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Ove rview Incidence of drug-related dizziness by week of treatment
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» Brivaracetam (BRV) is indicated for mono- and adjunctive therapy for focal-onset @ QU ESTION ﬁﬁ INVESTIGATION E\c, 10.8 10.8
(partial-onset) seizures (FOS) in patients =1 month of age in the United States, and for _ _ _ _ _ _ _ _ _ % 104 ,,m%° 8.7
adjunctive therapy in patients >2 years of age in the European Union.!2 What is the time course of treatment-emergent adverse events (TEAEs) in adult Asian A post hoc analysis of a Phase III, randomized, double-blind, placebo-controlled trial (EP0083; NCT03083665) evaluating BRV 50 mg/day and g - |
. In Japan, BRV was recently approved for mono- and adjunctive therapy for FOS with or without patients with focal-onset seizures (FOS) during adjunctive brivaracetam (BRV) treatment? 200 mg/day in adult patients (=16-80 years of age) with FOS with or without secondary generalization. The time course of TEAEs, including I 20 07 03

o
]

secondary generalization in adult patients (aged >15 years).3# drug-related somnolence and dizziness, was assessed over the 12-week treatment period.
+ In the Asia-Pacific region, BRV is approved in the Province of Taiwan for mono-and adjunctive
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therapy for FOS in patients aged 24 years (intravenous formulation approved in adults 216 N= 149 151 148 299 149 151 148 299 148 150 146 296 146 150 146 296 142 150 144 294 142 150 144 294 142 149 142 291 142 149 142 291 141 148 142 290 140 148 141 289 140 148 141 289 140 148 141 289 138 147 141 288
years). BRV is not available in Thailand, China Mainland, the Philippines, Malaysia, or Singapore. O\ RESU LTS Prevalence of drug-related dizziness by week of treatment
» A Phase III clinical trial (EP0O083) found adjunctive BRV to be efficacious and well tolerated in - ; - - . - : . - B}
Asian patients with FOS.(5 ) ! Incidence of drug-related TEAEs by week of treatment | Discontinuation of trial drug due to TEAEs - Resolved outcomes during the 12-week treatment period 20 Placebo WBRV 50 mg/day ®BRV 200 mg/day = BRV all
- izzi - 40 - w ' » ] . } - S
Somnoler_mce and c_Ilzzmess were the most common tr_eatment emergent a_cIverse events Placebo  WBRV 50 mg/day  mBRV 200 mg/day Sl | | ® Drug-related somnolence @ Drug-related dizziness < g w08
(TEAESs); in all patients on BRV, somnolence and dizziness were reported in 14.4% and | | T n=8/11 2101 ;RS B
. . 3 3 . 0 - o : )
12.7% of patients, respectively. | | 3.4% 1.3% 2.7% 2.0% | Placebo _ 5 0% n=3/4 5, y 2.02 04.13.0 1_42.7343.0 14 28 14 28 2.8. 2 2.8 2.1
« In clinical trials, TEAEs are usually reported for the full treatment period. ;\3 i § : o . : [ | | :j = :j Sk 4 Y Y
« To guide clinician monitoring and patient expectations, it is beneficial to know the time course :g | BRV 50 mg/day G, 7. n=10/14 Overall Week 1 Week 2 Week 3 Week 4 Week 5 Week 6 Week 7 Week 8 Week 9 Week 10 Week 11 Week 12
Of TEAE occurrence. .g 20 - i Placebo BRV 50 mg/day BRV 200 mg/day BRV a" ; 90.9% n=10/11 N= 149151148299 149 151148299 148 150 146 206 146 150 146 206 142 150 144 294 142 150 144 294 142 149 142 291 142 149 142 291 141148 142290 140 148 141289 140 148 141289 140 148 141 289 138 147 141 288
. . ! : .27/0 = .
BRV treatment, before habituating over several weeks.® ] 3 l | 3 BRV 200 mg/day RN ~ 9.5% [N=148], and 8.0% [N=299] for patients on placebo, BRV 50 mg/day, BRV 200 mg/day, and
i 1 i — n=15/16 BRYV all, respectively). No patients reported severe drug-related dizziness.
Obijective Il X 0 _ I G 0% n=26/41 - For patients on placebo, BRV 50 mg/day, BRV 200 mg/day, and BRV all, respectively, the mean time
J _ _ 0 - overall | Week 1 Week 2 | Week 3 Weck 4 Weoek 5 W' 6 W :7 "W :8 ' W.jk9 " Week 10 W k11|W-_-_|k - | All within All within | BRV all 92.6% n=25/27 from administration to first onset of drug-related dizziness was 2.8, 1.6, 0.3, and 0.9 days (median:
. To_ assess the tlme course of TEAE_s ovc_erall and the most frequently reported TEAEs in adult vera ee ee ee ee ee ee ee ee ee ee ee ee § weeks 1-8 weeks 1-5 | 1.5, 0.0, 0.0, and 0.0 days; n=4, 11, 16, 27, respectively).
Aslan patlents Wlth FOS durlng adJunCtIVe BRV treatment. N= 149 151 148 299 149 151 148 299 148 150 146 296 146 150 146 296 142 150 144 294 142 150 144 294 142 149 142 291 142 149 142 291 141 148 142 290 140 148 141 289 140 148 141 289 140 148 141 289 138 147 141 288 ; ; TEAE, treatment—emergent adverse event. i i i
Drug-related somnolence and dizziness by humber of concomitant ASMs
o GEED
prem— F f o « In patients on BRV the incidence of drug-related somnolence and dizziness was generally similar in
MethOdS g CONCLUSIONS tf?é ;OCS(;ZZ:C"?‘”: b U patFi)ents on 1 and 2 concomitant ASMs.g ’ Y
TRIAL DESIGN In Asian adults with FOS, the incidence of TEAEs and drug-related TEAEs was highest during the first week of adjunctive BRV treatment and decreased thereafter. Discontinuations due to TEAEs were low and generally » R - For patients on 1 and 2 concomitant ASMs, respectively, the incidence of drug-related somnolence in all
A n o o o o o n aro . - - . or VisIt: 1 Sty H — —_ . : : :

- EP0083 (NCT03083665) was a Phase III, randomized, double-blind, placebo-controlled trial evaluating occurred during the first 5 weeks of treatment. Most incidences of drug-related somnolence and dizziness were resolved during the 12-week treatment period. These tolerability data could help inform patient monitoring zf‘lt_'%r;t)saon”dﬁgvzga?h}félz‘? ﬁgs—zzgi \i‘ld 14.0% (N=200); for patients on placebo the incidence was 1.5%
BRV 50 mg/day and 200 mg/day in adult Asian patients with FOS with or without secondary and treatment decisions. . Y e70 (N=02), TESP v _ L o
generalization despite current treatment with 1 or 2 concomitant antiseizure medications (ASMs). - For patients on 1 and 2 concomitant ASMs, respectively, the incidence of drug-related dizziness in all

. . . . . patients on BRV was 9.1% (N=99) and 9.0% (N=200); for patients on placebo the incidence was 3.0%
- Patients (=16-80 years of age) were selected from 94 participating sites located in Thailand, (N=67) and 2.4% (N=82), respectively.
Japan, China Mainland, the Philippines, Malaysia, Singapore, and the Province of Taiwan. . .
on of . Y . s of . . . Resolved outcomes during the 12-week treatment period

* The total duration of the trial was 26 weeks (maximum 16 weeks of exposure to BRV), comprising an POST HOC ANALYSIS OVER THE 12-WEEK TREATMENT PERIOD (SS) Incidence of drug-related TEAEs by week of treatment Incidence of drug-related somnolence by week of treatment o . .
8-week prospective baseline period, a 12-week treatment period, followed by a 4-week down- Epilensy characteristics * Most incidences of drug-related somnolence and dizziness were resolved during the 12-week
titration period and 2-week trial drug-free period or 2-week transition period (for patients continuing pliepsy 0 P2 20 - treatment period.
treatment in an open-label extension trial [EP0085] or managed access program). _ PLACEBO BRV 50 mg/day |BRV 200 mg/day BRV ALL Placebo ®BRV 50 mg/day ®BRV 200 mg/day ®BRYV all 182 Placebo ®BRV 50 mg/day ®BRV 200 mg/day = BRV all - For pgtients on placetz)o, BRV 50 mg/day, ERV 200 mg/day, and BRV all, respectively, 8/11 (72.7%), 10/14

+ Following the 8-week baseline period, patients were randomized to 3 treatment arms in a 1:1:1 ratio (N=149) (N=151) (N=148) (N=299) e 1 |(=71'4 /;), 16/27 (|59'3b/0)'B;r\1;j5206/41/g63'43/;)\,\/;'82 dru%relateddsgglnoll:ance rep: rtTd z/rjic;l;e(;jo/o)m:g?;?

i . i : Duration of epilepsy, - - 3.7 - For patients on placebo, mg/day, mg/day, an all, respectively, .0%),
(placebo; BRV 50 mg/day; BRV 200 mg/day) and entered the double-blind treatment period. mean (SD), yZarsp ¥ 17.03 (11.87) 17.05 (12.20)2 15.42 (12.55) 16.24 (12.38)° g 245 41 g 12.0 (90.9%), 15/16 (93.8%), and 25/27 (92.6%) with drug-related dizziness reported a resolved outcome.

POST HOC ANALYSIS : : : - - Age at onset of epilepsy, | ¢4, (141> 17.18 (11.78) | 20.27 (13.71 18.71 (12.85)° 220 901 2 g104 ¥

« Performed on the Safety Set (SS): all randomized patients who received >1 dose of trial medication. mean (SD), years .01 (14.12) 18 (11.78) 27 (13.71) 71 (12.85) o ] 7.4 79 COn Clu Si ons

» The most frequently reported drug-related TEAEs were defined as those reported in >5% of all Baseline FOS e | 68 e | _ _ o _ _
patients on BRV during the 12-week treatment period (in this post hoc analysis, this included only frequency/28 days 10.00 8.98 /.82 8.15 6.0 5.5, 57 27 . 14 14 21 . I_n Asian adults \_Nlth _FOS, the incidence of TEAEs and drug-related TEAEs was highest during the

M quency s (5.50, 22.21) (5.09, 17.50) (5.00, 16.50) (5.00, 16.59) 24 41 B g s, O i 7 first week of adjunctive BRV treatment and d d thereaft
drug-related somnolence and dizziness). median (Q1, Q3) T es Rt Rt At ¥ 1] S04 | G707 | 0307 070307 0703 1-4E2'4 07 14| 10 ’o:_lm [ org / 07 07 lsitis s reielLlnatis [SEILSUSCILS IS SEk S RIS SIS

. : : - ; ——— ; . . 0 - . . . ; ; ; ; ; . . . . ! « The majority of reported TEAEs and drug-related TEAEs were mild in intensity; no severe drug-
Assessmer_nts mCI_Ude_d' ] Number of ASMs taken at trial entry,© n (%) Overall Week 1 Week 2 Week 3 Week 4 Week 5 Week 6 Week 7 Week 8 Week 9 Week 10 Week 11 Week 12 Overall Week 1 Week 2 Week 3 Week 4 Week 5 Week 6 Week 7 Week 8 Week 9 Week 10 Week 11 Week 12 related TEAEs were reported.

- TEAEs: intensity, incidence, and prevalence. 1 67 (45.0) 50 (33.1) 49 (33.1) 99 (33.1) . : . . : . : .
- Dlscontlnuatlon due to TEAES N= 149 151 148 299 149 151 148 299 148 150 146 296 146 150 146 296 142 150 144 294 142 150 144 294 142 149 142 291 142 149 142 291 141 148 142290 140 148 141 289 140 148 141289 140 148 141 289 138 147 141 288 N= 149 151 148 299 149 151 148 299 148 150 146 296 146 150 146 296 142 150 144 294 142 150 144 294 142 149 142 291 142 149 142 291 141 148 142290 140 148 141 289 140 148 141 289 140 148 141 289 138 147 141 288 ¢ Dlscontlnuatlons due to TEAES Were numerlca”y Iower In patlents on adJunCtlve BRV Compared
_ = 2 82 (55.0) 101 (66.9) 99 (66.9) 200 (66.9) with placebo and generally occurred during the first 5 weeks of treatment.
- Drug-related TEAEs: intensity, incidence, and prevalence. >3 0 0 0 0 TEAR, reaimentemerqent adverse event The incidence of drug-related somnolence and dizziness was highest during the first week of
) E rug-reLated fsomnoler]cce ﬁngd'ZZ'nedSS: |n’|ceE5|ty, tlntadence, prevalence, time to onset, incidence 2n=150; ®n=298; <Only ASMs ongoing at the time of trial entry are summarized. ASM, antiseizure medication; FOS, focal-onset seizure. adjunctive BRV treatment and decreased thereafter. Most occurrences of drug-related
y number of concomitan s, and resolution status. o . . . Prevalence of drug-related TEAEs by week of treatment Prevalence of drug-related somnolence by week of treatment somnolence and dizziness were resolved during the 12-week treatment period.
TEAE incidence by intensity over the 12-week treatment period . ) :
e » The prevalence of drug-related somnolence and dizziness decreased over time. The decrease in
Overall: T2 Mild - MModerate M Severe 404 20 1 revalence is attributed to the majority of patients reporting resolved outcomes
PATIENT DISPOSITION, BASE LINE DEMOG RAPHICS, AND 100 - Drug-related: = Mild Moderate Severe Placebo ®mBRV 50 mg/day ®BRV 200 mg/day = BRV all 18.2 Placebo ®mBRV 50 mg/day mBRV 200 mg/day = BRV all P jority P P 9 )

« In patients on BRYV, the incidence of drug-related somnolence and dizziness was generally
similar in patients on 1 and 2 concomitant ASMs.

« These tolerability data could help inform patient monitoring and treatment decisions.
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Of the 449 patients in the Randomized Set (RS), 448 received >1 dose of trial medication (placebo,

60 4 /_— 0.7 _41.4 _Loj

BRV 50 mg/day, BRV 200 mg/day: N=149, 151, and 148, respectively) and were included in the SS. — - T =5 -
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+ The mean (SD) age of patients in the placebo, BRV 50 mg/day, and BRV 200 mg/day groups was B 40 2o - /4.0 _ 147 " o 16.2 15.1 » 4.5 " » s ' 74 7.9 » 7.9 , y y ~ Re ferences

34.5 (13.2), 33.8 (12.6), and 35.2 (13.2) years, respectively (SS). / 27 / : - 208 N, 4 g o | ~ e ~ ° 6.0 6.0 6.0 o4 : 5.9 5.9

1 45.0 48.3 46.6 47.5 . 7.4 ' : . 8.1 o 7.98.1 7.4 /8.2 . 4.1 , 3540 3. 1. Briviact® (brivaracetam) US Prescribing Information. UCB Inc. 2023. https://www.briviact.com/briviact-PL.pdf Accessed October 30, 2024.

« In the placebo, BRV 50 mg/day, and BRV 200 mg/day groups, 55.0%, 50.3%, and 56.1%, 20 33.1 27.8 6.0 2.7 > - 2.8 2.8 ’ > 29%4 5 13'4 2.92.7 2.92.7 . Briviact® (brivaracetam) EU Summary of Product Characteristics. UCB Pharma SA. 2024. https://www.ema.europa.eu/en/documents/product-information/briviact-

respectively, were female (SS) 15.4 — ' : epar-product-information en.pdf Accessed October 30, 2024.

! ' 0 ) . BRIVIACT® Tablets 25mg BRIVIACT® Tablets 50mg. The Pharmaceuticals and Medical Devices Agency. 2024.

* Overall, 92.6% (n=138/149), 96.7% (n=147/152), and 94.6% (n=140/148) of patients on placebo, 0 - ' ' ' ' ' ' ' ' ' ' ' ' 0 - ' ' ' ' ' ' ' ' ' ' ' '
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Pl b BRV 50 /d BRV 200 /d BRV all https://www.pmda.go.jp/PmdaSearch/iyakuDetail/ResultDataSetPDF/820110 1139017F1026 1 01 Accessed October 30, 2024.
acCeno m d m d d 4. BRIVIACT® for I.V. injection 25mg. The Pharmaceuticals and Medical Devices Agency. 2024.
BRV 50 mg/day, and BRV 200 mg/day, respectively, completed the trial (RS). (N 140) (N=15%) y (N=14 gl) y (N=299) Overall Week 1 Week 2 Week 3 Week 4 Week 5 Week 6 Week 7 Week 8 Week 9 Week 10 Week 11 Week 12 Overall Week 1 Week 2 Week 3 Week 4 Week 5 Week 6 Week 7 Week 8 Week 9 Week 10 Week 11 Week 12 5 %%%%wwkmssed October 30, 2024,
° In a“ patients exposed to BRV during the treatment period (N - 299), the median (range) duration Of TEAE, treatment—emergent: adv?rse event. . . N= 149 151 148 299 149 151 148 299 148 150 146 296 146 150 146 296 142 150 144 294 142 150 144 294 142 149 142 291 142 149 142 291 141 148 142 290 140 148 141 289 140 148 141 289 140 148 141 289 138 147 141 288 N= 149 151 148 299 149 151 148 299 148 150 146 296 146 150 146 296 142 150 144 294 142 150 144 294 142 149 142 291 142 149 142 291 141 148 142 290 140 148 141 289 140 148 141 289 140 148 141 289 138 147 141 288 6 Meador IKJ, et al. Ep//epsy Behav 20120,111 107212
exposure was 85.0 (1-96) days (SS). » The overall incidence of TEAEs was similar across treatment arms; drug-related TEAEs was TEAE, treatment-emergent adverse evert.
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