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1 AOFGEHENEM
T B SHRER] (n=132)
- “FafE (SD) 37.9 (14.9)
ol Hikfil (min, max) | 36.0 (16, 91)
17 & AR 1 (0.8
FEK, n (%) 17 1A 65 FA i 125 (94.7)
65 Lk 6 (4.5
5 oM 58 (43.9)
[0)
3, n 06 &b 74 (56.1)
5E FHfE (SD) 162.8 ( 8.1)
» o i (min, max) | 162.4 (141.7, 182.9)
FHfE (SD) 61.0 (13.5)
I ke PO (min, max) | 58.5 (40.1, 121.0)
) FIE (SD) 22.9 ( 4.4)
BML, kg/m FRPOLfE (min, max) | 21.6 (15.8, 40.2)

‘ “FIafE (SD) 17.1 (13.6)
R, F FfE (min, max) | 14.1 (0.2, 64.6)

. FI9E (SD) 20.8 (16.4)
RIEFEH, & FFYLE (min, max) 16.7 (0.0, 89.0)
B 28 HH2D O “FIafE (SD) 36.7 (185.7)
o> FEAEIRIH FFYLE (min, max) 9.5 (0.5, 2107.0)

0-1 42 (31.8)
HIVAED ASM* ¥, n (%) | 2-4 46 (34.8)
>5 44 (33.3)

ASM : FLCADAFIESEE ; BMI : body mass index ; SD : ZEHE(RZ= ;

min : §/ME 5 max ;i A(E

BB ETIC IR S, BRI IC XL S Tz ASM

UZco Fiz, BIEMBI O, KK 4E-B, @1
FOREZEORG 2 L,

5) FiEHE

KRB IC BT 5 R EGHEE H 1L, BRV O 5%
8L 2B FH FE L (Treatment-Emergent
Adverse Events, TEAEs) & L7-, 7=, ZoDfth
OGS LT, MRFIIRE, R4 LR
T, K& E OMRREBOLE Z 3 Lz, X
52, NA Y IVvH A, (KE 12F50EK
(ECG), HAPTE X Ot Aot 2 5 L 7o
BIRIMRHET H & U TR R E ORI 2 52 L7z, &F
IAEIC 3 5 28 HdH 72V OFERFRIERIB O
REXOVZARYY =L — b &L THERKD 50
LU NIz U7 OEIGIZOWT, Ffridba
NHBIT LI AARAL X OFEADRRE T,
EP0083 i "™ & 7213 N01358 sk r* (LA, a7
R ISR ABIEIIE S i L, EEssI N

HA A#EREClx, BRV #2570 8 JA[H & ik L <
B Uiz, 7o, 2fRE 2 x5 & U oh b
HAE LT, MR ESRIEE XTI RTO
FIFM (FERFEIE, 2MRME, DBERROTANA
FHE) e A EB IO 12 7 AL EWEALI-H
BEoEGaRE L L, BRRFEXOTXTOHRE
BUDE R U= 0B G2 F i L,

6) FEtRRIT AL

KB DOHKAY 7 7)) — T2 E T D~ 4%
M, IR0 BT L#BRE S L OAIBTA
RERICEEESEINI-HAAEREDS B, [FEH
HYBIZEA LT COHREEL, ZTDIb
BRV % 1 [P E# 5 X 7= # (Safety Set,
SS), X BICFHmEAMFICRIET - % 1 DL B
I 5 45%% (Full Analysis Set, FAS) #7E#% L7,
fEMT D7D, HBRED R IZE I N IR
(N01358 iBids K O EP0083 ikbR) % 2 7l e L
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®2 REEHE - BREOOFHEE

IH H SHEG (n=132)

JEAEBEME T Ao A ds K ONEERE 132 (100)

et 6 (4.5)

TADEBERSE, n (%) FEMEE: 104 (78.8)
N 22 (16.7)

BT A AoEs K OSEBERE 1 (0.8

EAZE (D) 132 (100)

Bk RERIE (1A 75 (56.8)

HEEEE (1A 39 (29.5)

AR/ BT RER (T A2) 33 (25.0)

BRI « Bl (1 A3) 15 (11.4)

FEER (T A4) 12 (9.1

N FIAPAY =) 0

TADARIFRGR"®, 0 06 SEREURESE (1B) 114 (86.4)
FEoaEiamE B AR IE (10) 68 (51.5)

EfEE (1) 4 (3.0

MIEZ(E (IID) 3 (23

SREERIEIE (IIE) 2 (1.5

SPEERRE () 2 (1.5

O FH S8 FH 148 132 (100)

HIWNNTEE 50 (37.9)

Sa%3I K 48 (36.4)

FERYF Y 40 (30.3)

NF R 28 (21.2)

NV Tafgr b )L 23 (17.4)

ARl N G 15 (11.4)

FETST— | 13 (9.8

BEBONAE ASMY, n (%) VARF T2y A 12 (9.
VA=VAL/ N 11 ( 8.3)

JVZH IR 9 (6.8

T /NVE Y — )b 8 (6.1)

7aFv/NA 7 (5.3)

Ty ITFIF 3(23)

HINR Y F v 2 (1.5)

F I ZHIWNEE 1 (0.8

TI)IRV 1 (0.8

ZNVFT A 1 (0.8

ASM : $LCAD AZEIESRE ; BMI : body mass index ; SD : FE# (R 7

a) AL 1981 FDTANAFRIEDEICH > TEE NI/, RRIEARERE Z A DA 2025 4
DU ENR L CREE L=,

b) #EREIX 1 DU LTI —ICh T v bEINTWB L H 5,

o) FEATHRERN HBAT L IR F LT R OB EREC, EEEE X NI R E I B SRR e 5
FCH-72 ASM & LT,

Too EEEGINIHERE O 3 7EHBIIARBKRE L HEfRZ (LAN, SD), whRfl, oIVl &KiE%
7o RMTES RIIBERIMGTEZ VW ORL, 27T B Ulce (IREBEIZ TR L 72 > 7=

HIWVEBIZOWTCUIFEABIR S L OEIGZR L, H# AFEWMEIZT—2H v A7 H (202346 H
MARIZOWCITHIEE DM &S LT, FfE, 1H) HEioT—9 %8s L, 7—9hv bt 7
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R3 TV=NSLy LARBRN
T H

2HER (n=132)

831.2 (545.4)
BRV&ZAZ, H P (min, max) | 676.5 (5, 2021)

MIRFEIIE, A 300.4

147.6 (43.7)
FhOfE (min, max) | 161.3 (47.4, 201.4)

156.8 (50.0)
FRfE (min, max) | 200.0 (25.0, 200.0)

BRV: 7 1) —=/NT &% 2 ; SD : BE#E(E7E ; min : ii/ME ; max : KB

BRV 1 H¥5 %, mg

BRV 1 HiH# 5 %, mg

(n=132) (n=127) (n=125) (n=118) (n=101)
Bz ()

n: B COBE S

RERBAIGAS X O3, 6, 9, 12 W AKSICKITS 1 HEEE (mg) OO ERT, FILE 25

N—t 74 (Q), hifl, BB /-y A (Q3) %L, OFIFE/IMES X O

Kz RS,

% 13~ 12 A AKSICE T DAMIZTNT 20 mg THY, 12 HEETIEPRiES X O
Q331 200mg T-HLTW3

3 FFHRERICE TS 7Y =T 1y LD 1 HiGmD 50

17 (753)

H DRI 3B 2 ik & 72358 7 L= 9Ba 3 o il
T — ZIIARFHEENIC &, Mgt ORBREIZE L
TWELDOKBEHIZHES L F— ¥ ZRITICH W,
REMOFHIIZ BN T, LTl 5 BT LR
#ix, 3 7HBROYIEE S ERIOEEZ RX—ZF 4
B L, BEEEHGERECZOWTEARABRTD
BRV #]EIHE G ERTOEZ X—ZF A Ve Lz,
FIFHE DN — 25 4 AL, il 58Tl
HSRE T, aT7RBON—2 5 4 VIR EEE:
SN2 HHIV OFIFHEE L, EESERHER

FIZOWTEARER T o BRV #)[a1#% 5-E R 8 HfiH]
DIRIEHE & Ulc, RRBRCIIRMT — ¥ ZHfised
9, wethtl X OHEMEOBITIFI LT — 4
THEML7ze BIERBOEHIZE NIRRT —%
DHHHEBRI LT,
TEVEMRITIE SS Xt 212N L, TEAE, &K
BAE (MEFERods, mgdb b, R,
INA YA v, (KE, 127 ECG, H{AFTH,
PR A TR L 7. TEAE IZ DWW T, 4
TEAE, HEEME 2 &E 72 TEAE, BRV & B b 1
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100
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SER | |
@704 .
= ; .
S 60+ s i | | !
s VFRA ORI &5 128 24nA 3658 1857 601 A
£ 90 wrommmr 8% 7% 69% 66% 62%
ST ’ ; i i ’
g Y
§ 30 1 —— LTFhaoMEICXAHIE (=132
& 20 A —— WETFHI XA (=132
10 4 HHFERICX LI (h=132)
odo  fIBYNF—¥
01 i i ‘ : ‘
T T T T T T T T T T i T T
0 6 12 18 24 30 36 42 48 54 60 66 72
wim (7 )
R () 0 12 24 36 48 60
k) 2 7R LR E 132 109* 64 44 22 11
ERE R K
WO 0 20 28 34 35 36
RN 0 5 9 10 11
HERER 0 5 6 6 6 6
127 HHOWT N OEBOF ) 2 7 %2 EEERE U108
1730 HEEFRL, abafkehombiadid s v M7 HICiTHE0 & L,
SS : Safety Set

4 Kaplan-Meier 12X 57 ) —N\F 1 ¥ 2O 5d 1k F COREEMME (SS)

YW X /- TEAE (BIfEA), BRV #& G-k
% - 7= TEAE, HEfE7: TEAE & X OEITEH % EH
L7z, TEAE I [ICH EHFEEREHFESE (MedDRA)
version 18.1] OHFEICIHESWTa— N L CHHE
L7z TEAE (%, BRV #J[nl# G- LAREIC R B L 7o
%, F7EBRV Y5 UREICEL Lo E RS
EEF LTz, ok, HEIEEAEE e TEAE - BIfEH
&, EOHEEEOIE 2T A2 REDOELR EE
# L, EEMRTEAEW, MUTFoWwdhs» 1EAL
FIZERM T A ICEE S ER L L, AaE
Bo9RAE, HEA IR bEE « HEAET S

F R E 13 RERE JRRICREL - D%
B, BEOEGZE,TUREENHY, hOE
¥ 7c TEAE % T893 % 72 DIZE S F 72 134 BHY
NAEET HRE D H 5 BELEFNHESR, 16
QCICHERED 20D AR E 723 AR O (7272
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Safety Set
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LT #Baid 63 41 (47.7%) Th -7,
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o WA OVFEER X 37.9 5% (HiPH : 16 ~ 91
) ThH, FEAEOHERE (1256, 94.7%)
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(56.8%) M EERFFRIE, 6861 (51.5%) MR
EAARERRRIEZ A LWz, Bkl
LCW#badr o> H8480 (39/75 6i) HyEE)
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ZOHEERGIN, RHEERS5 &S 100 mg/ H
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Abstract

Introduction: This trial evaluated long-term safety, tolerability, and maintenance of efficacy of
adjunctive brivaracetam (BRV) in Japanese patients aged = 16 years with focal-onset seizures.
Methods: Interim analysis and post-hoc analysis were performed using Japanese subgroup data
from EP0085 (NCT03250377), an open-label long-term follow-up trial of adjunctive BRV 50-200
mg/day conducted in Japanese and Chinese patients, to assess safety, tolerability, and
maintenance of efficacy in 12- and 24-month completers.

Results: At the data cut-off (June 1, 2023), 132 Japanese patients were enrolled; 96 (72.7%)
remained on treatment, and 36 (27.3%) had discontinued. A total of 101 patients completed 12
months of BRV, and 63 completed 24 months. Mean patient age was 37.9 years, with 74 (56.1%)
being female. Mean epilepsy duration was 17.1 years. Total BRV exposure amounted to 300.4
patient-years, and the mean daily and median modal doses were 147.6 mg and 156.8 mg/day,
respectively; dosing gradually increased and reached a median of 200 mg/day by Month 12.
Treatment-emergent adverse events (TEAEs) occurred in 122 patients (92.4%), and drug-
related TEAEs were reported in 40 (30.3%). TEAEs affecting = 2% of patients included
somnolence (14.4%), dizziness (4.5%), irritability (3.8%), ataxia (3.0%), decreased appetite
(3.0%), headache (2.3%), and nausea (2.3%). Serious TEAEs occurred in 23 patients (17.4%),
with those affecting = 2 patients being brain surgery (2.3%) and suicide attempt (1.5%). Serious
drug-related TEAEs were seen in three patients (2.3%): one patient who experienced vomiting,
dizziness, and headache, one who had cerebral infarction, and one who had a gallbladder polyp.
A total of 6 patients (4.5%) discontinued due to TEAEs; among these, somnolence and
irritability led to discontinuation in two patients each (1.5% each). Severe TEAEs were reported
in seven patients (5.3%), encompassing nine events: coronavirus infection, status epilepticus,
aspiration pneumonia, lumbar vertebral fracture, brain surgery, cerebral infarction, bacterial
gastroenteritis, uncontrolled diabetes, and suicide attempt (each 0.8%). Clinically significant
deviations from baseline values in hematology, biochemistry, urinalysis, vital signs, and ECG
were infrequent, with most individual findings having an incidence of less than 5%. For the
overall evaluation period, 12- and 24-month completers, median reductions in focal seizure
frequency per 28 days from baseline were 26.5%, 34.8%, and 38.9%, respectively; median 50%
responder rates were 36.4%, 40.0%, and 38.1%. Kaplan-Meier-estimated BRV retention rates
at 12, 24, 36, 48, and 60 months were 85%, 77%, 69%, 66%, and 62%, respectively. During the
evaluation period, 5.3% of patients achieved freedom from focal seizures and all seizure types.
Among those treated = 6 months, 12.3% were seizure-free for focal seizures and 11.5%
seizure-free for all seizure types; similar seizure freedom was maintained in patients treated =
12 and = 24 months (11.1%).

Conclusion: In this Japanese subgroup of EP0085, an open-label long-term adjunctive BRV
treatment demonstrated favorable safety, tolerability, and sustained efficacy in patients with
focal seizures, with effects maintained at 12 and 24 months. No new safety concerns unique to
Japanese patients were identified compared to mainly non-Asian populations previously treated
with BRV.

Key words: Anti-seizure medication; Brivaracetam; Efficacy; Focal-onset seizures; Japanese;
Long-term; Safety; Tolerability




