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1 | INTRODUCTION

Abstract

Objective: This study aimed to explore the effectiveness of brivaracetam (BRV)
according to baseline seizure frequency and past treatment history in subjects
with focal epilepsy who were included in the Brivaracetam Add-On First Italian
Network Study (BRIVAFIRST).

Methods: BRIVAFIRST was a 12-month retrospective, multicenter study includ-
ing adults prescribed adjunctive BRV. Study outcomes included sustained seizure
response (SSR), sustained seizure freedom (SSF), and the rates of treatment dis-
continuation and adverse events (AEs). Baseline seizure frequency was stratified
as <5, 5-20, and >20 seizures per month, and the number of prior antiseizure
medications (ASMs) as <5 and >6.

Results: A total of 994 participants were included. During the 1-year study period,
SSR was reached by 45.8%, 39.3%, and 22.6% of subjects with a baseline frequency
of <5, 5-20, and >20 seizures per month (p<.001); the corresponding figures
for the SSF were 23.4%, 9.8%, and 2.8% (p <.001). SSR was reached by 51.2% and
26.5% participants with a history of 1-5 and >6 ASMs (p <.001); the correspond-
ing rates of SSF were 24.7% and 4.5% (p<.001). Treatment discontinuation due
to lack of efficacy was more common in participants with >20 seizures compared
to those with <5 seizures per month (25.8% vs. 9.3%, p<.001), and in participants
with history of >6 prior ASMs compared to those with history of 1-5 ASMs (19.6%
vs. 12.2%, p=.002). There were no differences in the rates of BRV withdrawal due
to AEs and the rates of AEs across the groups of participants defined according to
the number of seizures at baseline and the number of prior ASMs.
Significance: The baseline seizure frequency and the number of previous ASMs
were predictors of sustained seizure frequency reduction with adjunctive BRV in
subjects with focal epilepsy.
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Key points
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Antiseizure medications (ASMs) represent the mainstay
of the treatment of people with epilepsy. Despite the in-
troduction of many ASMs in the past decades, the rate of
uncontrolled epilepsy remains high and there remains the
need to develop new therapeutic options that are effective
and safe.

Brivaracetam (BRV) is a third-generation ASM char-
acterized by high-affinity binding to synaptic vesicle pro-
tein 2A and a chemical structure similar to levetiracetam
(LEV).! In the European Union, BRV is approved for
the add-on treatment of focal onset seizures in patients
>2years of age.’

Studies based on data generated in a real-life context
can complement the evidence coming from the random-
ized, controlled trials and provide original insights on

« Baseline seizure frequency and number of pre-
vious treatments predicted sustained seizure
frequency reduction with brivaracetam

« Sustained seizure frequency reduction was ob-
served in brivaracetam-treated subjects with
very active focal epilepsy

« No differences in tolerability of brivaracetam
emerged according to baseline seizure fre-
quency and number of prior treatments

issues not captured in regulatory trials. The Brivaracetam
Add-On First Italian Network Study (BRIVAFIRST) is
the largest study to have assessed the 1-year effectiveness
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and tolerability of BRV as adjunctive treatment of focal
seizures in people with epilepsy treated according to daily
clinical practice.** This analysis of the BRIVAFIRST data
aimed to explore the response to adjunctive BRV accord-
ing to the baseline seizure frequency and as a function of
the number of previous ASMs.

2 | MATERIALS AND METHODS

2.1 | Participants

BRIVAFIRST was a retrospective study that involved 63
Italian centers. Adult (age>16years) subjects who were
prescribed add-on BRV (March 2018 to March 2020) and
were on stable treatment with one or more ASMs during
the prior 90days were retrospectively identified. Partici-
pants with focal epilepsy, 12-month follow-up after ini-
tiating BRV, and >1 seizure during the 3months before
starting BRV were considered in the current analysis.
Exclusion criteria were history of alcoholism, drug abuse,
conversion disorders, and other nonepileptic ictal events.

Data on demographics, clinical history, type of sei-
zures and epilepsy,” etiology, baseline seizure frequency
(monthly seizure frequency during the 3months before
adding BRV), and prior and concomitant ASMs were
collected. Following the classifications adopted in prior
studies, baseline seizure frequency was stratified as <5,
5-20, and >20 seizures per month,’ and the number of
previous ASMs was grouped as <5 or >6.® Data on seizure
occurrence, adverse events (AEs), and drug withdrawal
were retrieved from clinical records of follow-up visits
performed at 3, 6, and 12 months as standard practice
when a new ASM is initiated.

Study outcomes were sustained seizure response (SSR)
and sustained seizure freedom (SSF), defined as >50%
(SSR) and 100% (SSF) reduction in baseline seizure fre-
quency that continued without interruption from the first
time it was achieved through 12 months without BRV dis-
continuation.” The time of achievement of SSF and SSR
was established using data at visits at 3, 6, and 12 months.
The rate and reasons for treatment discontinuation and
the rate of AEs considered BRV-related by physicians were
also considered.

2.2 | Statistical analysis

Values were presented as median (interquartile range
[IQR]) for continuous variables and number (percent-
age) of subjects for categorical variables. Comparisons
were made using the Mann-Whitney test, Dunn test, or
chi-squared test, as appropriate. Simple and multivariate

logistic regression models were performed to evaluate
whether baseline seizure frequency (<5, 5-20, and >20 sei-
zures per month) and number of prior ASMs (<5 and >6)
were associated with SSF and SSR. Age, duration of epi-
lepsy, and number of concomitant ASMs were selected as
independent variables of the multivariate models for their
well-known association with seizure outcomes.” ! Data
analysis was performed using Stata/IC 13.1 (StataCorp).
The study is reported according to STROBE guidelines."?

2.3 | Standard protocol approval

The study was approved by the ethical committee of Sapi-
enza University, Rome, Italy and conducted in accordance
with the Declaration of Helsinki. Informed consent was
obtained from each patient or a legal representative.

3 | RESULTS

A total of 1325 participants were initially identified. After
the exclusion of participants with a diagnosis of general-
ized, combined, or unknown epilepsy (n="71), follow-up
of <lyear (n=225), or no seizures at baseline (n=35),
994 subjects were included. The median age of the partici-
pants was 45 (IQR=32-56) years, and 469 (47.2%) were
men. Baseline characteristics of the included participants
are reported in Table 1.

Participants with <5, 5-20, and >20 seizures per month
at baseline numbered 441 (44.4%), 336 (33.8%), and 217
(21.8%). Subjects with >20 seizures per month were
younger, had a younger age at epilepsy onset, had history of
a greater number of prior ASMs, and were receiving more
concomitant ASMs than subjects with <5 and 5-20 seizures
per month. Baseline characteristics of participants accord-
ing to baseline seizure frequency are shown in Table S1.

Participants with history of >6 prior ASMs were
younger at epilepsy onset, had a longer duration of epi-
lepsy, more commonly presented both focal onset and
focal to bilateral tonic—clonic seizures, more commonly
had a history of prior or concomitant use of LEV, were
being treated with a higher number of concomitant ASMs,
and had a higher baseline seizure frequency compared to
participants who had history of 1-5 previous ASMs. Base-
line characteristics of participants according to the num-
ber of prior ASMs are summarized in Table S2.

In the study cohort, the median BRV dose was 100
(IQR=100-200) mg/day at 3months, 150 (IQR =100-200)
mg/day at 6 months, and 150 (IQR=100-200) mg/day at
12months.

During the 1-year study period, SSR was reached by 202
of 441 (45.8%), 132 of 336 (39.3%), and 49 of 217 (22.6%)
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TABLE 1 Baseline characteristics of patients.

Patients,

Characteristics N=99%4
Age, years 45 (32-56)
Male sex 469 (47.2)
Age at epilepsy onset, years, N=993* 13 (5-24)
Duration of epilepsy, years, N=993* 25 (14-38)
Type of seizures, N= 884"

Focal onset 657 (74.3)

Focal to bilateral tonic—clonic 165 (18.7)

Focal onset and focal to bilateral tonic-clonic 62 (7.0)
Etiology

Structural 532 (53.5)

Genetic 38 (3.8)

Immune 10 (1.0)

Infectious 27 (2.7)

Unknown 387 (39.0)
Number of prior ASMs, N=988" 6 (3-8)
Number of prior ASMs, N=988"

1-5 482 (48.8)

>6 506 (51.2)
Levetiracetam status, N=987"

Never used 260 (26.3)

Prior use/prescribed at baseline 727 (73.7)
Number of concomitant ASMs, N=993* 2(1-3)
Baseline monthly seizure frequency” 6 (3-20)
Number of seizures per month at baseline®

<5 441 (44.4)

5-20 336 (33.8)

>20 217 (21.8)

Note: Data are median (interquartile range) for continuous variables, and n
(%) for categorical variables.
Abbreviation: ASM, antiseizure medication.

N refers to the total number of patients for whom data in question were
available.

Based on the number of seizures during the 90 days before starting
adjunctive brivaracetam.

of subjects with a baseline frequency of <5, 5-20, and >20
seizures per month (p <.001); the corresponding figures
for the SSF were 103 of 441 (23.4%), 33 of 336 (9.8%), and
six of 217 (2.8%, p <.001; Figure 1). Proportions of partic-
ipants reaching SSR and SSF who were seizure respond-
ers and seizure-free from Day 1, Month 4, and Month 7 to
Month 12 according to the number of seizures per month
at baseline are reported in Table 2.

SSR was reached by 247 of 482 (51.2%) and 134 of 506
(26.5%) participants with a history of 1-5 and >6 ASMs
(p<.001); the corresponding rates of SSF were 119 of
482 (24.7%) and 23 of 506 (4.6%, p <.001; Figure 1). The

Epilepsia™>=

proportions of participants reaching SSR and SSF at the
different time points according to the number of prior
ASMs are reported in Table 3.

The rates of SSR and SSF according to the number of
baseline seizures in the function of the number of prior
ASMs are shown in Figure 2.

Older age (odds ratio [OR] =1.02, 95% confidence in-
terval [CI] =1.01-1.03 for unitary increase, p=.001) was
associated with increased odds of SSR, and number of
prior ASMs of >6 (OR = .44, 95% CI = .33-.60, p<.001)
and baseline frequencyof >20 seizures per month (OR
= .48, 95% CI = .32-.71, p<.001) were associated with de-
creased odds of SSR (Table 4).

Older age (OR=1.02, 95% CI=1.01-1.04 for unitary in-
crease, p=.001) was associated with increased odds of SSF,
and longer epilepsy duration (OR = .97, 95% CI = .96-.99 for
unitary increase, p <.001), number of prior ASMs of >6 (OR
= .26, 95% = CI .16-.44, p<.001), and baseline seizure fre-
quency of 5-20 seizures per month (OR = .43,95% CI = .27-
.67, p<.001) and >20 seizures per month (OR = .16, 95%
CI =.07-.38, p<.001) with decreased odds of SSF (Table 5).

Participants who discontinued BRV treatment num-
bered 259 (26.1%), and the reasons for treatment with-
drawal were poor efficacy (n=159/259, 61.4%), poor
tolerability (n=93/259, 35.9%), and a combination of both
(n=5/259, 1.9%); in one participant, BRV was discontin-
ued due to the subject's request, and one participant died
from a cause not related to treatment. According to LEV
status, the rate of treatment withdrawal for any cause was
21.9% (n=57/260) in participants who were LEV naive
and 27.8% (n=202/727) in participants with history of
LEV use (p=.065). Drug discontinuation due to poor ef-
ficacy occurred in 13.5% (n=35/260) of participants who
had never tried LEV and in 17.1% (n=124/727) of partici-
pants who had used LEV (p=.176). The rates of BRV with-
drawal for AEs were 8.1% and 9.9% in participants without
and with history of LEV use (p=.387).

Treatment discontinuation due to lack of efficacy was
more common in participants with 5-20 seizures per
month at baseline compared to those with <5 seizures
per month (18.5% vs. 9.3%, p<.001), and in participants
with >20 seizures per month compared to those with <5
seizures per month (25.8% vs. 9.3%, p<.001); there were
no differences in the rates of BRV withdrawal due to AEs
across the different groups based on the number of sei-
zures at baseline.

Treatment discontinuation due to lack of efficacy was
more common in participants with history of >6 prior
ASMs compared to those with history of 1-5 ASMs (19.6%
vs. 12.2%, p=.002), whereas there were no differences in
the rates of BRV withdrawal due to AEs.

AEs were reported by 30.1% of the participants and
rated as mild (74.8%), moderate (24.8%), and severe (.4%).
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45.8%

39.3%

51.2% Sustained seizure response

m Sustained seizure freedom

FIGURE 1 Sustained seizure
response and sustained seizure freedom
according to baseline seizure frequency
and prior antiseizure medications (ASMs).
Proportions of participants who achieved

sustained seizure response and sustained

seizure freedom during the 12-month

follow-up are shown according to the
26.5% number of monthly seizures at baseline

2425 and the number of prior ASMs.

23.4% 22.6%

9.8%

4.6%

2.8%
— L]

<5 seizures 5-20 seizures >20 seizures 1-5 ASMs 26 ASMs

TABLE 2 Sustained seizure response and sustained seizure freedom outcomes according to baseline seizure frequency.

From Day 1 to Month From Month 4 to Month From Month 7 to
During the study period 12 12 Month 12

Sustained seizure response

<5 seizures 202/441 (45.8) 135/202 (66.8) 46/202 (22.8) 21/202 (10.4)

5-20 seizures 132/336 (39.3) 73/132(55.3) 35/132(26.5) 24/132(18.2)

>20 seizures 49/217 (22.6) 28/49 (57.1) 13/49 (26.5) 8/49 (16.3)
Sustained seizure freedom

<5 seizures 103/441 (23.4) 59/103 (57.3) 27/103 (26.2) 17/103 (16.5)

5-20 seizures 33/336 (9.8) 9/33(27.3) 17/33 (51.5) 7/33(21.2)

>20 seizures 6/217 (2.8) 4/6 (66.7) 2/6 (33.3) 0(.0)

Note: Data are n (%) of participants. Proportions of participants reaching sustained seizure response and sustained seizure freedom who were seizure
responders and seizure-free from Day 1, Month 4, and Month 7 to Month 12 according to the number of seizures per month at baseline are reported.
Participants reaching sustained seizure response and sustained seizure freedom during the study period are equal to the sum of participants who were seizure
responders and seizure-free from Day 1, Month 4, and Month 7 to Month 12.

TABLE 3 Sustained seizure response and sustained seizure freedom outcomes according to the number of prior antiseizure

medications.
During the study From Day 1 to From Month 4 to From Month
period Month 12 Month 12 7 to Month 12
Sustained seizure response
1-5 antiseizure medications 247/482 (51.2) 160/247 (64.8) 53/247 (21.5) 34/247 (13.8)

>6 antiseizure medications 134/506 (26.5) 74/134 (55.2) 41/134 (30.6) 19/134 (14.2)

Sustained seizure freedom
1-5 antiseizure medications 119/482 (24.7)

23/506 (4.6)

61/119 (51.3)
11/23 (47.8)

37/119 (31.1)
9/23 (39.1)

21/119 (17.7)

>6 antiseizure medications 3/23 (13.0)

Note: Data are n (%) of participants. Proportions of participants reaching sustained seizure response and sustained seizure freedom who were seizure
responders and seizure-free during the study period and from Day 1, Month 4, and Month 7 to Month 12 according to the number of prior antiseizure
medications are reported. Participants reaching sustained seizure response and sustained seizure freedom during the study period are equal to the sum of
participants who were seizure responders and seizure-free from Day 1, Month 4, and Month 7 to Month 12.
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FIGURE 2
response (SSR) and sustained seizure
freedom (SSF) according to baseline
seizure frequency and in relation to

Sustained seizure 56.4%

prior antiseizure medications (ASMs).

Proportions of participants who achieved

SSR and SSF during the 12-month follow-

up are shown according to the number 33.8%
of monthly seizures at baseline and as a 31.1%
function of the number of prior ASMs.

Epilepsia™>~

SSR and history of 1-5 ASMs
51.0%
m SSR and history of 26 ASMs
M SSF and history of 1-5 ASMs

M SSF and history of 26 ASMs

32.9%

29.2%

17.2%

4.3%
2.1%

<5 seizures 5-20 seizures >20 seizures
Unadjusted GO :a:s\e]laiII;eEchiracAtisr?:tliitslzzcll) zzf:i?]ed
Dependent variable OR (95% CI) p OR (95% CI) P seizure response.
Age 1.02(1.01-1.02)  <.001 1.02(1.01-1.03)  .001
Duration of epilepsy .99 (.98-.99) .001 .99 (.98-1.00) .072
Number of concomitant .69 (.60-.80) <.001 91 (.77-1.08) .248
ASMs

Number of prior ASMs®

>6 .34 (.26-.45) <.001 44 (.33-.60) <.001
Number of seizures per month at baseline®

5-20 .77 (.57-1.02) .069 .89 (.66-1.21) 470

>20 .35 (.24-.50) <.001 48 (.32-.71) <.001

Note: Values are from logistic regression models.

Abbreviations: ASM, antiseizure medication; CI, confidence interval; OR, odds ratio.

*Adjustment for age, duration of epilepsy, number of concomitant ASMs, number of prior ASMs, and

baseline monthly seizure frequency.
PReference is 1-5 ASMs.
“Reference is <5 seizures.

The most common AEs included somnolence (6.7%), ner-
vousness and/or agitation (5.7%), vertigo (3.4%), and fa-
tigue (3.2%; Table S3). There were no differences in the
rates of AEs across the groups of participants defined ac-
cording to the number of seizures at baseline and accord-
ing to the number of prior ASMs.

4 | DISCUSSION

In this exploratory, post hoc analysis of BRIVAFIRST
data, the seizure frequency before starting treatment with

add-on BRV in subjects with focal onset seizures was
a predictor of both SSR and SSF, a lower seizure count
being associated with increased odds of sustained seizure
frequency reduction. It is noteworthy that a sustained
reduction in baseline seizure frequency that continued
without interruption throughout the 12-month follow-up
was observed also in participants with very active epilepsy;
approximately 13% and 2% of the participants with >20
monthly seizures at baseline achieved SSR and SSF from
the first day of treatment.

The number of seizures that occurred prior to treat-
ment is a well-recognized predictor of seizure outcome.
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TABLE 5 Association between

Unadjusted G baseline characteristics and sustained
Dependent variable OR (95% CI) D OR (95% CI) P seizure freedom.
Age 1.02(1.01-1.04)  <.001 1.02(1.01-1.04)  .001
Duration of epilepsy .96 (.95-.97) <.001 .97 (.96-.99) <.001
Number of concomitant 47 (.37-.59) <.001 .84 (.64-1.09) 192
ASMs

Number of prior ASMs®

>6 15 (.09-.23) <.001 26 (.16-.44) <.001
Number of seizures per month at baseline®

5-20 36 (.23-.54) <.001 43 (.27-.67) <.001

>20 .09 (.04-.22) <.001 .16 (.07-.38) <.001

Note: Values are from logistic regression models.

Abbreviations: ASM, antiseizure medication; CI, confidence interval; OR, odds ratio.

*Adjustment for age, duration of epilepsy, number of concomitant ASMs, number of prior ASMs, and

baseline monthly seizure frequency.
PReference is 1-5 ASMs.
“Reference is <5 seizures.

Several studies have reported that a heavier seizure bur-
den at baseline reduces the response to ASMs,**™*> and
is linked to a higher risk of developing drug-resistant ep-
ilepsy.'®'” A high number of pretreatment seizures can
represent a hallmark of severe epilepsy, which is more
likely to have poor response to ASMs'®; the hypothesis
that a large number of seizures is one of the causes or
determinants of intractability through a mechanism sim-
ilar to the experimental phenomenon of kindling, how-
ever, has also been proposed.w’20 Of note, in a cohort of
1795 subjects with newly diagnosed epilepsy who started
treatment at the Epilepsy Unit of the Western Infirmary
in Glasgow, each increase in the number of seizures in the
year prior to treatment was associated with a decrease by
6% in the probability of being seizure-free at the last clinic
visit.” The level of >20 seizures per month has been linked
to a very unfavorable outcome after ASM trials; epilepsy
was uncontrolled in 47% of patients who reported having
>20 seizures before the initiation of therapy, as compared
with 33% of patients who had 20 seizures or fewer.” More
recently, a retrospective study analyzed data related to
consecutive adults who attended the epilepsy center at
Beaumont Hospital in Dublin, and received cenobamate
for at least 3months through an Early Access Program.*!
Among 38 patients with highly active epilepsy, defined
as the presence of >20 seizures per month at baseline,
two (5.3%) were classified as seizure-free at the end of
the study.”! It is noteworthy that seizure freedom was de-
fined as “freedom from seizures for a minimum of three
times the longest preintervention inter-seizure interval
or 12months, whichever is longer,* and the actual peri-
ods of freedom from seizures in these cases were 5 and
7months.”*!

The analysis of BRIVAFIRST data suggested that BRV
treatment was associated with higher rates of SSF and SSR
when it was started in people with history of <5 prior ASMs
compared to those with history of >6. These findings are
consistent with many reports in the literature, which iden-
tified the number of ASMs that proved inefficient in the
past as a significant independent prognostic factor for the
response to a newly administered treatment.'®!” Of note,
the proposed definition of drug resistance as “the fail-
ure of adequate trials of two tolerated and appropriately
chosen and used ASMs schedules to achieve sustained
seizure freedom”?? is primarily based on observational co-
hort studies of newly diagnosed epilepsy, suggesting that
once a patient has failed trials of two appropriate drugs,
the probability of achieving seizure freedom with sub-
sequent treatments is modest.>'* There is, however, evi-
dence supporting that drug-resistance is a graded process;
the likelihood of seizure freedom decreases and the effect
of additional seizure control diminishes with each suc-
cessive ASM regimen tried.>* In the 30-year longitudinal
study in the Glasgow cohort, each additional ASM from
the fourth therapeutic regimen onward added only an ap-
proximate 1% or less probability of seizure freedom.” The
rate of 1-year seizure freedom with the sixth and seventh
ASM regimens were .33% and .06% of the total study co-
hort, and none of the patients who tried eight or more suc-
cessive drug regimens reached seizure freedom.” Schiller
and Najjar suggested that drug resistance follows a mon-
oexponential course with a half-decay constant of 1.5-2
ASMs, and “absolute” drug resistance requires failure of
six ASMs; no patient was rendered seizure-free by the
newly administered drug in participants with a history of
failure of six or seven ASMs due to inefficacy or AEs when
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seizure freedom was defined as no seizures since adminis-
tration of the ASM or for the last 12 months of follow-up.®
Notably, adjunctive BRV was associated with an SSF rate
of 4.5% in patients with focal epilepsy and prior history
of six or more therapeutic regimens, and seizure freedom
was achieved on Day 1 of treatment in nearly half of the
cases. In the original study by Schiller and Najjar, 26.5% of
patients with prior failure of 6-7 ASMs due to inefficacy
or AEs benefitted from a newly administered drug with
>50% reduction in seizure frequency in the last 3 months
of treatment compared to the 3-month baseline.” In the
BRIVAFIRST cohort, 26.5% of patients with history of six
or more lifetime ASMs reached a sustained reduction in
baseline seizure frequency of 50% or greater, and 55.2%
achieved this improvement the first day of treatment.
The term “ultrarefractory” epilepsy has recently been
proposed to define the failure to control seizures after ap-
propriate use of at least six epilepsy treatments, includ-
ing well-tolerated ASM trials, epilepsy surgery, and vagus
nerve stimulation.?' In 54 patients with “ultrarefractory”
epilepsy treated with add-on cenobamate, three (5.6%)
seizure-free patients had periods of seizure freedom last-
ing between 5 and 7 months.*!

The 1-year rate of BRV withdrawal was approximately
25%, which was consistent with the rates reported in other
retrospective noninterventional studies of BRV and newer
ASMs in clinical practice.”* ! The main reason for treatment
discontinuation was inadequate efficacy and, as expected,
it was more common among patients with a higher base-
line seizure frequency and a greater number of prior ASMs.
Conversely, there were no differences in the rates of drug
withdrawal due to poor tolerability according to the initial
burden of seizures and prior ASMs. AEs were observed in
30% of the included patients, and at similar rates in the dif-
ferent subgroups; they were mostly mild in intensity, and the
most common ones were somnolence, vertigo, fatigue, and
headache. These findings confirmed the overall favorable
tolerability profile of adjunctive BRV across a wide range of
epilepsy activity and severity, and matched data from prior
randomized and nonrandomized studies.**>*

Sustained seizure freedom and sustained seizure re-
sponse represent rigorous metrics of treatment efficacy.
By excluding those patients who presented only transient
periods of seizure frequency reduction or discontinued
the drug, these outcomes can account for the “honey-
moon effect” that has been reported with many ASMs,*
and provide more reliable information about the actual
response to treatment. The findings of this analysis sup-
ported prior evidence suggesting that BRV may have an
early and sustained action, and a subset of responders
may benefit from the very beginning of the treatment. Ac-
cording to the international definition of drug resistance,
seizure freedom is considered as “freedom from seizures
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for a minimum of three times the longest pre-intervention
inter-seizure interval (determined from seizures occur-
ring within the past 12months) or 12months, whichever
is longer.” Although in a population of people with very
active focal epilepsy, the preintervention interseizure in-
terval is likely to be short and, hence, the three times lon-
gest preintervention interseizure interval <12months, the
“rule of three” definition of seizure freedom could repre-
sent an additional perspective to consider in future stud-
ies. Other strengths of the study include the recruitment
at multiple sizes, the large sample size, and the real-world
design, which can offer high external validity and address
issues left unanswered by randomized, controlled trials.
Of note, in regulatory trials of BRV, the treatment phases
lasted only 12weeks and the median baseline seizure fre-
quencies of participants ranged from six to 10 seizures
per month, leaving uncertainties about the generalizabil-
ity of the results over the long term and in populations
with more severe seizure activity.>> Some limits also need
to be acknowledged, including potential sources of bi-
ases, like the open-label design and retrospective nature.
In this regard, the assessment of seizure frequency data
by an external expert panel could allow confirmation of
the rates of SSR and SSF and act as a quality control; of
note, a similar approach has already been shown to be
feasible to retrospectively confirm or refute the patient's
drug-resistant status,*® and could also be useful in stud-
ies evaluating the effect of ASMs in the reduction of sei-
zure frequency. Although the baseline seizure frequency
and number of previous ASMs were stratified following
the thresholds of 20 seizures and six treatments proposed
in prior seminal papers,®® alternative classifications and
their informative value need to be further explored in fu-
ture studies. The reporting of AEs based on the records
of clinical visits rather than standardized questionnaires
may have underestimated their actual rate. As changes in
therapeutic regimens during follow-up have not been con-
sistently reported, the influence of any variations in con-
comitant drug load, including the introduction of new or
the increase in the dose of concomitant ASMs, could not
be explored. Furthermore, the interval of 3 months before
starting BRV as baseline may have been short to provide a
reliable seizure frequency reduction for people with only
one or two seizures a year; it could have been coincidence
that some participants had a seizure in the baseline in-
terval and then stayed seizure-free for the 12-month fol-
low-up. In addition, although the data look convincing,
the lack of a control group does not allow comparisons
with other ASMs and prevents any definitive conclusion
about the comparative effectiveness of BRV. Should strict
criteria be developed and adopted for grading drug resis-
tance, it would become easier to make indirect compari-
sons of the efficacy of ASMs from real-world studies.
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Adjunctive BRV was associated with a clinical benefit in
a subset of patients with very active and difficult-to-treat
focal epilepsy. The sustained control of seizures is a mean-
ingful goal in people with epilepsy, and the reporting of
the duration of seizure frequency reduction over time in
epilepsy studies can provide more reliable information
about the actual effectiveness of ASMs. Studies including
the assessment of patient-reported outcomes may further
explore the impact of BRV treatment and offer more guid-
ance for informed treatment decisions in clinical practice.
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