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Additional Exclusion Criteria

Patients were excluded if they were on a ketogenic diet that had either changed within the
previous 4 weeks or was expected to change during the trial; creatinine clearance of <30
mL/minute; clinically relevant electrocardiogram abnormality; hemodynamically significant
congenital heart disease; arrhythmic heart condition requiring medical therapy; history of
severe anaphylactic reaction secondary to medication intake or serious blood dyscrasias;
nonepileptic events that could be confused with seizures; serious toxicity issues while on
felbamate treatment or felbamate treatment for <12 months; acute or subacutely progressive
central nervous system disease, or epilepsy secondary to a progressive cerebral or

neurodegenerative disease; or cardiac sodium channelopathy.

Protocol Amendments

The inclusion and exclusion criteria described in this manuscript reflect those used in the last

version of the trial protocol. During the conduct of the trial, certain criteria were removed or

adjusted in protocol amendments to provide additional clarity, make the protocol more patient-

friendly, and enhance enrollment. All protocol amendments were implemented before

unblinding. Important amendments included the following:

¢ Removal of the inclusion criterion requiring patients to have uncontrolled focal seizures
after an adequate course of treatment with =2 antiseizure medications (ASMs). The
criterion was removed because there was another inclusion criterion that targeted the
population of interest with regard to concomitant ASMs, and because requiring patients to
fail 22 ASMs was an impediment to recruiting younger patients.

o Change of the duration of video-electroencephalograms (video-EEGSs) from 72 hours of
continuous recording to <72 hours of continuous recording, with every attempt to obtain
248 hours of interpretable recording. The rationale was that completion of a full 72-hour

EEG was an impediment to patient enroliment.



¢ Removal of the central video-EEG reader, which was applied to address the high
variability in video-EEG seizure counts between the central reader and local investigators

(Bozorg A et al, 2024).

Randomization of Patients

An interactive voice/web response system (IXRS) was used to assign a treatment to eligible
patients, based on a predetermined randomization schedule provided by UCB Pharma or its
designee. Patients, investigators, and all site personnel were blinded to trial medication. To
enroll a patient (visit 1), the investigator contacted the IXRS. Each patient was assigned a
number at screening that served as the patient identifier throughout the trial. To randomize a
patient (visit 3), the investigator (or designee) contacted the IXRS. The IXRS allocated kit
numbers to the patient (based on the patient number) during the course of the trial. The blind
was maintained, as all patient treatment details were allocated and maintained by the IXRS

and the accompanying packaging for lacosamide and placebo was identical in appearance.

Sample Size Re-estimation

The sample size re-estimation with equal allocation in each arm was performed using the
related residual variance combined with Guenther adjustment (Friede and Kieser, 2011). An
assessment of the observed dropout rate was also made as part of this analysis, and the
potential dropout rate of 14% used for calculation of the initial sample size was modified based
on the observed rate. Additionally, an assessment of the observed difference of end-of-
baseline (EOB) video-EEG interpretation rate was made; the anticipated rate of 5% was

modified based on the observed rate.

The final sample size, the anticipated dropout rate, and the anticipated rate of difference of
interpretation of the EOB video-EEG was to be modified according to the sample size re-
estimate; however, an upper bound was applied to reach a maximum sample size based on

practical and logistical considerations. The initial sample size re-estimate using Guenther



adjustment was not to be adjusted above 109 patients per treatment arm, the original
estimated overall trial dropout rate was not to be adjusted above 24%, and the difference of

EOB video-EEG interpretation rate was not to be adjusted above 10%.

Criteria for Patient Withdrawal From the Trial

Patients must have been withdrawn from the trial if any of the following events occurred:

e The patient experienced intolerable adverse events that, in the investigator’s opinion,
precluded further participation in the trial. Patients who were unable to tolerate the trial
medication (unable to achieve or maintain the target dose for the final 3 days of the
titration period) also had to be withdrawn from the trial.

e The sponsor or a regulatory agency requested withdrawal of the patient.

o The patient had QTc interval 2500 ms, confirmed by a cardiologist over-read on any
electrocardiogram.

e The patient developed a second- or third-degree atrioventricular block.

e The patient was unwilling or unable to continue, or the parent(s)/legal

representative(s)/caregiver(s) was/were unwilling or unable to allow the patient to continue

in the trial.
¢ Investigator’s decision that withdrawal from further participation would be in the patient’s
best interest.

e The patient experienced generalized convulsive status epilepticus.

Patients may have been withdrawn from the trial if any of the following events occurred:

e The patient had any clinically relevant change in medical or psychiatric condition and, in
the investigator’s opinion, the condition warranted discontinuation from the trial.

e The patient required a medication not permitted by the protocol.

e The patient’s legal representative(s)/caregiver(s) (in accordance with local regulation)

was/were noncompliant with trial procedures or medication, in the investigator’s opinion.



e The patient used benzodiazepine within 24 hours before or during video-EEG for any

reason other than a stable daily dosage regimen as a concomitant ASM.

Additional discontinuation criteria for potential drug-induced liver injury (PDILI):

Patients with PDILI were assessed to determine if the trial medication was to be

discontinued.
¢ All concomitant medications and herbal supplements that were not medically necessary
were also to be discontinued.
e The following PDILI criteria required immediate and permanent discontinuation of trial
medication:
e Patients with either of the following:
o Alanine aminotransferase (ALT) or aspartate aminotransferase (AST) =5 x upper
limit of normal (ULN)
o ALT or AST =23 x ULN and coexisting total bilirubin =22 x ULN
e The following PDILI criteria required immediate discontinuation of trial medication:
e Patients with ALT or AST =23 x ULN who exhibited temporally associated symptoms of
hepatitis or hypersensitivity.
e The following PDILI criteria allowed patients to continue on trial medication, at the
investigator’s discretion:
e Patients with ALT or AST 23 x ULN (and 22 x baseline) and <5 x ULN, total bilirubin
<2 x ULN, and no eosinophilia (i.e., £5%), with no fever, rash, or symptoms of

hepatitis.

Collection of Adverse Event Data

All adverse events (AEs) that occurred during the study (i.e., after the signing of the informed
consent form) were reported in the electronic case report form, even if no investigational
product was taken but specific study procedures were conducted. This included all AEs not

present before the initial visit and all AEs that recurred or worsened after the initial visit. Signs



or symptoms of the condition for which the investigational product was being studied were
recorded as AEs only if their nature changed considerably or their frequency or intensity
increased in a clinically significant manner compared with the clinical profile known to the

investigator from the study participant’s history or the baseline period.

An increase in the intensity of an AE led to the repetition of the AE being reported with either
the outcome date of the first AE that was not related to the natural course of the disease being
the same as the start date of the repeated AE, and the outcome of “worsening”; or the AE
verbatim term being the same for the first and repeated AEs, so that the repeated AE could be

easily identified as the worsening of the first one.

The relatedness of AEs was assessed by the investigators. The intensity of AEs was graded
as mild, moderate, or severe based on the grades defined in Common Terminology Criteria for
Adverse Events v5.0 (grade 1: mild; asymptomatic or mild symptoms; clinical or diagnostic
observations only; or intervention not indicated; grade 2: moderate; minimal, local, or
noninvasive intervention indicated; or limiting age-appropriate instrumental activities of daily
living; grade 3: severe or medically significant but not immediately life-threatening;
hospitalization or prolongation of hospitalization indicated; disabling; or limiting self-care
activities of daily living; grade 4: life-threatening consequences or urgent intervention
indicated; grade 5: death related to AE). Life-threatening and death due to AE was used

additionally.
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eFIGURE 1: Clinical Global Impression of Change (A) and Caregiver’s Global

Impression of Change (B) at EOM (Full Analysis Set).
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Abbreviations: EOM = end-of-maintenance period.



eTABLE 1. Change From Baseline to EOM in PedsQL Subscale Scores and Total Score

for Patients Aged 2-4 Years (Full Analysis Set)

Observed value at baseline

Change from baseline to the end of

the maintenance period

Placebo Lacosamide Placebo Lacosamide

(n =68) (n = 66) (n =68) (n = 66)
Physical functioning
n 67 65 64 63
Mean (SD) 54.9 (33.7) 52.7 (32.2) -0.8 (18.0) 2.7 (15.8)
Emotional functioning
n 67 65 64 62
Mean (SD) 68.5 (22.7) 63.4 (23.2) 1.3 (19.4) 3.4 (16.7)
Social functioning
n 66 65 63 62
Mean (SD) 59.1 (31.6) 60.2 (32.0) 0.7 (23.3) 2.0 (22.2)
School functioning
n 30 37 27 30
Mean (SD) 66.9 (30.3) 51.6 (33.7) 0.3 (22.9) 4.2 (27.9)
Psychosocial health summary score
n 66 65 63 61
Mean (SD) 63.8 (21.9) 60.3 (23.9) 1.1 (15.3) 3.2 (15.1)
Physical health summary score
n 67 65 64 63
Mean (SD) 54.9 (33.7) 52.7 (32.2) -0.8 (18.0) 2.7 (15.8)
Total score
n 67 65 64 62
Mean (SD) 59.5 (24.8) 57.0 (25.1) 0.3(12.7) 2.7 (14.2)

Abbreviations: EOM = end-of-maintenance period; PedsQL = Pediatric Quality of Life Inventory; SD = standard

deviation.
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