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Abstract

Objective To assess the effectiveness and tolerability of brivaracetam (BRV) in adults with epilepsy by specific comorbidi-

ties and epilepsy etiologies.

Methods EXPERIENCE/EPD332 was a pooled analysis of individual patient records from several non-interventional studies 

of patients with epilepsy initiating BRV in clinical practice. Outcomes included ≥ 50% reduction from baseline in seizure 

frequency, seizure freedom (no seizures within prior 3 months), continuous seizure freedom (no seizures since baseline), 

BRV discontinuation, and treatment-emergent adverse events (TEAEs) at 3, 6, and 12 months. Analyses were performed for 

all adult patients (≥ 16 years of age) and stratified by comorbidity and by etiology at baseline (patients with cognitive/learn-

ing disability [CLD], psychiatric comorbidity, post-stroke epilepsy, brain tumor−related epilepsy [BTRE], and traumatic 

brain injury−related epilepsy [TBIE]).

Results At 12 months, ≥ 50% seizure reduction was achieved in 35.6% (n = 264), 38.7% (n = 310), 41.7% (n = 24), 34.1% 

(n = 41), and 50.0% (n = 28) of patients with CLD, psychiatric comorbidity, post-stroke epilepsy, BTRE, and TBIE, respec-

tively; and continuous seizure freedom was achieved in 5.7% (n = 318), 13.7% (n = 424), 29.4% (n = 34), 11.4% (n = 44), 

and 13.8% (n = 29), respectively. During the study follow-up, in patients with CLD, psychiatric comorbidity, post-stroke 

epilepsy, BTRE, and TBIE, 37.1% (n = 403), 30.7% (n = 605), 33.3% (n = 51), 39.7% (n = 68), and 27.1% (n = 49) of patients 

discontinued BRV, respectively; and TEAEs since prior visit at 12 months were reported in 11.3% (n = 283), 10.0% (n = 410), 

16.7% (n = 36), 12.5% (n = 48), and 3.0% (n = 33), respectively.

Conclusions BRV as prescribed in the real world is effective and well tolerated among patients with CLD, psychiatric 

comorbidity, post-stroke epilepsy, BTRE, and TBIE.

Keywords Brivaracetam · Real world · Comorbidity · Etiology · Effectiveness · Tolerability

Introduction

In addition to the number of previous antiseizure medica-

tions (ASMs) [1], factors that may affect the response to 

ASMs in patients with epilepsy include the presence of 

comorbidities [2] and the underlying epilepsy etiology [3]. 

Among patients with epilepsy, the prevalence of psychiatric 

comorbidities ranges from 20 to 50% [4], and 60 to 70% 

have cognitive impairment [5]. Psychiatric and cognitive 

comorbidities may be more disabling than the actual sei-

zures themselves [6].

Cognitive comorbidities can adversely affect patient 

psychosocial functioning, which includes social and 

emotional competence, well-being, and vocational and 

educational trajectories [6]. Difficulties with memory, 

attention, and executive functioning are identified in up 

to 70% of untreated patients before the onset of seizures 

or early during diagnosis [6]. Detrimental effects on cog-

nitive function have been reported in some patients with 

epilepsy in response to treatment with specific ASMs [7]. 

The risk of developing any psychiatric disorder is two to 

five times higher in people with epilepsy, and a third of Extended author information available on the last page of the article
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patients with epilepsy have a lifetime history of psychiatric 

disorders [8]. Poor response to treatment and increased 

morbidity and mortality have been associated with psy-

chiatric comorbidities [8]. Psychiatric side effects have 

been reported with some ASMs, which may exacerbate 

psychiatric disorders in patients with pre-existing psychi-

atric comorbidities [9, 10]. As such, when selecting an 

appropriate ASM, the presence of psychiatric comorbidi-

ties should be considered [11].

Structural abnormalities leading to epileptic seizures 

may arise as a result of stroke, brain tumors, and traumatic 

brain injury [12]. Post-stroke epilepsy occurs following 

hemorrhagic or ischemic stroke and is the most common 

cause of acquired epilepsy in older adults [13]. There is 

limited evidence to support the use of specific ASMs in 

patients with post-stroke epilepsy, and the choice of ASM 

is guided by the patients’ comorbidities, sex, age, and co-

medications. Brain tumor–related epilepsy (BTRE) is com-

mon in patients with cerebral tumors. The risk of BTRE is 

dependent upon the tumor type, with the incidence ranging 

from 10 to 15% in patients with brain metastases to > 80% 

in patients with diffuse low-grade gliomas [14]. Choice of 

ASM treatment is guided by recommendations for focal 

epilepsies, and non–enzyme-inducing ASMs are preferred 

to avoid interference with antineoplastic drugs and sup-

port therapies [14]. Post-traumatic epilepsy is defined as 

epilepsy with recurrent seizures occurring > 7 days after 

a result of traumatic brain injury [15]. Post-traumatic 

epilepsy is a common cause of acquired epilepsy and 

accounts for 10 to 20% of symptomatic epilepsy in the 

general population [16]. There is little evidence to support 

the choice of specific ASMs for the symptomatic treatment 

of seizures in post-traumatic epilepsy [17].

Brivaracetam (BRV) is approved for the treatment of 

focal-onset (partial-onset) seizures with or without sec-

ondary generalization in > 50 countries. The approved 

age range and adjunctive or monotherapy indication vary 

by country. EXPERIENCE/EPD332 is an international 

pooled analysis of individual patient records from multi-

ple independent non-interventional studies in patients with 

epilepsy initiating BRV in a wide range of geographies 

(Spain, Germany, Australia, and the United States), clinics, 

and subgroups [18]. The overall results showed that BRV 

was effective and well tolerated in patients with epilepsy 

in routine clinical practice. The large number of patients 

included in EXPERIENCE (1644 patients ≥ 16 years of 

age) meant that analyses of specific subgroups were feasi-

ble. The objective of these subgroup analyses was to assess 

the effectiveness and tolerability of BRV in adults with 

epilepsy by specific comorbidities (cognitive/learning dis-

ability [CLD] and psychiatric comorbidity) and epilepsy 

etiologies (post-stroke epilepsy, BTRE, and traumatic 

brain injury–related epilepsy [TBIE]).

Methods

Study design and patient population

EXPERIENCE/EPD332 was a pooled analysis of patient 

data from multiple independent, non-interventional, retro-

spective studies that utilized clinical chart review cohorts 

of patients who initiated BRV in clinical practice. The 

primary paper describes the study design in detail [18]. 

In brief, data were collected from studies that were con-

ducted in Australia, Europe, and the United States that 

had met the eligibility criteria. In each non-interventional 

study, patients received BRV as prescribed by their treat-

ing physician and according to standard clinical practice 

in their region. Patient enrollment began with the date 

of BRV availability in each country; patients must have 

initiated BRV no earlier than January 2016 and no later 

than December 2019. Patients had ≥ 6 months of follow-

up data from the date of BRV initiation (index date). Each 

patient had a follow-up period of 12 months after the index 

date or until one of the following events occurred: BRV 

discontinuation, death, disenrollment due to any reason, 

365 days of follow-up, or end of the study period. Some 

of the retrospective studies in EXPERIENCE adhered to 

more specific study protocols, as such data may not adhere 

exactly to the criteria described above (i.e., follow-up for 

some patients was > 12 months). For each patient, baseline 

characteristics were assessed at the index date. Historical 

variables may have been collected at any point before or 

at index date.

The terminology used for seizure types is consistent with 

the terminology used in the original studies, many of which 

predated the 2017 publication on operational classification 

of seizure types by the International League Against Epi-

lepsy [19]. EXPERIENCE followed the 2005 Food and Drug 

Administration’s Guidelines for Good Pharmacoepidemiol-

ogy Practices (GPP) and the 2008 International Society of 

Pharmacoepidemiology Guidelines for GPP. Patient data 

were de-identified before being processed. The EXPERI-

ENCE database consisted of Health Insurance Portabil-

ity and Accountability Act– and General Data Protection 

Regulation (GDPR)–compliant anonymized data; as such, 

no ethics committee approval was required. In order for 

the Australian and United States cohorts to have their data 

released and included in the EXPERIENCE database, ethics 

approval was required. Each non-interventional study that 

was included in EXPERIENCE received appropriate ethics 

and/or scientific review board approval as part of the initial 

study proposal at each institution. For each non-interven-

tional study, appropriate ethics and/or scientific review board 

approval was obtained as part of the initial study proposal 

at each institution.
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Outcomes

The following effectiveness outcomes were evaluated at 3, 

6, and 12 months after index date: seizure reduction, defined 

as ≥ 50% reduction from baseline in seizure frequency 

(patients who had at least one seizure at baseline [modified 

full analysis set (mFAS)]); seizure freedom, defined as no 

seizures within 3 months prior to the time point (for some 

cohorts, seizure freedom was defined as no seizures since 

the prior visit); continuous seizure freedom, defined as no 

seizures reported for any time point after baseline; and BRV 

retention, defined as the number of patients who remained 

on BRV at each time point. Patients who discontinued BRV 

were considered to have “no seizure reduction,” and “no 

seizure freedom” at the time of discontinuation and onward.

The following safety and tolerability outcomes were 

assessed: BRV discontinuation due to tolerability reasons, 

defined as the number of patients who discontinued BRV 

due to tolerability reasons since the prior visit; incidence 

of treatment-emergent adverse events (TEAEs), defined 

as TEAEs that occurred since the prior visit; severity of 

TEAEs; and incidence of psychiatric, cognitive, and behav-

ioral TEAEs.

Patient subgroups

Outcomes were assessed for all adult patients (≥ 16 years 

of age), stratified by comorbidity at baseline as documented 

in the medical records (patients with and without CLD, 

and patients with and without psychiatric comorbidity) and 

by etiology at baseline (patients with post-stroke epilepsy 

and without post-stroke epilepsy, patients with and without 

BTRE, and patients with and without TBIE). Effectiveness 

and tolerability outcomes were assessed for patients with 

psychiatric comorbidity who switched from levetiracetam 

(LEV) to BRV and in patients who switched from other 

ASMs (not including LEV) to BRV (patients may have taken 

LEV historically but stopped LEV treatment long before 

BRV initiation) at index. The same analysis was undertaken 

in patients without psychiatric comorbidity. Outcomes 

were also assessed by etiology and by comorbidity at base-

line for patients with focal-onset seizures and a BRV dose 

of ≤ 200 mg/day used as add-on at index. These analyses 

represent patients who initiated BRV per either the Aus-

tralian Product Information [20], the European Summary of 

Product Characteristics [21], or the US Prescribing Informa-

tion [22].

Statistical analyses

Populations analyzed included the full analysis set (FAS), 

defined as all patients who received at least one dose of BRV 

and had seizure type and age documented at baseline, and 

mFAS, defined as all patients in the FAS who had at least 

one seizure recorded during baseline. Data from the mFAS 

(based on the estimand at each time point) were used to 

assess seizure reduction. Data from the FAS (based on the 

estimand at each time point) were used to assess all other 

follow-up variables. Assessments of seizure reduction, sei-

zure freedom, and continuous seizure freedom included all 

seizures recorded during follow-up. Descriptive statistics 

were used to summarize all variables. With the exception 

of seizure outcomes (≥ 50% seizure reduction, seizure free-

dom, and continuous seizure freedom), for which patients 

with missing data due to BRV discontinuation were deemed 

to be non-responders for ≥ 50% seizure reduction and not 

seizure free, no measures were taken to impute or replace 

missing data. Percentages were based on the number of 

patients analyzed. Categorical variables were summarized 

using frequencies and percentages. Analyses were conducted 

using  SAS® (Statistical Analysis System) version 9.4 (SAS 

Institute, Cary, NC, USA).

Results

Subgroup analyses by CLD comorbidity

Subgroup analyses by CLD at baseline included 403 patients 

with and 1232 patients without CLD (FAS) (Table  1). 

Patients with CLD were younger than those without CLD 

(84.9% vs 67.8% were 16–49 years of age). At baseline, the 

median duration of epilepsy was similar in patients with 

and without CLD. Patients with CLD had a numerically 

higher median (25th quartile [Q1], 75th quartile [Q3]) sei-

zure frequency/28 days (7.7 [2.7, 30.0] vs 4.0 [1.0, 12.0]), 

and numerically higher median (Q1, Q3) number of prior 

ASMs (any ASM used and stopped before BRV initiation) 

compared with patients without CLD (7.0 [4.0, 10.0] vs 4.0 

[2.0, 7.0]). Neurological and psychiatric comorbidities were 

more common in patients with than without CLD. A similar 

percentage of patients with and without CLD switched from 

LEV to BRV and switched from other ASMs to BRV.

The median (Q1, Q3) BRV dose was 100.0 (50.0, 

100.0) mg/day in patients with (n = 395) and without CLD 

(n = 1211) at index, and was 200.0 (150.0, 200.0) mg/day 

and 200.0 (100.0, 200.0) mg/day at 12 months in patients 

with (n = 193) and without CLD (n = 513), respectively 

(FAS). The median (Q1, Q3) duration of exposure to BRV 

was similar in patients with (345.3 [153.3, 396.0] days; 

n = 400), and without CLD (345.0 [124.0, 416.1] days; 

n = 1220). During the whole study follow-up, 37.1% of 

patients with CLD and 32.6% of patients without CLD dis-

continued BRV (Table 2). In both subgroups, the two most 

common reasons for BRV discontinuation (among patients 
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Table 1  Baseline demographics and epilepsy characteristics by comorbidity and by etiology (FAS)

Characteristic CLD comorbidity Psychiatric comorbidity Post-stroke epilepsy status BTRE status TBIE status

With CLD

N = 403

Without CLD

N = 1232

With psychiatric 

comorbidity

N = 605

Without psychiat-

ric comorbidity

N = 1011

With post-stroke 

epilepsy

N = 51

Without post-

stroke epilepsy

N = 1397

With BTRE

N = 68

Without BTRE

N = 1380

With TBIE

N = 49

Without TBIE

N = 1399

Age at baseline, n (%), years

 16–49 342 (84.9) 835 (67.8) 433 (71.6) 728 (72.0) 17 (33.3) 1028 (73.6) 46 (67.6) 999 (72.4) 29 (59.2) 1016 (72.6)

 50–64 46 (11.4) 265 (21.5) 123 (20.3) 185 (18.3) 13 (25.5) 260 (18.7) 15 (22.1) 258 (18.7) 9 (18.4) 264 (18.9)

 65–74 13 (3.2) 88 (7.1) 35 (5.8) 66 (6.5) 10 (19.6) 79 (5.7) 5 (7.4) 84 (6.1) 10 (20.4) 79 (5.6)

  ≥ 75 2 (0.5) 44 (3.6) 14 (2.3) 32 (3.2) 11 (21.6) 30 (2.1) 2 (2.9) 39 (2.8) 1 (2.0) 40 (2.9)

Sex,a n (%)

 Male 220 (54.6) 566 (45.9) 274 (45.3) 505 (50.0) 26 (51.0) 661 (47.3) 37 (54.4) 650 (47.1) 34 (69.4) 653 (46.7)

 Female 183 (45.4) 665 (54.0) 330 (54.6) 506 (50.0) 25 (49.0) 735 (52.6) 31 (45.6) 729 (52.8) 15 (30.6) 745 (53.3)

Duration of 

epilepsy, median 

(Q1, Q3), years

17.0 (5.0, 29.0)b 18.0 (9.0, 30.0)c 18.0 (8.0, 30.0)d 17.0 (8.0, 30.0)e 23.5 (3.0, 55.0)f 17.0 (8.0, 29.0)g 12.0 (2.0, 27.0) 17.8 (8.0, 30.0)h 18.0 (9.0, 29.0) 17.0 (7.0, 30.0)i

Seizure types at baseline,j n (%)

 Focal-onset 360 (89.3) 1148 (93.2) 556 (91.9) 932 (92.2) 51 (100.0) 1274 (91.2) 68 (100.0) 1257 (91.1) 48 (98.0) 1277 (91.3)

  Focal-onset with 

secondary 

generalization

211 (78.1)k 464 (52.8)l 279 (66.6)m 388 (53.9)n 27 (71.1)o 595 (64.5)p 24 (53.3)q 598 (65.4)r 28 (75.7)s 594 (64.4)t

 Generalized-onset 42 (10.4) 83 (6.7) 50 (8.3) 76 (7.5) 0 121 (8.7) 0 121 (8.8) 0 121 (8.6)

 Unknown-onset 9 (2.2) 4 (0.3) 6 (1.0) 7 (0.7) 0 13 (0.9) 0 13 (0.9) 1 (2.0) 12 (0.9)

Seizure fre-

quency/28 days 

at index, median 

(Q1, Q3)

7.7 (2.7, 30.0)u 4.0 (1.0, 12.0)v 4.0 (1.0, 12.0)w 4.0 (1.3, 13.3)x 1.0 (0.7, 5.0)y 4.0 (1.0, 12.6)z 5.3 (1.5, 12.0) 4.0 (1.0, 12.0)aa 2.5 (1.0, 8.0) 4.0 (1.0, 12.4)ab

Most common etiology (≥ 5% of patients),j,ac n (%)

 Malformation of 

cortical develop-

ment

71 (17.6) 194 (15.7) 106 (17.5) 157 (15.5) 0 241 (17.3) 1 (1.5) 240 (17.4) 1 (2.0) 240 (17.2)

 Genetic 21 (5.2) 68 (5.5) 37 (6.1) 53 (5.2) 0 91 (6.5) 1 (1.5) 90 (6.5) 0 91 (6.5)

 Tumor-related 12 (3.0) 71 (5.8) 22 (3.6) 59 (5.8) 1 (2.0) 71 (5.1) 64 (94.1) 8 (0.6) 0 72 (5.1)

 Vascular 12 (3.0) 71 (5.8) 29 (4.8) 53 (5.2) 44 (86.3) 26 (1.9) 0 70 (5.1) 0 70 (5.0)

 Traumatic 12 (3.0) 45 (3.7) 21 (3.5) 33 (3.3) 0 51 (3.7) 2 (2.9) 49 (3.6) 48 (98.0) 3 (0.2)

 Post-infectious 11 (2.7) 28 (2.3) 7 (1.2) 32 (3.2) 3 (5.9) 33 (2.4) 0 36 (2.6) 0 36 (2.6)

Most common comorbid conditions (≥ 10% of patients), n (%)

 CLD 403 (100.0) 0 170 (28.2)ad 221 (22.0)ae 12 (23.5) 354 (25.5)af 9 (13.2) 357 (26.0)ag 12 (24.5) 354 (25.5)ah

 Neurological 101 (43.5)ai 198 (22.9)aj 117 (30.7)ak 185 (25.9)al 20 (69.0)am 263 (30.1)an 8 (22.9)ao 275 (32.0)ap 15 (48.4)aq 268 (30.7)ar

 Psychiatric 170 (43.5)as 432 (35.5)at 605 (100.0) 0 19 (37.3) 522 (38.0)au 20 (30.3)av 521 (38.3)aw 19 (39.6)ax 522 (37.9)ay

 Cardiovascular 

disease

22 (6.6)az 117 (11.5)ba 62 (12.3)bb 77 (9.2)bc 27 (52.9) 112 (8.6)bd 4 (6.2)be 135 (10.4)bf 8 (17.4)bg 131 (10.0)bh

 Diabetes/endo-

crine

14 (4.2)az 42 (4.1)bi 25 (5.0)bb 30 (3.6)bj 6 (11.8) 50 (3.8)bk 3 (4.6)be 53 (4.1)bl 1 (2.2)bg 55 (4.2)bm
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ASM antiseizure medication, BRV brivaracetam, BTRE brain tumor–related epilepsy, CLD cognitive/learning disability, FAS full analysis set, LEV levetiracetam, Q1 25th quartile, Q3 75th quar-

tile, TBIE traumatic brain injury–related epilepsy
a One (0.1%) patient in the patients without CLD subgroup, one (0.2%) patient in the patients with psychiatric comorbidity subgroup, one (0.1%) patient in the patients without post-stroke 

epilepsy subgroup, one (0.1%) patient in the patients without BTRE subgroup, and one (0.1%) patient in the patients without TBIE subgroup reported “other”; bn = 393; cn = 1204; dn = 593; 
en = 984; fn = 50; gn = 1358; hn = 1340; in = 1359; jPatients could have had more than one response; kn = 270; ln = 878; mn = 419; nn = 720; on = 38; pn = 922; qn = 45; rn = 915; sn = 37; tn = 923; 
un = 342; vn = 1035; wn = 519; xn = 843; yn = 49; zn = 1336; aan = 1317; abn = 1336; acPatients with unknown or other etiology: patients with CLD, 268 (66.5%); patients without CLD, 756 

(61.4%); patients with psychiatric comorbidity, 385 (63.6%); patients without psychiatric comorbidity, 627 (62.0%); patients with post-stroke epilepsy, 3 (5.9%); patients without post-stroke epi-

lepsy, 889 (63.6%); patients without BTRE, 892 (64.6%); patients without TBIE, 892 (63.8%); adn = 602; aen = 1006; afn = 1388; agn = 1371; ahn = 1390; ain = 232; ajn = 864; akn = 381; aln = 713; 
amn = 29; ann = 875; aon = 35; apn = 869; aqn = 31; arn = 873; asn = 391; atn = 1217; aun = 1374; avn = 66; awn = 1359; axn = 48; ayn = 1377; azn = 332; ban = 1017; bbn = 505; bcn = 841; bdn = 1307; 
ben = 65; bfn = 1293; bgn = 46; bhn = 1312; bin = 1019; bjn = 843; bkn = 1309; bln = 1295; bmn = 1314; bnn = 195; bon = 705; bpn = 317; bqn = 586; brn = 305; bsn = 856; btn = 462; bun = 682; bvn = 36; 
bwn = 942; bxn = 932; byn = 34; bzn = 944; can = 396; cbn = 1214; ccn = 598; cdn = 995; cen = 1378; cfn = 67; cgn = 1360; chn = 1379; ciNo concomitant ASM at index; cjConcomitant ASM(s) at index; 
ckAny ASM used and stopped before BRV initiation; cln = 1215; cmn = 996; cnn = 1361; con = 1380

Table 1  (continued)

Characteristic CLD comorbidity Psychiatric comorbidity Post-stroke epilepsy status BTRE status TBIE status

With CLD

N = 403

Without CLD

N = 1232

With psychiatric 

comorbidity

N = 605

Without psychiat-

ric comorbidity

N = 1011

With post-stroke 

epilepsy

N = 51

Without post-

stroke epilepsy

N = 1397

With BTRE

N = 68

Without BTRE

N = 1380

With TBIE

N = 49

Without TBIE

N = 1399

 Cancer 3 (1.5)bn 22 (3.1)bo 6 (1.9)bp 19 (3.2)bq 1 (3.4)am 24 (2.7)an 11 (31.4)ao 14 (1.6)ap 1 (3.2)aq 24 (2.7)ar

Prior (lifetime) LEV 188 (61.6)br 532 (62.1)bs 285 (61.7)bt 427 (62.6)bu 21 (58.3)bv 548 (58.2)bw 27 (58.7)bg 542 (58.2)bx 22 (64.7)by 547 (57.9)bz

Switched from LEV or other ASMs to BRV, n (%)

 Switch from LEV 164 (41.4)ca 544 (44.8)cb 245 (41.0)cc 459 (46.1)cd 26 (53.1)y 528 (38.3)ce 34 (50.7)cf 520 (38.2)cg 17 (35.4)ax 537 (38.9)ch

 Switch from other 

ASMs

228 (57.6)ca 651 (53.6)cb 344 (57.5)cc 522 (52.5)cd 21 (42.9)y 829 (60.2)ce 31 (46.3)cf 819 (60.2)cg 29 (60.4)ax 821 (59.5)ch

 No switch 4 (1.0)ca 19 (1.6)cb 9 (1.5)cc 14 (1.4)cd 2 (4.1)y 21 (1.5)ce 2 (3.0)cf 21 (1.5)cg 2 (4.2)ax 21 (1.5)ch

Monotherapy/polytherapy at index, n (%)

  Monotherapyci 4 (1.0) 41 (3.3) 20 (3.31) 25 (2.5) 2 (3.9) 39 (2.8) 4 (5.9) 37 (2.7) 4 (8.2) 37 (2.6)

  Polytherapycj 399 (99.0) 1191 (96.7) 585 (96.7) 986 (97.5) 49 (96.1) 1358 (97.2) 64 (94.1) 1343 (97.3) 45 (91.8) 1362 (97.4)

Number of prior 

ASMs at index,ck 

median (Q1, Q3)

7.0 (4.0, 10.0)ca 4.0 (2.0, 7.0)cl 5.0 (3.0, 8.0)cc 5.0 (2.0, 7.0)cm 2.0 (1.0, 4.0)y 5.0 (2.0, 8.0)ch 3.0 (1.0, 5.0)cf 5.0 (2.0, 8.0)cn 4.0 (2.0, 7.5)ax 5.0 (2.0, 8.0)co

 0–1, n (%) 39 (9.8)ca 210 (17.3)cl 80 (13.4)cc 166 (16.7)cm 22 (44.9)y 220 (16.0)ch 22 (32.8)cf 220 (16.2)cn 7 (14.6)ax 235 (17.0)co

 2–3, n (%) 48 (12.1)ca 300 (24.7)cl 111 (18.6)cc 236 (23.7)cm 13 (26.5)y 308 (22.3)ch 18 (26.9)cf 303 (22.3)cn 13 (27.1)ax 308 (22.3)co

 4–6, n (%) 105 (26.5)ca 360 (29.6)cl 183 (30.6)cc 275 (27.6)cm 6 (12.2)y 388 (28.1)ch 17 (25.4)cf 377 (27.7)cn 13 (27.1)ax 381 (27.6)co

  ≥ 7, n (%) 204 (51.5)ca 345 (28.4)cl 224 (37.5)cc 319 (32.0)cm 8 (16.3)y 463 (33.6)ch 10 (14.9)cf 461 (33.9)cn 15 (31.3)ax 456 (33.0)co

Number of concom-

itant maintenance 

ASMs at index, 

median (Q1, Q3)

3.0 (1.0, 4.0) 2.0 (1.0, 3.0) 2.0 (1.0, 3.0) 2.0 (1.0, 3.0) 1.0 (1.0, 2.0) 2.0 (1.0, 3.0) 1.0 (1.0, 3.0) 2.0 (1.0, 3.0) 2.0 (1.0, 3.0) 2.0 (1.0, 3.0)
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Table 2  BRV discontinuation by comorbidity and by etiology (FAS)

BRV brivaracetam, BTRE brain tumor–related epilepsy, CLD cognitive/learning disability, FAS full analysis set, TBIE traumatic brain injury–related epilepsy
a n = 402; bn = 1228; cn = 603; dn = 1008; en = 1392; fn = 1375; gn = 48; hn = 1395; iReasons for BRV discontinuation were not mutually exclusive; jn = 147; kn = 396; ln = 182; mn = 354; nn = 17; 
on = 465; pn = 27; qn = 455; rn = 13; sn = 469; tn = 146; un = 392; vn = 179; wn = 352; xn = 16; yn = 463; zn = 452; aan = 466

Patients, n (%) CLD comorbidity Psychiatric comorbidity Post-stroke epilepsy status BTRE status TBIE status

With CLD

N = 403

Without CLD

N = 1232

With 

psychiatric 

comorbidity

N = 605

Without psychi-

atric comorbid-

ity

N = 1011

With 

post-stroke epilepsy

N = 51

Without 

post-stroke 

epilepsy

N = 1397

With BTRE

N = 68

Without BTRE

N = 1380

With TBIE

N = 49

Without TBIE

N = 1399

BRV discontinued 149 (37.1)a 400 (32.6)b 185 (30.7)c 357 (35.4)d 17 (33.3) 471 (33.8)e 27 (39.7) 461 (33.5)f 13 (27.1)g 475 (34.1)h

Reason for BRV  discontinuationi

 Lack of effectiveness 81 (55.1)j 161 (40.7)k 79 (43.4)l 159 (44.9)m 3 (17.6)n 224 (48.2)o 8 (29.6)p 219 (48.1)q 7 (53.8)r 220 (46.9)s

 Tolerability 40 (27.2)j 150 (37.9)k 66 (36.3)l 122 (34.5)m 6 (35.3)n 153 (32.9)o 11 (40.7)p 148 (32.5)q 2 (15.4)r 157 (33.5)s

 Lack of effectiveness and 

tolerability

26 (17.7)j 47 (11.9)k 31 (17.0)l 41 (11.6)m 6 (35.3)n 53 (11.4)o 4 (14.8)p 55 (12.1)q 0 59 (12.6)s

 Other 7 (4.8)j 55 (13.9)k 13 (7.1)l 49 (13.8)m 2 (11.8)n 59 (12.7)o 5 (18.5)p 56 (12.3)q 3 (23.1)r 58 (12.4)s

 Cost 4 (2.7)j 8 (2.0)k 3 (1.6)l 9 (2.5)m 0 12 (2.6)o 1 (3.7)p 11 (2.4)q 1 (7.7)r 11 (2.3)s

 BRV availability 1 (0.7)j 1 (0.3)k 0 2 (0.6)m 0 2 (0.4)o 0 2 (0.4)q 0 2 (0.4)s

BRV discontinued due to tolerability

 In the first 3 months 28 (19.2)t 69 (17.6)u 41 (22.9)v 56 (15.9)w 6 (37.5)x 88 (19.0)y 8 (29.6)p 86 (19.0)z 2 (15.4)r 92 (19.7)aa

 Between 3 and 6 months 17 (11.6)t 69 (17.6)u 34 (19.0)v 49 (13.9)w 3 (18.8)x 60 (13.0)y 4 (14.8)p 59 (13.1)z 0 63 (13.5)aa

 Between 6 and 12 months 14 (9.6)t 38 (9.7)u 14 (7.8)v 38 (10.8)w 3 (18.8)x 35 (7.6)y 2 (7.4)p 36 (8.0)z 0 38 (8.2)aa
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with a documented reason) were “lack of effectiveness” and 

“tolerability.”

At 12 months, ≥ 50% seizure reduction was achieved in 

35.6% and 37.4% of patients with and without CLD, respec-

tively (mFAS) (Fig. 1a); seizure freedom was achieved in 

7.9% and 17.9% (FAS) (Fig. 1b); continuous seizure free-

dom was achieved in 5.7% and 14.2% (Fig. 1c); and BRV 

retention was achieved in 66.8% and 72.5% (Fig. 1d).

Both subgroups of patients had similar incidences of 

TEAEs at 3, 6, and 12 months (FAS) (Table 3). Incidences 

of cognitive TEAEs were low at 3, 6, and 12 months. The 

incidences of psychiatric and behavioral TEAEs were also 

low in patients with and without CLD at all time points.

Subgroup analyses by psychiatric comorbidity

Subgroup analyses by psychiatric comorbidity at baseline 

included 605 patients with and 1011 patients without psy-

chiatric comorbidity (FAS). Baseline characteristics were 

generally similar among patients with and without psychi-

atric comorbidity (Table 1). CLD comorbidity was more 

common in patients with than without psychiatric comor-

bidity. Prior (lifetime) LEV use was reported in 61.7% of 

patients with and 62.6% without psychiatric comorbidity. 

A numerically lower percentage of patients with than with-

out psychiatric comorbidity switched from LEV to BRV 
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Fig. 1  Analyses of effectiveness by comorbidity (patients with/with-

out CLD and patients with/without psychiatric comorbidity) at base-

line: a   ≥ 50% seizure reduction (mFAS), b  seizure freedom (FAS), 

c  continuous seizure freedom (FAS), and d  BRV retention (FAS). 

n represents the number of patients with data for the reported vari-

able at each visit. Patients with missing data were excluded from all 

seizure analyses. Patients with missing data after BRV discontinua-

tion were considered non-responders and not seizure free. BRV  bri-

varacetam, CLD cognitive/learning disability, FAS full analysis set, 

mFAS modified full analysis set



3
1

7
6

 
Jo

u
rn

al o
f N

eu
ro

lo
g

y (2
0

2
4

) 2
7

1
:3

1
6

9
–

3
1

8
5

Table 3  TEAEs since prior visit, by comorbidity (FAS)

AE adverse event, CLD cognitive/learning disability, FAS full analysis set, TEAE treatment-emergent adverse event
a Patients with reported severity; bExcluding patients who had an AE that was not further described; cn = 60; dn = 218; en = 119; fn = 153; gn = 33; hn = 94; in = 54; jn = 68; kn = 24; ln = 53; mn = 42; 
nOne TEAE of suicide was documented as life-threatening; oBehavioral TEAEs that fulfilled the criteria for psychiatric TEAEs were included in the psychiatric TEAEs category; pMedical 

Dictionary for Regulatory Activities version 24.1; qPatients with recorded AE that was not further described at 3 months/6 months/12 months: patients with CLD, 8 (2.2%)/14 (4.3%)/7 (2.8%); 

patients without CLD, 21 (1.8%)/26 (2.5%)/10 (1.1%); patients with psychiatric comorbidity, 17 (3.1%)/10 (2.1%)/1 (0.2%); patients without psychiatric comorbidity, 12 (1.3%)/30 (3.4%)/16 

(2.0%)

Patients, n 

(%)

3 months 6 months 12 months

CLD comorbidity Psychiatric comorbidity CLD comorbidity Psychiatric comorbidity CLD comorbidity Psychiatric comorbidity

With CLD

n = 370

Without 

CLD

n = 1163

With 

psychiatric 

comorbidity

n = 557

Without 

psychiatric 

comorbidity

n = 957

With CLD

n = 323

Without 

CLD

n = 1045

With 

psychiatric 

comorbidity

n = 478

Without 

psychiatric 

comorbidity

n = 875

With CLD

n = 283

Without 

CLD

n = 942

With 

psychiatric 

comorbidity

n = 410

Without 

psychiatric 

comorbidity

n = 803

Any TEAEs 84 (22.7) 308 (26.5) 151 (27.1) 236 (24.7) 50 (15.5) 144 (13.8) 67 (14.0) 122 (13.9) 32 (11.3) 82 (8.7) 41 (10.0) 71 (8.8)

Severity of  TEAEsa,b

 Mild 31 (51.7)c 107 (49.1)d 57 (47.9)e 77 (50.3)f 13 (39.4)g 56 (59.6)h 32 (59.3)i 32 (47.1)j 8 (33.3)k 27 (50.9)l 19 (57.6)g 15 (35.7)m

 Moderate 20 (33.3)c 83 (38.1)d 46 (38.7)e 56 (36.6)f 16 (48.5)g 33 (35.1)h 18 (33.3)i 31 (45.6)j 13 (54.2)k 24 (45.3)l 12 (36.4)g 24 (57.1)m

 Severe 9 (15.0)c 27 (12.4)d 15 (12.6)e 20 (13.1)f 4 (12.1)g 5 (5.3)h 4 (7.4)i 5 (7.4)j 3 (12.5)k 2 (3.8)l 2 (6.1)g 3 (7.1)m

 Life-threat-

ening

0 1 (0.5)d,n 1 (0.8)e,n 0 0 0 0 0 0 0 0 0

Psychiatric 

 TEAEso
20 (5.4) 77 (6.6) 38 (6.8) 55 (5.7) 11 (3.4) 24 (2.3) 10 (2.1) 23 (2.6) 10 (3.5) 21 (2.2) 11 (2.7) 20 (2.5)

Cognitive 

TEAEs

8 (2.2) 33 (2.8) 15 (2.7) 24 (2.5) 6 (1.9) 11 (1.1) 5 (1.0) 13 (1.5) 3 (1.1) 8 (0.8) 5 (1.2) 7 (0.9)

Behavioral 

TEAEs

28 (7.6) 52 (4.5) 27 (4.8) 50 (5.2) 16 (5.0) 22 (2.1) 14 (2.9) 21 (2.4) 9 (3.2) 9 (1.0) 7 (1.7) 10 (1.2)

TEAEsp,q reported by ≥ 3% of patients at any time point

 Irritability 21 (5.7) 41 (3.5) 23 (4.1) 38 (4.0) 11 (3.4) 18 (1.7) 12 (2.5) 16 (1.8) 4 (1.4) 7 (0.7) 5 (1.2) 6 (0.7)

 Somnolence 13 (3.5) 47 (4.0) 22 (3.9) 38 (4.0) 9 (2.8) 26 (2.5) 14 (2.9) 20 (2.3) 6 (2.1) 21 (2.2) 11 (2.7) 15 (1.9)

 Fatigue 6 (1.6) 58 (5.0) 24 (4.3) 39 (4.1) 1 (0.3) 19 (1.8) 9 (1.9) 9 (1.0) 2 (0.7) 8 (0.8) 6 (1.5) 3 (0.4)

 Dizziness 8 (2.2) 55 (4.7) 29 (5.2) 35 (3.7) 1 (0.3) 15 (1.4) 6 (1.3) 10 (1.1) 0 11 (1.2) 7 (1.7) 4 (0.5)
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(41.0% vs 46.1%), and a numerically higher percentage 

switched from other ASMs to BRV (57.5% vs 52.5%).

In both subgroups, median (Q1, Q3) BRV dose was 100.0 

(50.0, 100.0) mg/day at index (with psychiatric comorbid-

ity, n = 597; without psychiatric comorbidity, n = 996), and 

200.0 (100.0, 200.0) mg/day at 12 months (with psychiat-

ric comorbidity, n = 277; without psychiatric comorbidity, 

n = 415) (FAS). The median (Q1, Q3) duration of exposure 

to BRV was similar in patients with (341.5 [119.0, 398.1] 

days; n = 598) and without psychiatric comorbidity (349.0 

[143.7, 420.0] days; n = 1003). During the whole study 

follow-up, 30.7% of patients with psychiatric comorbid-

ity and 35.4% of patients without psychiatric comorbidity 

discontinued BRV (Table 2). In both subgroups, the most 

common reasons for BRV discontinuation (among patients 

with a documented reason) were “lack of effectiveness” and 

“tolerability.”

At 12 months, ≥ 50% seizure reduction was achieved in 

38.7% and 36.1% of patients with and without psychiatric 

comorbidity, respectively (mFAS) (Fig. 1a); seizure free-

dom was achieved in 16.0% and 14.4% (FAS) (Fig. 1b); con-

tinuous seizure freedom was achieved in 13.7% and 10.4% 

(Fig. 1c); and BRV retention was achieved in 72.7% and 

70.3% (Fig. 1d).

In patients with psychiatric comorbidity who switched 

from LEV to BRV and who switched from other ASMs to 

BRV, at 12 months, ≥ 50% seizure reduction was achieved in 

38.3% and 38.7% of patients, respectively (mFAS) (Supple-

mentary Fig. S1a); seizure freedom was achieved in 13.9% 

and 16.2% (FAS) (Supplementary Fig. S1b); continuous 

seizure freedom was achieved in 10.6% and 15.0% (Sup-

plementary Fig. S1c); and BRV retention was achieved in 

73.3% and 71.4% (Supplementary Fig. S1d).

In patients with and without psychiatric comorbidity, the 

incidences of TEAEs were similar at 3, 6, and 12 months 

(FAS) (Table 3). Incidences of psychiatric TEAEs were sim-

ilar in patients with and without psychiatric comorbidity at 

3, 6, and 12 months. Incidences of cognitive and behavioral 

TEAEs were low in both patient subgroups. At 3, 6, and 12 

months, patients with psychiatric comorbidity who switched 

from LEV to BRV had similar incidences of psychiatric, 

cognitive, and behavioral TEAEs to patients with psychi-

atric comorbidity who switched from other ASMs to BRV 

(Supplementary Table S1). Similar incidences of psychiat-

ric, cognitive, and behavioral TEAEs were also observed in 

patients without psychiatric comorbidity who switched from 

LEV to BRV compared with patients who switched from 

other ASMs to BRV.

Subgroup analyses by post‑stroke epilepsy status

Subgroup analyses by post-stroke epilepsy status at base-

line included 51 patients with and 1397 patients without 

post-stroke epilepsy (FAS) (Table 1). At baseline, patients 

with post-stroke epilepsy were older (41.2% [n = 21] vs 7.8% 

[n = 109] were ≥ 65 years of age), had a longer median dura-

tion of epilepsy, more commonly had focal-onset seizures, 

had a lower median (Q1, Q3) seizure frequency/28 days (1.0 

[0.7, 5.0] vs 4.0 [1.0, 12.6]), and a lower median (Q1, Q3) 

number of prior ASMs (2.0 [1.0, 4.0] vs 5.0 [2.0, 8.0]) com-

pared with those without post-stroke epilepsy. Neurological 

conditions, cardiovascular disease, and diabetes/endocrine 

conditions were more common in patients with (69.0%, 

52.9%, and 11.8%, respectively) than without post-stroke 

epilepsy (30.1%, 8.6%, and 3.8%, respectively). A numeri-

cally higher percentage of patients with than without post-

stroke epilepsy switched from LEV to BRV, and a numeri-

cally lower percentage switched from other ASMs to BRV.

The median (Q1, Q3) BRV dose was 50.0 (50.0, 100.0) 

mg/day (n = 51) and 100.0 (50.0, 100.0) mg/day (n = 1377) 

at index in patients with and without post-stroke epilepsy, 

respectively, and 100.0 (85.5, 150.0) mg/day (n = 20) and 

200.0 (100.0, 200.0) mg/day (n = 555) at 12 months (FAS). 

The median (Q1, Q3) duration of exposure to BRV was 

similar in patients with (350.1 [91.5, 405.1] days; n = 50) 

and without post-stroke epilepsy (343.0 [123.9, 414.3] days; 

n = 1385).

During the whole study follow-up, 33.3% of patients 

with post-stroke epilepsy and 33.8% of patients without 

post-stroke epilepsy discontinued BRV (Table 2). The most 

common reasons for BRV discontinuation (among patients 

with a documented reason) were “tolerability” and “lack of 

effectiveness and tolerability” in patients with post-stroke 

epilepsy and “lack of effectiveness” and “tolerability” in 

patients without post-stroke epilepsy.

At 12 months, ≥ 50% seizure reduction was achieved in 

41.7% and 36.7% of patients with and without post-stroke 

epilepsy, respectively (mFAS) (Fig. 2a); seizure freedom 

was achieved in 35.3% and 15.2% (FAS) (Fig. 2b); con-

tinuous seizure freedom was achieved in 29.4% and 12.1% 

(Fig. 2c); and BRV retention was 70.0% and 71.3% (Fig. 2d).

The incidences of TEAEs in patients with and without 

post-stroke epilepsy were 34.1% and 24.0%, respectively, 

at 3 months; 25.6% and 13.3% at 6 months; and 16.7% 

and 7.9% at 12 months (FAS) (Table 4). At 3 months, the 

incidences of psychiatric TEAEs were 13.6% and 5.8% 

in patients with and without post-stroke epilepsy, respec-

tively; 2.6% and 2.3% at 6 months; and 2.8% and 2.4% at 12 

months. Incidences of cognitive and behavioral TEAEs at 

3, 6, and 12 months were low in patients with and without 

post-stroke epilepsy.

Subgroup analyses by BTRE status

Subgroup analyses by BTRE status at baseline included 

68 patients with and 1380 patients without BTRE (FAS) 
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(Table 1). Patients with BTRE had a shorter median (Q1, 

Q3) duration of epilepsy (12.0 [2.0, 27.0] vs 17.8 [8.0, 

30.0]), more commonly had focal-onset seizures, and had a 

numerically lower median (Q1, Q3) number of prior ASMs 

compared with patients without BTRE (3.0 [1.0, 5.0] vs 5.0 

[2.0, 8.0]). The median (Q1, Q3) seizure frequency/28 days 

was 5.3 (1.5, 12.0) and 4.0 (1.0, 12.0) in patients with and 

without BTRE, respectively. Cancer comorbidity, CLD, 

and neurological conditions were more common in patients 

with BTRE than those without BTRE, and psychiatric condi-

tions were less common. A numerically higher percentage 

of patients with than without BTRE switched from LEV to 

BRV (50.7% vs 38.2%), and a lower percentage switched 

from other ASMs (46.3% vs 60.2%).

The median (Q1, Q3) BRV dose was 50.0 (50.0, 100.0) 

mg/day (n = 67) and 100.0 (50.0, 100.0) mg/day (n = 1361) 

at index in patients with and without BTRE, respectively, 

and 200.0 (100.0, 200.0) mg/day at 12 months in both sub-

groups (with BTRE, n = 25; without BTRE, n = 550; FAS). 

The median (Q1, Q3) duration of exposure to BRV was simi-

lar in patients with (349.7 [105.0, 410.9] days; n = 67) and 

without BTRE (343.0 [122.0, 413.3] days; n = 1368).

During the whole study follow-up, 39.7% of patients with 

BTRE and 33.5% of patients without BTRE discontinued 

BRV (Table 2). The most common reasons for BRV discon-

tinuation in both subgroups (among patients with a docu-

mented reason) were “lack of effectiveness” (with BTRE, 

29.6%; without BTRE, 48.1%) and “tolerability” (40.7%; 

32.5%).

At 12 months, ≥ 50% seizure reduction was achieved 

in 34.1% and 37.0% of patients with and without BTRE, 

respectively (mFAS) (Fig. 2a); seizure freedom was achieved 
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Fig. 2  Analyses of effectiveness by etiology (patients with/with-

out post-stroke epilepsy, patients with/without BTRE, and patients 

with/without TBIE) at baseline: a   ≥ 50% seizure reduction (mFAS), 

b  seizure freedom (FAS), c  continuous seizure freedom (FAS), and 

d BRV retention (FAS). n represents the number of patients with data 

for the reported variable at each visit. Patients with missing data were 

excluded from all seizure analyses. Patients with missing data after 

BRV discontinuation were considered non-responders and not seizure 

free. BRV brivaracetam, BTRE brain tumor–related epilepsy, FAS full 

analysis set, mFAS modified full analysis  set, TBIE traumatic brain 

injury–related epilepsy
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Table 4  TEAEs since prior visit, by etiology (FAS)

AE adverse event, BTRE brain tumor–related epilepsy, FAS full analysis set, TBIE traumatic brain injury–related epilepsy, TEAE treatment-emergent adverse event
a Patients with reported severity; bExcluding patients who had an AE that was not further described; cn = 9; dn = 205; en = 13; fn = 201; gn = 5; hn = 209; in = 7; jn = 95; kn = 3; ln = 99; mn = 2; 
nn = 100; on = 4; pn = 54; qn = 56; rn = 1; sn = 57; tOne TEAE of suicide was documented as life-threatening; uBehavioral TEAEs that fulfilled the criteria for psychiatric TEAEs were included 

in the psychiatric TEAEs category; vMedical Dictionary for Regulatory Activities version 24.1; wPatients with recorded AE that was not further described at 3 months/6 months/12 months: 

patients with post-stroke epilepsy, 3 (6.8%)/2 (5.1%)/1 (2.8%); patients without post-stroke epilepsy, 26 (2.0%)/38 (3.2%)/16 (1.5%); patients with BTRE, 1 (1.5%)/1 (1.9%)/2 (4.2%); patients 

without BTRE, 28 (2.2%)/39 (3.4%)/15 (1.4%); patients with TBIE 2, (4.8%)/1 (2.6%)/1 (3.0%), patients without TBIE, 27 (2.1%)/39 (3.3%)/16 (1.5%)

Patients,

n (%)

3 months 6 months 12 months

Post-stroke epilepsy 

status

BTRE status TBIE status Post-stroke epilepsy 

status

BTRE status TBIE status Post-stroke epilepsy 

status

BTRE status TBIE status

With 

post-

stroke 

epilepsy

n = 44

Without 

post-

stroke 

epilepsy

n = 1302

With 

BTRE

n = 65

Without 

BTRE

n = 1281

With 

TBIE

n = 42

Without 

TBIE

n = 1304

With 

post-

stroke 

epilepsy

n = 39

Without 

post-

stroke 

epilepsy

n = 1177

With 

BTRE

n = 53

Without 

BTRE

n = 1163

With 

TBIE

n = 38

Without 

TBIE

n = 1178

With 

post-

stroke 

epilepsy

n = 36

Without 

post-

stroke 

epilepsy

n = 1057

With 

BTRE

n = 48

Without 

BTRE

n = 1045

With 

TBIE

n = 33

Without 

TBIE

n = 1060

Any 

TEAEs

15 (34.1) 313 

(24.0)

18 (27.7) 310 

(24.2)

8 (19.0) 320 

(24.5)

10 (25.6) 157 

(13.3)

7 (13.2) 160 (13.8) 2 (5.3) 165 (14.0) 6 (16.7) 84 (7.9) 6 (12.5) 84 (8.0) 1 (3.0) 89 (8.4)

Severity of  TEAEsa,b

 Mild 7 (77.8)c 110 

(53.7)d

8 (61.5)e 109 

(54.2)f

3 (60.0)g 114 

(54.5)h

5 (71.4)i 55 (57.9)j 3 (100.0)k 57 (57.6)l 2 (100.0)m 58 (58.0)n 4 (100.0)o 23 (42.6)p 1 (50.0)m 26 (46.4)q 1 (100.0)r 26 (45.6)s

 Moderate 2 (22.2)c 75 (36.6)d 4 (30.8)e 73 (36.3)f 2 (40.0)g 75 (35.9)h 2 (28.6)i 35 (36.8)j 0 37 (37.4)l 0 37 (37.0)n 0 28 (51.9)p 1 (50.0)m 27 (48.2)q 0 28 (49.1)s

 Severe 0 19 (9.3)d 1 (7.7)e 18 (9.0)f 0 19 (9.1)h 0 5 (5.3)j 0 5 (5.1)l 0 5 (5.0) 0 3 (5.6)p 0 3 (5.4)q 0 3 (5.3)s

 Life-

threat-

ening

0 1 (0.5)d, t 0 1 (0.5)f, t 0 1 (0.5)h, t 0 0 0 0 0 0 0 0 0 0 0 0

Psychiatric 

 TEAEsu

6 (13.6) 76 (5.8) 5 (7.7) 77 (6.0) 0 82 (6.3) 1 (2.6) 27 (2.3) 3 (5.7) 25 (2.1) 0 28 (2.4) 1 (2.8) 25 (2.4) 2 (4.2) 24 (2.3) 0 26 (2.5)

Cognitive 

TEAEs

1 (2.3) 40 (3.1) 2 (3.1) 39 (3.0) 1 (2.4) 40 (3.1) 0 18 (1.5) 1 (1.9) 17 (1.5) 0 18 (1.5) 0 12 (1.1) 1 (2.1) 11 (1.1) 0 12 (1.1)

Behavioral 

TEAEs

4 (9.1) 60 (4.6) 3 (4.6) 61 (4.8) 2 (4.8) 62 (4.8) 1 (2.6) 29 (2.5) 1 (1.9) 29 (2.5) 0 30 (2.5) 0 12 (1.1) 1 (2.1) 11 (1.1) 0 12 (1.1)

TEAEsv,w reported by ≥ 3% of patients at any time point

 Depres-

sion

3 (6.8) 32 (2.5) 3 (4.6) 32 (2.5) 0 35 (2.7) 0 3 (0.3) 0 3 (0.3) 0 3 (0.3) 1 (2.8) 3 (0.3) 0 4 (0.4) 0 4 (0.4)

 Aggres-

sion

2 (4.5) 18 (1.4) 2 (3.1) 18 (1.4) 0 20 (1.5) 0 11 (0.9) 1 (1.9) 10 (0.9) 0 11 (0.9) 0 6 (0.6) 0 6 (0.6) 0 6 (0.6)

 Fatigue 2 (4.5) 58 (4.5) 5 (7.7) 55 (4.3) 2 (4.8) 58 (4.4) 1 (2.6) 15 (1.3) 1 (1.9) 15 (1.3) 0 16 (1.4) 1 (2.8) 8 (0.8) 1 (2.1) 8 (0.8) 0 9 (0.8)

 Somno-

lence

2 (4.5) 38 (2.9) 1 (1.5) 39 (3.0) 0 40 (3.1) 3 (7.7) 23 (2.0) 0 26 (2.2) 0 26 (2.2) 1 (2.8) 15 (1.4) 0 16 (1.5) 0 16 (1.5)

 Irritabil-

ity

1 (2.3) 45 (3.5) 2 (3.1) 44 (3.4) 2 (4.8) 44 (3.4) 1 (2.6) 20 (1.7) 0 21 (1.8) 0 21 (1.8) 0 5 (0.5) 0 5 (0.5) 0 5 (0.5)

 Dizziness 0 48 (3.7) 2 (3.1) 46 (3.6) 1 (2.4) 47 (3.6) 0 12 (1.0) 1 (1.9) 11 (0.9) 0 12 (1.0) 0 6 (0.6) 0 6 (0.6) 0 6 (0.6)
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in 18.2% and 15.8% (FAS) (Fig. 2b); continuous seizure 

freedom was achieved in 11.4% and 12.9% (Fig. 2c); and 

BRV retention was achieved in 65.7% and 71.5% (Fig. 2d).

The incidence of TEAEs at 3, 6, and 12 months was simi-

lar among patients with and without BTRE (FAS) (Table 4). 

Incidences of psychiatric, cognitive, and behavioral TEAEs 

were low in both subgroups of patients.

Subgroup analyses by TBIE status

Subgroup analyses by TBIE status at baseline included 

49 patients with and 1399 patients without TBIE (FAS) 

(Table 1). Patients with TBIE were older than patients with-

out TBIE, and a higher percentage were male. At baseline, 

patients with and without TBIE had a similar median dura-

tion of epilepsy, and patients with TBIE had a numerically 

lower median seizure frequency/28 days. The median num-

ber of prior ASMs was similar in patients with and without 

TBIE. Neurological conditions and cardiovascular disease 

were more common in patients with than without TBIE. 

A similar percentage of patients with and without TBIE 

switched from LEV to BRV and switched from other ASMs 

to BRV.

The median (Q1, Q3) BRV dose was 100.0 (50.0, 100.0) 

mg/day at index in both subgroups (with TBIE, n = 47; 

without TBIE, n = 1381); and 175.0 (100.0, 200.0) mg/

day (n = 19), and 200.0 (100.0, 200.0) mg/day (n = 556) 

at 12 months in patients with and without TBIE, respec-

tively (FAS). The median (Q1, Q3) duration of exposure to 

BRV was 352.9 (176.0, 441.0) days in patients with TBIE 

(n = 48), and 343.0 (122.0, 413.0) days in patients without 

TBIE (n = 1387).

During the whole study follow-up, 27.1% of patients with 

TBIE and 34.1% of patients without TBIE discontinued 

BRV (Table 2). The most common reason for BRV discon-

tinuation in both subgroups (among patients with a docu-

mented reason) was “lack of effectiveness.” A numerically 

higher percentage of patients with TBIE than without TBIE 

discontinued BRV due to “lack of effectiveness” (53.8% vs 

46.9%), “other” reasons (23.1% vs 12.4%), and cost (7.7% vs 

2.3%); and a numerically lower percentage discontinued due 

to “tolerability” (15.4% vs 33.5%), and “lack of effectiveness 

and tolerability” (0% vs 12.6%).

At 12 months, ≥ 50% seizure reduction was achieved in 

50.0% and 36.4% of patients with and without TBIE, respec-

tively (mFAS) (Fig. 2a); seizure freedom was achieved in 

17.2% and 15.9% (FAS) (Fig. 2b); continuous seizure free-

dom was achieved in 13.8% and 12.8% (Fig. 2c); and BRV 

retention was achieved in 79.2% and 70.9% (Fig. 2d).

The incidences of TEAEs in patients with and without 

TBIE were 19.0% and 24.5%, respectively, at 3 months; 

5.3% and 14.0% at 6 months; and 3.0% and 8.4% at 12 

months (FAS) (Table  4). No psychiatric TEAEs were 

reported at 3, 6, or 12 months in patients with TBIE, and 

no cognitive or behavioral TEAES were reported at 6 or 12 

months. Among patients without TBIE, incidences of psy-

chiatric, cognitive, and behavioral TEAEs were low.

Patients with focal‑onset seizures who were 
on a BRV dose of ≤ 200 mg/day used as add‑on 
at index

When analyses were restricted to patients with focal-onset 

seizures who had a BRV dose of ≤ 200 mg/day used as add-

on at index, the effectiveness and tolerability results were 

similar to those observed in the wider subgroups of patients 

with and without each comorbidity (CLD and psychiatric 

comorbidity) or etiology (post-stroke epilepsy, BTRE, and 

TBIE) (Supplementary Appendix S1, Supplementary Tables 

S2–S4, Supplementary Figs. S2–S3).

Discussion

In patients with epilepsy, the presence of comorbidities 

and underlying epilepsy etiology may affect the response 

to ASMs and should be considered when selecting the most 

appropriate treatment. Some patients with epilepsy have 

reported negative cognitive effects in response to treatment 

with specific ASMs [7]. Poor response to treatment has been 

associated with psychiatric comorbidities [8], and some 

ASMs are reported to cause psychiatric side effects [9, 10]. 

There is limited evidence to support the choice of ASMs for 

specific etiologies such as post-stroke epilepsy and TBIE; 

however, for BTRE, the use of non–enzyme-inducing ASMs 

is recommended [23].

The EXPERIENCE analysis provides a large amount of 

data for the evaluation of 12-month BRV effectiveness and 

tolerability among patient subgroups [18]. Patients included 

in EXPERIENCE were drug resistant, as evidenced by their 

baseline characteristics. In these subgroup analyses, BRV 

was effective and well tolerated in patients with CLD and 

psychiatric comorbidity, and in patients with various struc-

tural epilepsy etiologies (post-stroke epilepsy, BTRE, and 

TBIE).

Subgroup analyses by CLD comorbidity

A prospective observational study of adults with drug-resist-

ant epilepsy in the United Kingdom showed similar ≥ 50% 

seizure reduction between patients with and without intel-

lectual disability (37.0% vs 32.0%) [24]. In EXPERIENCE, 

patients with CLD tended to have lower ≥ 50% seizure 

reduction at 3 and 6 months, and lower seizure freedom and 

continuous seizure freedom at 3, 6, and 12 months, com-

pared with patients without CLD. This is likely due to the 
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more drug-resistant population. Patients with CLD had a 

high median number of prior ASMs (7.0 vs 4.0 in those 

without CLD) and a higher median seizure frequency/28 

days at index (7.7 vs 4.0). Retention on BRV was high in 

patients with and without CLD, indicating they were gener-

ally satisfied with their treatment. In line with these results, 

the UK study showed similar retention on BRV in patients 

with and without intellectual disability (66.0% vs 62.0%) 

[24].

A retrospective observational study conducted in Ger-

many showed BRV to be effective in drug-resistant patients 

with intellectual disability [25]. A ≥ 50% seizure reduction 

was reported by 19% of patients after 12 months, lower 

than that reported in EXPERIENCE (35.6%). These differ-

ences may reflect differences in study design; the Germany 

retrospective study was a single-center study with only 33 

patients.

In EXPERIENCE, “lack of effectiveness” was the most 

common reason for discontinuation among patients with 

CLD. BRV did not appear to exacerbate CLD, as shown 

by the low incidences of cognitive TEAEs among patients 

with these comorbidities. A favorable cognitive profile for 

BRV was shown in a randomized, placebo-controlled, dou-

ble-blind, four-way crossover study in 16 healthy volunteers 

[26]. The effects of BRV on electrophysiologic, cognitive, 

and subjective measures were comparable with those of LEV 

(known to have favorable cognitive profile) and placebo [26].

Subgroup analyses by psychiatric comorbidity

Analyses in patients with and without psychiatric comorbid-

ity showed that ≥ 50% seizure reduction, seizure freedom, 

continuous seizure freedom, and retention on BRV were gen-

erally similar in both subgroups. In line with these results, a 

prospective observational study of adult patients with drug-

resistant epilepsy treated with adjunctive BRV for a mean 

of 11 months in the United Kingdom showed similar ≥ 50% 

seizure reduction and retention on BRV between patients 

with and without psychiatric or behavioral comorbidities 

(29.0% vs 39.0%, and 60.0% vs 67.0%, respectively) [24].

Psychiatric comorbidities are associated with an increased 

risk of cognitive and psychiatric side effects [8]. A retro-

spective study of 1058 patients with uncontrolled seizures 

showed that those with a history of psychiatric comorbidity 

were more likely to discontinue a newly administered ASM 

due to psychiatric issues than those with no previous psychi-

atric comorbidity [27]. In EXPERIENCE, discontinuations 

of BRV due to tolerability reasons were similar in patients 

with and without psychiatric comorbidity. Few patients 

reported psychiatric or cognitive TEAEs, suggesting that 

BRV treatment did not exacerbate pre-existing psychiatric 

comorbidity. This finding is supported by data from the UK 

observational study, which showed similar tolerability in 

patients with and without pre-existing psychiatric or behav-

ioral comorbidities [24].

A retrospective analysis of data from a large German 

multicenter study showed synaptic vesicle glycoprotein 2A 

modulators have a favorable adverse event profile, with BRV 

showing fewer psychobehavioral adverse events than LEV 

[28]. In EXPERIENCE, the incidences of psychiatric, cog-

nitive, and behavioral TEAEs were similar in patients with 

psychiatric comorbidity who switched from LEV to BRV 

compared with patients who switched from other ASMs to 

BRV; this finding was also observed in patients without psy-

chiatric comorbidity who switched from LEV to BRV com-

pared with patients who switched from other ASMs to BRV.

Subgroup analyses by post‑stroke epilepsy status

Few patients in EXPERIENCE had post-stroke epilepsy 

(n = 51), BTRE (n = 68), or TBIE (n = 49); therefore, analy-

ses by epilepsy etiology should be interpreted with caution. 

Neurological, cardiovascular, and diabetic comorbidities 

were more common in patients with than without post-stroke 

epilepsy. Cardiovascular disease and diabetes are predis-

posing risk factors for stroke [29], and some neurological 

comorbidities seen in patients with post-stroke epilepsy may 

be a consequence of initial stroke [30]. The higher incidence 

of these comorbidities among patients with post-stroke epi-

lepsy may also be due to the higher proportion of patients 

aged ≥ 65 years in this subgroup [31, 32]. The incidence of 

neurological comorbidities among patients with post-stroke 

epilepsy was low (69.0%), given that these patients have a 

history of stroke. This is likely related to differing reporting 

practices in the real world. In some cases, historical stroke 

may not have been recorded as a neurological comorbidity.

Patients with post-stroke epilepsy tended to achieve 

higher ≥ 50% seizure reduction, seizure freedom, and con-

tinuous seizure freedom at 12 months than patients with-

out post-stroke epilepsy. These differences in effectiveness 

outcomes are likely due to the difference in baseline char-

acteristics; patients with post-stroke epilepsy had a lower 

median number of prior ASMs and median seizure fre-

quency/28 days than patients without post-stroke epilepsy. 

These differences may also be due to the underlying nature 

of post-stroke epilepsy; a hospital-based observational sur-

vey reported that focal epilepsy due to post-stroke brain 

abnormalities was associated with a higher proportion of 

seizure-free patients than focal epilepsy due to other brain 

abnormalities [33]. The percentage of patients that discon-

tinued BRV was similar in patients with and without post-

stroke epilepsy. The incidence of TEAEs at all time points 

was higher in patients with post-stroke epilepsy than without 

post-stroke epilepsy.

Since the EXPERIENCE analysis was undertaken, out-

comes of a subgroup analysis of patients with post-stroke 
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epilepsy from the retrospective observational BRIVAr-

acetam add-on First Italian netwoRk Study (BRIVAFIRST) 

[34] have been published. In EXPERIENCE, the percentage 

of patients with post-stroke epilepsy who achieved ≥ 50% 

seizure reduction at 12 months was higher than in BRIVA-

FIRST (50.0% vs 41.7%). Seizure freedom at 12 months 

(continuous seizure freedom) was lower in EXPERIENCE 

(13.8% vs 34.7%); however, BRIVAFIRST used a different 

definition for this outcome (no seizures within the previ-

ous 6 months), and this reported difference may be because 

any patients who discontinued BRV in EXPERIENCE were 

deemed not seizure free. Overall, 33.3% of patients with 

post-stroke epilepsy in EXPERIENCE discontinued BRV, 

compared with 13.3% in BRIVAFIRST. Differences in study 

design and patient baseline demographics may have contrib-

uted to any differences reported between the two studies. 

Data from international retrospective studies from outside 

of Europe were included in EXPERIENCE.

Subgroup analyses by BTRE status

Management of BTRE is complex, due to the high inci-

dence of drug resistance in these patients and the use of 

antineoplastic medication concomitantly with ASMs, which 

increases the risk of drug–drug adverse events [23]. To avoid 

interference with antineoplastic drugs, non–enzyme-induc-

ing ASMs, such as LEV and lamotrigine, are recommended 

as first-line treatment for BTRE [23]. BRV is a non–enzyme-

inducing ASM and therefore may be beneficial to patients 

with BTRE over other enzyme-inducing ASMs. Further-

more, an in vitro study by Rizzo et al. showed that BRV 

may possess antineoplastic activity on glioma cells, sug-

gesting that BRV treatment may be beneficial to patients 

with glioma [35]. A retrospective multicenter study in Italy 

suggested BRV is an effective treatment option for reducing 

seizure frequency in patients with BTRE [36]. After a mean 

of 10 months, a significant reduction in mean monthly sei-

zure frequency was reported, ≥ 50% seizure reduction was 

achieved in 18.1% of patients, and 60.6% of patients were 

seizure free.

In EXPERIENCE, patients with BTRE had a shorter 

duration of epilepsy (12.0 vs 17.8 years) and lower median 

number of prior ASMs than those without BTRE (3.0 vs 

5.0); however, median seizure frequency at index was higher 

(5.3 vs 4.0). Patients with BTRE had similar ≥ 50% seizure 

reduction, seizure freedom, and continuous seizure free-

dom as patients without BTRE at all time points. However, 

retention on BRV was lower in patients with BTRE. Patients 

with BTRE more commonly discontinued BRV due to “tol-

erability” reasons and less commonly discontinued due to 

“lack of effectiveness” than patients without BTRE. This 

may reflect the poor underlying health status of patients 

with brain tumors. The incidence of TEAEs was similar in 

patients with and without BTRE.

Subgroup analyses by TBIE status

To our knowledge, EXPERIENCE is the first study to inves-

tigate the effectiveness and tolerability of BRV in patients 

with TBIE. Effectiveness data for patients with TBIE should 

be interpreted with caution, due to the small numbers of 

patients assessed at each time point. ≥ 50% seizure reduc-

tion, seizure freedom, continuous seizure freedom, and 

retention were similar or tended to be higher in patients with 

TBIE compared with patients without TBIE at various time 

points. “Lack of effectiveness” was the most common rea-

son for discontinuation among patients with TBIE and few 

patients discontinued due to “tolerability” reasons. This is 

likely related to the low incidence of TEAEs in patients with 

TBIE. With exception to cognitive and behavioral TEAEs at 

3 months, there were no psychiatric, cognitive, or behavioral 

TEAEs reported by patients with TBIE.

Strengths and limitations

Patient enrollment in EXPERIENCE begun at the date of 

BRV availability in each country. Therefore, patients may 

have initiated BRV during the post-launch phase which 

may have contributed to inclusion of a higher percentage of 

patients with drug-resistant epilepsy, as evidenced by base-

line characteristics [18]. Strengths of EXPERIENCE include 

the rigorous approach used for seizure analyses (patients 

with missing data due to BRV discontinuation were deemed 

to be non-responders for ≥ 50% seizure reduction and not 

seizure free) and the use of a common data model, which 

enabled the pooling of patient cohorts from different coun-

tries and a variety of centers.

There are limitations to the EXPERIENCE pooled analy-

sis [18]. For the subgroup analyses by psychiatric comor-

bidity, data on the types of psychiatric comorbidities were 

unavailable. Given the small number of patients with post-

stroke epilepsy (n = 51), with BTRE (n = 68), and with TBIE 

(n = 49) data for subgroup analyses by etiology should be 

interpreted with caution. Analyses by epilepsy etiology were 

based on the patient’s etiology, as documented in each of the 

non-interventional studies. No data were available regarding 

the timing of epilepsy diagnosis following traumatic brain 

injury. Misclassification of etiologies cannot be excluded. 

For example, eight patients who were classified as “with-

out BTRE” in the non-interventional studies had a docu-

mented etiology of tumor-related epilepsy (more than one 

etiology could be recorded). Despite these limitations, the 

large sample size of BRV 12-month clinical data provided 

by EXPERIENCE enabled the assessment of effectiveness 

and tolerability among key subpopulations of interest. These 
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subgroup analyses add to the limited published real-world 

evidence data on patients on BRV with different comorbidi-

ties and different etiologies.

Conclusions

The subgroup analyses of patients from a variety of real-

world settings suggest that BRV as prescribed in the real 

world is effective and well tolerated among patients with 

CLD, patients with psychiatric comorbidity, patients with 

post-stroke epilepsy, patients with BTRE, and patients with 

TBIE. BRV treatment did not appear to exacerbate CLD or 

psychiatric comorbidity, as shown by the low incidences of 

psychiatric, cognitive, and behavioral TEAEs.

Supplementary Information The online version contains supplemen-

tary material available at https:// doi. org/ 10. 1007/ s00415- 024- 12253-z.

Acknowledgements The authors thank the patients and their caregiv-

ers in addition to the investigators and their teams who contributed to 

the retrospective studies included in this pooled analysis. The authors 

would like to acknowledge Kristen Ricchetti-Masterson, MSPH, Ph.D. 

(Sarepta Therapeutics, Cambridge, MA, USA), Veronica Sendersky 

(UCB Pharma, Brussels, Belgium), and Sophia Zhou, MS (formerly 

UCB Pharma, Morrisville, NC, USA) for their contributions to the 

study. Publication management was provided by Tom Grant, Ph.D. 

(UCB Pharma, Slough, UK). Writing assistance was provided by 

Emma Budd, Ph.D. (Evidence Scientific Solutions, Horsham, UK) 

and was funded by UCB Pharma.

Author contributions All authors made substantial contributions to 

the study conception/design or acquisition/analysis/interpretation of 

data, and drafting of the manuscript or revising it critically for impor-

tant intellectual content. All authors provided final approval of the 

manuscript.

Funding This study was funded by UCB Pharma. The sponsor was 

involved in the design of the study; the collection, analysis, and inter-

pretation of data; and in the decision to publish the manuscript. The 

authors thank the patients and their caregivers in addition to the inves-

tigators and their teams who contributed to the retrospective studies 

included in this pooled analysis.

Availability of data and materials Data from non-interventional studies 

are outside of UCB Pharma’s data sharing policy and are unavailable 

for sharing.

Declarations 

Conflicts of interest JPS has received research funding from Biogen, 

Department of Defense, Eisai, GW Pharmaceuticals companies, Na-

tional Institutes of Health, National Science Foundation, NeuroPace, 

Serina Therapeutics, Shor Foundation for Epilepsy Research, State of 

Alabama General Funds, and UCB Pharma; has served as a consultant 

or advisory board member for Elite Medical Experts, GW Pharma-

ceuticals, LivaNova, Lundbeck, Medical Association of the State of 

Alabama, NeuroPace, Serina Therapeutics, SK Life Science, and UCB 

Pharma; has served as an investigator on GW Research Ltd trials; and 

is an editorial board member for Epilepsy & Behavior, Epilepsy & 

Behavior Reports (editor-in-chief), Folia Medica Copernicana, Jour-

nal of Epileptology (associate editor), and Journal of Medical Science. 

HB, DB, TD, FF, VS, and CL are employees of UCB Pharma. WDS 

has a salary that is part-funded by The University of Melbourne; he has 

received travel, investigator-initiated, scientific advisory board, and 

speaker honoraria from UCB Pharma Australia & Global; investigator-

initiated, scientific advisory board, travel, and speaker honoraria from 

Eisai Australia & Global; advisory board honoraria from LivaNova 

and Tilray; educational grants from Novartis, Pfizer, and Sanofi-Syn-

thélabo; educational, travel, and fellowship grants from GSK Neurol-

ogy Australia; and honoraria from ScieGen Pharmaceuticals; he has 

an equity interest in the device company Epiminder. EF has received 

research grants from UCB Pharma. PK has served as a consultant for 

Abbott, Arvelle Therapeutics, Neurelis, and SK Life Science; has been 

a consultant, advisory board member, and speaker for Aquestive, Ei-

sai, Sunovion, and UCB Pharma; is a member of the medical advisory 

board of Stratus and the scientific advisory board of OB Pharma; is 

the CEO of PrevEp; and has received research support from Depart-

ment of Defense/Lundbeck and CURE. MR receives payment from 

Elsevier as editor-in-chief of Seizure; and has received research grants 

and speaker’s fees from Eisai, LivaNova, and UCB Pharma. FR re-

ports personal fees from Angelini Pharma, Arvelle Therapeutics, Eisai, 

and GW Pharmaceuticals; personal fees and other from Novartis; per-

sonal fees and grants from UCB Pharma; and grants from the Detlev-

Wrobel-Fonds for Epilepsy Research Frankfurt, Deutsche Forschun-

gsgemeinschaft, the European Union, and the State of Hessen, outside 

of the submitted work. JS-P has received grants from Bial and UCB 

Pharma; and reports personal fees from Bial, Eisai, Esteve, Sanofi, and 

UCB Pharma, outside of the submitted work; VSI has received speak-

er honoraria from Bial, Eisai, and UCB Pharma. BJS has received 

speaker honoraria from Al-Jazeera, Desitin, Eisai, GW Pharmaceuti-

cals, Hikma, Novartis, Sandoz, and UCB Pharma; and has served as 

a consultant for Arvelle Therapeutics, B. Braun, Bial, Desitin, Eisai, 

GW Pharmaceuticals, and UCB Pharma. AS reports personal fees 

and grants from Angelini Pharma, Biocodex, Desitin Arzneimittel, 

Eisai, GW/Jazz Pharmaceuticals, Marinus Pharma, Precisis, Takeda, 

UCB Pharma/Zogenix, and UNEEG Medical; and is editor-in-chief of 

Clinical Epileptology and section editor of Neurological Research and 

Practice. DF is an independent contractor working for UCB Pharma. 

VV has served as a consultant or on an advisory board for Angelini 

Pharma, Bial, Biocodex, Eisai, Jazz Pharmaceuticals, Novartis, SK 

Life Science, Takeda, UCB Pharma, and Xenon; has received research 

grants from Bial, Eisai, and UCB Pharma; and has received speaker’s 

honoraria from Angelini Pharma, Bial, Eisai, Jazz Pharmaceuticals, 

Novartis, and UCB Pharma. DB, TD, FF and CL have stocks or stock 

options in UCB Pharma. We confirm that we have read the Journal’s 

position on issues involved in ethical publication and affirm that this 

report is consistent with those guidelines.

Ethical approval This research study was conducted retrospectively 

from data obtained for clinical purposes. The EXPERIENCE database 

consisted of Health Insurance Portability and Accountability Act– and 

General Data Protection Regulation (GDPR)–compliant anonymized 

data; as such, no ethics committee approval was required.

Open Access This article is licensed under a Creative Commons Attri-

bution 4.0 International License, which permits use, sharing, adapta-

tion, distribution and reproduction in any medium or format, as long 

as you give appropriate credit to the original author(s) and the source, 

provide a link to the Creative Commons licence, and indicate if changes 

were made. The images or other third party material in this article are 

included in the article’s Creative Commons licence, unless indicated 

otherwise in a credit line to the material. If material is not included in 

the article’s Creative Commons licence and your intended use is not 

permitted by statutory regulation or exceeds the permitted use, you will 

need to obtain permission directly from the copyright holder. To view a 

copy of this licence, visit http://creativecommons.org/licenses/by/4.0/.

https://doi.org/10.1007/s00415-024-12253-z
http://creativecommons.org/licenses/by/4.0/


3184 Journal of Neurology (2024) 271:3169–3185

References

 1. Kwan P, Brodie MJ (2000) Early identification of refractory 

epilepsy. N Engl J Med 342:314–319. https:// doi. org/ 10. 1056/ 

NEJM2 00002 03342 0503

 2. Asadi-Pooya AA, Beniczky S, Rubboli G, Sperling MR, Rampp 

S, Perucca E (2020) A pragmatic algorithm to select appropri-

ate antiseizure medications in patients with epilepsy. Epilepsia 

61:1668–1677. https:// doi. org/ 10. 1111/ epi. 16610

 3. Doerrfuss JI, Kowski AB, Holtkamp M (2021) Etiology-specific 

response to antiseizure medication in focal epilepsy. Epilepsia 

62:2133–2141. https:// doi. org/ 10. 1111/ epi. 17017

 4. Domínguez-Aguilera MC, Muñiz-Landeros CE (2017) Preva-

lence of psychiatric disorders in patients with epilepsy in a ter-

tiary level care hospital: Detection through the MINI PLUS 

International Structured Interview. Medicina Universitaria 

19:3–6. https:// doi. org/ 10. 1016/j. rmu. 2016. 11. 003

 5. Novak A, Vizjak K, Rakusa M (2022) Cognitive Impairment 

in People with Epilepsy. J Clin Med 11:267 https:// doi. org/ 10. 

3390/ jcm11 010267

 6. Mula M, Coleman H, Wilson SJ (2022) Neuropsychiatric and 

Cognitive Comorbidities in Epilepsy. Continuum (Minneap 

Minn) 28:457–482. https:// doi. org/ 10. 1212/ con. 00000 00000 

001123

 7. Eddy CM, Rickards HE, Cavanna AE (2011) The cognitive 

impact of antiepileptic drugs. Ther Adv Neurol Disord 4:385–

407. https:// doi. org/ 10. 1177/ 17562 85611 417920

 8. Mula M, Kanner AM, Jetté N, Sander JW (2021) Psychiatric 

Comorbidities in People With Epilepsy. Neurol Clin Pract 

11:e112–e120. https:// doi. org/ 10. 1212/ CPJ. 00000 00000 000874

 9. Besag FMC (2004) Behavioural effects of the newer antiepilep-

tic drugs: an update. Expert Opin Drug Saf 3:1–8. https:// doi. 

org/ 10. 1517/ 14740 338.3. 1.1

 10. Schmitz B (2006) Effects of antiepileptic drugs on mood and 

behavior. Epilepsia 47:28–33. https:// doi. org/ 10. 1111/j. 1528- 

1167. 2006. 00684.x

 11. Kanner AM (2016) Management of psychiatric and neurological 

comorbidities in epilepsy. Nat Rev Neurol 12:106–116. https:// 

doi. org/ 10. 1038/ nrneu rol. 2015. 243

 12. Balestrini S, Arzimanoglou A, Blümcke I et al (2021) The aeti-

ologies of epilepsy. Epileptic Disord 23:1–16. https:// doi. org/ 

10. 1684/ epd. 2021. 1255

 13. Galovic M, Ferreira-Atuesta C, Abraira L et al (2021) Seizures 

and Epilepsy After Stroke: Epidemiology, Biomarkers and Man-

agement. Drugs Aging 38:285–299. https:// doi. org/ 10. 1007/ 

s40266- 021- 00837-7

 14. Seidel S, Wehner T, Miller D, Wellmer J, Schlegel U, Grön-

heit W (2022) Brain tumor related epilepsy: pathophysi-

ological approaches and rational management of antiseizure 

medication. Neurol Res Pract 4:45. https:// doi. org/ 10. 1186/ 

s42466- 022- 00205-9

 15. Zimmermann LL, Martin RM, Girgis F (2017) Treatment 

options for posttraumatic epilepsy. Curr Opin Neurol 30:580–

586. https:// doi. org/ 10. 1097/ wco. 00000 00000 000505

 16. Lucke-Wold BP, Nguyen L, Turner RC et al (2015) Traumatic 

brain injury and epilepsy: Underlying mechanisms leading to 

seizure. Seizure 33:13–23. https:// doi. org/ 10. 1016/j. seizu re. 

2015. 10. 002

 17. Verellen RM, Cavazos JE (2010) Post-traumatic epilepsy: an 

overview. Therapy 7:527–531. https:// doi. org/ 10. 2217/ thy. 10. 

57

 18. Villanueva V, Laloyaux C, D’Souza W et al (2023) Effectiveness 

and Tolerability of 12-Month Brivaracetam in the Real World: 

EXPERIENCE, an International Pooled Analysis of Individual 

Patient Records. CNS Drugs 37:819–835. https:// doi. org/ 10. 

1007/ s40263- 023- 01033-4

 19. Fisher RS, Cross JH, French JA et al (2017) Operational clas-

sification of seizure types by the International League Against 

Epilepsy: Position Paper of the ILAE commission for Classifica-

tion and Terminology. Epilepsia 58:522–530. https:// doi. org/ 10. 

1111/ epi. 13670

 20. Therapeutic Goods Administration (2017) Product Information: 

Briviact. https:// www. tga. gov. au/ sites/ defau lt/ files/ auspar- briva 

racet am- 170307- pi- 01. pdf. Accessed 5 Sep 2023

 21. European Medicines Agency (2023)  Briviact® (brivaracetam) 

Summary of Product Characteristics. https:// www. ema. europa. 

eu/ en/ docum ents/ produ ct- infor mation/ brivi act- epar- produ ct- 

infor mation_ en. pdf. Accessed 5 Sep 2023

 22. US Food and Drug Administration (2023) BRIVIACT ® (bri-

varacetam) prescribing information. https:// www. acces sdata. 

fda. gov/ drugs atfda_ docs/ label/ 2023/ 20583 6s014 ,20583 7s011 

,20583 8s011 lbl. pdf. Accessed 5 Sep 2023

 23. Vacher E, Rodriguez Ruiz M, Rees JH (2023) Management of 

brain tumour related epilepsy (BTRE): a narrative review and 

therapy recommendations. Br J Neurosurg. https:// doi. org/ 10. 

1080/ 02688 697. 2023. 21703 26

 24. Foo EC, Geldard J, Peacey C, Wright E, Eltayeb K, Maguire M 

(2019) Adjunctive brivaracetam in focal and generalized epi-

lepsies: a single-center open-label prospective study in patients 

with psychiatric comorbidities and intellectual disability. Epi-

lepsy Behav 99:106505. https:// doi. org/ 10. 1016/j. yebeh. 2019. 

106505

 25. Andres E, Kerling F, Hamer H, Winterholler M (2018) Behav-

ioural changes in patients with intellectual disability treated 

with brivaracetam. Acta Neurol Scand 138:195–202. https:// 

doi. org/ 10. 1111/ ane. 12943

 26. Meador KJ, Gevins A, Leese PT, Otoul C, Loring DW (2011) 

Neurocognitive effects of brivaracetam, levetiracetam, and 

lorazepam. Epilepsia 52:264–272. https:// doi. org/ 10. 1111/j. 

1528- 1167. 2010. 02746.x

 27. Stephen LJ, Wishart A, Brodie MJ (2017) Psychiatric side 

effects and antiepileptic drugs: Observations from prospective 

audits. Epilepsy Behav 71:73–78. https:// doi. org/ 10. 1016/j. 

yebeh. 2017. 04. 003

 28. Willems LM, van der Goten M, von Podewils F et al (2023) 

Adverse Event Profiles of Antiseizure Medications and the 

Impact of Coadministration on Drug Tolerability in Adults 

with Epilepsy. CNS Drugs 37:531–544. https:// doi. org/ 10. 1007/ 

s40263- 023- 01013-8

 29. Arboix A (2015) Cardiovascular risk factors for acute stroke: 

Risk profiles in the different subtypes of ischemic stroke. World 

J Clin Cases 3:418–429. https:// doi. org/ 10. 12998/ wjcc. v3. i5. 

418

 30. Chohan SA, Venkatesh PK, How CH (2019) Long-term com-

plications of stroke and secondary prevention: an overview for 

primary care physicians. Singapore Med J 60:616–620. https:// 

doi. org/ 10. 11622/ smedj. 20191 58

 31. Atella V, Piano Mortari A, Kopinska J et al (2019) Trends in 

age-related disease burden and healthcare utilization. Aging 

Cell 18:e12861. https:// doi. org/ 10. 1111/ acel. 12861

 32. Public Health Agency of Canada (2020) Aging and chronic 

diseases. A profile of Canadian seniors. https:// www. canada. 

ca/ en/ public- health/ servi ces/ publi catio ns/ disea ses- condi tions/ 

aging- chron ic- disea ses- profi le- canad ian- senio rs- report. html. 

Accessed 29 Mar 2023

 33. Semah F, Picot MC, Adam C et al (1998) Is the underlying cause 

of epilepsy a major prognostic factor for recurrence? Neurology 

51:1256–1262. https:// doi. org/ 10. 1212/ wnl. 51.5. 1256

https://doi.org/10.1056/NEJM200002033420503
https://doi.org/10.1056/NEJM200002033420503
https://doi.org/10.1111/epi.16610
https://doi.org/10.1111/epi.17017
https://doi.org/10.1016/j.rmu.2016.11.003
https://doi.org/10.3390/jcm11010267
https://doi.org/10.3390/jcm11010267
https://doi.org/10.1212/con.0000000000001123
https://doi.org/10.1212/con.0000000000001123
https://doi.org/10.1177/1756285611417920
https://doi.org/10.1212/CPJ.0000000000000874
https://doi.org/10.1517/14740338.3.1.1
https://doi.org/10.1517/14740338.3.1.1
https://doi.org/10.1111/j.1528-1167.2006.00684.x
https://doi.org/10.1111/j.1528-1167.2006.00684.x
https://doi.org/10.1038/nrneurol.2015.243
https://doi.org/10.1038/nrneurol.2015.243
https://doi.org/10.1684/epd.2021.1255
https://doi.org/10.1684/epd.2021.1255
https://doi.org/10.1007/s40266-021-00837-7
https://doi.org/10.1007/s40266-021-00837-7
https://doi.org/10.1186/s42466-022-00205-9
https://doi.org/10.1186/s42466-022-00205-9
https://doi.org/10.1097/wco.0000000000000505
https://doi.org/10.1016/j.seizure.2015.10.002
https://doi.org/10.1016/j.seizure.2015.10.002
https://doi.org/10.2217/thy.10.57
https://doi.org/10.2217/thy.10.57
https://doi.org/10.1007/s40263-023-01033-4
https://doi.org/10.1007/s40263-023-01033-4
https://doi.org/10.1111/epi.13670
https://doi.org/10.1111/epi.13670
https://www.tga.gov.au/sites/default/files/auspar-brivaracetam-170307-pi-01.pdf
https://www.tga.gov.au/sites/default/files/auspar-brivaracetam-170307-pi-01.pdf
https://www.ema.europa.eu/en/documents/product-information/briviact-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/briviact-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/briviact-epar-product-information_en.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/205836s014,205837s011,205838s011lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/205836s014,205837s011,205838s011lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/205836s014,205837s011,205838s011lbl.pdf
https://doi.org/10.1080/02688697.2023.2170326
https://doi.org/10.1080/02688697.2023.2170326
https://doi.org/10.1016/j.yebeh.2019.106505
https://doi.org/10.1016/j.yebeh.2019.106505
https://doi.org/10.1111/ane.12943
https://doi.org/10.1111/ane.12943
https://doi.org/10.1111/j.1528-1167.2010.02746.x
https://doi.org/10.1111/j.1528-1167.2010.02746.x
https://doi.org/10.1016/j.yebeh.2017.04.003
https://doi.org/10.1016/j.yebeh.2017.04.003
https://doi.org/10.1007/s40263-023-01013-8
https://doi.org/10.1007/s40263-023-01013-8
https://doi.org/10.12998/wjcc.v3.i5.418
https://doi.org/10.12998/wjcc.v3.i5.418
https://doi.org/10.11622/smedj.2019158
https://doi.org/10.11622/smedj.2019158
https://doi.org/10.1111/acel.12861
https://www.canada.ca/en/public-health/services/publications/diseases-conditions/aging-chronic-diseases-profile-canadian-seniors-report.html
https://www.canada.ca/en/public-health/services/publications/diseases-conditions/aging-chronic-diseases-profile-canadian-seniors-report.html
https://www.canada.ca/en/public-health/services/publications/diseases-conditions/aging-chronic-diseases-profile-canadian-seniors-report.html
https://doi.org/10.1212/wnl.51.5.1256


3185Journal of Neurology (2024) 271:3169–3185 

 34. Lattanzi S, Canafoglia L, Canevini MP et al (2022) Brivar-

acetam as add-on treatment in patients with post-stroke epi-

lepsy: real-world data from the BRIVAracetam add-on First Ital-

ian netwoRk Study (BRIVAFIRST). Seizure 97:37–42. https:// 

doi. org/ 10. 1016/j. seizu re. 2022. 03. 007

 35. Rizzo A, Donzelli S, Girgenti V et al (2017) In vitro antineo-

plastic effects of brivaracetam and lacosamide on human glioma 

cells. J Exp Clin Cancer Res 36:76. https:// doi. org/ 10. 1186/ 

s13046- 017- 0546-9

 36. Maschio M, Maialetti A, Mocellini C et al (2020) Effect of Bri-

varacetam on Efficacy and Tolerability in Patients with Brain 

Tumor-Related Epilepsy: A Retrospective Multicenter Study. 

Front Neurol 11:813. https:// doi. org/ 10. 3389/ fneur. 2020. 00813

Authors and Affiliations

Jerzy P. Szaflarski1  · Hervé Besson2 · Wendyl D’Souza3  · Edward Faught4 · Pavel Klein5 · Markus Reuber6 · 

Felix Rosenow7,8  · Javier Salas‑Puig9 · Victor Soto Insuga10 · Bernhard J. Steinhoff11  · Adam Strzelczyk7,8  · 

Dimitrios Bourikas12 · Tony Daniels13 · Florin Floricel14 · David Friesen15 · Cédric Laloyaux16 · Vicente Villanueva17 

 * Jerzy P. Szaflarski 

 jszaflarski@uabmc.edu

1 University of Alabama at Birmingham (UAB) Heersink 

School of Medicine Department of Neurology and UAB 

Epilepsy Center, Birmingham, AL, USA

2 UCB Pharma, Breda, Netherlands

3 Department of Medicine, St Vincent’s Hospital Melbourne, 

The University of Melbourne, Melbourne, VIC, Australia

4 Emory Epilepsy Center, Atlanta, GA, USA

5 Mid-Atlantic Epilepsy and Sleep Center, Bethesda, MD, 

USA

6 The University of Sheffield, Sheffield, UK

7 Epilepsy Center Frankfurt Rhine-Main, Department 

of Neurology, Goethe University Frankfurt, Frankfurt, 

Germany

8 LOEWE Center for Personalized Translational Epilepsy 

Research (CePTER), Goethe University Frankfurt, Frankfurt, 

Germany

9 Universitari Vall d’Hebron, Barcelona, Spain

10 Pediatric Neurology, Hospital Universitario Infantil Niño 

Jesús, Madrid, Spain

11 Kork Epilepsy Center, Kehl-Kork and Medical Faculty, 

University of Freiburg, Freiburg, Germany

12 UCB Pharma, Alimos, Greece

13 UCB Pharma, Morrisville, NC, USA

14 UCB Pharma, Monheim am Rhein, Germany

15 UCB Pharma, Slough, England, UK

16 UCB Pharma, Brussels, Belgium

17 Refractory Epilepsy Unit, Hospital Universitario y 

Politécnico La Fe, EpiCARE member, Valencia, Spain

https://doi.org/10.1016/j.seizure.2022.03.007
https://doi.org/10.1016/j.seizure.2022.03.007
https://doi.org/10.1186/s13046-017-0546-9
https://doi.org/10.1186/s13046-017-0546-9
https://doi.org/10.3389/fneur.2020.00813
http://orcid.org/0000-0002-5936-6627
http://orcid.org/0000-0002-1750-5131
http://orcid.org/0000-0002-3989-7471
http://orcid.org/0000-0001-5995-5862
http://orcid.org/0000-0001-6288-9915
http://orcid.org/0000-0003-2080-8042

	Effectiveness and tolerability of brivaracetam in patients with epilepsy stratified by comorbidities and etiology in the real world: 12-month subgroup data from the international EXPERIENCE pooled analysis
	Abstract
	Objective 
	Methods 
	Results 
	Conclusions 

	Introduction
	Methods
	Study design and patient population
	Outcomes
	Patient subgroups
	Statistical analyses

	Results
	Subgroup analyses by CLD comorbidity
	Subgroup analyses by psychiatric comorbidity
	Subgroup analyses by post-stroke epilepsy status
	Subgroup analyses by BTRE status
	Subgroup analyses by TBIE status
	Patients with focal-onset seizures who were on a BRV dose of ≤ 200 mgday used as add-on at index

	Discussion
	Subgroup analyses by CLD comorbidity
	Subgroup analyses by psychiatric comorbidity
	Subgroup analyses by post-stroke epilepsy status
	Subgroup analyses by BTRE status
	Subgroup analyses by TBIE status
	Strengths and limitations

	Conclusions
	Acknowledgements 
	References


