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B : 9V FO—VARRODESARIEEZETET T ADBATCAPARE ZRZITEmL -7
J—="NZ 4% 4 (BRV) PERFEEOBIKHABROMBREIY, BRATESERIZE T 2HERLD
PR 28 2 BRI K VG 5,

Hik  ARMHTE, BRAT YT A (16 ~ 80 %) % X412 BRV 50 mg/ H3 X U200 mg/ HDHER)
MBI OREMEEIMLU-LZERERO T EER T T A EE 3HAEB (EP0083/
NCT03083665) DAfEHRICED W TCHEN Lo, AbkiE, sHEBOBIEMHOE, #hEx 771
AHBE, BRV 50 mg/ A#E, BRV 200 mg/ HEZ 1:1:1 DR CEAEAIZE D AF), 12 BEOIEF
HEANEBITT BT YA U Th > to, 12 BEIEOFHT B F IZFED SN - iaBREER 5 RIZ R B L
7oA EES (Treatment-emergent adverse event ; TEAE), RERIESPIMEHV LK I N-AE
%% (drug-related TEAE ; BIfEH), 7256 TR % < BEINLEIEH TH % MRS X O1FH)
PDENIZDNT, FEILK & GIRRK 2B PN L7,

BwRBWREZ 1M LRSS INICHARAEREIZI7H THY (BRV 50 mg/ HEF : 31 4,
BRV 200 mg/ HEf : 3261, 7 ZwARH : 34 61, FHMLARI+ 1 4L o TEAE 23588 U 7= 6%k
i, %2061 (64.5%), 26 %1 (81.3%), 18%1 (52.9%) THV, EIfEMIE, % 8%l (25.8%),
1961 (59.4%), 56 (14.7%) TiR®» BNz, TEAE, EIfEfH & b2, 75 bAREEE LU BRV
50 mg/ H#E & L C, BRV 200 mg/ HEE CREERNE WA IZH > 72, L2 L, BRV 200
mg/ HEfZ &9, 3EAED TEAE B L URHWEHIZBRE THY, TEAEIZ X HHIEIET T 1R
I XU BRV 200 mg/ HEEDK 1 #ITH -7z, TEAE & X CEIEFHORBRIL, 181K
m<, &2 AR U7z, TEAE B XUEIEHOEREIL, WINOGREE SR 28 U
T—ETHY, KEREHIAD SN, -7z, BRVIEEHRHE COMEIRE X F#EHE0 0
BITER G, SO REL, BRI 4 BUBEORBUIFED 5N, FEIED ORI L -
DEFITXRTHELHETH - 7=,

R - AHEMNT O&E, BRV 54 11X TEAE REITEH (HIRES L OVFEIED F VW& Eir)
DRURNROELS, ZORIIBD T2 E0RBIN/-, F72, BRV 200 mg/ H#ETlX BRV
50 mg/ HFE X7 T RECXVEIEHOREBEN SN 7o), BEAENRETHY,
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7 1) —/NZ 4% 2 (brivaracetam ; BRV) 1%, L
NF T8 LK< FHOP T AN AFRIFEE (anti-
seizure medication ; ASM) TH Y, MDY F 7
ZNREY VX EH 2A ITEm OB & - TRE &
5V o, WREHBROEHENNETHY, JHHE
REDN ST BICIAZBGTE 5 &0 D FRIKIVEE
HEhaT 5%,

BRV I, >KE, BMICiz, &P @E, (5
LW 7 VT EIEER GUHALE TR I N TN
bo RITIL, HEEDES (B59) TA»ARIE
EHTHHAANZGLT T ABEENRE LE
(X A = S S SN AGR A il el &N
(EP0083/NCT03083665) 1= &Y, BRV ffHEEN
RIFRIE O B & Rifls e 7T a7 v 4y
R Y EDEREI N, EHIC, HAREAND
ALY, BRVFEOEANL [TA»A
BEDEH»RIF (CRE2BILRIFE &) | &
JEREE U, 2024 48 6 AIZ&ZE I N,

—IZ, FEEZIIFER ORGSR EDL HIEHE
B 2EITDO > TRAET LD, REOFEES
L ORBRHYe, REEREIC S BREO B e &
TS 2 EE, BRNICEEORRZ5-Z 5,
BZIE, BEIHZED XD EEELIRET S
Dh, ZNORFEHEE EHIZEDX S IZHBT 5D
, XHITIIEEERINICH - 2 G FEL KB 5
NI T 52 ETC, BENDOMHY) oG RmIRH
R, VRIS D HIRHEZ B YIRS 5 2 EAva]
L nY, £/, BRICLAE=ZY Y V7 DR
EELTCHEETHY, FEFLZORBMENZEE
L7eh 6, KVERM Btz ietd 52 &I
baAG59 5,

ASM (2, IR T, FEMED LW EDHHK
FRERICBEE L oA EFEL 25 | X Z I etEn d
N2, IO DOFELIZHEFODEERLESE DA
DEIZHEZ 52520557, ZDics, %<
D ASM Tid, ZNoDOHERELZDOBEBZRI T 5
HIT, #&5-PIAREC A & % BPER IZ N & 8 2
WEZERHZEDN N THBE, LL, Z0D
JIER, BFEELO M RTINS0 AE MO
fifi, EHICHEFZOMLBZEST L2 L2 <
TELEGENDHDY,
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—7, INFTICEBEI NI BRV DK
TlE, BEHAEISLEELICKEEIBL WS-

b, WX ELZITHZ Lkl Bethoi
i’ GECTH 5, 2 C, BRV DFffli i et~
07y ANVaEHiiTAZ ExHNIZ, TVTABX
VIET VT ANTORANTANABEZSE E LI
IRRBR DB AT 2 ke U 7= F5 0, PR R IR
HUI-AEELOKLITEEOWIABRE CRELT 5
e EOHRANEHNIYY

Zlal, HRABETOREOHEHANLON L 0%
WRT B0, 7TV 7 Naextg s LRk
(EP0083/NCT03083665) D H A A 4> 4 [ % %f 5
ELT, FRMNT 2 E ML,

d, CADAFIEICBEES 5 HGEIZ 2017 49
R SE X, 2025 " 12 ENTHhN
A%, BRV ORGSR G X 3 72 R o /i €
HV, 7)) —=NFt¥ LORMTEE, 1981 FD
TADAFIESEY Il - (RSN TWS, K
R ClE, #ISICBEd HaL#iZ R & 2025 F O3 EIC
e AN A

R EHE

1) HRTHYA > EXRER

KRBRL, oV hO—VAROESEREEZET S
TIOTADEANTADALEBEZRNRIZFEEL -
BRV {f AL DERIKGARCH 5, sl T V1 13,
Al iiE, “EEHR, EEAL, 7T R,
WATHERIEBRCTH Y, BRV 2 & (50 mg/ HEk K
08200 mg/ H) DA &LV % H i) &
UCEM Uiz, AFBROXG &5k ORI REIC #
HELTNWAH=D?, UMM EZRT,

RABROXHIE, ASM 1Al E 72132 AOOFHIC
b6 TERIIE (EREhm AR E R RS
Talr) AT A 16 LS TOTA»A
BETHY, 8HEBEOBEMIHIZ 8 [BILL LD R
FIE, BIEWIMIC 488 H7-0 2 [ILL OS5
fE, Visit 1l (27 V) —=vZ7W) £TO3HAMIC
1A A0 2 B, EOESIIE (B i 58
ERERREIEE &) DROONIBETH -7,

S A DBIZHARIK T8, #%EI1LT T AR
BRV 50 mg/ HEf £ 72132 BRV 200 mg/ HEEIZ 1:1:1
D TE|IEAIZEI VST BNT-, 2Dk, 12 H[H
OIGELAME, 4 BEORELE, 2 BHEO%EBIZEIN



BT Lo, 7ok, Rkl 555 (EP0085/
NCT03250377) £ 3 EM T 72T 077 A
(managed access program : MAP) TCiaE% ki
LR, RIS T IR ISR ATIOIRE (2 JETED)
IZBAT L7c. BRV I, BPE /eI Em e <Bltc I N,
HREPHCIIEBREL 1LH 20, 1RV DOHE
NEFEEIRDEDITHRG L,

AR DFE N2 FE L Tl International Council for
Harmonisation Good Clinical Practice (GCP), HA
D GCP B LU v FEF O MIELE A % 25F
L, &gk O EAZRAa CHRMHEOREZ
2, ABRICSIU-2EE S U <IQEREEAD
HXFICKHEBZRIF LT,

2) BRI

AfRITIL, Lt 2% (Safety Set ;
SS) THME L7z, SS DEFKIE, WIns DI
ICEER b N, B%#EZ 1R EERS SN
TO#ERFE & LT,

12 EE OFHEIE FIZ D 5N T OEL D
FEREHWRERZ, FHEIE2EE X 0BG TR
L7

TR S RICRBL L - EFES (Treatment-

emergent adverse event ; TEAE)

RBEEBE DL Y Ll /- TEAE (Drug-

related TEAE ; &IfEA)

* IR ORITEH

- FEMED VORI

IR S IFE D F U d, ABBRO B ARANEMICE
W BRV VR RIREC 5% L0 EICHBLL 7 &I C
HBHY ZENBER U, BRI RIE, £E
C TEAE X7 3IEH 2 268 L - & ol & &
EFeLle —7, BIOHFEFREKIL, #HT TEAE
FFEIERZ I U, F23 k6 L -5k
FZOEGEEFR LI, T XTCOBEP O T, £
THBRIZS I L Tz 5Bk & L7z, TEAE
IZXAFEGFIEDEIGIZONWTS, FHlAR2AE
KOBEPNZRHI Uz F72, HIREFEED D
BTN BLT 5 F T DR & FHmRTH I [ A
s N EIE BEHE U 7=,

Ik, REHTIIERMTICHY, HRAERE X
HEFIE D Vi<, BEBRETEICE W THARALMICE
AN EBEINTWed T/, Hat¥m
BUE L FEME L 72 - 7o,
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1) BEER BLURRBB2EOFEMN - &
2HER

HAABSREDBRFEE R b ICEES R, X
OB 2 E 0 F M « BEMEORKRIZONT
W, BEICHE L TWbD?, MFICHEZRT,
BERIED 1B EOF S %% 7z H AR AR E
97BN SSICEEFNT. NWRIE, 77 AREE3M
%1, BRV 50 mg/ HEf 31 %, BRV 200 mg/ HHf 32
BICTh -7 VPR (BHERZE LITE) &, 7
Z 2 ARBEC35.3 (12.3) %, BRV 50 mg/ H# T
35.9 (13.9) %, BRV 200 mg/ HEET 35.4 (14.4)
KCTHOEGHETIRIERETH -2, £z, 2K
ELTCTHEME 394, 40.2%) » it (58 6, 59.8
%) XD LPIRWEBIZH > 7o. EIEALER S TO
TAD AR OPHEE RS X, 7ok
ABET15.1 (12.4) 4, BRV 50 mg/ H # T 17.7
(13.2) 4, BRV 200 mg/ HEET 18.8 (16.6) T
HV, FIEFEOVFIMHEIL, %207 (15.1) F
18.7 (14.3) 4F, 17.2 (14.2) 4£THV, TAL A
DOFEBFECEL CHITXTCORER CRIRE T
HoT7

B DRI T, 28 Hdb 7oV O SFEIE R
D7 Z AR 2%, BRV 50 mg/ HEE
723 14.5%, BRV 200 mg/ HE¥230.0% TH Y, #
BB RN TN T DR HRIT X 5N L 72 - 7208,
WIIN O BRV H5BETH 77 AR & R L O
WRMNENT EDIRREINT, FTz, REHMOE
SREERR D 50% L ZAE VY —L— b, T5+&
A (12.1%) XY 3 BRV 50 mg/ HEE (32.3%)
¥ K T'BRV 200 mg/ HEF (37.5%) TEd -7,
W OFHE T, wRERSRICIEN LD
TEAE 233881 U 7- #5413, BRV 50 mg/ HEET 21
Bl (67.7%), BRV 200 mg/ H#FT 27 4 (84.4%),
TR EET 2206 64.7%) ThHoTo WM
DEET10% L, EicA S5 7- TEAE I, iR [BRV
50 mg/ H#&E : 6 6 (19.4%), BRV 200 mg/ HEE :
1361 (40.6%), 75w ARE 46 (11.8%)]1, ¥#
BEHE W 361 (9.7%), 641 (18.8%), 0B,
JH O (26 6.5 %), 4% (125 %), 3 %1 (8.8
%) ], SUHEE% (461 (12.9%), 6% (18.8%), 5
Bl (14.7%)] Tdh -7-, EE /e TEAE R L5-H1k
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A. TEAE @ B. BlEE®D C. {BERDEIER D D. ZEEHEVDEHERAD
(%) RERLEEE (%) RERLEEE (%) RERLEEE (%) RERLEEE
100 100 100 100
52.9 64.5 81.3
80 80 80 80
14.7 25.8 59.4
/3.2
60 60 =31 50 60
2.9
11.8 19.4 37.5
40 40 40 40
65.6
1.
B 39 96.3 0 6.5 15.6
20 41.2 20 ‘ 20 59 37.5 20
2.9
Y 122.6
11.8 1.8 |61 3.2 |15.6
0 0 0 o0 3.2
75w BRV BRV AR i BRV BRV AR BRV BRV A AL BRV BRV
(n=34) 50 mg/H#E 200 mg/ H (n=34) 50 mg/HE 200 mg/H# (n=34) 50 mg/H# 200 mg/H (n=34) 50 mg/H#E 200 mg/ H
(n=31) (n=232) (n=31) (n=232) (n=31) (n=32) (n=31) (n=232)
ORE OhEE mEE
BRV: 71)—/N5+ % 2, TEAE : GBS G2 IC L L - A EHS

X1

IZ% 5 72 TEAE OFBLE &G IZ W ITNo&E 5 TH
€<, BRV O RAIFBEMEDHRI NI,

2) TEAE & K UVBHERDEEE

SR, 14 o TEAE 23368 L7z HAA
BB 3513, BRV 50 mg/ H #F T 20 #1 (64.5%),
BRV 200 mg/ HH#ET 26 il (81.3%), 7 F A
T18%1 (52.9%) Th -7 (B1-A), ZDH b,
&l /F A 1%, BRV 50 mg/ H Bf T 8 il (25.8 %),
BRV 200 mg/ HEF T 19 %1 (59.4%), 7 F A E
T5% (14.7%) TH-7- (K1-B), TEAE, EIfF
HEbiz, 77vARHE XU BRV 50 mg/ HEE &L
2 LC, BRV 200 mg/ HEECRILEN EWERIZ
otz 1FEAED TEAE & X OEIfE R O HAEE
FBRETHY, WINOBEEHCLEEEIEED
BITERIZRRD b -7z, Tads, HIEENEE L
HEREG - @A, @% 0 HEAEOIEE % 151
LREODFELEER LI,

AR, AR OEITEH A BRV 50 mg/ HEEC
6 % (19.4 %), BRV 200 mg/ H # T 12 # (37.5
%), 7T7EAREETLH 11.8%) IZEHHN, 7
Z L AREER XU BRV 50 mg/ HEE &L H#E LT, BRV
200 mg/ HHETEWHEHEIZH - 7= (K 1-C), FE)

12 A OFHIIRE A 12 363 U 72 FAE B O TEAE « BIfFH OZRBEK

D FEWOEITERAIL, BRV50mg/ HEET 261 (6.5
%), BRV 200 mg/ HET5 %] (15.6%) IZi&HH
N, 79 ABCEE DN, -7 (B1-D),
HIRF X OVFEN D LV DEIFAIL, 1F& A EHD B
THY, TEEORIEMIZ BRV 50 mg/ HEETD%
161 (3.2%) OATH-7- (B1-C, D),

3) SARITD TEAE DRIAXR &L HRE

TEAE OZRHIE, WINOBERFGE 1 E &
%<, H1ETORBEKILBRV 50 mg/ HEET 11
%l (35.5%), BRV 200 mg/ H#T 17 %11 (53.1%),
T eREET6H (17.6%) Th -7, BRVEHE
HiFED TEAE OFBRIE, F2HBIZHAD L (%,
29.0%, 9.4%), ToHEbE2IZEHDL L (K
2-A),

TEAE O H K O #ipf X, BRV 50 mg/ HEET
323% GE11ELV128) »H554.8% (F2k
XO'3#), BRV 200 mg/ HEFT 43.8% (5 2 4)
"5 65.6% (BB4H), 7T7RET17.6% (F1
H) 5 344% CBekXU12H) THY, W
NOWEFRLFHIMRZE U C—EThh, K&k
BENIFRD BN -2 (K 2-B),
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00 g 531 548  54.8
50 | [] 46.9 184

43.8

40

29.4
30

17.6

H

20

10

O75tAEE (n=234)
OBRV 50 mg/HEE (n=31)
EBRV 200 mg/HE (n=32)

613 64.5
58.1 58.1

54.8
48.4

51.6

41.9

R
N

31.3 31.3

28.1
21.9

LAk 134 2K 3 434 5 K

BRV: 7YV —n"F+x% L, TEAE : i8R GHRICEBL B EFL

6 1

74 8 K 94 10 4 11,4 12,8

K2 510D TEAE ORIIEK & AHRE

4) BRI TORWERDRIAE L FRE

BIfER OB, BRVIEHEHECHE 1 EN KD S
<, HB1HETORBEERILBRV 50 mg/ HEEA 5
(16.1%), BRV 200 mg/ H#EA 15 6 (46.9%) T
Holze —H, 7T REEORBRIL, FHMLE %
WU TC—ETH-7z, BRV IGEMEEDOEITEH D%
BRIL, BB RKE<EHAL (% 3.2%, 3.1
%), ZOEIHEMAZE L C—EE R, TTx
AR BD T IGEREH CRUERICKRZ IENITADS

nizhr-7 (E3-A),

BI{EH OA KR OHPA L, BRV 50 mg/ HEET
129% (568, 106X 11#) 75 226% (%53
M5 638), BRV 200 mg/ HEFTC 34.4% (55 2 38)
"5 40.6% BE30658), 7T RET0% B
1) »594% (GF7, 8 11BXV128) THh
D, W OIRERE S FHEE 28 U Cifla—E T
H, KREBREHIRDONLH) -7 (B 3-B),
F7-, FRMM A A @ U T, BIEROE KR,
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50 46.9

40.6 40.6 40.6

40 34.4

30
25.8 22.6 22.6

22.6) 22.6

20 16.1

|

16.1

1
[

4.

|

6.3

1

10 6.3

[

6.3

[

6.1

[

38.7

\‘|j

=

8K 9 10 114 12 38

38.7 38.7 38.7 38.7 38.7 38.7

19.4

il

19.4
12.9

il -

12.9 12.9 16.1

il

KN 134 25 3H 434 5K

BRV: 7V —=n"F+1% L

6

74 8 H 94 10 4 11,48 12,8

X3 EHOEIEROFEE AR

BRV 50 mg/ HE & L L C BRV 200 mg/ H#TC
EWERIZH - 72 (’3-B)s

5) ZBTOMEROEIERADRIREK &L BHRE

IR O&IEMA I, BRV IGFEMAE CIIE 1 81K
%< B L7 (BRV 50 mg/ HEf : 12.9%, BRV
200 mg/ HEE : 28.1%), 7=, 5 48L%E BRV
BIEEEECHEIROEIEH ORIUIZED 5N ish > 1=
(E 4-A),

HEIROBIERA OHHREIL, WINOEERECHEF

iz @ CC—ETh, KX LZHIEDLN
I > 7= (R 4-B), aHAliE %8 U C, BRV 50
mg/ HEE O IR O A% 1L, BRV 200 mg/ HEE &
i U TRWEENC H Y, B 128 TIET 7 v R
EFRIEETH -7 (BRV 50 mg/ HEE :12.9%,
LA 12.5%) (K4-B),

Hal 500 & IR O EIEH 23568 5 & € o k]
(ki) 1%, BRV 50 mg/ HEf (n=6), BRV 200
mg/ HEE (n=12), 75 tAl h=4) T, *h
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BRV: 7V —=n"F+1% L

(%) A FER=E
100 O77tA#E (h=234)
90 OBRV 50 mg/HAF (n=31)
EBRV 200 mg/H#F (n=32)
80
70
60
50
10 37.5
3.1 3.1 3.1
[1 [1 [1
54 6 738 8 9 10 58 11,8 12 38
(%) B.FR/X
100
90
80
70
60
50
10 375
344 344 344 993 393 393 393 393 323 323
20 28.1
25.0
yo | 194 1940 1948 194 .
114 12.9 16.1 i 12.9 12.9 12.9 1298, 512~9
9.4 9.4 9.4 :
10 H sol M 63 [ 63 ] 63 H HH 6.3 [ 6.3 HH HH
0 < TN TN i
k18 28 38 48 58 658 738 88 9@ 108 118 1258

4 BHOEROENEROFBE & AR

ZN15H, 05H, 36.0 HTdh -7 CFHE,
%5.2H, 41H, 39.8H), £/, FEMMAMMAIC
EHIR O EITE A AN BIE U7z &3 L7-E 41, BRV
50 mg/ HEETC 261 (33.3%), BRV 200 mg/ H#ET
361 (25.0%), 7FEARET1IH (25.0%) Tdh-
72

6) FBETOEZEHEHETVDEIERDORIRKLA

FEIED £V ORITEAE, BRVAFWEECH 1

HIZ 3B L (BRV 50 mg/ HEE : 6.5%, BRV 200
mg/ HEE 1 15.6%), 75 ARBETORRIIEDH
nen -7 (B5-A), AHREIL, BRVIBHEMEET
KZE#HIZ DN, -7- (B5-B),

HIEEE G- S F B £V ORITER AR T 5 &
TOMM (p5fE) &, BRV50mg/ HE (h=
2), BRV 200 mg/ H# (n=5) C, ZNE10.5
H, 00HTH -7 (CFHEE, %05H, 0.2
H)o 7=, SRS IFEEINED £\ OEIERH A
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(%) A.FBXR

100
90
80
70
60
50
40
30
20

10

O77vAE (n=34)
OBRV 50 mg/HAF (n=31)
EBRV 200 mg/H#f (n=232)

P}

s
=
I
s

70

60

50

40

30

20

10

158

25 3H 435

B

BRV: 7V —=n"F+1% L

s
s

12

&
B

10 11

5

b ‘6-5

3.23.2 3.23.2 3.23.2

74

s

94 10 4 11,48 12,8

5 EBIOFEIED L OF]

[ U7 & L-#41%, BRV 50 mg/ HEFC 1
% (50.0%), BRV 200 mg/ HE T 4 %1 (80.0%)
f@o 71::0

7) TEAE [C& 1k

MR R TEAE 2 & A ikid, HAA#ER
FTCE 2 plicBlEInNc, 1IE7 7 eREET, B
2 MITKERIFICE D E G2 HIE Lz, o 16l
BRV 200 mg/ H#E T, ZH5BICHRIHMEIC XD &K
Hamik Uz, ZOERNE, #5862~ 6 7 HHIZ

TR DI & A

SRBHEOFERLEZRE L, HIEEREHEETDH
D, wEEEEBEEH Y KT S NI, BREDS
LA DML E 72 < 885 72 HBIZEIE L, 7
B, HAABERE T, RS KOFEHED LN T
Rz il U IERNEER D I en - 1o,

Z

RERBNTIE, HAANIET S BRVESGEROE
FHRZUIHETLIMAZGLZE2HNELT, TV

£



T ANDBATADABEEENS E Lz BRV Of
EOWERABROFERE AW CERE LIz, ZDRE,
BIEBIIRTRIC BT 5 TEAE & X CMHEIR I E) i
DENVEELEWEHDIZE AENRETHY, K
DONEEE 1 BICRH L2 E0He Nl 5T,
F72, BRV#GhikIi2E 572 TEAE 12 1 flO&A T
Hotze BEAEHTOING DOFERIE, RikBo
SHREROFERY EEEOHERTH - 7=,

S Z BRV #5212 78381 U 7= TEAE D%
BHRIZOWTC, BRV 50 mg/ HEETlX BRV 200 mg/
HEE X DWW EMR R S Nz, BIFFRIZEL T
FEkEDMEAI A A H N7z, LA L, BRV 50 mg/ HEE
EFERIZ, BRV 200 mg/ H B CHE X N 7-EI1EH
DIFEAENRETHY, EEEHBIN5EIFA
BHMEI NG T ZOFERNS, BRVIZK S
BlTEH ORIUI BRI TH 2RI VRR I N
200, BEMICELTRARBSENWEEX
57,

BRV #: 5% @ TEAE & X O'EI{EFH O3 Il 3 3%
B BT CIE, & BITTREYLEIC R D % < B
L, B2 B8UBTRDT 22 E2VRE NIz, TEAE
13, B2 BLIBED G IR A T, BIFE
RIZBELTiL, 22 BT 2GED BN, %
DFBIZNTNOBRBEFIZ B W) T ORI IR R A M
THRERE R 5T 2D END, B BRV #45
PG I IZEIEH O Z BRI T EE % 3D LD
v, HIEML SR B E AN OWIHED D +5r T tE i ik
AT ZERDTCEETHDH EEZ BN,

Kk H A AEMIZB W T BRV Tikdb % < @
HANTRITERIE, BIREXOCFHEDENTH
N, ZoMENEEEENY ERETH D, K,
727 ANEHE BN CHRFEOREREIRIN TN
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Abstract

Objectives: A post hoc analysis was conducted to assess the time course of treatment-emergent
adverse events in the Japanese subpopulation based on the results of a clinical trial of adjunctive
brivaracetam (BRV) treatment in adult Asian patients with uncontrolled focal seizures.

Methods: This analysis was based on the results of a multicenter, double-blind, placebo-controlled
Phase 3 trial (EP0083/NCT03083665) evaluating the efficacy and safety of BRV at doses of 50 mg/day
and 200 mg/day in patients aged 16 to 80 years. Following an 8-week baseline period, participants
were randomized 1:1:1 to placebo, BRV 50 mg/day, or BRV 200 mg/day and entered a 12-week
treatment period. During the 12-week evaluation period, treatment-emergent adverse events
(TEAEs), drug-related TEAEs, and drug-related somnolence and dizziness (which were the most
common drug-related TEAEs) were assessed on a weekly basis in terms of incidence and prevalence.
Results: A total of 97 Japanese patients received at least one dose of the study drug (BRV 50 mg/day
group: 31 patients; BRV 200 mg/day group: 32 patients; placebo group: 34 patients). The number of
patients who experienced at least one TEAE during the evaluation period was 20 (64.5%), 26 (81.3%),
and 18 (52.9%) in the BRV 50 mg/day, BRV 200 mg/day, and placebo groups, respectively. Drug-
related TEAEs were observed in 8 (25.8%), 19 (59.4%), and 5 (14.7%) patients, respectively. The
incidence of TEAEs and drug-related TEAEs tended to be higher in the BRV 200 mg/day group
compared to the placebo and BRV 50 mg/day groups. However, the majority of TEAEs and drug-
related TEAEs were mild, and TEAEs leading to discontinuation occurred in only one patient each in
the placebo and BRV 200 mg/day groups. The incidence of TEAEs and drug-related TEAEs was
highest in week 1 and declined thereafter. The prevalence of TEAEs and drug-related TEAEs
remained stable throughout the evaluation period across all treatment groups, with no substantial
fluctuations. Drug-related somnolence and dizziness in both BRV treatment groups appeared early in
the treatment phase. The onset of somnolence was no longer observed after week 4, while dizziness
only occurred within the first week of treatment.

Conclusions: The results suggested that the incidences of TEAEs and drug-related TEAEs including
somnolence and dizziness were highest in the first week of BRV administration, declining thereafter.
Although the incidence of drug-related TEAEs was higher in the BRV 200 mg/day group compared to
the BRV 50 mg/day and placebo groups, most events were mild, and TEAEs leading to discontinuation
were infrequent. These findings confirm that BRV exhibits a favorable tolerability profile in Japanese
patients.
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