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Amendment 2 (11 Feb 2022)

Overall Rationale for the Amendment

Changes to the protocol have been made to align the study more closely withthe\Neonatal
Intensive Care Unit’s (NICU) standard of care and practice, clarify the age crtterion;Clatify the
Schedule of Activities, align with the current Statistical Analysis Plan (SAP), and-align with the
current lacosamide (LCM) clinical development program. Minor grammatical (€ditorial, and
formatting changes have also been made for clarification purposes only.

Section # and Name

Description of Change

Brief Rationale

1.3 Schedule of Activities
4.1.2 Study periods

Update Baseline Period within
the Screening Period

from -1 haotr to 0 hour

to -2 hours to 0 hour:

To\align the study more closely
with NICU’s standard of care
and practice.

1.1 Synopsis

1.2 Schema

1.3 Schedule of Activities
4.1.1 Video-EEG

5.1 Inclusion criteria

8.1.1.1 Assessment of seizure
burden

Updateito reflect-the inctease in
the duration ‘'of'the Baseline
video-EEG recording period
from Lhour to2\heurs. Specify
thatthe occusrence of ENS is to
ocetir during-an up to 2-hour
periodswith at least 30 seconds
of cmulative ENS in an hour.

To align the study more closely
with NICU’s standard of care
and practice.

1.3 Schedule of Activiti€s

Reduce the number of ECG
assessments to 4 timepoints
within the Screening and
Treatment Period: Screening or
Baseline (-24h to Oh), postdose
(1-6h), at 48h, and at 96h.
Clarify footnote to specify that
the ECG postdose 1-6h is
preferred to be taken as close to
the first hour as possible.

To align the study more closely
with NICU’s standard of care
and practice.

1.1 Synopsis
2.1 Study rationale

4.2 Scientific rationale for study
design

5.1 Inclusion criteria

Update inclusion criteria for age
from gestational age to
corrected gestational age
(CGA), clarify CGA weeks, and

To clarify the age criterion and
slightly broaden the potential
patient population.
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remove postmenstrual age
requirement.

5.2 Exclusion criteria

Replace exclusion criteria
creatinine clearance measured
by Schwartz formula with: if
participant is in the first 24
hours of life, urine output is
<ImL/kg/hour. If older than
24 hours, participant urine
output is <ImL/kg/hour or
serum creatinine >1.7mg/dL.

To align the study more closely
with NICU’s standard of care
and practice.

1.3 Schedule of Activities

Clarify with a footnote that
Treatment Period dosing will be
up to the 96 hour timepoint;
however, at 96 hours the study
participant may enter the
Extension period and receive
LCM either as oral solution or
iv infusion.

The Schedule of Aetivities
indicates that LCM-infusion
occurs at 96 heurs; howeyer,
study paiticipants are\given the
option,toreceiveroral solution or
iv infusion at the\96 hour
timepoint; therefore, the mark is
footnoteditor clarify.

1.3 Schedule of Activities

Mark the following.assessment;
physical and neurelogical
examinations, for'conduct at 48
hours of the Tireatment\Period.

TherSchedule of Activities did
netjindicate physical and
neurological examination at

48 hours of the Treatment Period.
For consistency with the “Other
Endpoints” whereby change from
Baseline in physical and
neurological examinations is
conducted at 24 hours, 48 hours,
72 hours, and 96 hours, the
assessment is marked at 48 hours
in the Schedule of Activities.

Section 6.3 Measures to
minimize bias: Randomization

Section 9.1 Definition(of
analysis sets

9.4 Planned safety @nalyses

Section 9.9, Determination of
sample size

SectionyI'l References

Globalupdates to align protocol
with the SAP including
alignment of analysis sets and
determination of sample size
text.

To align with the current SAP for
accuracy in the protocol.

1(T\Synopsis

2.1 Study Rationale

2.2 Background

2.2.1 LCM in pediatric studies
2.3 Benefit/Risk Assessment

Global updates of study status
and approvals of LCM since last
protocol amendment.

To align with the current LCM
clinical development program.
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SERIOUS ADVERSE EVENT REPORTING

Serious adverse event reporting (24h)

Fax All regions: +32 238 66561
Email Global: PSRapidalert@ucb.com
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1 PROTOCOL SUMMARY
1.1 Synopsis

Protocol title:

A multicenter, open-label, randomized, active comparator study to evaluate the efficacy, safety,
and pharmacokinetics of lacosamide in neonates with repeated electroencephalographic neonatal
seizures

Short Title:
Study of lacosamide in neonatal seizures
Rationale:

Seizures occur more often during the neonatal period than at any other time during life,-the most
common cause being hypoxic-ischemic encephalopathy (HIE) as a result of perinatal’asphyxia.
The current accepted medical practice for neonatal seizures is initial treatinent with
first-generation anti-epileptic drugs (AEDs) such as phenobarbital (PB)@nd phénytoin (PHT)
with rapid progression to treatment with midazolam (MDZ) for patients without adequate seizure
control after 2 doses of PB. Recently, levetiracetam (LEV) is being used mnore often as first-line
and second-line treatment. In up to 50% of patientsfseizures ar¢'not controlled after first-line
treatment with PB or other AEDs, and subsequent treatment with additional AEDs does not
significantly improve seizure control. The currenf availdble data-from randomized, controlled
studies to support the choice of AEDs for thisyindication are limited, and there are currently no
definite recommendations on the most suitable treatiment. Ahiere is a need to investigate which
AEDs should be used to treat neonatal/seizures and theif most appropriate dosages.

Lacosamide (LCM) is approvedfortreatment of partial-onset seizures for patients >4 years of
age in the European Union and down to. 21" month’of age in the United States. A study of safety
and tolerability of the intravenous (iv)-formulatien of LCM (EP0060) has recently been
completed in pediatric study participants with’epilepsy down to the age of 1 month with an
infusion duration of 15 to 60 minutes. Fhe efficacy of LCM was evaluated for partial-onset
seizures in participants >1 month to <4yyears of age (SP0967).

SP0968 represents the firstclinieal-study of LCM in neonatal study participants and is designed
for the flexible treatment of electroencephalographic neonatal seizures (ENS). This study will
evaluate the efficacyy safety,»and pharmacokinetics (PK) of LCM in neonates (>34 weeks of
corrected gestational age [ CGA], <46 weeks of CGA, and <28 days of postnatal age [PNA]).
Lacosamide-will be evaltated against an Active Comparator chosen based on the standard of
care (StOC) per thedocal practice and treatment guidelines. Only those participants who do not
have adequate seizure control with previous AED treatment (PB, LEV, or MDZ in any
combination; additional benzodiazepines [BZDs] are allowed) will be permitted to enroll in
SP0968.
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Objectives and Endpoints

Objectives

Endpoints

Primary

e To evaluate the efficacy of LCM vs an
Active Comparator chosen based on StOC
in severe and nonsevere seizure burden
(defined as total minutes of ENS per hour)
in neonates with seizures that are not
adequately controlled with previous AED
treatment

e Reduction in seizure burden measured in the
Evaluation * video-EEG compared with the
Baseline video-EEG

Secondary

e To further evaluate the efficacy of LCM vs
an Active Comparator in severe and
nonsevere seizure burden (defined as total
minutes of ENS per hour) in neonates with
seizures that are not adequately controlled
with previous AED treatment

e Proportion of responders in‘the Evalvation *
video-EEG compared with-the Baseline
video-EEG

e Proportion of participantsavith at least 80%
reduction in s€izure burden in the Evaluation ®
video-EEG ¢ompared with the Baseline
video-EEG

¢ Time)to respoOnse across the first 48-hours of the
TreatmentBeriod compared with the Baseline
video-EEG

e Time'to seizure freedom across the first 48-hours
of the Treatment Period compared with the
Baseline video-EEG

e Absolute reduction in seizure burden across the
first 48-hours of the Treatment Period measured
by continuous video-EEG compared with the
Baseline video-EEG

e Percent reduction in seizure burden across the
first 48-hours of the Treatment Period measured
by continuous video-EEG compared with the
Baseline video-EEG

e Proportion of responders at the end of the first
48-hours of the Treatment Period

e Proportion of study participants who are seizure-
free (100% reduction in seizure burden from
Baseline) at 24 hours after the start of the
Treatment Period, categorized by study
participants with nonsevere or severe seizure
burden at Baseline
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Objectives Endpoints

e (ategorized percentage reduction in seizure
burden in the Evaluation ® video-EEG compared
with the Baseline video-EEG (<-25%
[worsening], -25% to <25% [no change], 25% to
<50%, 50% to <80%, and >80%)

e To evaluate the short-term safety and e TEAEs as reported by the investigator

tolerability of LCM in neonates e Percentage of treatment-emergent marked
abnormalities ® in 12-lead ECG

e To evaluate the PK of LCM in neonates e Mean serum concentration of LCM
who have seizures that are not adequately
controlled with previous AED treatment

Other
e To further evaluate the short-term safety e Percentage of treatpient-emergent marked
and tolerability of LCM in neonates abnormalities ® in hematoldgy and chemistry

parameters

e Percentage of treatment-emergent marked
dbnormalities %in Vital sign measurements (ie,
BPR(and puls¢rate)

e ‘Change from Baseline in physical and
neurglogical examinations at 24 hours, 48 hours,
72 hours, and 96 hours after the start of initial
treatment

AED=anti-epileptic drug; BP=blood pressuréyECG=electrocardiogram; ENS=electroencephalographic neonatal
seizures; LCM=lacosamide; PK=pharmacokineti¢sy StOC=standard of care; TEAE=treatment-emergent adverse
event; video-EEG=video-electroencephalogram

# The 2-hour evaluation for efficacy will start/lhour after initiation of randomized treatment (LCM or Active
Comparator) and will be used,forevaluation.of the primary endpoint based on video-EEG.

b Marked abnormalities will be\défined in the Statistical Analysis Plan.

Overall Design

This is a Phase, 2/3¢/multicenter, open-label, randomized, active comparator study to evaluate the
efficacy, safety; and PK.of LCM in neonates with repeated ENS compared with an Active
Comparaterichosen based on StOC per the local practice and treatment guidelines.

Study-participants who have confirmation on video-electroencephalogram (video-EEG) of

>2 minutes of\eumulative ENS or >3 identifiable ENS prior to entering the Treatment Period
(ENS is defined as a seizure lasting for at least 10 seconds on video-EEG), despite receiving
previous AED treatment (PB, LEV, or MDZ in any combination; additional BZDs are allowed)
will be enrolled in the study. Participants must be >34 weeks of CGA, <46 weeks of CGA, and
<28 days of PNA at the time of signing the informed consent.

The study involves Screening Period of up to 36 hours followed by a 96-hour Treatment Period
during which study participants will be randomized 1:1 and stratified by seizure severity to
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receive either LCM or an Active Comparator. The Active Comparator treatment will be chosen
and dosed based on StOC (per local practice and treatment guidelines). The video-EEG
recording needs to have started at least 2 hours before treatment randomization and will continue
for 48 hours after administration of the first dose of randomized treatment (LCM or Active
Comparator). The 2-hour evaluation for efficacy will start 1 hour after initiation of randomized
treatment and will be used for evaluation of the primary endpoint based on video-EEG. Rescue
medication, if needed, can be administered during the Treatment Period. Ideally, rescue
medication will not be given within the first 3 hours of randomized treatment; however, the
administration of rescue medication is always at the discretion of the investigator. At the end-of
the Treatment Period, study participants may continue to receive randomized treatment itnthe
Extension Period. Study participants who discontinue randomized treatment during the
Treatment Period or the Extension Period will enter the Safety Follow-up (SFU) Pésiod. Duting
the SFU Period, study participants randomized to LCM will have the option of . down titrating
their LCM dose.

A 1:1 (LCM:Active Comparator) randomization scheme will be used for'the treatment allocation
to participants in the study. Randomization will occur after completion.of the End-of-Baseline
video-EEG (at least 30 minutes) and after confirmation that the partieipant.has’'met eligibility
criteria. The randomization will be stratified by seizure-severity<(asydefined-in Section 8.1.1.1).

Number of Participants
A total of 32 study participants are planned to be enrolléd)
Treatment Groups and Duration

The total duration of the study for anndividual‘study.patticipant is a maximum of 42 days and
will include the following periods:

e Screening Period: up to 36 hours (-36.hour to.0yhour)

e Treatment Period: 96 hours (0 heur to 96 hour)

e Extension Period: up to 28 days of PNA

e Safety Follow-up Period.(withwoptional down titration): 14 days

During the Treatment(Period, study participants will be randomized to either the LCM or Active
Comparator (StOC, based on local practice and treatment guidelines) treatment group. Study
participants randomized to)LCM will receive an iv infusion of LCM over 30 minutes. A dose of
LCM 15mg/Kg/day ig-estimated to yield approximately the same plasma concentrations as in an
adult receiving LCM»400mg/day. The planned LCM dose in the study may be adjusted during
the studyras more,PK information in neonates is obtained from ongoing studies and as SP0968
progresses. The sponsor will review the interim safety and PK data and inform the investigators
ifa-dose modification is needed. The actual LCM dose during the study for each study
participant will be provided by Interactive Response Technology (IRT). Study participants
randomized to Active Comparator will receive an Active Comparator treatment chosen and
dosed based on StOC (per local practice and treatment guidelines).

Following the Treatment Period, all study participants who remain inpatient and continue to
receive the randomized treatment (LCM or Active Comparator) will enter the Extension Period.
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Study participants in the LCM group may continue receiving the same LCM dose administered
at the end of the Treatment Period; the LCM dose should not be increased, but may be decreased,
at the discretion of the investigator. Participants on LCM should be switched to oral dosing of
LCM as soon as medically possible during the Extension Period.

Study participants who discontinue randomized treatment at any time (Treatment or Extension
Period), complete the Extension Period, are discharged from the hospital or reach 28 days PNA,
will enter the 14-day SFU Period. During the SFU Period, participants on LCM have the option
of down titrating their LCM dose over 7 days; it is recommended that the LCM dose be tapered
gradually in daily decrements of 3mg/kg/day. Study participants will return to the site for'the
SFU visit at the end of the 14-day SFU period.

1.2 Schema

A schematic overview of the study design is presented in Figure 1-1.
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Figure 1-1: Schematic overview of the study

Screening Period Treatment Period Extension Periodh Safety Follow-Up Period

{-36h to Oh) (Oh to 96h) {up to 28d of PNA or discharge) (14d with optional down titration)

Randomization? to
open-label LCMP or Active Comparatorec

\Z

Baseline iv Evaluation
(2h)e (2h)

Informed consent
Baseline assessments
Inclusion and exclusion criteria
Continuous video-EEG

I 1 f T 74 T 7 F T
Birth oh g6h" End of End of

Extension Period Study

LEV, PB or MDZd Rescue medication or new AED, as needed?
(additional BZD ok)

AED=anti-epileptic drug; BDZ=benzodiazepine; d=day; ENS= electioencephalographic\ueonatal seizures; h=hour; IRT=Interactive Response Technology;
iv=intravenous; LCM=lacosamide; LEV=levetiracetam; MPZ=midazolam;PB=phenobarbital; PNA=postnatal age; SFU=Safety Follow-up; StOC=standard of
care; video-EEG=video-electroencephalogram

2 Study participants eligible based on Baseline video-EEG seizure burden and othet inclusion and exclusion criteria will be randomized to the LCM or Active
Comparator treatment group.

b Study participants randomized to LCM will receive an iv infusien of LEM 6ver 30 minutes, 3 times a day. The actual LCM dose during the study for each
study participant will be provided by IRT.

¢ Study participants randomized to Active Comparator, willreceiveran Active Comparator treatment chosen and dosed based on StOC (per local practice and
treatment guidelines).

4 Study participants must have been administered KEV;, PB, orMDZ (in any combination) for treatment of ENS prior to enrollment. Other BDZ may have been
given additionally. Sodium channel blockers (§uelt as phenytoin or lidocaine) are not permitted prior to enrollment but are permitted in the Active Comparator
treatment group (ie, the Active Comparator may be asodiim channel blocker).

¢ Video-EEG recording can be shortened per.clinicalneed (eg, if status epilepticus is detected). If possible, an attempt should be made to record at least
30 minutes of Baseline video-EEG.

' BEvaluation for efficacy will start 1¢hour after initiation of randomized treatment (LCM or Active Comparator) and will be used for assessment of the primary
endpoint based on video-EEG.

¢ Ideally, rescue medication will not be given within the first 3 hours of randomized treatment; however, the administration of rescue medication is always at the
discretion of the investigator,
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h Study participants who benefit from randomized treatment (LCM or Active Comparator) can continue to the Extension Period. Study
discontinue randomized treatment at any time (Treatment or Extension Period), complete the Extension Period, are discharged fro
28 days PNA, will enter the 14-day SFU Period with optional down titration. Study participants will return to the site for the SF
SFU period.

N
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1.3 Schedule of Activities

The Schedule of Activities during the Screening and Treatment Periods is provided in Table 1-1.
The Schedule of Activities during the Extension and SFU Periods are presented in Table 1-2.

The PK sampling will be performed according to the schedule provided in Table 1-3. OQ
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Table 1-1:  Schedule of Activities — Screening and Treatment Periods

Screening Period *
Up to 36h
-36h to
up to Baseline Treatment Period
-2h Period ® Oh to 96h
Oh 3h
up to -2h | Evaluation for Early

Assessments to Oh efficacy ¢ 8h 16h | 24h | 32h | 40h | 48h/{\S6h | 64h | 72h | 80h | 88h 96h © Withdrawal

(Assessment window) - - - | (+15min) (£60min)

Informed consent © X

Inclusion/exclusion X

criteria

Demographic data X

Medical history

including Apgar score X

and Sarnat scale

Vital signs & X X X X X | XN X | x| x| x| X | x| Xx|X X X

Physical and

neurological X X X X X X

examinations

Length X

Body weight h X X X X X X

Head circumference X

Primary cause of X X j X

seizure

ECG ¢ X X¢ X¢e X¢e
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Table 1-1:

Schedule of Activities — Screening and Treatment Periods

Assessments

Screening Period *

Up to 36h

-36h to
up to Baseline
-2h Period ®

Treatment Period
0h to 96h

up to -2h
to Oh

Oh

3h

Evaluation for

efficacy ¢

8h

16h

24h

32h

40h | 48h/{\S6h | 64h

72h

80h

88h

96h ©

Early
Withdrawal

(Assessment window)

(£15min)

(£60min)

AED treatment
(PB, LEV or MDZ,
[additional BZDs
allowed])

Xl

Video-EEG ™

Randomization

LCM infusion

Active Comparator

LCM PK samples P

Laboratory
assessments (safety) 4

AEs

Concomitant
medications

Medical procedures

X

AEDs ¥

X

AE=adverse events; AED=antiepiléptic drug;\BZD=benzodiazepine; ECG=electrocardiogram; ENS=electroencephalographic neonatal seizures; h=hours;

HIE=hypoxic-ischemic encephalopathy;IE€F=Informed Consent form; IRT=Interactive Response Technology; iv=intravenous; LCM=lacosamide;
LEV=levetiracetam; MDZ=midazolamm; min=minutes; PB=phenobarbital; PK=pharmacokinetic; SFU=Safety Follow-up; StOC=standard of care;

video-EEG=video-electfoeficephalogram
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2 Screening Period is from signing and dating of the written ICF up to initiation of the first dose of study medication.

b The duration of the Baseline video-EEG depends on seizure activity. Study participants with intermittent seizures will enter the Treatinent Period based on up
to 2 hours of video-EEG recording. Study participants in status epilepticus will enter the Treatment Period based on up to 30min of video-EEG recording, ie, as
soon as 15min of continuous seizures or 50% of cumulative seizure activity is confirmed on video-EEG.

¢ If study participants do not benefit from LCM treatment after 96h of LCM administration, LCM administration will be stoppéd.and the participant will be
treated per the StOC. Study participants discontinuing LCM treatment during the Treatment Period will enter the SFU Period with optional down titration.

4 The evaluation for efficacy will start 1h after initiation of randomized treatment (LCM or Active Comparator) and will béwsed fopévaluation of the primary
endpoint based on video-EEG.

¢ Parent(s) or legal representative(s) will be informed about the study as early as possible and asked to sign the ICF;

f The Sarnat scale will be used to measure the severity of HIE for study participants with HIE.

¢ For study participants in the LCM group only. Electrocardiograms to be taken during the Screening Period-(-24h to Oh);postdose (1-6h), at 48h, and at 96h.
The ECG postdose 1-6h preferred to be taken as close to the first hour as possible.

h Measurement of body weight is optional at 24h, 48h, 72h, and 96h. Dosage of LCM during the Treatment Period\will be based on the study participant’s weight
measured prior to the start of the first LCM administration. However, dosage calculation can be adjusted to a-mere recent weight measurement, upon discretion
of the investigator, if weight is measured during the Treatment Period.

! Head circumference Baseline measurement should be taken within 7 days prior fo~dfug administration, Onat birth for study participants <7 days old.

i In case of new information gained since the initial assessment.

kK The recording of AEDs will include BZDs and opiates taken by the mother at the time df delivery:

I Optional for that day.

™ Video-EEG acquired per StOC prior to consenting and meet the study-specific teehnical and-quality requirements can be used as part of the Baseline
assessment video-EEG.

" Lacosamide will be administered three times a day, as an iv infusién/over 30min. The actual LCM dose during the study for each study participant will be
provided by IRT. Treatment Period dosing will be up to the 96h timepoint;*however,-ab 96h the study participant may enter the Extension period and receive
LCM either as oral solution or iv infusion.

© Standard of care, based on local practice and treatment guidelines.

P For participants randomized to LCM treatment, blood microsampi€s (0.2mL/sample) will be collected following the first LCM infusion and during the
Treatment Period. Samples collected at 48, 72 and 96 hours (Days 2, 3 and-4) are optional. Refer to Table 1-3 for further detail on PK sampling times.

9 For Screening and determination of eligibility, use of laboratory data.dequired prior to Screening per StOC inside or outside the study site within 36h prior to
the start of the Treatment Period is allowed. For the 24h'and 96h assessments, the window is +12h.
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Table 1-2: Schedule of Activities - Extension and Safety Follow-up Periods

Safety Follow-up Period *
Extension Period (with optional down titration)
Up to 28 days of PNA or 14 days
withdrawal (Down titration ® for 7 days)
Assessments q7d Day 14
(Assessment window) (£2 days) (£2 days)
Vital signs X X
Physical and neurological examination X X
Biometric parameters: length, body X
weight and head circumference
LCM € or Active Comparator X
administration or dispense ¢
Laboratory assessments (safety) ° X X
AEs X X
ECG X X
Concomitant medications X X
Medical procedures )¢ X
AEDs X X

AE=adverse event; AED=anti-epileptic drug; ECG=electrocardiogram;NRT=Interactive Response Technology;
iv=intravenous; LCM=lacosamide; PNA=pestnatal age, q7d=every)7 days; SFU=Safety Follow-up.

2 All study participants will enter the SFW Period after the Extefision Period or if they withdraw from the study at
any time. Study participants return @, the site forthe’SFU visit-at the end of the 14-day (+ 2 days) SFU Period.

® Down titration is recommended for study participants in the LCM treatment group who withdraw from the study.

¢ The actual dose of LCM will be provided by IRT.

4 The study participants in the LCM treatment group'must be switched to LCM oral solution as soon as medically
possible, and be able to tolerate it. The timing ef switching from iv to oral solution in the Extension Period will be
at the discretion of the investigatof.

¢ Routine safety laboratory assessments perfaormed within 2 days are acceptable. For participants who withdraw,
safety laboratory assessments _should b€ performed in a window of =12 hours.
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Table 1-3: Schedule for PK sampling
Assessment 96-hour Treatment Period
Day 1 Day2? | Day3? | Day4?
30 to 90min 6 to 8h
after start of | after start
30 to 90min 6 to 8h after | second or of second
after start of | start of first | third or third
first infusion | infusion infusion infusion
LCM
PK samples X X X X X X X

h=hours; LCM=lacosamide; min=minutes; PK=pharmacokinetic

Note: Blood for PK samples should be drawn from a limb different to that of the LCM infusion-if using an{existing
line, or as a subsample of a safety laboratory assessment blood draw, or may be obtained by heel pricki/Blood
volume per PK sample will not exceed 0.2 mL (use Sarstedt Microvette™ 200 containers With conical‘inner tube,
serum/activator type).

% One optional sample per day, preferably obtained shortly before dosing (trough sample) or at’any other postdose
time point (but never during infusion).
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2 INTRODUCTION

Seizures occur more often during the neonatal period than at any other time during life

(Volpe, 2008). The most common cause of neonatal seizures is hypoxic-ischemic
encephalopathy (HIE) as a result of perinatal asphyxia (van Rooij et al, 2013a). A
population-based study suggested that 42% of neonatal seizures were observed following HIE
(van Rooij et al, 2013a). Other causes include intracranial hemorrhage and stroke, infections of
the central nervous system (CNS), congenital malformations, inborn errors of metabolism,
transient metabolic disturbances, maternal drug abuse, or rare neonatal epilepsy syndromes
(benign familial neonatal-infantile seizures or fifth-day seizures) (Volpe, 2008; Ronen etal,
1999).

Clinical recognition of seizures in newborns is not always simple due to a highly vatiable clinical
expression (Volpe, 2008; Mizrahi and Kellaway, 1987). As demonstrated by prolonged
video-electroencephalogram (video-EEG) recordings, especially following anti<cpileptie’drug
(AED) treatments, electroencephalographic neonatal seizures (ENS) patterns are notalways
accompanied by clinical signs (Scher et al, 2003; Boylan et al, 2002; Clancy et.al;1988; Mizrahi
and Kellaway, 1987).

First-generation AEDs, such as phenobarbital (PB) and-phenytein (PHT),femain the drugs of
first (and second) choice because of extensive clinical experiénee, despite their limited clinical
effectiveness and potential neurotoxicity (van Roeijet al,2013b).

In addition to midazolam (MDZ), other benzodiazepinés (BZDs;)eg, lorazepam and clonazepam)
are used for the treatment of neonatal seizutes, oftehun PB-tefractory cases. As one of the most
lipophilic BZDs, MDZ readily crossesithe’blood=brain batrier and provides the advantage of very
rapid onset of action. The formation ‘ef‘pharmacologieally active (glucuronidated) metabolites of
MDZ is considered a disadvantage of MDZ use since.drug-drug interactions or renal impairment
could cause an undesired accumulationrefthes¢anetabolites (van Rooij et al, 2013a).

Current treatments for neonatal seizure inclide ' PB, PHT, levetiracetam (LEV), lidocaine (LDC),
and MDZ (Slaughter et al, 2013)):

Neonatal seizures are described in the/International League Against Epilepsy report as “subtle
because the manifestations are ofténroverlooked.” Most neonatal seizures do not comply with the
usual term epilepsy (enduring predisposition to seizures) because they are symptomatic
(provoked, reactive)/s€izurgs most commonly caused by HIE, cerebral infarction, or infection.

Due to growing.evidence-that neonatal seizures contribute to an adverse neurodevelopmental
outcome, physicians ate increasingly focused on the diagnosis and treatment of this condition
(Glass et-aly 2012).Fhe current available data from randomized, controlled studies to support the
choice of AEDS for this indication are limited, and there are currently no definite
recommendations on the most suitable treatment (Pressler and Mangum, 2013; van Rooij et al,
20)13a). Thus, there is a need to investigate which AEDs should be used to treat neonatal seizures
and their most appropriate dosages (Pressler and Mangum, 2013; Glass et al, 2012).
Furthermore, although newer AEDs are efficacious for the treatment of seizures in adults and
older children, limited progress has been made in the treatment of neonatal seizures

(Pressler et al, 2015; Tulloch et al, 2012). Therefore, clinical studies to assess the efficacy and
safety of new treatment options in neonates are warranted.
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2.1 Study Rationale

Thus far, lacosamide (LCM) is approved for treatment of partial-onset seizures for patients

>1 month of age in the United States. SP0967 investigated safety, tolerability, and efficacy of
LCM in children with epilepsy aged >1 month to <4 years of age. SP0967 has been completed
with no safety issues identified by safety monitoring and an external Data Monitoring Committee
(DMC). Lacosamide is available as tablets, oral solution, and intravenous (iv) formulation. A
study of safety and tolerability of the iv formulation has recently been completed in children with
epilepsy down to the age of 1 month (EP0060) with an infusion duration of 15 to 60 minutes:
Lacosamide was well tolerated in that study and no safety issues were identified.

Lacosamide for the treatment of seizures in the context of chronic epilepsy should bestitrated up
in weekly steps to reduce CNS and cardiovascular side effects. Acute seizures, such,as acuté
neonatal seizures, require immediate treatment and rapid effective serum levels (which cdntonly
be achieved by a loading dose. Safety and tolerability of a loading dose in children has béen
completed in a retrospective real world evidence (RWE) study that included-neonates; and also
informed on dosing usage patterns (EP0147).

SP0968 represents the first clinical study of LCM in neonatal study patticipants, and will
evaluate the efficacy, safety, and pharmacokinetics (PK) of LCM 1h neonates (>34 weeks of
CGA, <46 weeks of CGA, and <28 days of PNA).

2.2 Background

Lacosamide (VIMPAT®, SPM 927, previo(isly referred-to as harkoseride, (R)-2-acetamido-N-
benzyl-3-methoxypropionamide, or AnticonvulsantyDrug Bévelopment [ADD] 234037 [used by
the National Institutes of Health duting the ADD-Program]) is a member of a series of
functionalized amino acids that weéte specifically synthesized as anticonvulsive drug candidates.

Lacosamide belongs to a novel class offunctionalized amino acids. It has minimal protein
binding and effect on cytochrome P45 enzyme-system function (reducing the risk of drug-drug
interactions), high oral bioavailability (F),.and a half-life of approximately 13 hours (in adults),
which allows a twice daily (bid)dose regimen. It also displays dose-proportional PK following
administration over a range:of'doses up-to 800mg in adults.

Lacosamide has been approved worldwide in over 70 countries. In the US, oral tablets, oral
solution (syrup), and jy'solutiényof LCM are indicated for the treatment of partial-onset seizures
in patients >1 month-of agg,

In the European Union;,LCM oral tablets, oral solution (syrup), and solution for iv infusion are
indicated asdnonothefapy and adjunctive therapy in the treatment of partial-onset seizures with
or without'secondary generalization in patients >4 years of age. The iv formulation at infusion
durations of I5yte 60 minutes bid is indicated as an alternative for patients when oral
adininistration is temporarily not feasible.

The oral solution (also referred to as syrup) is a formulation suitable for administration to
children. Bioequivalence has been shown between the tablet and oral solution formulations,
comparing 2 tablets of LCM 100mg and the oral solution containing LCM 200mg, after
single-dose administration in healthy study participants. The PK of LCM and SPM 12809 (major
LCM metabolite in humans) in plasma, urine, and saliva were identical or very similar after
single oral doses of LCM 200mg administered as tablets or as oral solution.
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221 LCM in pediatric studies

In a systematic review of AEDs used in the treatment of partial-onset seizures, the AEDs that
were shown to be superior to placebo for the adjunctive treatment of partial-onset seizures in
adult clinical studies were also shown to be superior to placebo for adjunctive treatment of
partial-onset seizures in the pediatric clinical studies (study participants >2 years of age) in
which they were investigated (Bourgeois and Goodkin, 2012; Pellock et al, 2012). The efficacy
and safety of LCM observed in clinical studies in adults and preclinical data, as well as many
additional attributes of LCM, render the drug appropriate to investigate in pediatric study
participants. These attributes include predictable and linear PK, lack of drug-drug interactions,
easy bid dosing, and the availability of 3 different types of formulations in multiple strengths
(allowing for flexibility in dose range and individualization of treatment).

Lacosamide is being evaluated in pediatric study participants >1 month to 17 years of age with
partial-onset seizures in completed and 1 ongoing study. The completed and.engoingpediatric
studies are summarized in Table 2-1. Preliminary data have not demonstrated any clinically
relevant changes in vital signs, electrocardiograms (ECGs), or clinical laboratory-values; or
evidence of cardiac-related treatment-related adverse events or body ' weight ehanges.

Table 2-1: Overview of ongoing and completed studies of\LKLCM in partial-
onset seizures that include study participants)<17 years of age

Study LCM dosage (route of

number | Study description administration) * Status

SP847 A Phase 2, multicenter, open-label study‘to 2 to 12mg/kg/day (oral Complete
investigate the safety, tolerabulity, and solution)

pharmacokinetics of L&M_ oral solution (orat
solution) as adjunctiveltherapy(in.pediatric'study
participants (=1 month to <l years of age) with
partial-onset seizures

SP1047 A Phase 1, multicentér,open-label study to 15mg/mL (oral solution), | Complete
investigate the pharmacokingtics of commercial | 50 to 200mg (tablet), or
oral LCM in pediatric study participants 10mg/mL (oral solution)
(=1 month t¢ <17 years.of age) with epilepsy at the clinically
prescribed dose
SP0969 | A Phase 3, multicenter, double-blind, 6 to 12mg/kg/day (oral Complete
randemized, placebo-controlled, parallel-group solution),
study to.anvestigate the efficacy and safety of 300 to 400mg/day (tablet)

LCM as-adjunctive therapy in pediatric study
participants (>4 years to <17 years of age) with
partial-onset seizures
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Table 2-1: Overview of ongoing and completed studies of LCM in partial-
onset seizures that include study participants <17 years of age
Study LCM dosage (route of
number | Study description administration) * Status
EP0060 | A Phase 2/3 multicenter, open-label study to If switching from oral to | Complete
investigate the safety and tolerability of iv LCM | iv: 2 to 12mg/kg/day or
in children (>1 month to <17 years of age) with 100 to 600mg/day
epilepsy
If initiating LCM
treatment:
For <50kg: 1mg/kg, bid
For >50kg: 50mg, bid
SP848 A Phase 2, multicenter, long-term, open-label 2 to 12mg/kg/day (oral Complete
study to determine safety, tolerability, and solution),
efficacy of oral LCM as adjunctive therapy in 100 to 600mg/day (tablet)
pediatric study participants (>1 month to
<17 years of age) with epilepsy, previously
enrolled in SP847, SP0966, or directly enrélled
SP0967 A Phase 3, multicenter, double-blind, 8 to 12mg/kg/day (oral Complete
randomized, placebo-controlled, parallel-group solution)
study to investigate the efficacy andjsafety of
LCM as adjunctive therapy in pediatric study:
participants (=1 month to <4/years of age) with
partial-onset seizures
EP0034 | A Phase 3, multicentet;, open-label, extefision Up to 12mg/kg/day or Ongoing

study to obtain long-term safety and.gffieacy of
LCM oral solution or LCM tablets(a$ adjunctive
therapy in pediatric study participants (=1 month
to <17 years of age) with partial-onset seizures
previously enrolled in SP0967 or SP0969

600mg/day

bid=twice daily; iv=intravenous;’LCM=lacosamide
# Daily dose, unless otherivise specified.

2.3

Benefit/Risk Assessment

Due to growing evidenee that neonatal seizures contribute to an adverse neurodevelopmental
outcome; physicians-are increasingly focused on the diagnosis and treatment of neonatal seizures
(Glass\etal, 2032). The current available data from randomized, controlled studies to support the
choice of ABDs for this indication are limited, and there are currently no definite
feeommendations on the most suitable treatment option (Ramantani et al, 2019; van Rooij et al,
2013a), and no AED is approved for the treatment of neonatal seizures. First-generation AEDs,
such as PB, PHT, and LDC, remain the drugs of first (and second) choice because of extensive
clinical experience, despite their limited clinical effectiveness, unpredictable PK, and potential

neurotoxicity (van Rooij et al, 2013b). Therefore, studies to assess the PK, efficacy or

effectiveness, and safety of new treatment options in neonates are warranted.
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Lacosamide has shown efficacy and is approved for use in children >1 month of age in the
United States. A clinical study in participants with partial-onset seizures from >1 month to

<4 years of age (SP0967) has been completed and a study of safety and tolerability of LCM iv
formulation has recently been completed in children with epilepsy down to the age of 1 month
(EP0060); no safety signal has emerged from either study. Moreover, other sodium channel
blocking AEDs (such as PHT and LDC) have shown efficacy in the treatment of neonatal
seizures (Painter et al, 1999; Boylan et al, 2004) and are included as StOC treatment.
Lacosamide, as a sodium channel blocking AED, may be expected to have efficacy. Based onthe
efficacy in older pediatric population and on the assumed efficacy of other sodium channe}
blockers in neonatal seizures, LCM will potentially be effective in reducing seizure burden'in
neonates with seizures that are not adequately controlled with first-line or later-line te€atment:

The dosing in SP0968 is based on modeling with data from children >1 months ef\age.
Pharmacokinetic analysis is planned on an ongoing basis as study participants<ate enrolled in
SP0968.

There is extensive safety information for LCM across different pediatri¢age grotps and seizure
types from different sources. As of Aug 2021, 5778 study participants.received LCM while
participating in UCB clinical studies for epilepsy including 969 pédiatric participants. A clinical
study in partial-onset seizures in participants >1 month to <4 yeats of age'(SP0967) has been
completed. The clinical development program in¢luded 141 participants <2 years of age and no
safety signal has emerged in that study population:In thesCB Global Safety Database, during
the period from 01 Sep 2018 to 31 Aug 2021, 28 initidl (4 serigus and 24 nonserious)
postmarketing cases were reported for pattieipants.aged 0 ta-l) month. Of the 4 serious cases,

3 cases reported seizure/epilepsy along with drug-ineffective/multiple-drug resistance; all
involved use of multiple ASMs. Limited infefmationwas reported in the remaining 1 serious
case with hospitalization. Of the 24 fionserious cas€sy23 cases reported no associated clinical
events and 1 case reported vomiting that recovered’after discontinuation of LCM. An RWE study
was completed and provided further informatiofnr on usage patterns and the safety of loading dose
of LCM in children, including neonates (EP0147).

The most relevant known adverse drug reactions (ADRs) of LCM, across all age groups for
which LCM is approved, which are.expected to be relevant for the neonatal population, are
cardiac ADRs (potentially associated with PR interval prolongation or sodium channel
modulation), potentiahfor hepatotoxicity, and potential for worsening of seizures. The effect of
LCM treatment ofi the development of a neonate is unknown, but long-term safety information
from studies in older children as well as long-term data from pregnancy registries show no
evidence of adverse.¢ffects on long-term outcome and development.

While the exposure'in neonates is still limited, the safety profile of LCM in all other pediatric
age groups isfagceptable, which is reassuring for the neonate population.

Inyotrder to ensure safety during the study conduct of SP0968, continuous safety monitoring will
be conducted internally and at intervals through the DMC (Section 9.8). All participants will be
under constant surveillance in Neonatal Intensive Care Unit (NICU) with video-EEG monitoring
and cardiovascular monitoring as appropriate. Long-term safety will be assessed for participants
progressing to long-term safety follow up, when applicable. A safety reporting process is
planned to ensure that the UCB study physician and safety physician are informed in real time
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about serious adverse events (SAEs) or other AEs deemed important by the investigator for the

evaluation of safety.

More detailed information about the known and expected benefits and risks and reasonably
expected AEs of LCM may be found in the Investigator’s Brochure (IB). The current IB reflects
the safety profile of LCM as it is known and may change with the accumulation of additional

data.

3 OBJECTIVES AND ENDPOINTS
Objectives Endpoints
Primary

e To evaluate the efficacy of LCM vs an
Active Comparator chosen based on StOC
in severe and nonsevere seizure burden
(defined as total minutes of ENS per hour)
in neonates with seizures that are not
adequately controlled with previous AED
treatment

Reduction in seizure burden measured in the
Evaluation * video-EEG compared withrthe
Baseline video-EEG

Secondary

e To further evaluate the efficacy of LCM vs
an Active Comparator in severe and
nonsevere seizure burden (defined as‘total
minutes of ENS per hour) in neondtes with
seizures that are not adequately,controlled
with previous AED treatment

Proportion of xesponders in the Evaluation ?
video-EEG compared with the Baseline
video-EEG

Propertion of participants with at least 80%
reduction in seizure burden in the Evaluation
video-EEG compared with the Baseline
video-EEG

Time to response across the first 48-hours of the
Treatment Period compared with the Baseline
video-EEG

Time to seizure freedom across the first 48-
hours of the Treatment Period compared with
the Baseline video-EEG

Absolute reduction in seizure burden across the
first 48-hours of the Treatment Period measured
by continuous video-EEG compared with the
Baseline video-EEG

Percent reduction in seizure burden across the
first 48-hours of the Treatment Period measured
by continuous video-EEG compared with the
Baseline video-EEG

Proportion of responders at the end of the first
48-hours of the Treatment Period
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Objectives Endpoints

e Proportion of study participants who are
seizure-free (100% reduction in seizure burden
from Baseline) at 24 hours after the start of the
Treatment Period, categorized by study
participants with nonsevere or severe seizure
burden at Baseline

e (ategorized percentage reduction in seizure
burden in the Evaluation * video-EEG compared
with the Baseline video-EEG (<-25%
[worsening], -25% to <25% [no change],

25% to <50%, 50% to <80%, afid =80%,)

e To evaluate the short-term safety and e TEAE:s as reported by the {nyestigator

tolerability of LCM in neonates e Percentage of treatment-emergent marked
abnormalities ® in I2-lead ECG

e To evaluate the PK of LCM in neonates e Mean serum concentration.of LCM
who have seizures that are not adequately
controlled with previous AED treatment

Other
e To further evaluate the short-term safety o ‘Bercentage, of treatment-emergent marked
and tolerability of LCM in neonates abnorinalities ® in hematology and chemistry

parameters

e_ \Percentage of treatment-emergent marked
abnormalities ® in vital sign measurements
(ie, BP and pulse rate)

e Change from Baseline in physical and
neurological examination at 24 hours, 48 hours,
72 hours, and 96 hours after the start of initial
treatment

AE=adverse event; AEP=santi-epileptic drug; BP=blood pressure; ECG=¢lectrocardiogram,;
ENS=electroenceplialographicineonatal seizures; LCM=lacosamide; PK=pharmacokinetics; StOC=standard of
care; TEAE=treatment-emergent adverse event; video-EEG=video- electroencephalogram

# The 2-hour evaluation for efficacy will start 1 hour after initiation of randomized treatment (LCM or Active
Comparator)-and will beised for evaluation of the primary endpoint based on video-EEG.

® Marked‘abnormalities will be defined in the Statistical Analysis Plan

4 STUDY DESIGN
4.1 Overall design

SP0968 is a Phase 2/3, multicenter, open-label, randomized, active comparator study to evaluate
the efficacy, safety, and PK of LCM in neonates with repeated ENS compared with an Active
Comparator chosen based on StOC per the local practice and treatment guidelines. Only those

Confidential Page 28 of 79



UCB 11 Feb 2022
Clinical Study Protocol Lacosamide SP0968

study participants who do not have adequate seizure control with previous AED treatment will be
permitted to enroll in SP0968.

Parent(s) or legal representative(s) will be informed about the study as early as possible and
asked to sign the Informed Consent form (ICF). Study participants will then be considered to be
enrolled. During the course of the study, parent(s) or legal representative(s) will be updated
about the care of their neonate. Parent(s) or legal representative(s) will be informed that they can
withdraw their neonate from the study at any time and that this decision will not affect the care
of their neonate.

411 Video-EEG

Video-EEG will be used for the assessment of the study entry criteria and for the asségsment.of.
the efficacy endpoints.

Video-EEG recording needs to have started at least 2 hours before treatment rtandomization and
will continue for 48 hours after administration of the first dose of randomiZedtreatment. The
video-EEG recording can be shortened per clinical need (eg, if status epilepticusésydetected). If
justifiable, an attempt should be made to record at least 30 minutes of Baseline video-EEG.

Interruption of the video-EEG is allowed up to 3 houts_per day. Fhere should be no interruptions
in the video-EEG for the first 3 hours. Depending ofimedicalmeeds (eg, magnetic resonance
imaging to be performed), interruptions longer than this are acceptable! Interpretation of
video-EEGs will be done by local readers for ¢aré decisions. Staft and stop of randomized
treatment (LCM or Active Comparator), aid the administration.of rescue medication will be
digitally marked as treatment events on, video-EEGs:

The video-EEGs will subsequently be‘evaluated by a blinded, independent central reader. The
independent central reader will beyblinded from site=specific information and the study
participant’s medical history. ThevideoZEEG data’should be saved, stored, anonymized, and
delivered to the independent central reader in-an-€xpeditious manner.

4.1.2 Study periods
The study will consist of the fellowingperiods (Figure 1-1):
Screening Period (-36 henir'to 0 hour)

The Screening Period will start from the signing and dating of the written ICF and is up to
36 hours prior tg-the initiation of the first randomized dose of study treatment. During this
period, study.participants must have been administered StOC treatment (based on local
practice’and treatment guidelines). These treatments for ENS include LEV, PB, or MDZ (in
any ¢ombinatiofn). Other BDZ may have been given additionally. Sodium channel blockers
(such as PH'Dor LDC) are not permitted prior to enrollment but are allowed as options for
the Actiye'*Comparator. The previous AED treatments may have been administered at a
location other than the study site.

— Baseline (-2 hours to 0 hour)

Baseline is defined as the final 2 hours of the Screening Period. During these 2 hours,
study participants will continue to receive the routine care of the NICU and the AED
treatment must not be changed. Baseline assessments need to be conducted before
randomization including seizure burden assessments (refer to Section 8.1.1.1.1 for details
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on seizure burden [severe vs nonsevere] assessment). The interpretation of the Baseline
video-EEG should be done immediately before randomization.

Treatment Period (0 hour to 96 hour)

Following the Baseline assessments, study participants will be randomized 1:1 to either LCM
or the Active Comparator (based on StOC). The randomization will be stratified by seizure
severity.

—  Evaluation (end of I* hour to the 3" hour)

The 2-hour Evaluation will start 1 hour after initiation of randomized treatment (LEM or
Active Comparator) and will be used for evaluation of the primary endpoint based on
video-EEG.

The Treatment Period will continue through 96 hours or until the decision tQ'stop treatment is
made. Rescue medication, if needed, can be administered during the Treatmient Périod.
Ideally, rescue medication will not be given within the first 3 hours of randomized treatment;
however, the administration of rescue medication will always be at the discfetron of the
investigator. For details on rescue medication refer to Section 6.5,3.

For study participants randomized to LCM treatment, LCM(will be administered as an

iv infusion over 30 minutes. A dose of LCM JF5mg/kg/daylis estimated to yield
approximately the same plasma concentrations-as in an adult re¢eeiving LCM 400mg/day. The
planned LCM dose in the study may be.adjusted duting the-study as more PK information in
neonates is obtained from ongoing studies and as SP0968.progresses; thus, participants in
this study are planned to be treated,at the mostapproptiate dose, based on evolving
cumulative knowledge. The actualll.CM dosé& during-the study for each study participant will
be provided by Interactive Re€spense Technology (IRT).

The recommendation to adjust the LEM dose will be given by the DMC after review of
cumulative PK and safety data. The sponsor will review the data periodically and inform the
investigators if dose modification is néeded. For details of the safety data review and data
monitoring, refer to Sectigmny98.

Following the first LM administration, blood microsamples (0.2mL sample) will be
collected during th¢\96-hour Treatment Period for each study participant for the
determination of)serum concentrations of LCM, at time points described in Table 1-3. Blood
for PK samplésshould\be drawn from a limb different to that of the LCM infusion if using an
existing line;-or as’a stibsample of a safety laboratory assessment blood draw, or may be
obtained’by heel prick.

For'study patticipants randomized to Active Comparator, the Active Comparator treatment
will be chosen and dosed based on StOC (per local practice and treatment guidelines).

At the end of the Treatment Period, study participants may continue to receive randomized
treatment in the Extension Period. Study participants who discontinue treatment during the
Treatment Period will enter the Safety Follow-up (SFU) Period. If study participants do not
benefit from LCM treatment after 96 hours of LCM administration, LCM administration will
be stopped and the participant will be treated as per StOC.
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Study assessments will be performed at the time points outlined in the Schedule of Activities
for the Screening and Treatment Periods in Table 1-1. Blood sampling for PK during the
Treatment Period will be performed at time points outlined in Table 1-3.

Extension Period (up to 28 days of PNA)

During the Extension Period study participants who remain inpatient have the option to
continue to receive the treatment (LCM or Active Comparator) based on their treatment
group.

During the Extension Period, study participants in the LCM treatment group may contifiue
receiving the same LCM dose administered at the end of the Treatment Period; the LEM
dose should not be increased, but may be decreased, at the discretion of the investigator.
Participants should be switched to oral dosing of LCM as soon as medically péssible duting
the Extension Period. Oral dosing of LCM can be three times a day (tid) or*bid.

During the Extension Period, study participants in the Active Comparator-group.will
continue to receive the Active Comparator with dosing and route of-administfation chosen
based on the StOC.

Study assessments during the Extension Period willlbe performed every*7 days, starting from
the end of the Treatment Period. Study participants will bexhospitalized during this period.
The Extension Period covers days and treatments whilé.hospitalized until 28 days of PNA or
until the participant is discharged from hospital, whichever oCcurs first.

At the end of the Extension Period or«f.discontifiting frem the Extension Period, study
participants will enter the SFU Period,

Study assessments will be performéd at thé time points outlined in the Schedule of Activities
for the Extension and SFU Periods in+Table 1-2,

Safety Follow-up Period (with optionaltdown-titration) (14 days)

Study participants who discontintie the randomized study treatment at any time, complete the
Extension Period, are dischatged from the hospital, or reach 28 days of PNA, will enter the
14-day SFU Period.

For study participantsiin the(LCM treatment group, the SFU Period includes an option to
down titrate theit LCM dose over 7 days. Down titration is recommended for study
participants whe-discontinue LCM treatment. It is recommended that the LCM dose be
tapered in.daily deetements of 3mg/kg/day.

Studyparticipafits“will return to the site for the SFU visit at the end of the 14-day SFU
period.

4.2 Scientific rationale for study design

Although newer AEDs are efficacious for the treatment of seizures in adults and older children,
limited progress has been made in the treatment of neonatal seizures (Pressler et al, 2015;
Pressler and Mangum, 2013; Tulloch et al, 2012). Thus, clinical studies to assess the efficacy and
safety of new treatment options in neonates are warranted.
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The current accepted medical practice for neonatal seizures is initial treatment with PB with
rapid progression to treatment with MDZ, LEV, LDC, or PHT for patients without adequate
seizure control after 2 doses of PB. Some clinics start treatment with LEV based largely on its
favorable safety profile. In up to 50% of patients, seizures are not controlled after first-line
treatment with PB or other AEDs, and subsequent treatment with additional AEDs does not
significantly improve seizure control (van Rooij et al, 2013b; Castro Conde et al, 2005; Boylan
et al, 2004; Painter et al, 1999). Thus, SP0968 is designed for a flexible treatment of ENS, and
only those participants who do not have adequate seizure control with previous AED treatment
will be permitted to enroll in the study.

The frequency, voltage, and morphology of the discharges may change within an individual
seizure and between seizures in an individual neonate. At enrollment, study participants must.be
>34 weeks of gestationally-corrected age (GCA), <46 weeks of CGA, and <28 days’of PNA.
Neonates undergoing hypothermia treatment (eg, for the treatment of HIE) will\also be‘enrolled.

4.3 Justification for dose

A pediatric population PK model of LCM (CL0447 Part-IV) was develdped using demographic
information, dosing records, and LCM plasma concentration measurerentsy ebtained across

6 Phase 2 and Phase 3 studies in children with epilepsy«(SP847,SP]1047/SP848, SP0969,
SP0966, SP0982 pediatric cohort, EP0060, and SP0967). Lacosamidg,was generally
administered orally, except in EP0060 in which-participantsawere dosed iv. Overall, 705 children
aged from >1 month to <17 years of age, contributed PK information; among them, 95 had been
dosed iv in EP0060. The 2 youngest pediatricicohorts, from >1"month to <I year and from

>1 year to <2 years, numbered 44 and 48 participants; respectively.

A 1-compartment PK model with fixed/allometric exponent for distribution volume (Vc) and
freely estimated allometric expehentfor elearance (CL), and with F implemented on the logit
scale, fitted the data well. Incorporating;a-sigmeid-Emax maturation function to the expression of
CL resulted in significant improvement. Thetypical parameter values were: 1.74L/h for CL and
45.4L for Vc (both normalized to 70kg), 0.847 for F, 0.467 for CL allometric exponent, and
1.50 h! for absorption rate constaht (Ka), respectively.

The optimal LCM dosing#e€gimenin newborns is aimed at achieving plasma concentrations in
the range of adults dosedat LCM400mg/day. The reference concentration range was obtained
from the main populdtion PK ‘model (CL0447 Part-IV) and was derived from observed PK in
950 adult study participants across Phase 3 studies (SP754, SP755, EP0008, and SP0982).

For extrapolation of the.model to newborns, weight and age data were randomly sampled from
the NationallHealth and Nutrition Examination Survey database. Simulated dosing in newborns
included\S+days-ef.iv dosing followed by oral dosing. Lacosamide plasma half-life was predicted
to besignificantly shorter in newborns (mean: 7.97 hours; 90% confidence interval [CI]: 7.69 to
8.25hours) compared with adults (approximately 15 to 16 hours).

The optimal dosing regimen was found to involve initial iv dosing at Smg/kg tid (or every

8 hours [g8h]) during 5 days, followed by oral dosing at Smg/kg tid or at 7.5mg/kg bid (or every
12 hours [q12h]) for newborns and infants weighing <6kg. In contrast, optimal dosing for
children weighing >6kg to <30kg was estimated to be 6mg/kg bid both iv and orally. Of note,
given the predicted rapid CL or short half-life of LCM in newborns, simulations indicated that a
loading dose was not justified in this population.
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The planned LCM dosing in SP0968 is based on the simulations described above and will not
involve any dose titration. Since extrapolation from infants to newborns is based on limited
amounts of data and may be imprecise due to variability in ontogeny in the metabolic and
excretory functions, actual PK measurements conducted in SP0968 will be used to confirm the
relationship between LCM dose and serum concentration in neonates.

Furthermore, the posology of LCM is proposed as an approximately 30-minute iv infusion and is
supported by PK and safety data available from study participants >1 month old (EP0060).

44 End of study definition
The end of the study is defined as the date of the last visit of the last participant in the study.
5 STUDY POPULATION

Prospective approval of protocol deviations to recruitment and enrollment criteria, also’khown as
protocol waivers or exemptions, is not permitted.

5.1 Inclusion criteria

Participants are eligible to be included in the study only if all of the following.¢riteria apply:

Age

la. Participant must be >34 weeks of CGA, <46 weeks of €GA, and <28 days of PNA, at the
time of signing the informed consent.

Type of participant and disease characteristics

2a. Participants who have confirmation on video-EEG0f >2 minutes of cumulative ENS or
>3 identifiable ENS prior to entering the, Freatment Period (ENS is defined as a seizure
lasting for at least 10 seconds\on vidéorEEG);despite receiving previous AED treatment for
the treatment of electroencephalogtaphic séizures.

The occurrence of ENS during an up to 2=hour period, with at least 30 seconds of cumulative
ENS in an hour, must be-coenifirmed(by the local video-EEG reader prior to randomized study
drug administration. Video-EEG n€cording can be shortened per clinical need (eg, if status
epilepticus is detected)./If possible, an attempt should be made to record at least 30 minutes
of Baseline videosEEG.

3. Participants miust'havexeeeived either PB, LEV, or MDZ (in any combination) before
entering the'study.

4. Participants with ot without concomitant hypothermia treatment.

Weight
§xParticipant weighs at least 2.3kg at the time of enrollment.

Informed consent

6. An Independent Ethics Committee (IEC)-approved written ICF is signed and dated by the
participant’s parent(s) or legal representative(s).
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5.2 Exclusion criteria
Participants are excluded from the study if any of the following criteria apply:
Medical conditions

1. Participant with seizures responding to correction of metabolic disturbances (hypoglycemia,
hypomagnesemia, or hypocalcemia) or with seizures for which a targeted, known treatment is
available.

Participant has seizures related to prenatal maternal drug use or drug withdrawal.
Participant has known severe disturbance of hemostasis, as assessed by the investigator.

Participant has a poor prognosis for survival, as judged by the investigator.

Al S

Participant has a medical condition that could be expected, in the opinion 0f theinvestigator,
to interfere with study medication absorption, distribution, metabolism, ¢r ¢xcretion:

6. Participant has a clinically relevant ECG abnormality, in the opinion, of the inyestigator
(eg, second or third degree heart block at rest or a corrected QT interval [QL¢]| >450ms).

7. Participant has a hemodynamically significant congenital heart disease.

8. Participant has any clinically relevant cardiac arrhythmias

9a. If participant is in the first 24 hours of life,[urin€ output is <ImL/kg/hour. If older than
24 hours, participant urine output is <lmL/Kg/houf or’serum'creatinine >1.7mg/dL.

Prior/Concomitant therapy

10. Participant receiving treatment.with PHT, LDC, ot-other sodium channel blockers at any
time.

11. Participant requires extracorporeal. faembrang oxygenation.

12. Participant requires or is expected to require phototherapy or exchange transfusion due to
elevated bilirubin.

Diagnostic assessments

13. Participant has 2X\upper limit of normal (ULN) of any of the following: aspartate
aminotransferase’(AST), alanine aminotransferase (ALT), and alkaline phosphatase (ALP),
with the following,exeeption:

For participants with perinatal asphyxia, elevation of AST, ALT, or ALP <5x ULN is
acceptable, ifiinitial and peak elevation of liver function tests (LFTs) occur within 5 days
after birth; and the time course of LFT elevation is compatible with hepatic injury due to
perinatal asphyxia.

The determination of ULN will be based on the participant's CGA and the site’s normal
range values for the respective CGA.

14. Participant has direct (conjugated) bilirubin levels >2mg/dL.
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5.3 Lifestyle restrictions
Not applicable.
5.4 Screen failures

Screen failures are defined as participants who consent to participate in the clinical study, but are
not subsequently entered in the study. A minimal set of screen failure information is required to
ensure transparent reporting of screen failure participants to meet the Consolidated Standards of
Reporting Trials publishing requirements and to respond to queries from regulatory authorities:
Minimal information includes demography, screen failure details, eligibility criteria, and,any
SAE.

If appropriate (in the event of screening failures), rescreening will be allowed for the study.
Rescreening for screen-failed study participants will be allowed with prior consultation of'the
medical monitor, whenever feasible. Once a participant has received at least 4 dose of thé study
medication or has left the study because a “must withdrawal” criterion is met; rescreening will no
longer be possible.
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6 STUDY TREATMENTS

Study treatment is defined as any investigational treatment(s) or marketed product(s) intended to
be administered to a study participant according to the study protocol.

6.1 Treatments administered

A summary of the treatment administered is provided in Table 6-1.

Table 6-1: Treatments administered

Intervention name LCM Active Comparater
Dose formulation iv for infusion * Oral solution °
Unit dose strength(s) 10mg/mL
Dosage level(s) © X ‘ mg/ kg, tid, Y ‘mg/kg, bid, Based ‘en local'practice and
infusion over oral treatment guidelines
30 minutes
Route of v oral
administration
Use Test Reference
IMP and NIMP IMP NIMP
Sourcing Provided 'ceritrally by, UCB Provided by investigational
site
Packaging and labeling | Packaged\in.glass Packaged-in amber
yials bottles
Clinical dryg supplies, will be labeled in
accordance-with the-cutrent ICH guidelines Per manufacturer’s label
on GCP-and GMP-and will include any
locally required statements. If necessary,
labels willybe translated into the local
language.

bid=twice daily; GCP=Ggod"ClinicalyPractice; GMP=Good Manufacturing Practice; ICH=International Council for
Harmonisation; IMP=inyestigational medicinal product; IRT=Interactive Response Technology; iv=intravenous;
LCM-=lacosamide; NIMP=noninvestigational medicinal product; tid=three times a day

? Administered during Treatnient Period.

® Administered>during EXténsion Period.

¢ For LCM{dose, the rounding rules for weight to dose calculations will be provided by IRT.

4 The actual dose 6T LCM will be provided by IRT.

6.2 Preparation, handling, storage, and accountability requirements

The investigator (or designee) is responsible for the safe and proper storage of the investigational
medicinal product (IMP) at the site. Investigational medicinal product stored by the investigator
is to be kept in a secured area with limited access according to the storage conditions mentioned
on the label.
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Appropriate storage conditions must be ensured either by controlling the temperature or by
completion of a temperature log in accordance with local requirements on a regular basis,
showing minimum and maximum temperatures reached over the time interval.

In case an out-of-range temperature is noted, it must be immediately reported as per instructions
contained in the IMP Handling Manual.

The investigator (or designee) will instruct the participant’s parent(s) or legal representative(s)
(in accordance with local regulation) to store the IMP following the instructions on the label

6.2.1 Drug accountability

A Drug Accountability form will be used to record IMP dispensing and return informatioh on a
by-participant basis and will serve as source documentation during the course of the study.
Details of any IMP lost, damaged (due to breakage or wastage), not used, partially used,
disposed of at the study site, or returned to the sponsor or designee must also-be'recorded on the
appropriate forms. All supplies and pharmacy documentation must be madé availablesthroughout
the study for UCB (or designee) to review.

The IMP can either be returned or destroyed per the site’s drug destruetion*ptotocol/practice.

The investigator may assign some of the investigator’sduties ferdpug aceountability at the study
site to an appropriate pharmacist/designee.

The investigator must ensure that the IMP is used only imaccordance with the protocol.

Periodically, and/or after completion of the,clinical phase of-the-study, all used (including empty
containers/partially used), unused, damaged, and/epexpired IMP must be reconciled and either
destroyed at the site according to local laws, regulations, and UCB Standard Operating
Procedures or returned to UCB’s-designee. Investigational medicinal product intended for the
study cannot be used for any othér purposé-than that described in this protocol.

6.3 Measures to minimize bias: Randomization

To reduce the risk of imbalancebetween-treatment groups with respect to seizure burden,
randomization will be stratified’basedson seizure severity. A 1:1 (LCM:Active Comparator)
randomization scheme wilhbe used-for the treatment allocation to participants in the study.
Randomization will oceur after €ompletion of the End-of-Baseline video-EEG and after
confirmation that the participant has met eligibility criteria.

6.3.1 Procedures for maintaining and breaking the treatment blind
Not applicable; this i§/an open-label study.
6.4 Treatment compliance

Site.personpghwho are administering LCM will record information about all doses administered,
imeluding the target dose, actual dose administered, and the dates and times of each
administration. If the actual dose is less or more than the target dose, the reason a partial or
excessive dose was administered will be recorded.
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6.5 Concomitant medication(s)/treatment(s)
6.5.1 Permitted concomitant treatments (medications and therapies)

Concomitant treatment with non-AEDs is permitted at any time throughout the study.

Concomitant treatment with AEDs during the Treatment Period after initiation of randomized
treatment is permitted to continue in parallel with the LCM/Active Comparator treatment if study
participants are on a stable dose from 1 hour prior to initiation of the LCM/Active Comparator:
treatment. Changes to concomitant AEDs are permitted from 3 hours onward following first
LCM/Active Comparator administration.

Sodium channel blockers are allowed for participants randomized to the Active Comparator
treatment group.

For study participants undergoing therapeutic hypothermia treatment, the target.low body
temperature achieved and age since birth when cooling began will be recordéd. Rewatmiing of
study participants will be documented in the same way.

6.5.2 Prohibited concomitant treatments (medications’and-therapies)
Use of anti-arrhythmia medications is prohibited during LCM admiinistration:

Sodium channel blockers are prohibited for participafts randomized to the LCM treatment
group.

6.5.3 Rescue medication

Any treatment initiation with a new AED, or any-inetease/of-dose or frequency of an existing
concomitant AED for the treatment.0f’sgizures during the)Treatment Period is considered rescue

treatment. Rescue medication can be givensatany timenf considered necessary by the
investigator.

However, during the Treatment Periodyrescue medication should not be administered, if possible,
in the following time frames:

e During the first 3 hours after the initial dose of LCM/Active Comparator. If this occurs,
participants will be considered:nontesponders for the evaluation of the main efficacy
variable.

Rescue medicationfshould be given if the following occurs:

e There is noimprovement in seizure burden within the first 3 hours after administration of
LCM/Aetive Compatator.

e Seizure burden'is unacceptable to the investigator, in which case rescue medication can be
given earlier<at any time, but ideally not in the first 3 hours after the initial administration of
LCM/Active Comparator.

6.6 Dose modification

For participants in the Active Comparator treatment group, local treatment guidance will be
followed if any dose modification is necessary.

For participants in the LCM treatment group, the dose of LCM can be reduced based on clinical
judgement of the investigator after the first dose.
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6.7 Criteria for study hold or dosing stoppage

Serious adverse events and AEs of special interest will be monitored and triaged by the study
physician and UCB Patient Safety (PS) in real time. After triage, events will be passed on to the
DMC as appropriate. The DMC or sponsor can convene an ad hoc DMC meeting to review the
data and make recommendations on the continuation or modification of the study. The objectives
and procedures for the DMC will be detailed in the DMC Charter.

UCB will take appropriate action based on DMC recommendation.

Detailed procedures for reporting SAEs and other safety events which may meet study hold
criteria are provided in Appendix 7 (Section 10.8).

6.8 Treatment after the end of the study

Study participants who remain inpatient and who benefit from the LCM treatment may,¢ontinue
LCM if able to switch to oral LCM in the Extension Period. Continuation of LCM aftér the study
is at the discretion of the treating physician based on the best interest of the\partigiparit.
Lacosamide may be obtained by an expanded access program, if permitted by thetocal
regulatory authority, or as commercial product if available/approved:

7 DISCONTINUATION OF STUDY MEDICATION AND
PARTICIPANT DISCONTINUATION/WITHDRAWAL

71 Discontinuation of study'medication

711 Liver stopping criteria - potential drug-induced liver injury

Study participants with potential drug<induced liver injury (PDILI) must be assessed to
determine if IMP must be discontinued. In ‘addition,.alb concomitant medications and herbal
supplements that are not medically necessary should also be discontinued.

The PDILI criteria below require imfaediate.dhd permanent discontinuation of IMP:
1. Study participant has direct (eonjugated) bilirubin levels >2mg/dL.
2. Study participant has ASTyALT,/er ALP values 3x ULN, with the following exception:

For participants withperinatal asphyxia, elevation of AST, ALT, or ALP <5x ULN is
acceptable for continuatiofyin the study, if initial and peak elevation of LFTs occur within
5 days after birthy and if the time course of LFT elevation is compatible with hepatic injury
due to perinatal asphyxia (ie, peak LFT elevation within a few days after birth, and
subsequent normalization until up to Day 14 after birth).

In case AST,;ALT, or ALP elevation >5x ULN occurs within 5 days after birth, study drug
must be discentinued and LFTs retested within 24 hours.

The detérmination of ULN will be based on the study participant's CGA and the site’s normal
range values for the respective CGA.

3. Study participant requires or is expected to require phototherapy or exchange transfusion due
to elevation of total bilirubin values.

Specific assessments and follow-up actions for PDILI are provided in Appendix 6 (Section 10.6).
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7.1.2 ECG stopping criteria

Electrocardiograms will be reviewed locally by the investigator or a qualified designee. If the
reading identifies second or third degree atrioventricular (AV) block, a QTc >500ms, or another
abnormal ECG finding that is assessed by the investigator to be clinically significant, then the
study participant must be withdrawn from the study.

Any new clinically relevant finding should be reported as an AE.

71.3 Temporary discontinuation

Temporary discontinuation of LCM is not allowed in this study.

714 Rechallenge

Rechallenge with LCM is not allowed in this study.

7.2 Participant discontinuation/withdrawal from the study.

Parent(s) or legal representative(s) are free to withdraw the participants from thestudy at any
time, without prejudice to their continued care.

Study participants must be withdrawn from the study if any of the\following occur:
1. The sponsor or a regulatory agency requests withdrawal ofithe study participant.

2. Parent(s) or legal representative(s) withdraw their consetit for the study participant to
participate.

3. Study participant requires phototherap¥y.or exchange transtusion due to elevation of total
bilirubin.

4. Study participant has QTc interval of.>500ms that-1s confirmed by a cardiologist over-read
on any ECG.

5. Study participant develops a second or thitd degree AV block.
Study participants may be withdrawn from the study if any of the following events occur:

1. Study participant experiences prolongation of seizure duration, a worsening of seizure
burden, or emergenge of a new.seizure type considered by the investigator to require
intervention.

2. Investigator may ‘withdraw study participant due to any medical condition, based on clinical
judgment and discretion.

Studyparticipafit;requires a medication that is not permitted by the protocol.

4. Study participant has AST, ALT, or ALP values between >2x and <3x ULN, with the
following exception:

For study participants with perinatal asphyxia, elevation of AST, ALT, or ALP <5x ULN is
acceptable for continuation in the study, if initial and peak LFT elevation occur within 5 days
after birth, and if the time course of LFT elevation is compatible with hepatic injury due to
perinatal asphyxia (ie, peak LFT elevation within a few days after birth, and subsequent
normalization until up to Day 14 after birth).
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The determinations of ULN will be based on the study participant’s CGA and the site’s
normal range values for the respective CGA.

5. Study participant has rapidly increasing total bilirubin without requiring or being expected to
require phototherapy or exchange transfusion; the participant’s withdrawal will be at the
discretion of the investigator.

Investigators should attempt to obtain information on participants in the case of withdrawal. The
investigator should document his/her effort (date and summary of the phone call and copy of the
written message in the source documents) to complete the final evaluation. All results of these
evaluations and observations, together with a narrative description of the reason(s) for removing
the participant, must be recorded in the source documents. The electronic Case Reportyform
(eCRF) must document the primary reason for withdrawal.

Investigators should contact the Medical Monitor, whenever possible, to discuss the withdrawal
of a participant in advance.

7.3 Lost to follow up

During the Extension Period, a participant will be considered lost to\follow uip if he or she
repeatedly fails to return for scheduled visits and the patticipant’s-parent(s).or legal
representative(s) is unable to be contacted by the stady site.

The following actions must be taken if a participant'fails.to return te‘the clinic for a required
study visit:

e The site must attempt to contact the participant’ssparent(s) or legal representative(s) and
reschedule the missed visit as sgen‘as’possibie and ¢ounsel the participant’s parent(s) or legal
representative(s) on the importance of maintaining-the assigned visit schedule and ascertain
whether or not the participant’wishes-to and/orshould continue in the study.

e Before a participant is deemed lost.to follow-tp, the investigator or designee must make
every effort to regain contact with the patticipant’s parent(s) or legal representative(s)
(at least 1 phone call and 1 Written message to the participant’s parent[s] or legal
representative[s]), and document his/her effort (date and summary of the phone call and copy
of the written messagé in the source documents), to complete the final evaluation. All results
of these evaluationsand observations, together with a narrative description of the reason(s)
for removing th€participant, must be recorded in the source documents. The eCRF must
document the ‘primaryteason for withdrawal.

Should the participant’s'parent(s) or legal representative(s) continue to be unreachable, the
participant'will bg.considered to have withdrawn from the study with a primary reason of lost to
follow, upr docummented in the eCRF.

8 STUDY ASSESSMENTS AND PROCEDURES

Study procedures and their timing are summarized in the Schedules of Activities (Table 1-1 and
Table 1-2).

Protocol waivers or exemptions are not allowed.

Immediate safety concerns should be discussed with the sponsor immediately upon occurrence or
awareness to determine if the participant should continue or discontinue study treatment.
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Adherence to the study design requirements, including those specified in the Schedule of
Activities, is essential and required for study conduct.

All screening evaluations must be completed and reviewed to confirm that potential participants
meet all eligibility criteria. The investigator will maintain a screening log to record details of all
participants screened and to confirm eligibility or record reasons for screening failure, as
applicable.

8.1 Efficacy assessments

Planned time points for all efficacy assessments are provided in the Schedules of Activitie§
(Table 1-1 and Table 1-2).

8.1.1 Assessments of primary efficacy endpoints
8.1.11 Assessment of seizure burden

For this study, an ENS is defined as an EEG seizure lasting for at least 10.seéonds on
video-EEG. Baseline seizure burden is defined as seizure burden measused on thé-gontinuous
video-EEG (total ENS in minutes per hour) during a period of up to 2 hours mmdmediately prior to
the first administration of study drug.

8.1.1.11 Categorization of seizure burden severity.by theinvestigator

Categorization of seizure burden into severe vs-nonsevere(seizure burden will be used both for
stratification across the 2 treatment groups as well as ferresponder criteria.

For the categorization into severe vs nonseyete seizure burden, the investigator will evaluate the
Baseline video-EEG. A participant is/Categorized-as haviig severe seizure burden if there is any
30-minute period of more than 50% seizure burden in-the’Baseline video-EEG, and as having
nonsevere seizure burden otherwise.

8.1.1.2 Assessment of responder.
Seizure burden assessment will be based on the interpretations of the central reader.

A responder is defined as a stady partiCipant who achieved the following reduction in seizure
burden (Section 8.1.1.1) without need*for rescue medication, compared with the seizure burden
measured during the BaSeline Period immediately prior to IMP administration, evaluated for a
2-hour period starting.I*hour after the start of initial treatment:

— At least.80% reduction of seizure burden in participants who were categorized as having
nonseyere seizlite burden during Baseline

OR

+ Mt least,50% reduction of seizure burden in participants who had at least one 30-minute
periQdof severe seizure burden during Baseline

For the analysis of the efficacy endpoints, study participants will be considered nonresponders if
any of the conditions below occurred after initiation of treatment:

— Participant started another AED
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— Participant increased the dose or frequency of administration of an AED ongoing at the
time the first LCM or Active Comparator infusion started (maintenance dose of ongoing
AED to keep target levels will be allowed)

— Participant switched to another AED

— Participant was administered any single dose rescue medication (eg, a BZD) for the
treatment of ENS

8.2 Safety assessments

Planned time points for all safety assessments are provided in the Schedules of Activities
(Table 1-1 and Table 1-2).

8.21 Medical history including Apgar score

The Apgar score describes the condition of the newborn infant immediately after birth

(Papile, 2001) and, when properly applied, is a tool for standardized assessiment. It‘also provides
a mechanism to record fetal-to-neonatal transition. Apgar score is collected routinely at birth and
the data will be used as part of the medical history for the study parti¢cipant,

The Apgar score comprises 5 components: heart rate,«espiratory effort, muscle tone, reflex
irritability, and color, each of which is given a scoré.ef 0, 1, op2. The Score is reported at 1, 5,
and 10 minutes after birth. The Apgar score continugs to pfovide convenient shorthand for
reporting the status of the newborn infant and thelresponse to resuscitation (Committee on
Obstetric Practice, ACOG; American Academy of Pediatrics; Committee on Fetus and Newborn,
ACOG, 20006).

8.2.2 Vital signs

Vital sign measurements, including systolic blood.pressure, diastolic blood pressure, pulse rate,
respiratory rate, oxygen saturation (pulse oximetry), and body temperature, will be measured.

8.2.3 Physical and neurological’examinations

Physical and neurological examinations will be performed by a medically qualified clinician.
The physical examinations*will include a check for the presence of skin rash and skin
hypersensitivity.

Clinically significant. new or worsened abnormalities must be reported as AEs.
8.2.3.1 Sarnat.score

Physical andneurologieal assessments for study participants with HIE will also include the
Sarnat seale, a classification scale for HIE with grading based on clinical presentation, EEG
findingsy the presence of seizures, and the duration of illness. The Sarnat grading scale comprises
6 componentsialertness, muscle tone, seizures, pupils, respiration, and duration assessed
together to provide 3 stages (Grade I [mild]; Grade II [moderate]; Grade III [severe]) of HIE
(Sarnat and Sarnat, 1976).

8.24 Biometric parameters

Biometric parameters, including length, body weight, and head circumference, will be measured.
The Baseline head circumference measurement should be taken within 7 days prior to drug
administration, or at birth for study participants <7 days old.

Confidential Page 43 of 79



UCB 11 Feb 2022
Clinical Study Protocol Lacosamide SP0968

8.2.5 Electrocardiograms

Standard 12-lead ECGs will be performed. Care should be taken to assure proper lead placement
and quality ECG recordings.

8.2.6 Total blood collected

Per guidance (Food and Drug Administration [FDA] Draft Guidance, July 2019), total blood loss
during the study, per day, and overall, due to safety laboratory determinations, PK
determinations, and any other blood loss including during maneuvers must be estimated and
should be less than the maximum limit.

Total blood volume (TBV) in a newborn is 85mL/kg.

Total blood loss should not exceed 1% to 5% of TBV in 24 hours, and should additignallynet
exceed 3% to 10% of TBV in a month (unless local Institutional Review Boards\|IRBs].have
stricter rules). The maximum amount of blood collected from each participant,over the. duration
of the study, including any extra assessments that may be required, will notexceed 1/mL.

8.2.7 Clinical safety laboratory assessments

See Appendix 2 (Section 10.2) for the list of clinical laboratory tests to be,performed and to the
Schedules of Activities (Table 1-1 and Table 1-2) fot the timing.and frequency.

Laboratory measurements, including laboratory-assessmeats.for PRI, will be performed by
local laboratories unless historical data are available. Historical-Safety laboratory assessments,
previously collected as StOC, may be accepted fromrreferring hospitals as Baseline measurement
if performed within 36 hours prior to the TreatmentyPeriod:

The investigator must review the laberatory report, decument this review, and record any
clinically relevant changes occufring during the studyin the AE section of the eCRF. The
laboratory reports must be filed with the seurcexdééuments. Clinically significant abnormal
laboratory findings are those which.are not assgciated with the underlying disease, unless judged
by the investigator to be more severe thaniexpected for the participant's condition.

If such values do not return to.normal/Baseline within a period of time judged reasonable by the
investigator, the etiology should bg.identified and the sponsor notified.

All protocol-requireddaboratoryassessments, as defined in Appendix 2 (Section 10.2), must be
conducted in accordance with the Schedules of Activities (Table 1-1 and Table 1-2).

If laboratory values fromnon-protocol specified laboratory assessments performed at the
institution’s-Jocal laboratory require a change in participant management or are considered
clinically{significant-by the investigator (eg, SAE or AE or dose modification), then the results
must be'recordédin the eCRF.

Markedly abnormal laboratory values will be defined in the SAP.
8.3 Adverse events and serious adverse events
The definitions of AE or SAE can be found in Appendix 3 (Section 10.3).

Adverse events will be reported by a caregiver, surrogate, investigator or designee, or the
participant's legally authorized representative.
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The investigator and any designees are responsible for detecting, documenting, and recording
events that meet the definition of an AE or SAE and remain responsible for following up AEs
that are serious, considered related to the IMP or study procedures, or that cause the participant
to discontinue the IMP (see Section 7).

8.3.1 Time period and frequency for collecting AE and SAE information

All AEs and SAEs will be collected from the time of informed consent at the time points
specified in the Schedules of Activities (Table 1-1 and Table 1-2). The participant will be
monitored for AEs from the time of enrollment (consent). If the participant does not meet the
study eligibility criteria, then the participant will be a screen failure. Adverse events leading to
screen failure will not be counted in the study analyses.

In order to ensure complete safety data collection, all AEs occurring during the study; (ie, after
the signing of the ICF), including any pretreatment and posttreatment periodsyineluding-the SFU
Period required by the protocol, must be reported in the eCRF even if no IMP was taker but
specific study procedures were conducted. This includes all AEs not presént prioxto the initial
visit and all AEs that recurred or worsened after the initial visit.

All SAEs will be recorded and reported to the sponsor or designee,within 24\hours, as indicated
in Appendix 3 (Section 10.3). The investigator will submit anyupdated SAE data to the sponsor
within 24 hours of it being available.

The investigator is specifically requested to colle¢t and feport todUCB (or its representative) any
SAEs (even if the investigator is certain that they aredjnno way.associated with the IMP), up to
14 days from the end of the study for each'participant, and-to"also inform the participant’s
parent(s) or legal representative(s) ofthe ieed toZinformthe investigator of any SAE within this
period. Serious AEs that the investigator thinks may be associated with the study medication
must be reported to UCB regardiess of the.time between the event and the end of the study.

The method of recording, evaluatinggand assessing causality of AE and SAE and the procedures
for completing and transmitting SAB'reportstare provided in Appendix 3 (Section 10.3).

8.3.2 Method of detecting/AEs and SAEs

Care will be taken not to introduce*bias when detecting AEs and/or SAEs. Open-ended and
non-leading verbal questioning ¢f'the caregiver is the preferred method to inquire about
AE occurrences.

8.3.3 Follow:up)of AEs and SAEs

After the indtial AE/SAE report, the investigator is required to proactively follow each participant
at subsequent visits/eontacts. All AEs, SAEs, and nonserious AEs of special interest (as defined
in Section 8.3.5), will be followed until resolution, stabilization, the investigator determines that
it issno longer ¢linically significant, the event is otherwise explained, or the participant is lost to
follow up (as defined in Section 7.3). Further information on follow-up procedures is given in
Appendix 3 (Section 10.3).

8.34 Regulatory reporting requirements for SAEs

Prompt notification by the investigator to the sponsor of an SAE is essential so that legal
obligations and ethical responsibilities towards the safety of participants and the safety of a study
treatment under clinical investigation are met.
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The sponsor has a legal responsibility to notify both the local regulatory authority and other
regulatory agencies about the safety of a study treatment under clinical investigation. The
sponsor will comply with country-specific regulatory requirements relating to safety reporting to
the regulatory authority, IRB/IEC, and investigators.

Investigator safety reports must be prepared for suspected unexpected serious adverse reactions
according to local regulatory requirements and sponsor policy and forwarded to investigators as
necessary.

An investigator who receives an investigator safety report describing a SAE or other specifi¢
safety information (eg, summary or listing of SAEs) from the sponsor will review and thénfile it
along with the IB and will notify the IRB/IEC, if appropriate according to local requirements!

8.3.4.1 Immediate reporting of AEs
The following AEs must be reported immediately:
e Serious adverse event:

— Adverse event that the investigator classifies as serious by the{definitions 'of SAE
(Section 10.3) regardless of causality

— New onset or worsening of status epilepticus after the-administfation of LCM
e Infantile spasms
e Suspected transmission of an infectioug agent via.a medicinal product
e Adverse event of special interest (Section 8.315)
8.3.5 Adverse events of'special interest

An AE of special interest is any AE that @ regulatory authority has mandated be reported on an
expedited basis, regardless of the serioushess,.¢Xpectedness, or relatedness of the AE to the
administration of a UCB product/conipound.

The following are LCM’s AEs-0f’specialunterest:

e The following arrhythmias: atrial fibrillation/flutter, ventricular tachycardia or fibrillation,
AV block (second-degree TypeT1 and II and third-degree), and marked bradycardia (<95bpm;
Fleming et al, 20,['1).

e Serious suspected multi-organ hypersensitivity reactions

Serious suspected/multi-organ hypersensitivity cases may be identified and reported to the
sponserby the\nvestigator using the following algorithm as agreed with the US FDA.

An*AE orlaboratory value (as defined in the following text) suggestive of internal organ
involvement (including but not limited to hepatitis, nephritis, pneumonitis, carditis, colitis,
encephalitis, pancreatitis, myositis, arthritis, or hematologic system involvement) combined
with at least 1 of the following: fever, rash, lymphadenopathy, or eosinophilia.

Treatment-emergent abnormal laboratory value criteria suggestive of internal organ
involvement or eosinophilia:

o Eosinophils % >10%
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o Eosinophils absolute >0.5G/L
o Neutrophils absolute <1.5G/L
o Platelets <100G/L

o ALT >2xULN

o AST >2xULN

e Potential Hy’s Law, defined as >3xULN ALT or AST with coexisting >2xULN total
bilirubin in the absence of >2xULN ALP, with no alternative explanation for the biochemical
abnormality, must ALWAY'S be reported to UCB as an AE of special interest (ie, witheut
waiting for any additional etiologic investigations to have been concluded). Followwsup
information should be reported if an alternative etiology is identified during inyestigation-and
monitoring of the participant.

8.4 Safety signal detection

Selected data from this study will be reviewed periodically to detect,.as early as possible, any
safety concern(s) related to the study medication so that investigators; clinical-study participants,
regulatory authorities, and IRBs/IECs will be informed-appropriately and@s early as possible.

The Study Physician or medically qualified desighee/equivalent will‘¢onduct an ongoing review
of SAEs and perform ongoing SAE reconciliationsin colaboration with the UCB PS
representative. The DMC will be informed/of the emetging safety issue and safety signals.

As appropriate for the stage of development and aceumulated experience with the study
medication, medically qualified personnel at UCB may identify additional safety measures
(eg, AEs, vital signs, laboratory ot"ECG results) for.which data will be periodically reviewed
during the course of the study.

8.5 Treatment of overdose

Overdose events are only considered AEs.or SAEs if there are associated clinical signs and
symptoms or if the act of takihg the excess study medication itself is an AE or SAE.

For this study, the combined LCM dose per day should not exceed 22mg/kg.

Excessive dosing (beyond thatprescribed in the protocol and including overdose) should be
recorded in the eCRF. Any(SAE or nonserious AE associated with excessive dosing must be
followed as any.other SAE or nonserious AE. These events are only considered AEs or SAEs if
there are assogiated clinical signs and symptoms.

In the event of an‘0overdose, the investigator should:
1. ~Contact.the’Medical Monitor immediately.

2.0 Closely monitor the participant for any AE/SAE and ECG and laboratory abnormalities until
return to normal and for at least 3 days.

3. Obtain a serum sample for LCM PK analysis within 3 days from the date of the last dose of
LCM if requested by the Medical Monitor (determined on a case-by-case basis).

4. Document the quantity of the excess dose as well as the duration of the overdose in the
eCRF.
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Decisions regarding dose interruptions or modifications will be made by the investigator in
consultation with_the Medical Monitor based on the clinical evaluation of the participant.

8.6 Pharmacokinetics
8.6.1 Pharmacokinetic sampling and handling

The time points for the collection of PK samples during the Treatment Period are described in
Table 1-3.

For the determination of serum concentrations of LCM, up to 7 blood microsamples (0.2mL
sample) will be collected per study participant. Blood samples should be collected in Sarstedt
Microvette 200 containers with conical inner tube, serum type with coagulation activator!
Pharmacokinetic samples will be obtained either through a venous or arterial catheter or takén
from routinely performed heel pricks. Blood for PK samples should be drawn fronia’limb
different to that of the LCM infusion.

Additional opportunistic blood samples for the PK analysis (Leroux et al{2015) may-be obtained
at the investigator’s discretion at any time during the Treatment Period. As oppottunistic blood
samples will be taken from routine laboratory blood samples, they are'not,considered an
additional burden for the neonates. The plan for micresampling.in-SP0968\is consistent with
blood sampling schema in other neonatal studies (Allegaert and'van den Anker, 2015;

Jullien et al, 2015; O’Hara et al, 2015; Zhao and Jacqz-Aigtain, 20195Zhao et al, 2014).

Exact dosing and sampling times will be recorded in the-eCRF;

The analysis of PK samples will be performéd by, liquid chrethatography with tandem mass
spectrometry at a central laboratory.

8.6.2 Pharmacokinetic.sample shipment

Instructions on blood sample colléctionyprocessing, storage, and labeling/shipping will be
provided in the Laboratory Manual fepthis study. Appropriate storage and shipping temperatures
will also be stated in the Laboratory-Manual.

8.6.3 Pharmacokinetic analysis

Measured concentrations ‘will be ifitroduced in the existing pediatric population PK model. After
finalization of the study, the existing population PK model for LCM will be updated with the
measured concentrations to-further optimize the dose recommendations for LCM.

8.7 Genetics

Genetics will'not.eyaluated in this study.

8.8 Pharmacodynamics

Pharmacodytiamic parameters will not evaluated in this study.
8.9 Biomarkers

Collection of samples for other biomarker research is not part of this study.
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9 STATISTICAL CONSIDERATIONS

A description of statistical methods follows and will be described in more detail in the SAP. In
general, descriptive summaries will be used to present the study results by treatment groups.

9.1 Definition of analysis sets
Analysis sets will be defined as follows:

e The All Participants Screened Set will consist of all study participants with a signed
completed ICF as reported on the eCRF.

e The Safety Set (SS) will consist of all enrolled study participants who take at least 1, dose of
the randomized treatment. All safety analyses will be performed on the SS.

e The Full Analysis Set (FAS) will consist of all study participants in the SS whoe havef
minimum of 30 minutes of interpretable video-EEG data from both the Baseline and-the first
3 hours after randomization to the initial study medication treatment The-primary-analysis set
for the efficacy data will be the FAS.

e Per-Protocol Set (PPS) will include all participants in the FAS, who did.net'have important
protocol deviations related to efficacy. The secondaty analysisset fof the efficacy data will
be the PPS.

e The Pharmacokinetic Per-Protocol Set will conSist of-all study participants who provide at
least 1 measurable serum sample (withgrecorded sampling time) on at least 1 post-Baseline
Visit with documented study drug intake-times:

9.2 General statistical\considerations

All statistical computations will'be performed using.SAS® version 9.4 or higher (SAS Institute,
NC, USA).

Summary statistics will consist of ftequency“tables for categorical variables. For continuous
variables, descriptive statistics(Will inctude at a minimum and where applicable the number of
available observations, mean, median,standard deviation [SD], minimum, and maximum) will
be tabulated. For PK parameters, the coefficient of variation and geometric mean may also be
presented.

9.3 Planned efficacy analyses
9.31 Analysis of the primary efficacy endpoint

The primaty efficacy’endpoint (reduction in seizure burden measured in the Evaluation
video-EEG conipared with the Baseline video-EEG; “Evaluation” is the 2-hour evaluation for
efficacy that,wall'start 1 hour after initiation of randomized treatment [LCM or Active
Cemparator}) will be analyzed using the Bayesian methodology at the end of the study. This will
involve utilizing a linear model with treatment, severity, and Baseline seizure burden as variables
and assuming normally-distributed errors. The prior distribution is vague (normal prior
distribution with zero mean and large variance for the coefficients of the variables in the model
and a gamma prior with a large tail for the variance of the data). The posterior distribution for
each coefficient and for the difference between LCM and Active Comparator will be
summarized (using means, SD, 90% credible intervals, and other summary statistics as needed).
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The posterior probability that the difference (LCM-Active Comparator) in seizure burden is
negative (ie, the probability that LCM is better than Active Comparator) will be presented. Other
clinical factors that are deemed clinically important (eg, age) will be detailed in the SAP and will
be used for a sensitivity analysis.

Video-EEGs will be assessed locally by the investigator for any medical decisions or medical
interventions. The final analysis of video-EEG outputs will be based solely on the assessment of
a central reader. All efficacy variables will be analyzed by the primary cause of seizure (HIE,
hemorrhage, or infarction; CNS malformations; CNS infections; undetermined causes) and
concomitant use of hypothermia, and reported for each study participant using data listings,

9.3.2 Analysis of the secondary efficacy endpoints
All secondary endpoints, listed below, will be summarized descriptively.

e Proportion of responders in the Evaluation * video-EEG compared with the\Baseline
video-EEG

e Proportion of participants with at least 80% reduction in the Evaluation * video-EEG
compared with the Baseline video-EEG

e Time to response across the first 48-hours of theAreatmentPeriod
e Time to seizure freedom across the first 48-hours of thé. Treatmént/Period

e Categorized percentage reduction in seizur¢-burdensin the Ewaluation * video-EEG compared
with the Baseline video-EEG (<-25%worsening], ~25%:to <25% [no change], 25% to
<50%, 50% to <80%, and >80%)

e Absolute reduction in seizure burden across the first*48-hours of the Treatment Period
e Percent reduction in seizure burden-across théAfirst 48-hours of the Treatment Period
e Proportion of responders at the enid of thefirst 48-hours of the Treatment Period

e Proportion of study participants whe.are seizure-free (100% reduction in seizure burden from
Baseline) at 24 hours afterthe staftyof the Treatment Period, categorized by study participants
with nonsevere or severe seizure burden at Baseline

? The 2-hour evaludtion fofefficacy will start 1 hour after initiation of randomized treatment
(LCM or Active{Compadrator) and will be used for evaluation of the primary endpoint based
on video-EEG.

9.3.2.1 Time'to response

Mediantime (imhours) to the 50% reduction in study participants with severe seizure burden or
80% reduction in*study participants with nonsevere seizure burden and the corresponding

95% Cls will’be provided based on Kaplan-Meier estimation across the first 48-hours of the
Ttreatment Period. The 95% CI will be provided for descriptive purposes only.

9.3.2.2 Time to seizure freedom

Median time (in hours) to seizure freedom and the corresponding 95% Cls will be provided
based on Kaplan-Meier estimation across the first 48-hours of the Treatment Period. The 95% CI
will be provided for descriptive purposes only.
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9.4 Planned safety analyses

Descriptive summaries will be presented by the treatment groups for AEs, SAEs, physical and
neurological examinations, laboratory results, heart rate, vital signs, body weight, and head
circumference. Study participant characteristics related to safety, such as cooling status variables
(target low body temperature, age since birth when cooling began, duration of cooling [date and
start and stop time of cooling]), rewarming status variables (duration of rewarming [date and
start and stop time of rewarming]), and the mother’s use of AEDs (including BZD and opiates)-at
childbirth will be listed. The primary cause of seizure (eg, HIE, hemorrhage, or infarction; CNS
malformations; CNS infections; undetermined causes) will also be used to categorize the,safety
review.

9.5 Planned pharmacokinetics analyses
Summary descriptive statistics of serum concentrations will be derived per time\point.

Serum concentrations of LCM, together with demographic and other variables, will'be
introduced in the existing population PK model. The model will be usedfor simiating various
dosing regimens to establish dosing recommendations as a function.of develgpmental variables.
The population PK analysis will be reported separately.

9.6 Handling of protocol deviations

Important protocol deviations are deviations fgomthe pretecol which potentially could have a
meaningful impact on the key efficacy, safety, and PK @utcomesfor an individual study
participant. The criteria for identifying impertant pretocol déviations will be defined within the
appropriate protocol-specific document. \Important-protocel deviations will be reviewed as part
of the ongoing data cleaning process\and dataevaluation:-"All important deviations will be
identified and documented prioxr/td database tock te confirm exclusion from analysis sets.

9.7 Handling of dropouts or missing data
There will be no special procedures.for handlihg withdrawals and missing data.
9.8 Planned interim analysis and data monitoring

No formal interim analysis for det€tmination of futility or efficacy is planned for this study. To
ensure study participant'safetys petiodic reviews of safety data will be performed using the
DMC. Serious adverse events and other significant events will be monitored and triaged by the
medical monitor and UCB\PS in real time. After triage, events will be passed on to the DMC as
appropriate. Ifiraddition, 3 reviews of safety and PK data by the DMC are planned when 25%,
50%, and 75% of study participants have been randomized, completed, and have data available
for evalnation, and at study completion. The objective, procedures, and timing of DMC safety
assessments to'evaluate risk and benefit for study participants in SP0968 will be described in the
DMC Charter:

9.8.1 Definition of stopping rules

No formal stopping rule will be applied. The DMC may give a recommendation to stop the study
after reviewing the safety data as described in Section 9.8. A recommendation for stopping
should be based on the collective experience of the DMC members. After meeting to review data
from each treatment group, the DMC will provide a recommendation in writing regarding
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whether to continue or to stop the study. UCB will consider this recommendation and ensure the
study investigators are informed of the sponsor’s decision on how to continue.

9.9 Determination of sample size

Randomized, controlled studies in neonatal seizures are rare, have usually been conducted with
small to modest samples sizes and have almost exclusively focused on first-line treatment of
neonatal seizures, usually comparing the historical standard of PB to a new intervention,
typically either LEV or a sodium channel blocking agent such as PHT. Two major studies in
first-line treatment of neonatal seizures have shown enormous differences in responder rates'to
PB vs LEV (80% vs 23%; NEOLEV-2 study, Sharpe et al, 2020) and to PB vs PHT (72.2% vs
14.5%; Pathak et al, 2013) although other studies have shown smaller or no differences,in studies
with similar designs (Painter et al, 1999, Gowda et al, 2019). Only 1 randomized controlled
study comparing different AEDs in the second-line treatment of neonatal seizurés has evér-been
published (Boylan et al, 2004). In that study, 11 participants were randomized te receive’either
the sodium channel blocker lignocaine or a BZD. None of the 6 neonates on-€ither of'the 2 BZDs
responded, but 3 of the 5 neonates on lignocaine did.

Given the scarcity of prior evidence in randomized controlled studies.in thé:Chosen indication
and line of treatment, this study should be considered-exploratory with-n6/formal sample size
calculation. The chosen sample size of 32 is able to détect a tfeatment,difference of 25% in the
response rate with a power of 75%.

The relationship of the efficacy metric (difference in mieans between the two treatment groups)
with the related, more interpretable metric\(response rate) isipresented in Table 9-1.

Table 9-1: Example of assumed responses for the two treatment groups and
treatment effects-using differentmetrics

Response Assumption Difference.in means Modelled difference in
Scenario ({og(x+1)) proportions (assuming Active
Comparator Response Rate
(RR) =20%)
1 -0.82 35%
2 -0.7 30%
3 -0.6 24%
10 SUPPORTING DOCUMENTATION AND OPERATIONAL
CONSIDERATIONS
101 Appendix 1: Regulatory, ethical, and study oversight

considerations
10.1.1 Regulatory and ethical considerations

The study will be conducted under the auspices of an IRB/IEC, as defined in local regulations,
International Council for Harmonisation (ICH)-Good Clinical Practice (GCP), and in accordance
with the ethical principles that have their origin in the Declaration of Helsinki.
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The investigator/UCB will ensure that an appropriately constituted IRB/IEC that complies with
the requirements of the current ICH-GCP version or applicable country-specific regulations will
be responsible for the initial and continuing review and approval of the clinical study. Prior to
initiation of the study, the investigator/UCB will forward copies of the protocol, ICF, 1B,
investigator’s curriculum vitae (if applicable), advertisement (if applicable), and all other
participant-related documents to be used for the study to the IRB/IEC for its review and
approval.

Before initiating a study, the investigator will have written and dated full approval from the
responsible IRB/IEC for the protocol.

The investigator will also promptly report to the IRB/IEC all changes in the study, all
unanticipated problems involving risks to participants or others, and any protocol deviations, to
eliminate immediate hazards to participants.

The investigator will not make any changes in the study or study conduct without IRBAEC
approval, except where necessary to eliminate apparent immediate hazards to the-participants.
For minor changes to a previously approved protocol during the period covered by the original
approval, it may be possible for the investigator to obtain an expedited review.by the IRB/IEC as
allowed.

As part of the IRB/IEC requirements for continuing\review. oflapproved studies, the investigator
will be responsible for submitting periodic progtess’reports to the IRB/IEC (based on IRB/IEC
requirements), at intervals appropriate to the-degfee of patticipant-risk involved, but no less than
once per year. The investigator should proyide a finabreportto the IRB/IEC following study
completion.

UCB (or its representative) will communicate safety iaformation to the appropriate regulatory
authorities and all active investigdtors inaaccordance with applicable regulatory requirements.
The appropriate IRB/IEC will also be informed by the investigator or the sponsor, as specified by
the applicable regulatory requirements’in each,concerned country. Where applicable,
investigators are to provide the sponsor (ot its representative) with evidence of such IRB/IEC
notification.

10.1.2 Financial disclosure
Insurance coverage wilkbe handled according to local requirements.

Finance and insufance are-addressed in the investigator and/or contract research organization
agreements, as\applicable:

10.1.3 Informed consent process

Informed consént' must be obtained and documented in accordance with local regulations,
ICH-GCP requirements, and the ethical principles that have their origin in the principles of the
Declaration of Helsinki.

Prior to obtaining informed consent, information should be given in a language and at a level of
complexity understandable to the participant’s parent(s) or legal representative(s) in both oral
and written form by the investigator (or designee). Study participant’s parent(s) or legal
representative(s) will have the opportunity to discuss the study and its alternatives with the
investigator.
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Prior to participation in the study, the ICF should be signed and personally dated by the
participant’s parent(s) or legal representative(s), and by the person who conducted the informed
consent discussion (investigator or designee). The participant’s parent(s) or legal
representative(s) must receive a copy of the signed and dated ICF. As part of the consent process,
each participant’s parent(s) or legal representative(s) must consent to direct access to the
participant’s medical records for study-related monitoring, auditing, IRB/IEC review, and
regulatory inspection.

If the ICF is amended during the study, the investigator (or the sponsor, if applicable) must
follow all applicable regulatory requirements pertaining to the approval of the amended ICF by
the IRB/IEC and use of the amended form.

All studies conducted at centers in the United States must include the use of a Health Insurance
Portability and Accountability Act Authorization form.

The participant’s parent(s) or legal representative(s) may withdraw his/her consent.te participate
in the study at any time. A participant is considered as enrolled in the study~when-his’her
parent(s) or legal representative(s) has signed the ICF. An eCRF must-not be started, nor may
any study specific procedure be performed for a given participant, without having obtained
written consent from the participant’s parent(s) or legal-representative(s)o.participate in the
study.

10.1.4 Data protection

UCB staff (or designee) will affirm and uphold the pdsticipant®’s.confidentiality. Throughout this
study, all data forwarded to UCB (or designee) wilkbe identified only by the participant number
assigned at Screening.

The investigator agrees that representatives of UCBsits designee, representatives of the relevant
IRB/IEC, or representatives of regulatory. authorities will be allowed to review that portion of the
participant’s primary medical records:that dire¢tly concerns this study (including, but not limited
to, laboratory test result reports, EEG reports,/admission/discharge summaries for hospital
admissions occurring during a participant®s, study participation, and autopsy reports for deaths
occurring during the study).

The participant’s parent(s)-or legalrepresentative(s) must be informed that participant’s personal
study-related data will b¢ used by the sponsor in accordance with local data protection law. The
level of disclosure-muist also\be explained to the participant’s parent(s) or legal representative(s).

The participant.s-parent(s) or legal representative(s) must be informed that participant’s medical
records may/be examined by Clinical Quality Assurance auditors or other authorized personnel
appointed'by the'sponsor, by appropriate IRB/IEC members, and by inspectors from regulatory
autherities.

10.1.5 Data quality assurance

All participant data relating to the study will be recorded on printed or eCRF unless transmitted
to the sponsor or designee electronically (eg, laboratory data). The investigator is responsible for
verifying that data entries are accurate and correct by physically or electronically signing the
eCRF.
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The investigator must maintain accurate documentation (source data) that supports the
information entered in the eCRF.

The investigator must permit study-related monitoring, audits, IRB/IEC review, and regulatory
agency inspections and provide direct access to source data documents.

The sponsor or designee is responsible for the data management of this study including quality
checking of the data.

Study monitors will perform ongoing source data verification to confirm that data entered inte
the eCRF by authorized site personnel are accurate, legible, contemporaneous, original, and
attributable from source documents; that the safety and rights of participants are being ptotected;
and that the study is being conducted in accordance with the currently approved protécol and-any
other study agreements, ICH-GCP, and all applicable regulatory requirements.

All essential documents must be retained by the investigator for the minimunt xétention/period
mandatory under the applicable local laws and regulations. The investigator.will coatact UCB for
authorization prior to the destruction of any study records or in the event.of accidental loss or
destruction of any study records. The investigator will also notify UEB+should. he/she relocate or
move the study-related files to a location other than that specified in the sponhsor’s trial master
file.

Quality tolerance limits will be established for the study using parameéters related to PS reporting
and reliability of study results. The parameters\will be monitored throughout the study to identify
systematic issues. Parameters used, paramétes, values, important.deviations from the quality
tolerance limits, and actions taken will be summarized in theZ¢linical study report.

10.1.5.1 Case Report formcompletion

The investigator is responsible for prompt.reporting of accurate, complete, and legible data in the
eCRFs and in all required reports.

Any change or correction to the eCRF after saving must be accompanied by a reason for the
change.

Corrections made after the'tnvestigator’s review and approval (by means of a
password/electronic signature) will be reapproved by the investigator.

The investigator sheuld ‘maintain a list of personnel authorized to enter data into the eCRF.
10.1.5.2 Apps

No Apps witl be used/in"this study.

10.1.6 Source documents

Allsource doeunients must be accurate, clear, unambiguous, permanent, and capable of being
audited. They should be made using some permanent form of recording (ink, typing, printing,
optical disc). They should not be obscured by correction fluid or have temporary attachments
(such as removable self-stick notes).

Source documents are original records in which raw data are first recorded. These may include
hospital/clinic/general practitioner records, charts, diaries, x-rays, laboratory results, printouts,
pharmacy records, care records, ECG or other printouts, completed scales, quality of life
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questionnaires, or video, for example. Source documents should be kept in a secure, limited
access area.

Source documents that are computer generated and stored electronically must be printed for
review by the monitor (eg, ECG reports). Once printed, these copies should be signed and dated
by the investigator and become a permanent part of the participant’s source documents. The
investigator will facilitate the process for enabling the monitor to compare the content of the
printout and the data stored in the computer to ensure all data are consistent.

Electronic data records, such as Holter monitor records or electroencephalogram records, must
be saved and stored as instructed by UCB (or designee).

10.1.7 Study and site closure

The sponsor designee reserves the right to close the study site or terminate the.study.at anytime
for any reason at the sole discretion of the sponsor. Study sites will be closed-ipon study,
completion. A study site is considered closed when all required documents/and study supplies
have been collected and a study-site closure visit has been performed.

The investigator may initiate study-site closure at any time, provided there-isiréasonable cause
and sufficient notice is given in advance of the intended termination.

Reasons for the early closure of a study site by the-sponsor ofdnvestigator may include but are
not limited to:

e Failure of the investigator to comply with the protocol, the'tequirements of the IRB/IEC or
local health authorities, the sponsor's proceduresyor GCP guidelines

¢ Inadequate recruitment of participants by .the-investigator

¢ Discontinuation of further study medication development

10.1.8 Publication policy

The results of this study may bepublished‘or presented at scientific meetings. If this is foreseen,
the investigator agrees to submit all manuscripts or abstracts to the sponsor before submission.
This allows the sponsor to-protect proprietary information and to provide comments.

The sponsor will comply with.the requirements for publication of study results. In accordance
with standard editofial’and ethical practice, the sponsor will generally support publication of
multicenter studies-only iftheir entirety and not as individual site data. In this case, a
coordinating investigaterwill be designated by mutual agreement.

Authorshipwill be determined by mutual agreement and in line with International Committee of
MedicalyJournal Editors authorship requirements.
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10.2

Appendix 2: Clinical laboratory tests

e The tests detailed in the table below will be performed by the local laboratory.

e Protocol-specific requirements for inclusion or exclusion of participants are detailed in
Section 5.1 and Section 5.1 of the protocol.

e Additional tests may be performed at any time during the study as determined necessary by
the investigator or required by local regulations.

Protocol-required safety laboratory assessments

Laboratory
Assessments Parameters
Hematology Platelet Count RBC Indices: WBC Count-with
RBC Count MCV leferentl.al:
MCH Neutrephils
Hemoglobin . h
%Reticulocytes Lymphooytes
Hematocrit Monocytes
Eesinophils
Basophils
Clinical Blood Urea Potassium Alspartate A minotransferase Total and direct
Chemistry' Nitrogen (AST).Serum-Glutamic- bilirubin
(BUN) Qxaloacetic Transaminase
(SGOT)
Creatinine Seditm Alanine’ Aminotransferase Total Protein
(ALT)/ Serum Glutamic-
Pyruvic Transaminase (SGPT)
Glucose Calcium Alkaline phosphatase

The results of each test must be entered intothe eCRF.

NOTES :

! Details of liver chemistry stoppitig critetia and required actions and follow-up assessments after liver stopping or
monitoring event are given, inh Section 7. 1.1 and Section 10.6. All events of ALT >3x upper limit of normal (ULN)
and bilirubin >2x ULN'(>35% direct-bilirubin) or ALT >3x ULN and international normalized ratio (INR) >1.5, if
INR measured, may-inidicate s¢vere liver injury (possible Hy’s Law) and must be reported as an SAE.

¢ Investigatorssmustidociment their review of each laboratory safety report.
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10.3 Appendix 3: Adverse events — Definitions and procedures for
recording, evaluating, follow up, and reporting
Definition of AE
AE Definition

e An AE is any untoward medical occurrence in a patient or clinical study participant, temporally
associated with the use of study medication, whether or not considered related to the study
medication.

e NOTE: An AE can therefore be any unfavorable and unintended sign (including an abnermal
laboratory finding), symptom, or disease (new or exacerbated) temporally associated with the
use of study medication.

Events Meeting the AE Definition

e Any abnormal laboratory test results (hematology, clinical chemistry, or,urinalysis) ot other
safety assessments (eg, ECG, radiological scans, vital signs measurements), including those
that worsen from Baseline, considered clinically significant in the niedical and Seientific
judgment of the investigator (ie, not related to progression of undexlying diSease).

e Exacerbation of a chronic or intermittent pre-existing condition, including-€ither an increase in
frequency and/or intensity of the condition.

e New conditions detected or diagnosed after study medication administration even though it
may have been present before the start ofithe study;

e Signs, symptoms, or the clinical sequelae of a suspécted drug-drug interaction.

e Signs, symptoms, or the clinical sequelae of'a suspectéd overdose of either study medication or
a concomitant medication. Ovétdose per s€will not be reported as an AE/SAE unless it is an
intentional overdose taken.withypossible_suicidal/self-harming intent. Such overdoses should be
reported regardless of sequelae.

e "Lack of efficacy" or "failure of ‘eXpectedipharmacological action" per se will not be reported
as an AE or SAE. Such instances will be,captured in the efficacy assessments. However, the
signs, symptoms, and/or glinical sequelae resulting from lack of efficacy will be reported as
AE or SAE if they fulfilthe definitien of an AE or SAE.

o The signs, symptomsjy.and/or.clinical sequelae resulting from lack of efficacy will be reported
as AE or SAE iftthey fulfihthe definition of an AE or SAE. Also, "lack of efficacy" or "failure
of expected pharmacolggical action" also constitutes an AE or SAE.

Events NOT Meéting the-AE' Definition

e Any ¢linically-sighificant abnormal laboratory findings or other abnormal safety assessments
whiCh are associated with the underlying disease, unless judged by the investigator to be more
severe than‘expected for the participant’s condition.

¢, The disease/disorder being studied or expected progression, signs, or symptoms of the
diseaserdisorder being studied, unless more severe than expected for the study participant’s
condition.

e Medical or surgical procedure (eg, endoscopy, appendectomy): the condition that leads to the
procedure is the AE.

e Situations in which an untoward medical occurrence did not occur (social and/or convenience
admission to a hospital).
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e Anticipated day-to-day fluctuations of pre-existing disease(s) or condition(s) present or
detected at the start of the study that do not worsen.

Definition of SAE

If an event is not an AE per definition above, then it cannot be an SAE even if serious conditions
are met (eg, hospitalization for signs/symptoms of the disease under study, death due to
progression of disease).

A SAE is defined as any untoward medical occurrence that, at any dose:

a. Results in death

b. Is life-threatening

The term 'life-threatening' in the definition of 'serious' refers to an event in which the partieipant was at
risk of death at the time of the event. It does not refer to an event, which hypothetically mightdhave
caused death, if it were more severe.

¢. Requires inpatient hospitalization or prolongation of existing hospitalization

In general, hospitalization signifies that the participant has been detained\(usually, inyolving at least an
overnight stay) at the hospital or emergency ward for observation and/or treatment that would not have
been appropriate in the physician’s office or outpatientetting. Complicationsithat occur during
hospitalization are AEs. If a complication prolongs Hospitalization-or fulfils-any other serious criteria,
the event is serious. When in doubt as to whether(“hespitalization” occuired or was necessary, the AE
should be considered serious.

Hospitalization for elective treatment of a pre-existing eonditionthat did not worsen from Baseline is
not considered an AE.

d. Results in persistent disability/incapacity

e The term disability means'@ substantial disruption of a person’s ability to conduct normal life
functions.

e This definition is not intended\to includesexperiences of relatively minor medical significance
such as uncomplicated headache, nausea, vomiting, diarrhea, influenza, and accidental trauma
(eg, sprained ankle) which may,interfere with or prevent everyday life functions but do not
constitute a substantial disruption.

e. Is a congenital anomaly/birth‘defect

f. Important medical events:

e Medical orscientific judgment should be exercised in deciding whether SAE reporting is
appropriate ip-ether situations such as important medical events that may not be immediately
life<threatefiing or result in death or hospitalization but may jeopardize the participant or may
require /medical or surgical intervention to prevent one of the other outcomes listed in the
aboveg definition. These events should usually be considered serious.

e Examples of such events include, but are not limited to, potential Hy’s law, invasive or
malignant cancers, intensive treatment in an emergency room or at home for allergic
bronchospasm, blood dyscrasias or convulsions that do not result in hospitalization, or
development of drug dependency or drug abuse.
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Recording and follow up of AE and/or SAE

AE and SAE Recording

e When an AE/SAE occurs, it is the responsibility of the investigator to review all
documentation (eg, hospital progress notes, laboratory reports, and diagnostics reports) related
to the event.

e The investigator will then record all relevant AE/SAE information in the eCRF.

e [t is not acceptable for the investigator to send photocopies of the participant’s medical records
to UCB in lieu of completion of the AE/SAE eCRF page.

e There may be instances when copies of medical records for certain cases are requested by
Regulatory Authorities. In this case, all participant identifiers, with the exception of the
participant number, will be redacted on the copies of the medical records beforeSubmission.to
Regulatory Authorities.

e The investigator will attempt to establish a diagnosis of the event based ofi’signs, symptoms,
and/or other clinical information. Whenever possible, the diagnosis (notthe individual
signs/symptoms) will be documented as the AE/SAE.

Assessment of Intensity

The investigator will make an assessment of intensity foryeach AE and SAE reported during the study
and assign it to 1 of the following categories:

e Mild: An event that is easily tolerated by the participant, causing'-minimal discomfort and not
interfering with everyday activities.

e Moderate: An event that causes sufficient diseomfort arldsinterferes with normal everyday
activities.

e Severe: An event that prevents\normal éverydayeactivities. An AE that is assessed as severe
should not be confused with a"SAE; Severe is«@ ‘eategory utilized for rating the intensity of an
event; and both AEs and SAEs can‘be assess€d as severe.

e Anevent is defined as ‘serious’’When itzneets at least 1 of the predefined outcomes as
described in the definition of'\an SAE, NOT when it is rated as severe (eg, a severe AE may be
either serious or not serious, depending on whether these criteria are also met).

The National Cancer Institute Common Perminology Criteria for Adverse Events (NCI-CTCAE)
should be used as a supportive standardization instrument to evaluate AEs and SAEs but the final
intensity grading by the.nvestigater'must be mild, moderate, or severe.

Assessment of Causality

e The investigatot isobligated to assess the relationship between study medication and each
occutrence of cach AE/SAE.

o {AV'reasonable possibility" of a relationship conveys that there are facts, evidence, and/or
arguments to suggest a causal relationship, rather than a relationship cannot be ruled out.

e The/investigator will use clinical judgment to determine the relationship.

e Alternative causes, such as underlying disease(s), concomitant therapy, and other risk factors,
as well as the temporal relationship of the event to study medication administration will be
considered and investigated.

o The investigator will also consult the investigator’s Brochure (IB) and/or Product Information,
for marketed products, in his/her assessment.
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e For each AE/SAE, the investigator must document in the medical notes that he/she has
reviewed the AE/SAE and has provided an assessment of causality.

e There may be situations in which an SAE has occurred and the investigator has minimal
information to include in the initial report to the sponsor. However, it is very important that
the investigator always make an assessment of causality for every event before the initial
transmission of the SAE data to the sponsor.

e The investigator may change his/her opinion of causality in light of follow-up information and
send a SAE follow-up report with the updated causality assessment.

e The causality assessment is one of the criteria used when determining regulatory reporting
requirements.

Follow-up of AEs and SAEs

e The investigator is obligated to perform or arrange for the conduct of suppleméntal
measurements and/or evaluations as medically indicated or as requested by’the sponsorto
elucidate the nature and/or causality of the AE or SAE as fully as possible<This may include
additional laboratory tests or investigations, histopathological examinations, orconsultation
with other health care professionals.

An AE should be followed until it has resolved, has a stable sequelae, thé\investigator
determines that it is no longer clinically significant;\or the participant ig'lost to follow up. This
follow-up requirement applies to AEs, SAEs, and AEs of’special interest.

If a participant dies during participation ip-the.study et during a-recognized follow up period,
the investigator will provide the sponsor with a copy_of any.post-mortem findings including
histopathology.

e New or updated information will ‘be recorded.in the ofiginally completed eCRF.

The investigator will submit any\updated,SAE data'te the sponsor within 24 hours of receipt of
the information.

Reporting of SAEs

SAE Reporting to UCB

o [fasite receives a report’of a new SAE from a study participant or receives updated data on a
previously reported SAE afier the electronic data collection tool has been taken off-line, then
the site can report this information on a paper SAE form (see next section) or to SAE
coordinator}by telephone:

o Contacts for SAEreporting can be found in Serious Adverse Event Reporting section at the
front of the protocol.
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10.4 Appendix 4: Contraceptive guidance and collection of

pregnancy information

Not applicable.
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10.5 Appendix 5: Genetics
Not applicable.
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10.6 Appendix 6: Liver safety — Suggested actions and follow-up
assessments

Participants with PDILI must be assessed to determine if study medication must be discontinued.
In addition, all concomitant medications and herbal supplements that are not medically necessary
should also be discontinued.

Investigators should attempt to obtain information on study participants in the case of study
medication discontinuation to complete the final evaluation.

Study participants with PDILI should not be withdrawn from the study until investigation‘and
monitoring are complete. All results of these evaluations and observations, as well as the
reason(s) for study medication discontinuation and/or participant withdrawal (if applicable),
must be recorded in the source documents. The eCRF must document the primary teason, for
discontinuation of study medication.

A specific monitoring plan must be agreed between the UCB study physicianand the
investigator for study participants who have ALT >5x ULN. The monitosing plafShould include
any necessary follow-up assessments (until resolution of the abnormal lab yatues).

Phase 2 liver chemistry stopping criteria are designed-to assure participanfsafety and to evaluate
liver event etiology.

Liver chemistry stopping-criteria

ALT-absolute ALT >5xULN

ALT Increase ALT 23xULN persists\for >4 weeks
Bilirubin ** ALT >3xULN.and)bilirubin22xULINY(>35% direct bilirubin)

INR® ALT >3xULN"and internationaldiormalized ratio (INR) >1.5, if INR measured

Cannot Monitor | ALT >3xULN and eannot (e, monitored weekly for 4 weeks

Symptomatic © ALT >3xULN associateéd\with symptoms (new or worsening) believed to be
related to liver injufy,or hypersensitivity

Suggested actions and follow-up assessments

Actions Follow-up assessments

o Immediately discontinue study medication. e  Viral hepatitis serology ¢

e Reporttheevent to'the sponsor within 24 hours. e Obtain INR and recheck with each liver

e Complete theliver event electronic Case Report chemistry assessment until the

form (eCRRE),)and complete a serious adverse transaminases values show downward
event (SAE) data collection tool if the event also trend
met the ‘criteria for an SAE. ° e  Obtain blood sample for pharmacokinetic

(PK) analysis 60 minutes after the most

e Perform liver chemistry follow-up assessments.
recent dose ©

e Serum creatine phosphokinase (CPK)
and lactate dehydrogenase (LDH)
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Liver chemistry stopping criteria

e Monitor the participant until liver chemistry test
abnormalities resolve, stabilize, or return to
Baseline (see MONITORING).

¢ Do not restart/rechallenge participant with study
medication unless allowed per protocol and
sponsor approval is granted

o Ifrestart/rechallenge is not allowed per protocol
or not granted, permanently discontinue study
medication and continue the participant in the
study for any protocol-specified follow-up
assessmentsConsider the need for a toxicology
screening

MONITORING:

If ALT >3xULN AND bilirubin >2xULN or INR
>1.5:

e Repeat liver chemistry tests (include ALT,
aspartate transaminase [AST], alkaline
phosphatase, bilirubin) and perform liver event
follow-up assessments within 24 hours,

e Monitor participant twice weekly until liver
chemistry test abnormalities resolyes stabilize, or
return to Baseline.

e A specialist or hepatology consultation(is
recommended.

If ALT >3xULN AND bilirubin <2xULN and JJNR
<1.5:

e Repeat liver chemistry tests\include®ALT, AST,
alkaline phosphatase, bilirubin)@nd perform liver

chemistry follow-up\assessmeénts within 24 to
72 hours.

e  Monitor participants weekly until liver chemistry
abnormalitiés resolve, stabilize, or return to
Baseline:

e Fractionate bilirubin, if total bilirubin
>2x ULN

e Obtain complete blood count with
differential to assess eosinophilia

e Record the appearance or worsening of
clinical symptoms of liver injury or
hypersensitivity, on the adverse event
(AE) report form

e Record use of concomitant medications
(including acetaminophen, herbal
remedies, and other over-thexcounter
medications) on the concomitant
medications eCRF.

If ALT >3xULN AND:bilirubin >2xULN
or INR >1.5:

e, Anti-nuclear antibodys' anti-smooth
muscle.antibody,/Lype 1 anti-liver
kidriey» microsomal antibodies, and
quantitative total immunoglobulin G
(IgG) or gamma globulins.

e/ Liverimaging (ultrasound, magnetic
resonance, or computerized tomography)
and/or liver biopsy to evaluate liver
disease; complete liver

@ Serum bilirubin fractionation should be performed if testing is available. If serum bilirubin fractionation is not
immediately ayailable, discontinue study medication if ALT >3x ULN and bilirubin >2x ULN. Additionally, if

serum bilirubinfractionation testing is unavailable, record the

absence/presence of detectable urinary bilirubin

on-dipstick which is indicative of direct bilirubin elevations suggesting liver injury.

5“All events of ALT >3x ULN and bilirubin >2x ULN (>35% direct bilirubin) or ALT >3x ULN and INR >1.5 may
indicate severe liver injury (possible “Hy’s Law”) and must be reported as an SAE (excluding studies of
hepatic impairment or cirrhosis). The INR measurement is not required and the stated threshold value will not

apply to participants receiving anticoagulants.

¢ New or worsening symptoms believed to be related to liver injury (such as fatigue, nausea, vomiting, right upper
quadrant pain or tenderness, or jaundice) or hypersensitivity (such as fever, rash, or eosinophilia).

Confidential Page 65 of 79



UCB 11 Feb 2022
Clinical Study Protocol Lacosamide SP0968

4 Includes: Hepatitis A immunoglobulin M (IgM) antibody; HBsAg and HBcAb; hepatitis C RNA; cytomegalovirus
IgM antibody; Epstein-Barr viral capsid antigen IgM antibody (or if unavailable, heterophile antibody or monospot
testing); and hepatitis E IgM antibody.

¢ PK sample may not be required for participants known to be receiving Active Comparator treatment. Record the
date/time of the PK blood sample draw and the date/time of the last dose of study medication prior to the blood
sample draw on the eCREF. If the date or time of the last dose is unclear, provide the participant’s caregiver’s best
approximation. If the date/time of the last dose cannot be approximated OR a PK sample cannot be collected in the
time period indicated above, do not obtain a PK sample. Instructions for sample handling and shipping are in the
study Laboratory Manual.
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10.7 Appendix 7: Medical device adverse events, adverse device

effects, serious adverse events and device deficiencies:

definition and procedures for recording, evaluating, follow up,
and reporting

Not applicable.
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10.8 Appendix 8: Rapid alert procedures

The investigator must notify the study sponsor as soon as possible (within 24 hours of
becoming aware of the event) by contacting the SAE Reporting info at the beginning at the

protocol.
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10.9 Appendix 9: Country-specific requirements
Not applicable.
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10.10

ADD
ADR
AE
AED
ALP
ALT
AST
AV
bid
BZD
CI
CL
CNS
DMC
ECG
eCRF
ENS

FAS
FDA
CGA
GCP
HIE
1B
ICF
ICH
IEC
IMP
IRB
IRT

v
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Appendix 10: Abbreviations and trademarks

Anticonvulsant Drug Development
adverse drug reaction

adverse event

anti-epileptic drug

alkaline phosphatase

alanine aminotransferase

aspartate aminotransferase
atrioventricular

twice daily

benzodiazepine

confidence interval

clearance

central nervous system

Data Monitoring Cominittee
electrocardiogram

electronic Case-Réport form
electroencephalographic neonatal seizures
bioavailability,

Full Analysis-Set

Food and/DrugAdministration
corfected gestational age

Good Clihical Practice
hypexic-ischemic encephalopathy
[nvestigator’s Brochure

Informed Consent form
International Council for Harmonisation
Independent Ethics Committee
investigational medicinal product
Institutional Review Board
Interactive Response Technology

intravenous(ly)
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LCM
LDC
LEV
LFT
MDZ
NICU
PB
PDILI
PHT
PK
PNA
PPS
PS
QTc
gxh
RWE
SAE
SAP
SD
SFU
SS
StOC
tid
TBV
ULN
Ve
video-EEG

Confidential

lacosamide

lidocaine

levetiracetam

liver function test
midazolam

Neonatal Intensive Care Unit

phenobarbital

potential drug-induced liver injury

phenytoin
pharmacokinetic(s)
postnatal age
Per-Protocol Set
Patient Safety
corrected QT interval
every x hours

real world evidence
serious adverse event
Statistical A nalysisPlan
standard deviation
Safety Follow-up
Safety Set

standard of cate
three times a day
total blood volume
upper limit of normal
distribution volume

video-electroencephalogram
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10.11
Amendment 1 (13 Oct 2020)

Overall Rationale for the Amendment

Appendix 11: Protocol amendment history

Changes to the protocol have been made to simplify the study logistics, to update secondary
objectives, to provide updated data from the pediatric PK model, and to improve consistency
within the protocol. Minor grammatical, editorial, and formatting changes have also been made

for clarification purposes only.

Section # and Name

Description of Change

Brief Rationale

1.1 Synopsis
1.3 Schedule of activities
3 Objectives and endpoints

9.3.2 Analysis of the secondary
efficacy endpoints

9.3.2.1 Time to response
9.3.2.2 Time to seizure freedom

Reduce the video-EEG time
from 96 hours to 48 hours.

Reducing the video-EBG time
helps to preservethe skin of the
neonates, and-allows the
video-EEG’machinesto-be
availablefer other patients in
the NICU.

1.1 Synopsis
4.1.2 Study periods

6.3 Measures to minimize bias:
Randomization

11 References

Remove the response~adaptive
design such that @ll study
participants ate enrolledsin'a 1:1
randomization schedule)

Resporise-adaptive design works
optimally with planned
enrollment whereby treatment
response is fully incorporated
into a new randomization vector
before the next randomization
occurs. Given the uncertainty of
the enrollment rate, and the
interval between participants
enrolling in this study, the
randomization ratio was set at
1:1 to ensure accurate study
enrollment status is provided at
the time of informed consent for
each potential participant.

1.1 Synopsis
3 Objectives and Endpoints

9.3.2 Analysis of‘the secondary
efficacy endpoints

Secondary endpoints were
updated with 4 new endpoints:

e Absolute reduction in
seizure burden across the
first 48-hours of the
Treatment Period measured
by continuous video-EEG
compared with the Baseline
video-EEG

e Percent reduction in seizure
burden across the first 48-
hours of the Treatment
Period measured by

To provide a different
evaluation of efficacy, based on
a reduction of seizure burden,
rather than proportion of
responders.
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continuous video-EEG
compared with the Baseline
video-EEG

e Proportion of responders at
the end of the first 48-hours
of the Treatment Period

e Proportion of study
participants who are seizure-
free (100% reduction in
seizure burden from
Baseline) at 24 hours after
the start of the Treatment
Period, categorized by study
participants with nonsevere
or severe seizure burden at
Baseline

9.9 Determination of sample
size

The following text was added:
In addition, the sample'size
was estimated based on
seizure count.data-rather than
seizure burden.(min/hour) due
to the unavailability.of the
seizure burden datafor
neonates.

To provide'greater transparency
in the'déscription of the sample
siz€calculation.

1.1 Synopsis
4.1.2 Study periods

6.3 Measures to minimize bias:
Randomization

Sections updated to-utte that
randomization will,be stratified
by seizire seyerity.

To add clarity to the protocol.

9.3.2.1 Time to response
9.3.2.2 Time to seizure freedom

The following sentence has been
added'to these sections. The
95% CI will be provided for
descriptive purposes only.

To provide additional detail to
the efficacy analyses.

8.6.1 Pharmacokinetic sampling
and handling

Removal of the option to assess
the PK of LCM using the
commercial assay processed in
the sites laboratory. The
description of the analysis of the
PK samples moved to the end of
the section.

The use of a central laboratory
for all PK samples removes the
need for cross-validation
between laboratories, and the
shipment of an extra sample.

1.1 Synopsis

3 Objectives and endpoints
4.1.2 Study periods

4.3 Justification for dose

8.5 Treatment of overdose

Text updated to confirm that
concentrations of LCM will be
calculated only from serum (and
not plasma/serum).

For accuracy in the Protocol.
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9.1 Definition of analysis sets

9.5 Handling of protocol
deviations

4.1.2 Study periods

8.6.1 Pharmacokinetic sampling
and handling

The total volume of the PK
sample has been edited from
200puL/sample to 0.2mL/sample.

To ensure consistency in the
units of measurement of the PK
sample throughout the protocol.

2.3 Benefit/Risk Assessment
4.3 Justification for dose

Text updated throughout the
section to reflect the most
current data from the pediatric
population PK model.

The pediatric population PK
model was updated.

1.1 Synopsis
4.1.2 Study periods

Text updated with a revised
LCM dose of 15mg/kg/day: A
dose of LCM +815mg/kg/day is
estimated to yield approximately
the same plasma concentrations
as in an adult receiving LCM
400mg/day.

As a result of an update to the
pediatric populdtion/PK maodel,
the dose has’been updated.

Table 1-1 Schedule of Activities
— Screening and Treatment
Periods

Updated the row “LEM PK
samples” and updated Footnote
p to indicate that'\PK sampling
times are detailed in Table 1-3.

Bor agcdracy and consistency
within the protocol.

Table 1.3 Schedule for PK
sampling

Footnote.b-removed, Footnote.a
updated with preferably and
remoyal of either: Onéoptional
sample periday, preferably
obtained ‘either shortly before
dosing (trough sample) or at any
other’postdgse'time point (but
never dufing infusion)

To remove conflicting
information and improve clarity.

8.6.3 Pharmacokinetic analysis

9.5 Planned pharmacokinefic
analyses

Content updated to remove the
estimation of relevant individual
PK parameters.

The number of samples
collected for PK sampling is
sparse. With only a few samples
per study participant, the
estimation of individual PK
values cannot be performed
reliably.

8.6.3 Pharmacokinetic analysis

Content updated to confirm that
data from SP0968 will be used
to update the LCM population
PK model at the end of the
study.

To distinguish the update of the
population PK model from the
interim review of LCM dose and
serum concentrations during the
study which is conducted to
ascertain if a dose change during
the study is required.

1.1 Synopsis
Figure 1-1 Schematic overview
of the study

Content amended to clarify that
all study participants will enter
the SFU period, that the SFU

The day of the SFU visit had
been previously omitted. Added
for accuracy and clarity.
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Table 1-2 Schedule of Activities
— Extension and Safety Follow-
up Periods

4.1.2 Study periods

visit will occur at the end of the
SFU period (Day 14 + 2 days),
and that down-titration of LCM
dose may take place over 7
days.

5.2 Exclusion criteria

Criterion #9 amended. The
assessment of kidney function is
to be calculated using the
revised Schwartz formula.

Creatinine clearance is not
checked directly in neonatal
infants. The Schwartz formulads
considered the best method for
estimating glomerular filtration
rate in children.

1.3 Schedule of activities
8.2.4 HIE (Thompson score)
9.4 Planned safety analyses
11 References

Removal of the Thompson score
from the safety assessments.

The Thompson scere is not
routinely used it\NICUs¢ The
Sarnat assessment whichyalso
assesses,th&severitysof HIE will
remain;

7.1.1 Liver stopping criteria —
potential drug-induced liver

injury

The PDILI criterion #2 has been
amended, and the following
sentence removed:

In case AST, ALT,or ALP.
elevation >5x I N-occurs
within 5 days after birthstudy
drug must\be/discontinued and
LFTswetested within'24 hours:

Restarting study drug is not
possible after the end of an acute
phas¢-of seizures.

8.2.1 Medical history including
Apgar score

The following sentence has been
amended to include 5. The score
is.reported at 1, 5 and
10 minutes after birth

Correction of text.
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SPONSOR DECLARATION
I confirm that I have carefully read and understand this protocol and agree to conduct this
clinical study as outlined in this protocol and according to current Good Clinical Practice. . OQ
‘S
42
QO
O
N
> A
O )
. Q KQ
S @
& 8
L
4 W\
R N4
> @

e =
K& Q;\~
‘QQ) (\*
Y O
O Qb
D
>
\o,oﬁ\
QX
%) .Q(b
SN
> R

Confidential Page 79 of 79



Name:

Version:

Document Number:

Title:

Approved Date:

Approval Signatures

SP0968-protocol-amend-2

CLIN-000183364
SP0968 Protocol Amendment 2

14 Feb 2022

Document Apprevals

Approval
Verdict: Approved

Name:
Capacity:-€linical
Date of Signature: 14-Feb-2022 03:18:26 GMT+0000

Approval
Verdict: Approved

Name:
Capacity: Clinical
Date of Signature: 14-Feb-2022 10:05:35 GMT+0000

Approval
Verdict: Approved

Name:
Capacity: Clinical
Date of Signature: 14-Feb-2022 12:56:30 GMT+0000






