B AR X 4 5

(PK-PPS ; Pharmacokinetic Per-Protocol

Set) : BRV O 5% 1 DL B2, #51E#H

F K ORHii nT 72 BRV O IAE s « e Iy

% 1 DL EAT 59X TofbE

AR ROMEIIEOFGTE TR U, AD#GET

SRR SS, R—Z T A YOEBREICONT
WX FAS 5 & U CIRGRINCER LTz, AER
TOERME, FIZ FAS 26212 EEHEH &
K OBIKRGHEIE H 2 ftffr U7=hs, HARABERE 136k
BRI <, FEBREtEIZ W T HAANER
CEITHMENEEZREIN T s >, et
PIMRE TSN U 7e s - Too B EFHEE H O BRV #
GREDT T AR DA RIL, B LT
BEE D 28 HdH 7=V OESFRIERE %, Lok
DR T N O TR BZER 7 — )V THE U Tz,
R EHIE B O R UIE O 28 H 72V O [ (F
[ DBIZ I & ORI, FERIZERCE i L
Too HEMEILSS ZXfH & Lo, AHEHELILICH
B = 3 H 35 28 (MedDRA : Medical Dictionary for
Regulatory Activities) version 18.1 T2 — Nt L,
TEAE % %'BE B K FHE K OFEARGERNCER L=,
AR CTEM U Z2MT — 213, FEEHRO R
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£1 HATOSWHR
; BB ILAE - BRI T
e o i % T
JLHEE K F IR A F | s R TR R b T fr i =
b pEst st 2 ) = 2 M g th || SR R R R AR i B 7
ALK RS | MR R R e A D M R A P TR HE
BRI C A A « MREEI 2 v 5 — F1 I B 8 | ARKR R 2 b R B ENL PNz )
e NES TS WMARE S | RRoEH 7)) =v 7R I 1
PEHTIE S b & % B || AN R RERE AN 2R E
PN NS R TS HEEBE|X<bpnWr)=vy B gl i
LR FRATEA | e B TE T B R A= e 2 ) = v o SFHET
IN=YNESTH T B SE | AT Z N ) = s VAN &
U AR PR BEA AL M| B RERE Y — W A
REATHEER Y Y — B2 5 | AWK T RREE M F 3
TlAvearyzha BbbWiz =y s | & 5| S Emb a5 —
TXLOESFZ ) =y s KAE B — | <) 7 T ERKHEE KA — 8
TMG H I EHE2 ¥ — HROK TE | BRI R — = A
BRERE Y — B BT | Mt a R oRbE JII I #E
w7 =y FRIE | BrEeies ) =y 15 2 e 1
M s )=y 2 Mo IE || TIER IR b R e AL
L RFHRERL W R FAMREbE KFEET
BIRbE fih B e A || B FEREK IR R TR v — ALREHE—
ENZRE R« PRBEIRIFIE 2 > 7 — R E | CALAEEEORIEAD LML )V =y o JFHE A
TE) B S I GEHK L,
B HURERR AR R
B DI XC O GRELIHE, FEiiHE, %8l AEEC26 (BEES, 7o balvliickshik

AR, BATHARD xR E Uiz, EWEhRElX
PK-PPS # %% & U, PK i o Mgk it

BT 5 IN-EBoR 58I, B5EOBE
O I EIHIRR & &2 A BRV EEE GHIE (H)
DEfFEEEEE L,

b 2

1) BEHEOANR (K2)

AaBRIE 2017 4 8 AN 5 2022 FF 6 HIzn )T,
HA, FE, 7408y, ¥4, B8, v UhHKR—
V, RU—y 70N HTCEBI N, HEANS
40 gk ss il (FR1), HARAHERE 111 Fl2
27 == 7%, 1361 (11.7%) 227 1) —
=V U, BAEAILI NI 98 Bk, 541
(5.1%) A ikBrZ AL, 9361 (94.9%) 2Vilba
w5 T Ulco ST R S LR OFIEIL, RS 298
B, SS A 97 B, FAS H96 #ITd -7z,

HAERL I NI HARABERE 8 HlD>H, 75
+ AR BEIZ 34 1, BRV 50 mg/ H #1232 #1, BRV
200 mg/ HEFIZ 32 BIEID e, &FICEH
55 THNE, 7Z AR 3261 (94.1%), BRV
50 mg/ HEEA 30 #11 (93.8%), BRV 200 mg/ H &
MN31H1 (96.9%) Th -7z, RBRFIIE, To7&

234 1%1), BRV 50 mg/ HEET2 6] (EHFZL,

ZDOMEAE 141), BRV 200 mg/ HEFT 1 4

(FEFZL) Th-7,
2) BEER

HRAPIRE DN =X 4 VIZETHBEE =

(SS) %ﬁ 2'A c:i—\“g—o qzi/;jfﬁ%&i 355 ﬁf% V)y
ZEAEDPERE (88 i,

90.7%) %19 kL Lk 65

AN T, TR AR SHECRETH -7, B
M (39 %, 40.2%) &tk B8 HI, 59.8%) KV
bV lsr 5Tz REDOFHEIL 60.8 kg, HEDF
PIE1L 162.7 cm, BMI OVl 22.9 kg/m* TH
D, HHGHHCEEThRREE Ch -7, £/, B
EFHEEHZFD ASM OO IR IE, 2 TEHD
H52.6%, ML DN47.4% Td - 7=, BRV 200 mg/
HEIZAEY2625%CHY, BRV 50 mg/ HEED
41.9%, 7 I EREED52.9% & i L CTHRFMIC
HEDED 5 T2,
ThdADEERM (FAS) #K2-BIZxRd, C
A AVEREIREOBEEEZH 3 2 H AR APSRE 1L
@6hﬁ#otoﬁ@%mﬁﬁf®fhﬁhﬁfﬁ
MoOFHE EERE) X 17.3 14.1) F, BIE
FlOFHEME BEHERAE) 1£18.6 (14.2) K Th
D, Wi IR TCOKGHCRARE Th -/, £



PR - 62% 9% (202599 H)—

F2 RX—2T7A VIKFIZBTHHAAFEREDBEE RE XTI A DR BEFRMESE

75 AR BRV 50 mg/ H#E | BRV 200 mg/ HEf ESBE N
(N=34) (N=31) (N=32) (N=97)
P F¥(E (SD) 35.3 (12.3) 35.9 (13.9) 35.4 (14.4) 35.5 (13.4)
" [CUAESTON 17-60 16-68 16-70 16-70
18 BELA T 3 (8.8 2 (6.5) 2 (6.3 7 (7.2
FinoE, n (%) 19 5% A _E 65 Ja A it 31 (91.2) 28 (90.3) 29 (90.6) 88 (90.7)
65 L 1 0 1 (3.2 1 (3.1 2 (21
Bt 10 (29.4) 12 (38.7) 17 (53.1) 39 (40.2)
FEAl, n O6) bk 24 (70.6) 19 (61.3) 15 (46.9) 58 (59.8)
&, cm SEE (SD) 161.0 ( 7.6) 161.9 ( 6.9) 165.3 ( 8.2) 162.7 ( 7.7)
AHE, kg SEHfiE (SD) 59.3 (13.5) 60.3 (12.0) 62.8 (14.2) 60.8 (13.2)
BMI, kg/m’ FfE (SD) 22.8 ( 4.5) 22.9 ( 4.0) 22.9 ( 4.5) 22.9 (4.3)
N—=Z 54 VD H 18 (52.9) 13 (41.9) 20 (62.5) 51 (52.6)
FEEFEEOMEM, n (%) | M 16 (47.1) 18 (58.1) 12 (37.5) 46 (47.4)
BMI : Body Mass Index, BRV : 71) —/N5 4% 4, SS : ZeVEMT O SR, SD : B (%
B. TANADEKEFYE, TAMAERBESEELIUCELHRM TANAREE (FAS)
75 AR BRV 50 mg/ H# |BRV 200 mg/ H## SR N
(N=33) (N=31) (N=32) (N=96)
MM (4F), T¥fE (SD) 15.5 (12.5) 17.7 (13.2) 18.8 (16.6) 17.3 (14.1)
FIEFH (4F), P(E (SD) 19.9 (14.5) 18.7 (14.3) 17.2 (14.2) 18.6 (14.2)
Bl CAD Al X OERERE, n (%) 33 (100) 31 (100) 32 (100) 96 (100)
FERRME 4 (12.1) 0 2 (6.3 6 (6.3
AP 24 (72.7) 26 (83.9) 23 (71.9) 73 (76.0)
RN 5 (15.2) 5 (16.1) 7 (21.9) 17 (17.7)
ST A AB I IERERE, n (%) 0 0 0 0
FERRIE (1) 33 (100) 31 (100) 32 (100) 96 (100)
N N EafR CRAERS) 2ME (A 24 (72.7) 18 (58.1) 20 (62.5) 62 (64.6)
(@/75)/”%%{/@” =, B (WMD) #(F (B 31 (93.9) 26 (83.9) 27 (84.4) 84 (87.5)
e ERREmRRERRRSE (IC 20 (60.6) 13 (41.9) 18 (56.3) 51 (53.1)
Ll zlE (1) 3 (9.1 1 (3.2 1 (3.2 5 (5.2)
BEAE D 28 HH7=D D | Fhfi 11.0 16.5 12.1 13.0
FERUFRIEIEL Q1, Q3) (6.0, 23.1) (6.5, 40.5) (8.6, 20.0) (7.1, 28.7)
IE— w1 | 0-1 11 (33.3) 9 (29.0) 11 (34.4) 31 (32.3)
ﬁ”@’%* (ASM) DR, |y 13 (39.4) 12 (38.7) 11 (34.4) 36 (37.5)
noave >5 9 (27.3) 10 (32.3) 10 (31.3) 29 (30.2)
1 AL O 33 (100) 31 (100) 32 (100) 96 (100)
HIWNTEE ¥ 14 (42.4) 8 (25.8) 16 (50.0) 38 (39.6)
Fay3I RN 10 (30.3) 13 (41.9) 8 (25.0) 31 (32.3)
SERN)FV 8 (24.2) 10 (32.3) 12 (37.5) 30 (31.3)
NG UINF I 5 (15.2) 4 (12.9) 3(9.4) 12 (12.5)
T A U 1 (3.0 5 (16.1) 6 (18.8) 12 (12.5)
- . VAV 27A=] /"l NURYIN 2 (6.1 4 (12.9) 5 (15.6) 11 (11.5)
T)fj; (ASMD™, 20N L 2 (6.1) 2 (6.5) 4 (12.5) 8 (8.3
0 NEST—h 2 (6.1 3 (9.7 2 (6.3) 7 (7.3)
VZH3I KN 1 (3.0 1 (3.2 3 (9.4 5 (5.2)
VAED = VAVN 2 (6.1 1(3.2) 1 (3.2 4 (4.2
T /NVEY —) 3 (9.1 1(3.2) 0 4 (4.2
HINR Y F 0 2 (6.5 0 2 (2.1
* I ZHIWNBE v 0 0 1 (3.2 1 (1.0
ZNVFT A 1 (3.0 0 0 1 (1.0

ASM : i CADAZIESE, BRV : 7 1) —/NF+4 % 4, FAS : ix KOS EM, Q: WUDAE, SD : (R 2

o ERDIIAETIC IR S, ARG Id P IE S T s ASM,

2 ABRPHIAIE SCTOF Y 5 XN T s ASM OARER L 7=,

T2 ML, TS b A VYT RUTL, TS M YHANYTIA, AT Y, B Ol =), ATF MY, TRV, TIVT ALY, LT =), T=
SUFU, b V=D, TV b, YV F—, RAT 2 b A VF )T A, T2 MY, RZXT 2= MV, ¥V M VIFEK, ESV N UREEN D,



PR - 62% 9% (202599 H)— 39 (599)
A. GAEHAROD 28 BéH -V OERARERED B. AEHPEOESRERKD
(%) T REICHTIHIE (%) (%) 50% L AR F—L—b (%)
30.0 32.3
30 30
20 20
14.5 12.1
10 10
0 0
BRV BRV 75 AR BRV BRV
50 mg/ HIH¥ 200 mg/ H¥ (N=33) 50 mg/ HH#f 200 mg/ HE
(N=31) (N=32) (N=31 (N=132)
C. AEHBEOERRERKBD D. AEHROREEREREDES
(%) BREAENSDREPE (%) (%) (FTRTOTALAFEER) (%)
40 33.4 10
30 30
21.2 21.3
20 20
10 10 o4
3.2
. N —— ]
VAR BRV BRV 75 AR BRV BRV
(N=233) 50 mg/ H#E 200 mg/ H#f (N=33) 50 mg/ H#E 200 mg/ H#E
(N=31 (N=32) (N=31) (N=32)

BRV : 70U —/N\F5+4% 4, FAS : i KO L 4L

B3 HAAGSREOHMERHN (FEHIEH & X O ELBIKEHIIEE) (FAS)

7z, INTOHARAEREIEATAD AL X OIE
fEfET, 906 (93.7%) AMEMEMED 5 WIEAH T
HY, ITRXCOBGHCHETH -7z, 2 TAd
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Abstract

Objectives: To evaluate the efficacy and safety of adjunctive brivaracetam (BRV) in a Japanese
subpopulation of Asian adult patients with uncontrolled focal seizures.

Methods: This was a multicenter, double-blind, placebo-controlled study conducted in Asian
countries (EP0083/NCT03083665). Patients were between 16 and 80 years of age with focal
seizures (including focal to bilateral tonic-clonic seizures) despite the use of one or two anti-
seizure medication. After an 8-week baseline period, subjects were randomized in a 1:1:1 ratio
to placebo, BRV 50 mg/day, or BRV 200 mg/day and entered a 12-week treatment period. The
primary endpoint was the percentage reduction over placebo in 28-day focal-onset seizure
frequency. Secondary endpoints included the 50% responder rate in focal-onset seizure
frequency during the treatment period.

Results: Of the 98 randomized Japanese subjects, 97 were included in the safety set (34 in the
placebo group, 31 in the BRV 50 mg/day group, and 32 in the BRV 200 mg/day group), and the
full analysis set was 96 (33, 31, and 32 subjects, respectively). Of the 98 patients, 5 (5.1%)
discontinued the study: 2 in the placebo group (1 each for adverse events and discontinuation
due to protocol deviation), 2 in the BRV 50 mg/day group (1 each for adverse events and other
reasons), and 1 in the BRV 200 mg/day group (adverse events). The percent reduction over
placebo in 28-day focal-onset seizure frequency in Japanese subjects was 14.5% in the BRV 50
mg/day group and 30.0% in the BRV 200 mg/day group compared to the placebo group.
Although statistical analysis was not performed due to the small number of subjects, both BRV
treatment groups showed a higher reduction than the placebo group. The 50% responder rate
was higher in the BRV 50 mg/day group (32.3%) and BRV 200 mg/day group (37.5%) than in the
placebo group (12.1%). Japanese subjects who experienced one or more treatment-emergent
adverse events (TEAEs) were 21 (67.7%) in the BRV 50 mg/day group , 27 (84.4%) in the BRV
200 mg/day group , and 22 (64.7%) in the placebo group. TEAEs that occurred in 10% or more
of Japanese subjects in any group were somnolence [6 (19.4%) in the BRV 50 mg/day group, 13
(40.6%) in the BRV 200 mg/day group, and 4 (11.8%) in the placebo group], dizziness [3 (9.7%),
6 (18.8%) and 0 subjects, respectively], headache [2 (6.5%), 4 (12.7%) and 2 (6.5%) subjects,
respectively], and nasopharyngitis [4 (12.9%), 6 (18.8%) and 5 (14.7%) subjects, respectively].
The incidence of serious adverse events or TEAEs leading to discontinuation was low in all
treatment groups, confirming the good tolerability of BRV.

Conclusions: In this study of adults with uncontrolled focal seizures (including focal to bilateral
tonic-clonic seizures), the efficacy and safety of BRV were demonstrated in the Japanese
population.

Key words: adjunctive therapy, anti-seizure medication, brivaracetam, double-blind placebo-
controlled study, focal seizure




